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FDCA STATUTORY SUPPLEMENT, 2018

The Federal Food, Drug, and Cosmetic Act (FDCA) has been amended frequently and significantly over the years and is
presented here as amended through January 2018. This new 2018 edition is fully updated to reflect, inter alia, the recent
amendments to the FDCA by the Food and Drug Administration Reauthorization Act (FDARA), which was signed

into law by President Donald Trump in August of 2017. FDARA had the effect of reauthorizing the Prescription Drug
User Fee Act (PDUFA), as well as user fees for biosimilars, generic drugs, and medical devices. These amendments are
presented in track changes (additions are underlined; deletions are struck-through), making it easy to identify updates
and changes to the law.

It is presented in the order, and bearing the section numbers of, the original statute because of the many cross-references
within the statute and because of the frequency with which those section numbers are referenced by courts, practitioners,
and academics. The bracketed numbers following the FDCA section numbers are the section numbers in Title 21 of the
United States Code, where the FDCA sections are codified. For example, the definitions section is presented as “Sec. 201.
[321]” A few relevant statutory sections were not passed as amendments to the FDCA, but have been codified within the
same range of code section numbers in Title 21. Such sections are presented here in their correct place in the 21 US.C.
numbering scheme, but without an FDCA section number. For example, 21 U.S.C. 321a, defining butter, appears after
Section 201 [321].

As in previous editions, this edition includes an appendix of selected text from other statutes and acts that may be
particularly relevant for practitioners in this area of the law. Thus, for example, sections of the Public Health Service Act
relating to the approval of biological products are included in the appendix, as are provisions of the FDA Amendments
Act of 2007 relating to user fees and postmarket surveillance. The selections in the appendix are not, however, meant to
be exhaustive or all-encompassing; FDLI encourages users to seek out the actual statutes and acts when substantive legal
review isrequired.

For access to the electronic version of the FDCA Statutory Supplement, go to http://www.fdli.org/stat2018.
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Pub. L. No. 75-717, 52 Stat. 1040 (1938), as amended § 201 [321]

FEDERAL FOOD, DRUG,
AND COSMETIC ACT

(References in brackets [ ]are to title 21, United States Code)
CHAPTER I — SHORT TITLE

SkEc. 1. [301] SHORT TITLE.
This Act may be cited as the Federal Food, Drug, and Cosmetic Act.

CHAPTER II — DEFINITIONS

SEc. 201. [321] DEFINITIONS.
For the purposes of this Act —
(a) —

(1) The term “State”, except as used in the last sentence of section 702(a), means any State or Territory of the
United States, the District of Columbia, and the Commonwealth of Puerto Rico.

(2) The term “Territory” means any Territory or possession of the United States, including the District of
Columbia, and excluding the Commonwealth of Puerto Rico and the Canal Zone.

(b) The term “interstate commerce” means

(1) commerce between any State or Territory and any place outside thereof, and

(2) commerce within the District of Columbia or within any other Territory not organized with a legislative body.
(c¢) The term “Department” means the Department of Health and Human Services.
(d) The term “Secretary” means the Secretary of Health and Human Services.
(e) The term “person” includes individual, partnership, corporation, and association.
(f) The term “food” means

(1) articles used for food or drink for man or other animals,

(2) chewing gum, and

(3) articles used for components of any such article.
(8 —

(1) The term “drug” means

(A) articles recognized in the official United States Pharmacopeia, official Homeopathic Pharmacopeia of
the United States, or official National Formulary, or any supplement to any of them; and

(B) articles intended for use in the diagnosis, cure, mitigation, treatment, or prevention of disease in man or
other animals; and

(C) articles (other than food) intended to affect the structure or any function of the body of man or other
animals; and

(D) articles intended for use as a component of any articles specified in clause (A), (B), or (C).

A food or dietary supplement for which a claim, subject to sections 403(r)(1)(B) and 403(r)(3) or sections
403(r)(1)(B) and 403(r)(5)(D), is made in accordance with the requirements of section 403(r) is not a drug solely
because the label or the labeling contains such a claim. A food, dietary ingredient, or dietary supplement for
which a truthful and not misleading statement is made in accordance with section 403(r)(6) is not a drug under
clause (C) solely because the label or the labeling contains such a statement.

(2) The term “counterfeit drug” means a drug which, or the container or labeling of which, without authorization,
bears the trademark, trade name, or other identifying mark, imprint, or device, or any likeness thereof, of a drug
manufacturer, processor, packer, or distributor other than the person or persons who in fact manufactured,
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processed, packed, or distributed such drug and which thereby falsely purports or is represented to be the product
of, or to have been packed or distributed by, such other drug manufacturer, processor, packer, or distributor.

(h) The term “device” (except when used in paragraph (n) of this section and in sections 301(i), 403(f), 502(c), and
602(c)) means an instrument, apparatus, implement, machine, contrivance, implant, in vitro reagent, or other similar
or related article, including any component, part, or accessory, which is —

(1) recognized in the official National Formulary, or the United States Pharmacopeia, or any supplement to them,

(2) intended for use in the diagnosis of disease or other conditions, or in the cure, mitigation, treatment, or
prevention of disease, in man or other animals, or

(3) intended to affect the structure or any function of the body of man or other animals, and which does not
achieve its primary intended purposes through chemical action within or on the body of man or other animals
and which is not dependent upon being metabolized for the achievement of its primary intended purposes. The
term ‘device’ does not include software functions excluded pursuant to section 520(o).

(i) The term “cosmetic” means

(1) articles intended to be rubbed, poured, sprinkled, or sprayed on, introduced into, or otherwise applied to the
human body or any part thereof for cleansing, beautifying, promoting attractiveness, or altering the appearance,
and

(2) articles intended for use as a component of any such articles; except that such term shall not include soap.

(j) The term “official compendium” means the official United States Pharmacopeia, official Homeopathic
Pharmacopeia of the United States, official National Formulary, or any supplement to any of them.

(k) The term “label” means a display of written, printed, or graphic matter upon the immediate container of any
article; and a requirement made by or under authority of this Act that any word, statement, or other information
appear on the label shall not be considered to be complied with unless such word, statement, or other information also
appears on the outside container or wrapper, if any there be, of the retail package of such article, or is easily legible
through the outside container or wrapper.

(1) The term “immediate container” does not include package liners.

(m) The term “labeling” means all labels and other written, printed, or graphic matter
(1) upon any article or any of its containers or wrappers, or
(2) accompanying such article.

(n) If an article is alleged to be misbranded because the labeling or advertising is misleading, then in determining
whether the labeling or advertising is misleading there shall be taken into account (among other things) not only
representations made or suggested by statement, word, design, device, or any combination thereof, but also the extent
to which the labeling or advertising fails to reveal facts material in the light of such representations or material with
respect to consequences which may result from the use of the article to which the labeling or advertising relates
under the conditions of use prescribed in the labeling or advertising thereof or under such conditions of use as are
customary or usual.

(o) The representation of a drug, in its labeling, as an antiseptic shall be considered to be a representation that it is a
germicide, except in the case of a drug purporting to be, or represented as, an antiseptic for inhibitory use as a wet
dressing, ointment, dusting powder, or such other use as involves prolonged contact with the body.

(p) The term “new drug” means —

(1) Any drug (except a new animal drug or an animal feed bearing or containing a new animal drug)
the composition of which is such that such drug is not generally recognized, among experts qualified by
scientific training and experience to evaluate the safety and effectiveness of drugs, as safe and effective for
use under the conditions prescribed, recommended, or suggested in the labeling thereof, except that such a
drug not so recognized shall not be deemed to be a “new drug” if at any time prior to the enactment of this
Act it was subject to the Food and Drugs Act of June 30, 1906, as amended, and if at such time its labeling
contained the same representations concerning the conditions of its use; or

(2) Any drug (except a new animal drug or an animal feed bearing or containing a new animal drug)
the composition of which is such that such drug, as a result of investigations to determine its safety and
effectiveness for use under such conditions, has become so recognized, but which has not, otherwise than in
such investigations, been used to a material extent or for a material time under such conditions.
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(@ —
a—
(A) Except as provided in clause (B), the term “pesticide chemical” means any substance that is a pesticide
within the meaning of the Federal Insecticide, Fungicide, and Rodenticide Act, including all active and inert

ingredients of such pesticide. Notwithstanding any other provision of law, the term “pesticide” within such
meaning includes ethylene oxide and propylene oxide when such substances are applied on food.

(B) In the case of the use, with respect to food, of a substance described in clause (A) to prevent, destroy,
repel, or mitigate micro-organisms (including bacteria, viruses, fungi, protozoa, algae, and slime), the
following applies for purposes of clause (A):

(i) The definition in such clause for the term “pesticide chemical” does not include the substance if the
substance is applied for such use on food, or the substance is included for such use in water that comes
into contact with the food, in the preparing, packing, or holding of the food for commercial purposes.
The substance is not excluded under this subclause from such definition if the substance is ethylene
oxide or propylene oxide, and is applied for such use on food. The substance is not so excluded if the
substance is applied for such use on a raw agricultural commodity, or the substance is included for such
use in water that comes into contact with the commodity, as follows:

(I) The substance is applied in the field.

(IT) The substance is applied at a treatment facility where raw agricultural commodities are the
only food treated, and the treatment is in a manner that does not change the status of the food
as a raw agricultural commodity (including treatment through washing, waxing, fumigating, and
packing such commodities in such manner).

(IIT) The substance is applied during the transportation of such commodity between the field and
such a treatment facility.

(ii) The definition in such clause for the term “pesticide chemical” does not include the substance if
the substance is a food contact substance as defined in section 409(h)(6), and any of the following
circumstances exist: The substance is included for such use in an object that has a food contact surface
but is not intended to have an ongoing effect on any portion of the object; the substance is included
for such use in an object that has a food contact surface and is intended to have an ongoing effect on
a portion of the object but not on the food contact surface; or the substance is included for such use in
or is applied for such use on food packaging (without regard to whether the substance is intended to
have an ongoing effect on any portion of the packaging). The food contact substance is not excluded
under this subclause from such definition if any of the following circumstances exist: The substance is
applied for such use on a semipermanent or permanent food contact surface (other than being applied
on food packaging); or the substance is included for such use in an object that has a semipermanent
or permanent food contact surface (other than being included in food packaging) and the substance is
intended to have an ongoing effect on the food contact surface.

With respect to the definition of the term “pesticide” that is applicable to the Federal Insecticide, Fungicide,
and Rodenticide Act, this clause does not exclude any substance from such definition.

(2) The term “pesticide chemical residue” means a residue in or on raw agricultural commodity or processed
food of —

(A) a pesticide chemical; or
(B) any other added substance that is present on or in the commodity or food primarily as a result of the

metabolism or other degradation of a pesticide chemical.

(3) Notwithstanding subparagraphs (1) and (2), the Administrator may by regulation except a substance from the
definition of “pesticide chemical” or “pesticide chemical residue” if —

(A) its occurrence as a residue on or in a raw agricultural commodity or processed food is attributable
primarily to natural causes or to human activities not involving the use of any substances for a pesticidal
purpose in the production, storage, processing, or transportation of any raw agricultural commodity or
processed food; and

(B) the Administrator, after consultation with the Secretary, determines that the substance more appropriately
should be regulated under one or more provisions of this Act other than sections 402(a)(2)(B) and 408.
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(r) The term “raw agricultural commodity” means any food in its raw or natural state, including all fruits that are
washed, colored, or otherwise treated in their unpeeled natural form prior to marketing.

(s) The term “food additive” means any substance the intended use of which results or may reasonably be expected
to result, directly or indirectly, in its becoming a component or otherwise affecting the characteristics of any food
(including any substance intended for use in producing, manufacturing, packing, processing, preparing, treating,
packaging, transporting, or holding food; and including any source of radiation intended for any such use), if such
substance is not generally recognized, among experts qualified by scientific training and experience to evaluate its
safety, as having been adequately shown through scientific procedures (or, in the case of a substance used in food
prior to January 1, 1958, through either scientific procedures or experience based on common use in food) to be safe
under the conditions of its intended use; except that such term does not include —

(1) a pesticide chemical residue in or on a raw agricultural commodity or processed food; or
(2) a pesticide chemical; or
(3) a color additive; or

(4) any substance used in accordance with a sanction or approval granted prior to the enactment of this paragraph
[September 6, 1958 — Ed.] pursuant to this Act, the Poultry Products Inspection Act (21 U.S.C. 451 and the
following) or the Meat Inspection Act of March 4, 1907 (34 Stat. 1260), as amended and extended (21 U.S.C.
71 and the following);

(5) a new animal drug; or

(6) an ingredient described in paragraph (ff) in, or intended for use in, a dietary supplement.
®—

(1) The term “color additive” means a material which —

(A) is a dye, pigment, or other substance made by a process of synthesis or similar artifice, or extracted,
isolated, or otherwise derived, with or without intermediate or final change of identity, from a vegetable,
animal, mineral, or other source, and

(B) when added or applied to a food, drug, or cosmetic, or to the human body or any part thereof, is capable
(alone or through reaction with other substance) of imparting color thereto;

except that such term does not include any material which the Secretary, by regulation, determines is used (or
intended to be used) solely for a purpose or purposes other than coloring.

(2) The term “color” includes black, white, and intermediate grays.

(3) Nothing in subparagraph (1) of this paragraph shall be construed to apply to any pesticide chemical, soil
or plant nutrient, or other agricultural chemical solely because of its effect in aiding, retarding, or otherwise
affecting, directly or indirectly, the growth or other natural physiological processes of produce of the soil and
thereby affecting its color, whether before or after harvest.

(u) The term “safe”, as used in paragraph (s) of this section and in sections 409, 512, 571, and 721, has reference to
the health of man or animal.

(v) The term “new animal drug” means any drug intended for use for animals other than man, including any drug
intended for use in animal feed but not including such animal feed —

(1) the composition of which is such that such drug is not generally recognized, among experts qualified by
scientific training and experience to evaluate the safety and effectiveness of animal drugs, as safe and effective
for use under the conditions prescribed, recommended, or suggested in the labeling thereof; except that such a
drug not so recognized shall not be deemed to be a “new animal drug” if at any time prior to June 25, 1938, it
was subject to the Food and Drug Act of June 30, 1906, as amended, and if at such time its labeling contained the
same representations concerning the conditions of its use; or

(2) the composition of which is such that such drug, as a result of investigations to determine its safety and
effectiveness for use under such conditions, has become so recognized but which has not, otherwise than in such
investigations, been used to a material extent or for a material time under such conditions.

Provided that any drug intended for minor use or use in a minor species that is not the subject of a final regulation
published by the Secretary through notice and comment rulemaking finding that the criteria of paragraphs (1) and (2)
have not been met (or that the exception to the criterion in paragraph (1) has been met) is a new animal drug.
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(w) The term “animal feed”, as used in paragraph (w) [probably should be paragraph “(v)” — Ed.] of this section, in
section 512, and in provisions of this Act referring to such paragraph or section, means an article which is intended
for use for food for animals other than man and which is intended for use as a substantial source of nutrients in the
diet of the animal, and is not limited to a mixture intended to be the sole ration of the animal.

(x) The term “informal hearing” means a hearing which is not subject to section 554, 556, or 557 of title 5 of the
United States Code and which provides for the following:

(1) The presiding officer in the hearing shall be designated by the Secretary from officers and employees of the
Department who have not participated in any action of the Secretary which is the subject of the hearing and who
are not directly responsible to an officer or employee of the Department who has participated in any such action.

(2) Each party to the hearing shall have the right at all times to be advised and accompanied by an attorney.

(3) Before the hearing, each party to the hearing shall be given reasonable notice of the matters to be considered
at the hearing, including a comprehensive statement of the basis for the action taken or proposed by the Secretary
which is the subject of the hearing and a general summary of the information which will be presented by the
Secretary at the hearing in support of such action.

(4) At the hearing the parties to the hearing shall have the right to hear a full and complete statement of the action of
the Secretary which is the subject of the hearing together with the information and reasons supporting such action, to
conduct reasonable questioning, and to present any oral or written information relevant to such action.

(5) The presiding officer in such hearing shall prepare a written report of the hearing to which shall be attached
all written material presented at the hearing. The participants in the hearing shall be given the opportunity to
review and correct or supplement the presiding officer’s report of the hearing.

(6) The Secretary may require the hearing to be transcribed. A party to the hearing shall have the right to have
the hearing transcribed at his expense. Any transcription of a hearing shall be included in the presiding officer’s
report of the hearing.

(y) The term “saccharin” includes calcium saccharin, sodium saccharin, and ammonium saccharin.

(z) The term “infant formula” means a food which purports to be or is represented for special dietary use solely as
a food for infants by reason of its simulation of human milk or its suitability as a complete or partial substitute for
human milk.

(aa) The term “abbreviated drug application” means an application submitted under section 505(j) for the approval
of a drug that relies on the approved application of another drug with the same active ingredient to establish safety
and efficacy, and —

(1) in the case of section 306, includes a supplement to such an application for a different or additional use of
the drug but does not include a supplement to such an application for other than a different or additional use of
the drug, and

(2) in the case of sections 307 and 308, includes any supplement to such an application.
(bb) The term “knowingly” or “knew” means that a person, with respect to information —
(1) has actual knowledge of the information, or
(2) acts in deliberate ignorance or reckless disregard of the truth or falsity of the information.
(cc) For purposes of section 306, the term “high managerial agent” —
(1) means —
(A) an officer or director of a corporation or an association,
(B) a partner of a partnership, or
(C) any employee or other agent of a corporation, association, or partnership,

having duties such that the conduct of such officer, director, partner, employee, or agent may fairly be assumed
to represent the policy of the corporation, association, or partnership, and

(2) includes persons having management responsibility for —

(A) submissions to the Food and Drug Administration regarding the development or approval of any drug
product,

(B) production, quality assurance, or quality control of any drug product, or

(C) research and development of any drug product.
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(dd) For purposes of sections 306 and 307, the term “drug product” means a drug subject to regulation under section
505, 512, or 802 of this Act or under section 351 of the Public Health Service Act.

(ee) The term “Commissioner” means the Commissioner of Food and Drugs.
(ff) The term “dietary supplement” —

(1) means a product (other than tobacco) intended to supplement the diet that bears or contains one or more of
the following dietary ingredients:

(A) a vitamin;
(B) a mineral;
(C) an herb or other botanical;
(D) an amino acid;
(E) a dietary substance for use by man to supplement the diet by increasing the total dietary intake; or
(F) a concentrate, metabolite, constituent, extract, or combination of any ingredient described in clause (A),
(B), (©), (D), or (E);
(2) means a product that —
A)—
(i) is intended for ingestion in a form described in section 411(c)(1)(B)(i); or
(ii) complies with section 411(c)(1)(B)(ii);
(B) is not represented for use as a conventional food or as a sole item of a meal or the diet; and
(C) is labeled as a dietary supplement; and
(3) does —
(A) include an article that is approved as a new drug under section 505 or licensed as a biologic under section
351 of the Public Health Service Act (42 U.S.C. 262) and was, prior to such approval, certification, or license,
marketed as a dietary supplement or as a food unless the Secretary has issued a regulation, after notice and

comment, finding that the article, when used as or in a dietary supplement under the conditions of use and
dosages set forth in the labeling for such dietary supplement, is unlawful under section 402(f); and

(B) not include —

(i) an article that is approved as a new drug under section 505, certified as an antibiotic under section
507, or licensed as a biologic under section 351 of the Public Health Service Act (42 U.S.C. 262), or

(ii) an article authorized for investigation as a new drug, antibiotic, or biological for which substantial
clinical investigations have been instituted and for which the existence of such investigations has been
made public,

which was not before such approval, certification, licensing, or authorization marketed as a dietary supplement
or as a food unless the Secretary, in the Secretary’s discretion, has issued a regulation, after notice and comment,
finding that the article would be lawful under this Act.

Except for purposes of section 201(g) and 417, a dietary supplement shall be deemed to be a food within the meaning
of this Act.

(gg) The term “processed food” means any food other than a raw agricultural commodity and includes any raw
agricultural commodity that has been subject to processing, such as canning, cooking, freezing, dehydration, or
milling.

(hh) The term “Administrator” means the Administrator of the United States Environmental Protection Agency.
(ii) The term “compounded positron emission tomography drug” —
(1) means a drug that —

(A) exhibits spontaneous disintegration of unstable nuclei by the emission of positrons and is used for the
purpose of providing dual photon positron emission tomographic diagnostic images; and

(B) has been compounded by or on the order of a practitioner who is licensed by a State to compound or
order compounding for a drug described in subparagraph (A), and is compounded in accordance with the
State’s law, for a patient or for research, teaching, or quality control; and
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(2) includes any nonradioactive reagent, reagent kit, ingredient, nuclide generator, accelerator, target material,
electronic synthesizer, or other apparatus or computer program to be used in the preparation of such a drug.

(jj) The term “antibiotic drug” means any drug (except drugs for use in animals other than humans) composed wholly
or partly of any kind of penicillin, streptomycin, chlortetracycline, chloramphenicol, bacitracin, or any other drug
intended for human use containing any quantity of any chemical substance which is produced by a micro-organism
and which has the capacity to inhibit or destroy micro-organisms in dilute solution (including a chemically synthesized
equivalent of any such substance) or any derivative thereof.

(kk) The term “priority supplement” means a drug application referred to in section 101(4) of the Food and Drug
Administration Modernization Act of 1997 (111 Stat. 2298).

an —

(1) The term “single-use device” means a device that is intended for one use, or on a single patient during a
single procedure.

(2)—
(A) The term “reprocessed”, with respect to a single-use device, means an original device that has previously
been used on a patient and has been subjected to additional processing and manufacturing for the purpose of
an additional single use on a patient. The subsequent processing and manufacture of a reprocessed single-use
device shall result in a device that is reprocessed within the meaning of this definition.

(B) A single-use device that meets the definition under clause (A) shall be considered a reprocessed device
without regard to any description of the device used by the manufacturer of the device or other persons,
including a description that uses the term “recycled” rather than the term “reprocessed”.

(3) The term “original device” means a new, unused single-use device.
(mm) —

(1) The term “critical reprocessed single-use device” means a reprocessed single-use device that is intended to
contact normally sterile tissue or body spaces during use.

(2) The term “semi-critical reprocessed single-use device” means a reprocessed single-use device that is intended
to contact intact mucous membranes and not penetrate normally sterile areas of the body.

(nn) The term “major species” means cattle, horses, swine, chickens, turkeys, dogs, and cats, except that the Secretary
may add species to this definition by regulation.

(00) The term “minor species” means animals other than humans that are not major species.

(pp) The term “minor use” means the intended use of a drug in a major species for an indication that occurs
infrequently and in only a small number of animals or in limited geographical areas and in only a small number of
animals annually.

(qq) The term “major food allergen” means any of the following:

(1) Milk, egg, fish (e.g., bass, flounder, or cod), Crustacean shellfish (e.g., crab, lobster, or shrimp), tree nuts
(e.g., almonds, pecans, or walnuts), wheat, peanuts, and soybeans.

(2) A food ingredient that contains protein derived from a food specified in paragraph (1), except the following:

(A) Any highly refined oil derived from a food specified in paragraph (1) and any ingredient derived from
such highly refined oil.

(B) A food ingredient that is exempt under paragraph (6) or (7) of section 403(w).
(rr) —
(1) The term “tobacco product” means any product made or derived from tobacco that is intended for human

consumption, including any component, part, or accessory of a tobacco product (except for raw materials other
than tobacco used in manufacturing a component, part, or accessory of a tobacco product).

(2) The term “tobacco product” does not mean an article that is a drug under subsection (g)(1), a device under
subsection (h), or a combination product described in section 503(g).

(3) The products described in paragraph (2) shall be subject to chapter V of this Act.

(4) A tobacco product shall not be marketed in combination with any other article or product regulated under this
Act (including a drug, biologic, food, cosmetic, medical device, or a dietary supplement).
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SEc. . [321a] “BuUTTER” DEFINED.

For the purposes of the Food and Drugs Act of June 30, 1906 (Thirty-fourth Statutes at Large, page 768) “butter”
shall be understood to mean the food product usually known as butter, and which is made exclusively from milk or
cream, or both, with or without common salt, and with or without additional coloring matter, and containing not less
than 80 per centum by weight of milk fat, all tolerances having been allowed for.

Skc. . [321b] “PACKAGE” DEFINED.

Skc.

The word “package” where it occurs the second and last time in the act entitled “An Act to amend section 8 of an act
entitled, ‘An act for preventing the manufacture, sale, or transportation of adulterated or misbranded or poisonous
deleterious foods, drugs, medicines, and liquors, and for regulating traffic therein, and for other purposes.” approved
March 3, 1913, shall include and shall be construed to include wrapped meats enclosed in papers or other materials
as prepared by the manufacturers thereof for sale.

. [321c] No~NFAT DRY MiLK; “MiILK” DEFINED.

For the purposes of the Federal Food, Drug, and Cosmetic Act of June 26, 1938, (ch. 675, sec. 1, 52 Stat. 1040),
nonfat dry milk is the product resulting from the removal of fat and water from milk, and contains the lactose, milk
proteins, and milk minerals in the same relative proportions as in the fresh milk from which made. It contains not over
5 per centum by weight of moisture. The fat content is not over 1 1/2 per centum by weight unless otherwise indicated.

The term “milk”, when used herein, means sweet milk of cows.

SEc. . [321d] MARKET NAMES FOR CATFISH AND GINSENG.

(a) CarFisH LABELING. —

(1) In GeENERAL. — Notwithstanding any other provision of law, for purposes of the Federal Food, Drug, and
Cosmetic Act (21 U.S.C. 301 et seq.) —

(A) the term “catfish” may only be considered to be a common or usual name (or part thereof) for fish
classified within the family Ictaluridae; and

(B) only labeling or advertising for fish classified within that family may include the term “catfish”.
(2) [Omitted.]”
(b) GINSENG LABELING. —

(1) In GenNErRAL. — Notwithstanding any other provision of law, for purposes of the Federal Food, Drug, and
Cosmetic Act (21 U.S.C. 301 et seq.) —

(A) the term “ginseng” may only be considered to be a common or usual name (or part thereof) for any herb
or herbal ingredient derived from a plant classified within the genus Panax; and

(B) only labeling or advertising for herbs or herbal ingredients classified within that genus may include the
term “ginseng”.

(2) [Omitted.]”*

*
kek

Subsection (a)(2) added 21 U.S.C. 343(t).
Subsection (b)(2) added 21 U.S.C. 343(u).
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CHAPTER III — PROHIBITED ACTS AND PENALTIES

SEc. 301. [331] PROHIBITED ACTS.
The following acts and the causing thereof are hereby prohibited:

(a) The introduction or delivery for introduction into interstate commerce of any food, drug, device, tobacco product,
or cosmetic that is adulterated or misbranded.

(b) The adulteration or misbranding of any food, drug, device, tobacco product, or cosmetic in interstate commerce.

(c¢) The receipt in interstate commerce of any food, drug, device, tobacco product, or cosmetic that is adulterated or
misbranded, and the delivery or proffered delivery thereof for pay or otherwise.

(d) The introduction or delivery for introduction into interstate commerce of any article in violation of section 404,
415, 505, or 564.

(e) The refusal to permit access to or copying of any record as required by section 412, 414, 417(j); 504, 564, 703,
or 704(a), 760, or 761; or the failure to establish or maintain any record, or make any report, required under section
412, 414(b), 416, 417, 504, 505 (i) or (k), 512(a)(4)(C), 512 (j), (1) or (m), 572(1), 515(f), 519, 564, 760, 761, 909,
or 920 or the refusal to permit access to or verification or copying of any such required record; or the violation of
any recordkeeping requirement under section 204 of the FDA Food Safety Modernization Act (except when such
violation is committed by a farm).

(f) The refusal to permit entry or inspection as authorized by section 704.

(g) The manufacture within any Territory of any food, drug, device, tobacco product, or cosmetic that is adulterated
or misbranded.

(h) The giving of a guaranty or undertaking referred to in section 303(c)(2) which guaranty or undertaking is false,
except by a person who relied upon a guaranty or undertaking to the same effect signed by, and containing the name
and address of, the person residing in the United States from whom he received in good faith the food, drug, device,
tobacco product, or cosmetic; or the giving of a guaranty or undertaking referred to in section 303(c)(3), which
guaranty or undertaking is false.

) —
(1) Forging, counterfeiting, simulating, or falsely representing, or without proper authority using any mark,

stamp, tag, label, or other identification device authorized or required by regulations promulgated under the
provisions of section 404 or 721.

(2) Making, selling, disposing of, or keeping in possession, control, or custody, or concealing any punch, die,
plate, stone, or other thing designed to print, imprint, or reproduce the trademark, trade name, or other identifying
mark, imprint, or device of another or any likeness of any of the foregoing upon any drug or container or labeling
thereof so as to render such drugs a counterfeit drug.

(3) The doing of any act which causes a drug to be a counterfeit drug, or the sale or dispensing, or the holding
for sale or dispensing, of a counterfeit drug.

(j) The using by any person to his own advantage, or revealing, other than to the Secretary or officers or employees
of the Department, or to the courts when relevant in any judicial proceeding under this Act, any information acquired
under authority of section 404, 409, 412, 414, 505, 510, 512, 513, 514, 515, 516, 518, 519, 520, 571, 572, 573,
704, 708, 721, 904, 905, 906, 907, 908, 909, or 920(b) concerning any method or process which as a trade secret is
entitled to protection; or the violating of section 408(i)(2) or any regulation issued under that section. This paragraph
does not authorize the withholding of information from either House of Congress or from, to the extent of matter
within its jurisdiction, any committee or subcommittee of such committee or any joint committee of Congress or any
subcommittee of such joint committee.

(k) The alteration, mutilation, destruction, obliteration, or removal of the whole or any part of the labeling of, or the
doing of any other act with respect to, a food, drug, device, tobacco product, or cosmetic, if such act is done while
such article is held for sale (whether or not the first sale) after shipment in interstate commerce and results in such
article being adulterated or misbranded.

(1) [Repealed.]

(m) The sale or offering for sale of colored oleomargarine or colored margarine, or the possession or serving of
colored oleomargarine or colored margarine in violation of section 407(b) or 407(c).

(n) The using, in labeling, advertising or other sales promotion of any reference to any report or analysis furnished
in compliance with section 704.
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(0) In the case of a prescription drug distributed or offered for sale in interstate commerce, the failure of the
manufacturer, packer, or distributor thereof to maintain for transmittal, or to transmit, to any practitioner licensed
by applicable State law to administer such drug who makes written request for information as to such drug, true and
correct copies of all printed matter which is required to be included in any package in which that drug is distributed
or sold, or such other printed matter as is approved by the Secretary. Nothing in this paragraph shall be construed to
exempt any person from any labeling requirement imposed by or under other provisions of this Act.

(p) The failure to register in accordance with section 510 or 905, the failure to provide any information required by
section 510(j), 510(k), 905(i), or 905(j), or the failure to provide a notice required by section 510(j)(2) or 905(i)(3).

(@ —

(1) The failure or refusal to
(A) comply with any requirement prescribed under section 518, 520(g), 903(b), 907, 908, or 915,

(B) furnish any notification or other material or information required by or under section 519, 520(g), 904,
909, or 920; or

(C) comply with a requirement under section 522 or 913.

(2) With respect to any device or tobacco product, the submission of any report that is required by or under this
Act that is false or misleading in any material respect.

(r) The movement of a device, drug, or tobacco product, in violation of an order under section 304(g) or the removal
or alteration of any mark or label required by the order to identify the device, drug, or tobacco product as detained.

(s) The failure to provide the notice required by section 412(c) or 412(e), the failure to make the reports required
by section 412(f)(1)(B), the failure to retain the records required by section 412(b)(4), or the failure to meet the
requirements prescribed under section 412(f)(3).

(t) The importation of a drug in violation of section 801(d)(1), the sale, purchase, or trade of a drug or drug sample
or the offer to sell, purchase, or trade a drug or drug sample in violation of section 503(c), the sale, purchase, or trade
of a coupon, the offer to sell, purchase, or trade such a coupon, or the counterfeiting of such a coupon in violation of
section 503(c)(2), the distribution of a drug sample in violation of section 503(d) or the failure to otherwise comply
with the requirements of section 503(d), the distribution of drugs in violation of section 503(e), failure to comply with
the requirements under section 582, the failure to comply with the requirements under section 584, as applicable, or
the failure to otherwise comply with the requirements of section 503(e).

(u) The failure to comply with any requirements of the provisions of, or any regulations or orders of the Secretary,
under section 512(a)(4)(A), 512(a)(4)(D), or 512(a)(5).

(v) The introduction or delivery for introduction into interstate commerce of a dietary supplement that is unsafe under
section 413.

(w) The making of a knowingly false statement in any statement, certificate of analysis, record, or report required
or requested under section 801(d)(3); the failure to submit a certificate of analysis as required under such section;
the failure to maintain records or to submit records or reports as required by such section; the release into interstate
commerce of any article or portion thereof imported into the United States under such section or any finished product
made from such article or portion, except for export in accordance with section 801(e) or 802, or with section 351(h)
of the Public Health Service Act; or the failure to so export or to destroy such an article or portions thereof, or such
a finished product.

(x) The falsification of a declaration of conformity submitted under section 514(c) or the failure or refusal to provide
data or information requested by the Secretary under paragraph (3) of such section.

(y) In the case of a drug, device, or food —

(1) the submission of a report or recommendation by a person accredited under section 523 that is false or
misleading in any material respect;

(2) the disclosure by a person accredited under section 523 of confidential commercial information or any trade
secret without the express written consent of the person who submitted such information or secret to such person; or

(3) the receipt of a person accredited under section 523 of a bribe in any form or the doing of any corrupt act by
such person associated with a responsibility delegated to such person under this Act.

(z) The dissemination of information in violation of section 551.

(aa) The importation of a prescription drug in violation of section 804, the falsification of any record required to be
maintained or provided to the Secretary under such section, or any other violation of regulations under such section.
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FOOD AND DRUG LAW INSTITUTE



Pub. L. No. 75-717, 52 Stat. 1040 (1938), as amended §301[331]

(bb) The transfer of an article of food in violation of an order under section 304(h), or the removal or alteration of
any mark or label required by the order to identify the article as detained.

(cc) The importing or offering for import into the United States of an article of food by, with the assistance of, or at
the direction of, a person debarred under section 306(b)(3).

(dd) The failure to register in accordance with section 415.

(ee) The importing or offering for import into the United States of an article of food in violation of the requirements
under section 801(m).

(ff) The importing or offering for import into the United States of a drug or device with respect to which there is a
failure to comply with a request of the Secretary to submit to the Secretary a statement under section 801(0).

(gg) The knowing failure to comply with paragraph (7)(E) of section 704(g); the knowing inclusion by a person
accredited under paragraph (2) of such section of false information in an inspection report under paragraph (7)(A) of
such section; or the knowing failure of such a person to include material facts in such a report.

(hh) The failure by a shipper, carrier by motor vehicle or rail vehicle, receiver, or any other person engaged in the
transportation of food to comply with the sanitary transportation practices by the Secretary under section 416.

(ii) The falsification of a report of a serious adverse event submitted to a responsible person (as defined under section
760 or 761) or the falsification of a serious adverse event report (as defined under section 760 or 761) submitted to
the Secretary.

a4 —
(1) The failure to submit the certification required by section 402(j)(5)(B) of the Public Health Service Act, or
knowingly submitting a false certification under such section.

(2) The failure to submit clinical trial information required under subsection (j) of section 402 of the Public
Health Service Act.

(3) The submission of clinical trial information under subsection (j) of section 402 of the Public Health Service
Act at is false or misleading in any particular under paragraph (5)(D) of such subsection (j).

(kk) The dissemination of a television advertisement without complying with section 503B.

(1) The introduction or delivery for introduction into interstate commerce of any food to which has been added a
drug approved under section 505, a biological product licensed under section 351 of the Public Health Service Act,
or a drug or a biological product for which substantial clinical investigations have been instituted and for which the
existence of such investigations has been made public, unless —

(1) such drug or such biological product was marketed in food before any approval of the drug under section
505, before licensure of the biological product under such section 351, and before any substantial clinical
investigations involving the drug or the biological product have been instituted;

(2) the Secretary, in the Secretary’s discretion, has issued a regulation, after notice and comment, approving the
use of such drug or such biological product in the food,;

(3) the use of the drug or the biological product in the food is to enhance the safety of the food to which the drug
or the biological product is added or applied and not to have independent biological or therapeutic effects on
humans, and the use is in conformity with —

(A) a regulation issued under section 409 prescribing conditions of safe use in food,

(B) a regulation listing or affirming conditions under which the use of the drug or the biological product in
food is generally recognized as safe;

(C) the conditions of use identified in a notification to the Secretary of a claim of exemption from the
premarket approval requirements for food additives based on the notifier’s determination that the use of the
drug or the biological product in food is generally recognized as safe, provided that the Secretary has not
questioned the general recognition of safety determination in a letter to the notifier;

(D) a food contact substance notification that is effective under section 409(h); or

(E) such drug or biological product had been marketed for smoking cessation prior to the date of the
enactment of the Food and Drug Administration Amendments Act of 2007; or

(4) The drug is a new animal drug whose use is not unsafe under section 512.
(mm) The failure to submit a report or provide a notification required under section 417(d).

(nn) The falsification of a report or notification required under section 417(d).
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(00) The sale of tobacco products in violation of a no-tobacco-sale order issued under section 303(f).

(pp) The introduction or delivery for introduction into interstate commerce of a tobacco product in violation of
section 911.

(qq) —

(1) Forging, counterfeiting, simulating, or falsely representing, or without proper authority using any mark,
stamp (including tax stamp), tag, label, or other identification device upon any tobacco product or container or
labeling thereof so as to render such tobacco product a counterfeit tobacco product.

(2) Making, selling, disposing of, or keeping in possession, control, or custody, or concealing any punch, die,
plate, stone, or other item that is designed to print, imprint, or reproduce the trademark, trade name, or other
identifying mark, imprint, or device of another or any likeness of any of the foregoing upon any tobacco product
or container or labeling thereof so as to render such tobacco product a counterfeit tobacco product.

(3) The doing of any act that causes a tobacco product to be a counterfeit tobacco product, or the sale or
dispensing, or the holding for sale or dispensing, of a counterfeit tobacco product.

(rr) The charitable distribution of tobacco products.

(ss) The failure of a manufacturer or distributor to notify the Attorney General and the Secretary of the Treasury of
their knowledge of tobacco products used in illicit trade.

(tt) Making any express or implied statement or representation directed to consumers with respect to a tobacco
product, in a label or labeling or through the media or advertising, that either conveys, or misleads or would
mislead consumers into believing, that —

(1) the product is approved by the Food and Drug Administration;
(2) the Food and Drug Administration deems the product to be safe for use by consumers;
(3) the product is endorsed by the Food and Drug Administration for use by consumers; or
(4) the product is safe or less harmful by virtue of —

(A) its regulation or inspection by the Food and Drug Administration; or

(B) its compliance with regulatory requirements set by the Food and Drug Administration; including any
such statement or representation rendering the product misbranded under section 903.

(uu) The operation of a facility that manufactures, processes, packs, or holds food for sale in the United States if the
owner, operator, or agent in charge of such facility is not in compliance with section 418.

(vv) The failure to comply with the requirements under section 419.

(ww) The failure to comply with section 420.

(xx) The refusal or failure to follow an order under section 423.

(yy) The knowing and willful failure to comply with the notification requirement under section 417(h).

(zz) The importation or offering for importation of a food if the importer (as defined in section 805) does not have in
place a foreign supplier verification program in compliance with such section 805.

(aaa) The failure to register in accordance with section 801(s).
(bbb) The failure to notify the Secretary in violation of section 568.
(ccec) —
(1) The resale of a compounded drug that is labeled “not for resale” in accordance with section 503B.

(2) With respect to a drug to be compounded pursuant to section S03A or 503B, the intentional falsification of
a prescription, as applicable.

(3) The failure to report drugs or adverse events by an entity that is registered in accordance with subsection (b)
of section 503B.

(ddd) (1) The manufacture or the introduction or delivery for introduction into interstate commerce of a rinse-off
cosmetic that contains intentionally-added plastic microbeads.*

Effective with respect to manufacture on July 1, 2017, and with respect to introduction or delivery for introduc-
tion into interstate commerce on July 1, 2018. Notwithstanding the foregoing, effective with respect to manu-
facture of a rinse-off cosmetic that is a nonprescription drug on July 1, 2018 and introduction or delivery for
introduction into interstate commerce on July 1, 2019.
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(2) In this paragraph

(A) the term “plastic microbead” means any solid plastic particle that is less than five millimeters in size and
is intended to be used to exfoliate or cleanse the human body or any part thereof; and

(B) the term “rinse-off cosmetic” includes toothpaste.

SEc. 302. [332] INJUNCTION PROCEEDINGS.

(a) The district courts of the United States and the United States courts of the Territories shall have jurisdiction, for
cause shown to restrain violations of section 301, except paragraphs (h), (i), and (j).

(b) In case of violation of an injunction or restraining order issued under this section, which also constitutes a
violation of this Act, trial shall be by the court, or, upon demand of the accused, by a jury.

SEc. 303. [333] PENALTIES.
(a) —

(1) Any person who violates a provision of section 301 shall be imprisoned for not more than one year or fined
not more than $1,000, or both.

(2) Notwithstanding the provisions of paragraph (1) of this section, if any person commits such a violation after
a conviction of him under this section has become final, or commits such a violation with the intent to defraud or
mislead, such person shall be imprisoned for not more than three years or fined not more than $10,000 or both.

(b) —
(1) Notwithstanding subsection (a), any person who violates section 301(t) by —
(A) knowingly importing a drug in violation of section 801(d)(1),

(B) knowingly selling, purchasing, or trading a drug or drug sample or knowingly offering to sell, purchase,
or trade a drug or drug sample, in violation of section 503(c)(1),

(C) knowingly selling, purchasing, or trading a coupon, knowingly offering to sell, purchase, or trade such
a coupon, or knowingly counterfeiting such a coupon, in violation of section 503(c)(2), or

(D) knowingly distributing drugs in violation of section 503(e)(1) shall be imprisoned for not more than 10
years or fined not more than $250,000, or both.

(2) Any manufacturer or distributor who distributes drug samples by means other than the mail or common
carrier whose representative, during the course of the representative’s employment or association with that
manufacturer or distributor, violated section 301(t) because of a violation of section 503(c)(1) or violated any
State law prohibiting the sale, purchase, or trade of a drug sample subject to section 503(b) or the offer to sell,
purchase, or trade such a drug sample shall, upon conviction of the representative for such violation, be subject
to the following civil penalties:

(A) A civil penalty of not more than $50,000 for each of the first two such violations resulting in a conviction
of any representative of the manufacturer or distributor in any 10-year period.

(B) A civil penalty of not more than $1,000,000 for each violation resulting in a conviction of any
representative after the second conviction in any 10-year period.

For the purposes of this paragraph, multiple convictions of one or more persons arising out of the same event or
transaction, or a related series of events or transactions, shall be considered as one violation.

(3) Any manufacturer or distributor who violates section 301(t) because of a failure to make a report required by
section 503(d)(3)(E) shall be subject to a civil penalty of not more than $100,000.

4)—
(A) If a manufacturer or distributor or any representative of such manufacturer or distributor provides
information leading to the institution of a criminal proceeding against, and conviction of, any representative
of that manufacturer or distributor for a violation of section 301(t) because of a sale, purchase, or trade or
offer to purchase, sell, or trade a drug sample in violation of section 503(c)(1) or for a violation of State law

prohibiting the sale, purchase, or trade or offer to sell, purchase, or trade a drug sample, the conviction of
such representative shall not be considered as a violation for purposes of paragraph (2).
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(B) If, in an action brought under paragraph (2) against a manufacturer or distributor relating to the conviction
of a representative of such manufacturer or distributor for the sale, purchase, or trade of a drug or the offer
to sell, purchase, or trade a drug, it is shown, by clear and convincing evidence —

(i) that the manufacturer or distributor conducted, before the institution of a criminal proceeding against
such representative for the violation which resulted in such conviction, an investigation of events or
transactions which would have led to the reporting of information leading to the institution of a criminal
proceeding against, and conviction of, such representative for such purchase, sale, or trade or offer to
purchase, sell, or trade, or

(ii) that, except in the case of the conviction of a representative employed in a supervisory function,
despite diligent implementation by the manufacturer or distributor of an independent audit and security
system designed to detect such a violation, the manufacturer or distributor could not reasonably have
been expected to have detected such violation, e conviction of such representative shall not be considered
as a conviction for purposes of paragraph (2).

(5) If a person provides information leading to the institution of a criminal proceeding against, and conviction of,
a person for a violation of section 301(t) because of the sale, purchase, or trade of a drug sample or the offer to
sell, purchase, or trade a drug sample in violation of section 503(c)(1), such person shall be entitled to one-half
of the criminal fine imposed and collected for such violation but not more than $125,000.

(6) Notwithstanding subsection (a), any person who is a manufacturer or importer of a prescription drug under
section 804(b) and knowingly fails to comply with a requirement of section 804(e) that is applicable to such
manufacturer or importer, respectively, shall be imprisoned for not more than 10 years or fined not more than
$250,000, or both.

(7) Notwithstanding subsection (a)(2), any person that knowingly and intentionally adulterates a drug such that
the drug is adulterated under subsection (a)(1), (b), (c), or (d) of section 501 and has a reasonable probability of
causing serious adverse health consequences or death to humans or animals shall be imprisoned for not more
than 20 years or fined not more than $1,000,000, or both.

(8) Notwithstanding subsection (a), any person who violates section 301(i)(3) by knowingly making, selling or
dispensing, or holding for sale or dispensing, a counterfeit drug shall be imprisoned for not more than 10 years
or fined in accordance with title 18, United States Code, or both.

(¢) No person shall be subject to the penalties of subsection (a)(1) of this section,

(1) for having received in interstate commerce any article and delivered it or proffered delivery of it, if such
delivery or proffer was made in good faith, unless he refuses to furnish on request of an officer or employee duly
designated by the Secretary the name and address of the person from whom he purchased or received such article
and copies of all documents, if any there be, pertaining to the delivery of the article to him; or

(2) for having violated section 301(a) or (d), if he establishes a guaranty or undertaking signed by, and containing
the name and address of, the person residing in the United States from whom he received in good faith the article,
to the effect, in case of an alleged violation of section 301(a), that such article is not adulterated or misbranded,
within the meaning of this Act, designating this Act, or to the effect, in case of an alleged violation of section
301(d), that such article is not an article which may not, under the provisions of section 404 or 505, be introduced
into interstate commerce; or

(3) for having violated section 301(a), where the violation exists because the article is adulterated by reason
of containing a color additive not from a batch certified in accordance with regulations promulgated by the
Secretary under this Act, if such person establishes a guaranty or undertaking signed by, and containing the name
and address of, the manufacturer of the color additive, to the effect that such color additive was from a batch
certified in accordance with the applicable regulations promulgated by the Secretary under this Act; or

(4) for having violated section 301 (b), (c), or (k) by failure to comply with section 502(f) in respect to an article
received in interstate commerce to which neither section 503(a) nor section 503(b)(1) is applicable, if the delivery
or proffered delivery was made in good faith and the labeling at the time thereof contained the same directions
for use and warning statements as were contained in the labeling at the time of such receipt of such article; or

(5) for having violated section 301(i)(2) if such person acted in good faith and had no reason to believe that use
of the punch, die, plate, stone, or other thing involved would result in a drug being a counterfeit drug, or for
having violated section 301(i)(3) if the person doing the act or causing it to be done acted in good faith and had
no reason to believe that the drug was a counterfeit drug.
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(d) No person shall be subject to the penalties of subsection (a)(1) of this section for a violation of section 301
involving misbranded food if the violation exists solely because the food is misbranded under section 403(a)(2)
because of its advertising.

(e) —

(1) Except as provided in paragraph (2), whoever knowingly distributes, or possesses with intent to distribute,
human growth hormone for any use in humans other than the treatment of a disease or other recognized medical
condition, where such use has been authorized by the Secretary of Health and Human Services under section 505
and pursuant to the order of a physician, is guilty of an offense punishable by not more than 5 years in prison,
such fines as are authorized by title 18, United States Code, or both.

(2) Whoever commits any offense set forth in paragraph (1) and such offense involves an individual under 18
years of age is punishable by not more than 10 years imprisonment, such fines as are authorized by title 18,
United States Code, or both.

(3) Any conviction for a violation of paragraphs (1) and (2) of this subsection shall be considered a felony
violation of the Controlled Substances Act for the purposes of forfeiture under section 413 of such Act.

(4) As used in this subsection the term “human growth hormone” means somatrem, somatropin, or an analogue
of either of them.

(5) The Drug Enforcement Administration is authorized to investigate offenses punishable by this subsection.
" —

@ —
(A) Except as provided in subparagraph (B), any person who violates a requirement of this Act which relates
to devices shall be liable to the United States for a civil penalty in an amount not to exceed $15,000 for
each such violation, and not to exceed $1,000,000 for all such violations adjudicated in a single proceeding.
For purposes of the preceding sentence, a person accredited under paragraph (2) of section 704(g) who is
substantially not in compliance with the standards of accreditation under such section, or who poses a threat

to public health or fails to act in a manner that is consistent with the purposes of such section, shall be
considered to have violated a requirement of this Act that relates to devices.

(B) Subparagraph (A) shall not apply —

(i) to any person who violates the requirements of section 519(a) or 520(f) unless such violation
constitutes

(I) a significant or knowing departure from such requirements, or
(IT) a risk to public health,

(ii) to any person who commits minor violations of section 519(e) or 519(g) (only with respect to
correction reports) if such person demonstrates substantial compliance with such section, or

(iii) to violations of section 501(a)(2)(A) which involve one or more devices which are not defective.
2)—
(A) Any person who introduces into interstate commerce or delivers for introduction into interstate commerce
an article of food that is adulterated within the meaning of section 402(a)(2)(B) or any person who does
not comply with a recall order under section 423 shall be subject to a civil money penalty of not more than

$50,000 in the case of an individual and $250,000 in the case of any other person for such introduction or
delivery, not to exceed $500,000 for all such violations adjudicated in a single proceeding.

(B) This paragraph shall not apply to any person who grew the article of food that is adulterated. If the
Secretary assesses a civil penalty against any person under this paragraph, the Secretary may not use the
criminal authorities under this section to sanction such person for the introduction or delivery for introduction
into interstate commerce of the article of food that is adulterated. If the Secretary assesses a civil penalty
against any person under this paragraph, the Secretary may not use the seizure authorities of section 304 or
the injunction authorities of section 302 with respect to the article of food that is adulterated.

(C) In a hearing to assess a civil penalty under this paragraph, the presiding officer shall have the same
authority with regard to compelling testimony or production of documents as a presiding officer has under
section 408(g)(2)(B). The third sentence of paragraph (5)(A) shall not apply to any investigation under this
paragraph.
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3)—
(A) Any person who violates section 301(jj) shall be subject to a civil monetary penalty of not more than
$10,000 for all violations adjudicated in a single proceeding.

(B) If a violation of section 301(jj) is not corrected within the 30-day period following notification under
section 402(j)(5)(C)(ii), the person shall, in addition to any penalty under subparagraph (A), be subject to
a civil monetary penalty of not more than $10,000 for each day of the violation after such period until the
violation is corrected.

4 —
(A) Any responsible person (as such term is used in section 505-1) that violates a requirement of section
505(0), 505(p), or 505—1 shall be subject to a civil monetary penalty of —

(i) not more than $250,000 per violation, and not to exceed $1,000,000 for all such violations adjudicated
in a single proceeding; or

(ii) in the case of a violation that continues after the Secretary provides written notice to the responsible
person, the responsible person shall be subject to a civil monetary penalty of $250,000 for the first
30-day period (or any portion thereof) that the responsible person continues to be in violation, and
such amount shall double for every 30-day period thereafter that the violation continues, not to exceed
$1,000,000 for any 30-day period, and not to exceed $10,000,000 for all such violations adjudicated in
a single proceeding.

(B) In determining the amount of a civil penalty under subparagraph (A)(ii), the Secretary shall take into
consideration whether the responsible person is making efforts toward correcting the violation of the
requirement of section 505(0), 505(p), or 5051 for which the responsible person is subject to such civil
penalty.

(C) In a hearing to assess a civil penalty under this paragraph, the presiding officer shall have the same
authority with regard to compelling testimony or production of documents as a presiding officer has under
section 408(g)(2)(B). The third sentence of paragraph (5)(A) shall not apply to any investigation under this
paragraph.

) —

(A) A civil penalty under paragraph (1), (2), (3), (4), or (9) shall be assessed, or a no-tobacco-sale order
may be imposed, by the Secretary by an order made on the record after opportunity for a hearing provided
in accordance with this subparagraph and section 554 of title 5, United States Code. Before issuing such
an order, the Secretary shall give written notice to the person to be assessed a civil penalty, or upon whom
a no-tobacco-sale order is to be imposed, under such order of the Secretary’s proposal to issue such order
and provide such person an opportunity for a hearing on the order. In the course of any investigation, the
Secretary may issue subpoenas requiring the attendance and testimony of witnesses and the production of
evidence that relates to the matter under investigation.

(B) In determining the amount of a civil penalty, or the period to be covered by a no-tobacco-sale order, the
Secretary shall take into account the nature, circumstances, extent, and gravity of the violation or violations
and, with respect to the violator, ability to pay, effect on ability to continue to do business, any history of
prior such violations, the degree of culpability, and such other matters as justice may require. A no-tobacco-
sale order permanently prohibiting an individual retail outlet from selling tobacco products shall include
provisions that allow the outlet, after a specified period of time, to request that the Secretary compromise,
modify, or terminate the order.

(C) The Secretary may compromise, modify, or remit, with or without conditions, any civil penalty
which may be assessed under paragraph (1), (2), (3), (4), or (9). The amount of such penalty, when finally
determined, or the amount agreed upon in compromise, may be deducted from any sums owing by the
United States to the person charged.

(D) The Secretary may compromise, modify, or terminate, with or without conditions, any no-tobacco-sale
order.

(6) Any person who requested, in accordance with paragraph (5)(A), a hearing respecting the assessment of
a civil penalty or the imposition of a no-tobacco-sale order and who is aggrieved by an order assessing a civil
penalty or the imposition of a no-tobacco-sale order may file a petition for judicial review of such order with the
United States Court of Appeals for the District of Columbia Circuit or for any other circuit in which such person
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resides or transacts business. Such a petition may only be filed within the 60-day period beginning on the date
the order making such assessment was issued, or on which the no-tobacco-sale order was imposed, as the case
may be.

(7) If any person fails to pay an assessment of a civil penalty —

(A) after the order making the assessment becomes final, and if such person does not file a petition for
judicial review of the order in accordance with paragraph (6), or

(B) after a court in an action brought under paragraph (6) has entered a final judgment in favor of the
Secretary,

the Attorney General shall recover the amount assessed (plus interest at currently prevailing rates from the date
of the expiration of the 60-day period referred to in paragraph (6) or the date of such final judgment, as thecase
may be) in an action brought in any appropriate district court of the United States. In such an action, the validity,
amount, and appropriateness of such penalty shall not be subject toreview.

(8) If the Secretary finds that a person has committed repeated violations of restrictions promulgated under
section 906(d) at a particular retail outlet then the Secretary may impose a no-tobacco-sale order on that person
prohibiting the sale of tobacco products in that outlet. A no-tobacco-sale order may be imposed with a civil
penalty under paragraph (1). Prior to the entry of a no-sale order under this paragraph, a person shall be entitled
to a hearing pursuant to the procedures established through regulations of the Food and Drug Administration for
assessing civil money penalties, including at a retailer’s request a hearing by telephone, or at the nearest regional
or field office of the Food and Drug Administration, or at a Federal, State, or county facility within 100 miles
from the location of the retail outlet, if such a facility is available.

() —

(1) With respect to a person who is a holder of an approved application under section 505 for a drug subject
to section 503(b) or under section 351 of the Public Health Service Act, any such person who disseminates
or causes another party to disseminate a direct-to-consumer advertisement that is false or misleading shall be
liable to the United States for a civil penalty in an amount not to exceed $250,000 for the first such violation
in any 3-year period, and not to exceed $500,000 for each subsequent violation in any 3-year period. No other
civil monetary penalties in this Act (including the civil penalty in section 303(f)(4)) shall apply to a violation
regarding direct-to-consumer advertising. For purposes of this paragraph: (A) Repeated dissemination of the
same or similar advertisement prior to the receipt of the written notice referred to in paragraph (2) for such
advertisements shall be considered one violation. (B) On and after the date of the receipt of such a notice, all
violations under this paragraph occurring in a single day shall be considered one violation. With respect to
advertisements that appear in magazines or other publications that are published less frequently than daily, each
issue date (whether weekly or monthly) shall be treated as a single day for the purpose of calculating the number
of violations under this paragraph.

(2) A civil penalty under paragraph (1) shall be assessed by the Secretary by an order made on the record after
providing written notice to the person to be assessed a civil penalty and an opportunity for a hearing in accordance
with this paragraph and section 554 of title 5, United States Code. If upon receipt of the written notice, the person
to be assessed a civil penalty objects and requests a hearing, then in the course of any investigation related to
such hearing, the Secretary may issue subpoenas requiring the attendance and testimony of witnesses and the
production of evidence that relates to the matter under investigation, including information pertaining to the
factors described in paragraph (3).

(3) The Secretary, in determining the amount of the civil penalty under paragraph (1), shall take into account the
nature, circumstances, extent, and gravity of the violation or violations, including the following factors:

(A) Whether the person submitted the advertisement or a similar advertisement for review under section 736A.
(B) Whether the person submitted the advertisement for review if required under section 503B.

(C) Whether, after submission of the advertisement as described in subparagraph (A) or (B), the person
disseminated or caused another party to disseminate the advertisement before the end of the 45-day comment
period.

(D) Whether the person incorporated any comments made by the Secretary with regard to the advertisement
into the advertisement prior to its dissemination.

(E) Whether the person ceased distribution of the advertisement upon receipt of the written notice referred
to in paragraph (2) for such advertisement.

(F) Whether the person had the advertisement reviewed by qualified medical, regulatory, and legal reviewers
prior to its dissemination.
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(G) Whether the violations were material.

(H) Whether the person who created the advertisement or caused the advertisement to be created acted in
good faith.

(I) Whether the person who created the advertisement or caused the advertisement to be created has been
assessed a civil penalty under this provision within the previous 1-year period.

(J) The scope and extent of any voluntary, subsequent remedial action by the person.

(K) Such other matters, as justice may require.

4) —
(A) Subject to subparagraph (B), no person shall be required to pay a civil penalty under paragraph (1)

if the person submitted the advertisement to the Secretary and disseminated or caused another party to
disseminate such advertisement after incorporating each comment received from the Secretary.

(B) The Secretary may retract or modify any prior comments the Secretary has provided to an advertisement
submitted to the Secretary based on new information or changed circumstances, so long as the Secretary
provides written notice to the person of the new views of the Secretary on the advertisement and provides a
reasonable time for modification or correction of the advertisement prior to seeking any civil penalty under
paragraph (1).
(5) The Secretary may compromise, modify, or remit, with or without conditions, any civil penalty which may be
assessed under paragraph (1). The amount of such penalty, when finally determined, or the amount charged upon
in compromise, may be deducted from any sums owed by the United States to the person charged.

(6) Any person who requested, in accordance with paragraph (2), a hearing with respect to the assessment of a
civil penalty and who is aggrieved by an order assessing a civil penalty, may file a petition for de novo judicial
review of such order with the United States Court of Appeals for the District of Columbia Circuit or for any other
circuit in which such person resides or transacts business. Such a petition may only be filed within the 60-day
period beginning on the date the order making such assessments was issued.

(7) If any person fails to pay an assessment of a civil penalty under paragraph (1) —

(A) after the order making the assessment becomes final, and if such person does not file a petition for
judicial review of the order in accordance with paragraph (6), or

(B) after a court in an action brought under paragraph (6) has entered a final judgment in favor of the
Secretary, the Attorney General of the United States shall recover the amount assessed (plus interest at
currently prevailing rates from the date of the expiration of the 60-day period referred to in paragraph (6) or
the date of such final judgment, as the case may be) in an action brought in any appropriate district court of
the United States. In such an action, the validity, amount, and appropriateness of such penalty shall not be
subject to review.

Skc. 304. [334] SEIZURE.

(a) —

(1) Any article of food, drug, or cosmetic that is adulterated or misbranded when introduced into or while in
interstate commerce or while held for sale (whether or not the first sale) after shipment in interstate commerce,
or which may not, under the provisions of section 301(1l), 404, or 505, be introduced into interstate commerce,
shall be liable to be proceeded against while in interstate commerce, or at any time thereafter, on libel of
information and condemned in any district court of the United States or United States court of a Territory within
the jurisdiction of which the article is found. No libel for condemnation shall be instituted under this Act, for
any alleged misbranding if there is pending in any court a libel for condemnation proceeding under this Act
based upon the same alleged misbranding, and not more than one such proceeding shall be instituted if no such
proceeding is so pending, except that such limitations shall not apply

(A) when such misbranding has been the basis of a prior judgment in favor of the United States, in a
criminal, injunction, or libel for condemnation proceeding under this Act, or

(B) when the Secretary has probable cause to believe from facts found, without hearing, by him or any
officer or employee of the Department that the misbranded article is dangerous to health, or that the labeling
of the misbranded article is fraudulent, or would be in a material respect misleading to the injury or damage
of the purchaser or consumer.
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In any case to where the number of libel for condemnation proceedings is limited as above provided the proceeding
pending or instituted shall, on application of the claimant, seasonably made, be removed for trial to any district
agreed upon by stipulation between the parties, or, in case of failure to so stipulate within a reasonable time, the
claimant may apply to the court of the district in which the seizure has been made, and such court (after giving
the United States attorney for such district reasonable notice and opportunity to be heard) shall by order, unless
good cause to the contrary is shown, specify a district of reasonable proximity to the claimant’s principal place
of business to which the case shall be removed for trial.

(2) The following shall be liable to be proceeded against at any time on libel of information and condemned in
any district court of the United States or United States court of a Territory within the jurisdiction of which they
are found:

(A) Any drug that is a counterfeit drug,
(B) Any container of a counterfeit drug,

(C) Any punch, die, plate, stone, labeling, container, or other thing used or designed for use in making a
counterfeit drug or drugs,

(D) Any adulterated or misbranded device, and
(E) Any adulterated or misbranded tobacco product.

3)—
(A) Except as provided in subparagraph (B), no libel for condemnation may be instituted under paragraph
(1) or (2) against any food which —

(i) is misbranded under section 403(a)(2) because of its advertising, and

(i) is being held for sale to the ultimate consumer in an establishment other than an establishment
owned or operated by a manufacturer, packer, or distributor of the food.

(B) A libel for condemnation may be instituted under paragraph (1) or (2) against a food described in
subparagraph (A) if —

i) —
(I) the food’s advertising which resulted in the food being misbranded under section 403(a)(2) was
disseminated in the establishment in which the food is being held for sale to the ultimate consumer,

(IT) such advertising was disseminated by, or under the direction of, the owner or operator of such
establishment, or

(I1X) all or part of the cost of such advertising was paid by such owner or operator; and

(ii) the owner or operator of such establishment used such advertising in the establishment to promote
the sale of the food.

(b) The article, equipment, or other thing proceeded against shall be liable to seizure by process pursuant to the libel, and
the procedure in cases under this section shall conform, as nearly as may be, to the procedure in admiralty; except that
on demand of either party any issue of fact joined in any such case shall be tried by jury. When libel for condemnation
proceedings under this section, involving the same claimant and the same issues of adulteration or misbranding, are
pending in two or more jurisdictions, such pending proceedings, upon application of the claimant seasonably made to the
court of one such jurisdiction, shall be consolidated for trial by order of such court, and tried in

(1) any district selected by the claimant where one of such proceedings is pending; or
(2) a district agreed upon by stipulation between the parties.

If no order for consolidation is so made within a reasonable time, the claimant may apply to the court of one such
jurisdiction, and such court (after giving the United States attorney for such district reasonable notice and opportunity
to be heard) shall by order, unless good cause to the contrary is shown, specify a district of reasonable proximity to the
claimant’s principal place of business, in which all such pending proceedings shall be consolidated for trial and tried.
Such order of consolidation shall not apply so as to require the removal of any case the date for trial of which has been
fixed. The court granting such order shall give prompt notification thereof to the other courts having jurisdiction of
the cases covered thereby.

(¢) The court at any time after seizure up to a reasonable time before trial shall by order allow any party to a condemnation
proceeding, his attorney or agent, to obtain a representative sample of the article seized and a true copy of the analysis, if
any, on which the proceeding is based and the identifying marks or numbers, if any, of the packages from which the
samples analyzed were obtained.
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(d)—

(1) Any food, drug, device, tobacco product, or cosmetic condemned under this section shall, after entry of the
decree, be disposed of by destruction or sale as the court may, in accordance with the provisions of this section,
direct and the proceeds thereof, if sold, less the legal costs and charges, shall be paid into the Treasury of the
United States; but such article shall not be sold under such decree contrary to the provisions of this Act or
the laws of the jurisdiction in which sold. After entry of the decree and upon the payment of the costs of such
proceedings and the execution of a good and sufficient bond conditioned that such article shall not be sold or
disposed of contrary to the provisions of this Act or the laws of any State or Territory in which sold, the court
may by order direct that such article be delivered to the owner thereof to be destroyed or brought into compliance
with the provisions of this Act under the supervision of an officer or employee duly designated by the Secretary,
and the expenses of such supervision shall be paid by the person obtaining release of the article under bond. If
the article was imported into the United States and the person seeking its release establishes

(A) that the adulteration, misbranding, or violation did not occur after the article was imported, and

(B) that he had no cause for believing that it was adulterated, misbranded, or in violation before it was
released from customs custody, the court may permit the article to be delivered to the owner for exportation
in lieu of destruction upon a showing by the owner that all of the conditions of section 801(e) can and will
be met.

The provisions of this sentence shall not apply where condemnation is based upon violation of section 402(a)
(1), (2), or (6), section 501(a)(3), section 502(j), or section 601 (a) or (d). Where such exportation is made to the
original foreign supplier, then subparagraphs (A) and (B) of section 801(e)(1) and the preceding sentence shall
not be applicable; and in all cases of exportation the bond shall be conditioned that the article shall not be sold
or disposed of until the applicable conditions of section 801(e) have been met. Any person seeking to export an
imported article pursuant to any of the provisions of this subsection shall establish that the article was intended
for export at the time the article entered commerce. Any article condemned by reason of its being an article which
may not, under section 404 or 505, be introduced into interstate commerce, shall be disposed of by destruction.

(2) The provisions of paragraph (1) of this subsection shall, to the extent deemed appropriate by the court, apply
to any equipment or other thing which is not otherwise within the scope of such paragraph and which is referred
to in paragraph (2) of subsection (a).

(3) Whenever in any proceeding under this section, involving paragraph (2) of subsection (a), the condemnation
of any equipment or thing (other than a drug) is decreed, the court shall allow the claim of any claimant, to the
extent of such claimant’s interest, for remission or mitigation of such forfeiture if such claimant proves to the
satisfaction of the court

(i) that he has not committed or caused to be committed any prohibited act referred to in such paragraph
(2) and has no interest in any drug referred to therein,

(ii) that he has an interest in such equipment or other thing as owner or lienor or otherwise, acquired by him
in good faith, and

(iii) that he at no time had any knowledge or reason to believe that such equipment or other thing was being
or would be used in, or to facilitate, the violation of laws of the United States relating to counterfeit drugs.

(e) When a decree of condemnation is entered against the article, court costs and fees, and storage and other proper
expenses, shall be awarded against the person, if any, intervening as claimant of the article.

(f) In the case of removal for trial of any case as provided by subsection (a) or (b) —

(1) The clerk of the court from which removal is made shall promptly transmit to the court in which the case is
to be tried all records in the case necessary in order that such court may exercise jurisdiction.

(2) The court to which such case was removed shall have the powers and be subject to the duties for purposes of
such case, which the court from which removal was made would have had, or to which such court would have
been subject, if such case had not been removed.

() —

(1) If during an inspection conducted under section 704 of a facility or a vehicle, a device, drug, or tobacco
product, which the officer or employee making the inspection has reason to believe is adulterated or misbranded
is found in such facility or vehicle, such officer or employee may order the device, or drug, or tobacco product,
detained (in accordance with regulations prescribed by the Secretary) for a reasonable period which may not
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exceed twenty days unless the Secretary determines that a period of detention greater than twenty days is required
to institute an action under subsection (a) or section 302, in which case he may authorize a detention period of
not to exceed thirty days. Regulations of the Secretary prescribed under this paragraph shall require that before
a device may be ordered detained under this paragraph the Secretary or an officer or employee designated by
the Secretary approve such order. A detention order under this paragraph may require the labeling or marking of
a device, drug, or tobacco product, during the period of its detention for the purpose of identifying the device,
drug, or tobacco product, as detained. Any person who would be entitled to claim a device, drug, or tobacco
product, if it were seized under subsection (a) may appeal to the Secretary a detention of such device, drug, or
tobacco product, under this paragraph. Within five days of the date an appeal of a detention is filed with the
Secretary, the Secretary shall after affording opportunity for an informal hearing by order confirm the detention
or revoke it.

2)—
(A) Except as authorized by subparagraph (B), a device, drug, or tobacco product, subject to a detention
order issued under paragraph (1) shall not be moved by any person from the place at which it is ordered
detained until —

(i) released by the Secretary, or

(ii) the expiration of the detention period applicable to such order, whichever occurs first.
(B) A device or drug subject to a detention order under paragraph (1) may be moved —

(i) in accordance with regulations prescribed by the Secretary, and

(ii) if not in final form for shipment, at the discretion of the manufacturer of the device or drug for the
purpose of completing the work required to put it in such form.

(h) AbmMINISTRATIVE DETENTION OF FOODS. —
(1) DETENTION AUTHORITY. —

(A) IN GENERAL. — An officer or qualified employee of the Food and Drug Administration may order
the detention, in accordance with this subsection, of any article of food that is found during an inspection,
examination, or investigation under this Act conducted by such officer or qualified employee, if the officer
or qualified employee has reason to believe that such article is adulterated or misbranded.

(B) SECRETARY’S APPROVAL. — An article of food may be ordered detained under subparagraph (A) only
if the Secretary or an official designated by the Secretary approves the order. An official may not be so
designated unless the official is the director of the district under this Act in which the article involved is
located, or is an official senior to such director.

(2) Periop oF DETENTION. — An article of food may be detained under paragraph (1) for a reasonable period,
not to exceed 20 days, unless a greater period, not to exceed 30 days, is necessary, to enable the Secretary to
institute an action under subsection (a) or section 302. The Secretary shall by regulation provide for procedures
for instituting such action on an expedited basis with respect to perishable foods.

(3) SECURITY OF DETAINED ARTICLE. — An order under paragraph (1) with respect to an article of food may
require that such article be labeled or marked as detained, and shall require that the article be removed to a secure
facility, as appropriate. An article subject to such an order shall not be transferred by any person from the place
at which the article is ordered detained, or from the place to which the article is so removed, as the case may
be, until released by the Secretary or until the expiration of the detention period applicable under such order,
whichever occurs first. This subsection may not be construed as authorizing the delivery of the article pursuant to
the execution of a bond while the article is subject to the order, and section 801(b) does not authorize the delivery
of the article pursuant to the execution of a bond while the article is subject to the order.

(4) ArPEAL OF DETENTION ORDER. —

(A) INn GENERAL. — With respect to an article of food ordered detained under paragraph (1), any person
who would be entitled to be a claimant for such article if the article were seized under subsection (a) may
appeal the order to the Secretary. Within five days after such an appeal is filed, the Secretary, after providing
opportunity for an informal hearing, shall confirm or terminate the order involved, and such confirmation by
the Secretary shall be considered a final agency action for purposes of section 702 of title 5, United States
Code. If during such five-day period the Secretary fails to provide such an opportunity, or to confirm or
terminate such order, the order is deemed to be terminated.
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(B) ErrecT OF INSTITUTING COURT AcTION. — The process under subparagraph (A) for the appeal of an
order under paragraph (1) terminates if the Secretary institutes an action under subsection (a) or section 302
regarding the article of food involved.

(i) PROCEDURES FOR PROMULGATING REGULATIONS. —
(1) IN GENERAL. — In promulgating a regulation implementing this section, the Secretary shall —
(A) issue a notice of proposed rulemaking that includes the proposed regulation;
(B) provide a period of not less than 60 days for comments on the proposed regulation; and
(C) publish the final regulation not less than 30 days before the regulation’s effective date.

(2) RestrICTIONS. — Notwithstanding any other provision of Federal law, in implementing this section, the
Secretary shall only promulgate regulations as described in paragraph (1).

SEc. 305. [335] HEARING BEFORE REPORT OF CRIMINAL VIOLATION.

Before any violation of this Act is reported by the Secretary to any United States attorney for institution of a
criminal proceeding, the person against whom such proceeding is contemplated shall be given appropriate notice
and an opportunity to present his views, either orally or in writing, with regard to such contemplated proceeding.

Skc. 306. [335a] DEBARMENT, TEMPORARY DENIAL OF APPROVAL, AND SUSPENSION.
(a) MANDATORY DEBARMENT; CERTAIN DRUG APPLICATIONS., —

(1) CorPORATIONS, PARTNERSHIPS, AND AsSOCIATIONS. — If the Secretary finds that a person other than an
individual has been convicted, after the date of the enactment of this section, of a felony under Federal law
for conduct relating to the development or approval, including the process for development or approval, of
any abbreviated drug application, the Secretary shall debar such person from submitting, or assisting in the
submission of, any such application.

(2) InpivipuaLs. — If the Secretary finds that an individual has been convicted of a felony under Federal law for
conduct —

(A) relating to the development or approval, including the process for development or approval, of any drug
product, or

(B) otherwise relating to the regulation of any drug product under this Act,

the Secretary shall debar such individual from providing services in any capacity to a person that has an approved
or pending drug product application.

(b) PERMISSIVE DEBARMENT; CERTAIN DRUG APPLICATIONS; FOoOD IMPORTS. —

(1) In GENERAL. — The Secretary, on the Secretary’s own initiative or in response to a petition, may, in accordance
with paragraph (2), debar —

(A) a person other than an individual from submitting or assisting in the submission of any abbreviated drug
application,

(B) an individual from providing services in any capacity to a person that has an approved or pending drug
product application, or

(C) a person from importing an article of food or offering such an article for import into the United States.

(2) Persons SuBJECT TO PERMISSIVE DEBARMENT; CERTAIN DRUG AppLICcATIONS. — The following persons are
subject to debarment under subparagraph (A) or (B) of paragraph (1):

(A) CORPORATIONS, PARTNERSHIPS, AND ASSOCIATIONS. — Any person other than an individual that the
Secretary finds has been convicted —

(i) for conduct that —

(I) relates to the development or approval, including the process for the development or approval,
of any abbreviated drug application; and

(I1) is a felony under Federal law (if the person was convicted before the date of the enactment of
this section, a misdemeanor under Federal law, or a felony under State law, or
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(ii) of a conspiracy to commit, or aiding or abetting, a criminal offense described in clause (i) or a
felony described in subsection (a)(1),

if the Secretary finds that the type of conduct which served as the basis for such conviction undermines the
process for the regulation of drugs.

(B) INDIVIDUALS. —
(i) Any individual whom the Secretary finds has been convicted of —

(I) a misdemeanor under Federal law or a felony under State law for conduct relating to the
development or approval, including the process for development or approval, of any drug product
or otherwise relating to the regulation of drug products under this Act, or

(IT) a conspiracy to commit, or aiding or abetting, such criminal offense or a felony described in
subsection (a)(2),

if the Secretary finds that the type of conduct which served as the basis for such conviction undermines
the process for the regulation of drugs.

(ii) Any individual whom the Secretary finds has been convicted of —

(I) a felony which is not described in subsection (a)(2) or clause (i) of this subparagraph and
which involves bribery, payment of illegal gratuities, fraud, perjury, false statement, racketeering,
blackmail, extortion, falsification or destruction of records, or interference with, obstruction of an
investigation into, or prosecution of, any criminal offense, or

(II) a conspiracy to commit, or aiding or abetting, such felony,

if the Secretary finds, on the basis of the conviction of such individual and other information, that such
individual has demonstrated a pattern of conduct sufficient to find that there is reason to believe that
such individual may violate requirements under this Act relating to drug products.

(iii) Any individual whom the Secretary finds materially participated in acts that were the basis for a
conviction for an offense described in subsection (a) or in clause (i) or (ii) for which a conviction was
obtained, if the Secretary finds, on the basis of such participation and other information, that such
individual has demonstrated a pattern of conduct sufficient to find that there is reason to believe that
such individual may violate requirements under this Act relating to drug products.

(iv) Any high managerial agent whom the Secretary finds —

(I) worked for, or worked as a consultant for, the same person as another individual during the
period in which such other individual took actions for which a felony conviction was obtained and
which resulted in the debarment under subsection (a)(2), or clause (i), of such other individual,

(IT) had actual knowledge of the actions described in subclause (I) of such other individual, or took
action to avoid such actual knowledge, or failed to take action for the purpose of avoiding such
actual knowledge,

(III) knew that the actions described in subclause (I) were violative of law, and

(IV) did not report such actions, or did not cause such actions to be reported, to an officer, employee,
or agent of the Department or to an appropriate law enforcement officer, or failed to take other
appropriate action that would have ensured that the process for the regulation of drugs was not
undermined, within a reasonable time after such agent first knew of such actions,

if the Secretary finds that the type of conduct which served as the basis for such other individual’s
conviction undermines the process for the regulation of drugs.

(3) PErsons SuBJECT TO PERMISSIVE DEBARMENT; FOOD IMPORTATION. — A person is subject to debarment under
paragraph (1)(C) if —
(A) the person has been convicted of a felony for conduct relating to the importation into the United States
of any food; or

(B) the person has engaged in a pattern of importing or offering for import adulterated food that presents a
threat of serious adverse health consequences or death to humans or animals.

(4) Stay oF CERTAIN ORDERS. — An order of the Secretary under clause (iii) or (iv) of paragraph (2)(B) shall not
take effect until 30 days after the order has been issued.
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(c) DEBARMENT PERIOD AND CONSIDERATIONS. —
(1) EFFecT oF DEBARMENT. — The Secretary —

(A) shall not accept or review (other than in connection with an audit under this section) any abbreviated
drug application submitted by or with the assistance of a person debarred under subsection (a)(1) or (b)(2)
(A) during the period such person is debarred,

(B) shall, during the period of a debarment under subsection (a)(2) or (b)(2)(B), debar an individual from
providing services in any capacity to a person that has an approved or pending drug product application and
shall not accept or review (other than in connection with an audit under this section) an abbreviated drug
application from such individual, and

(C) shall, if the Secretary makes the finding described in paragraph (6) or (7) of section 307(a), assess a civil
penalty in accordance with section 307.

(2) DEBARMENT PERIODS. —
(A) IN GENERAL. — The Secretary shall debar a person under subsection (a) or (b) for the following periods:

(i) The period of debarment of a person (other than an individual) under subsection (a)(1) shall not be
less than 1 year or more than 10 years, but if an act leading to a subsequent debarment under subsection
(a) occurs within 10 years after such person has been debarred under subsection (a)(1), the period of
debarment shall be permanent.

(ii) The debarment of an individual under subsection (a)(2) shall be permanent.

(iii) The period of debarment of any person under paragraph (2) or (3) of subsection (b) shall not be
more than 5 years.

The Secretary may determine whether debarment periods shall run concurrently or consecutively in the case
of a person debarred for multiple offenses.

(B) NotiricatioN. — Upon a conviction for an offense described in subsection (a) or (b) or upon execution
of an agreement with the United States to plead guilty to such an offense, the person involved may notify
the Secretary that the person acquiesces to debarment and such person’s debarment shall commence upon
such notification.

(3) ConsipErATIONS. — In determining the appropriateness and the period of a debarment of a person under
subsection (b) and any period of debarment beyond the minimum specified in subparagraph (A)(i) of paragraph
(2), the Secretary shall consider where applicable —

(A) the nature and seriousness of any offense involved,

(B) the nature and extent of management participation in any offense involved, whether corporate policies
and practices encouraged the offense, including whether inadequate institutional controls contributed to the
offense,

(C) the nature and extent of voluntary steps to mitigate the impact on the public of any offense involved,
including the recall or the discontinuation of the distribution of suspect drugs, full cooperation with
any investigations (including the extent of disclosure to appropriate authorities of all wrongdoing), the
relinquishing of profits on drug approvals fraudulently obtained, and any other actions taken to substantially
limit potential or actual adverse effects on the public health,

(D) whether the extent to which changes in ownership, management, or operations have corrected the causes
of any offense involved and provide reasonable assurances that the offense will not occur in the future,

(E) whether the person to be debarred is able to present adequate evidence that current production of drugs
subject to abbreviated drug applications and all pending abbreviated drug applications are free of fraud or
material false statements, and

(F) prior convictions under this Act or under other Acts involving matters within the jurisdiction of the Food
and Drug Administration.
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(d) TERMINATION OF DEBARMENT. —

(1) AppLicaTION. — Any person that is debarred under subsection (a) (other than a person permanently debarred)
or any person that is debarred under subsection (b) may apply to the Secretary for termination of the debarment
under this subsection. Any information submitted to the Secretary under this paragraph does not constitute an
amendment or supplement to pending or approved abbreviated drug applications.

(2) DeaDLINE. — The Secretary shall grant or deny any application respecting a debarment which is submitted
under paragraph (1) within 180 days of the date the application is submitted.

(3) ACTION BY THE SECRETARY. —
(A) CORPORATIONS. —

(i) ConvictioN REVERsAL. — If the conviction which served as the basis for the debarment of a person
under subsection (a)(1) or paragraph (2)(A) or (3) of subsection (b) is reversed, the Secretary shall
withdraw the order of debarment.

(ii) ApprLicaTioN. — Upon application submitted under paragraph (1), the Secretary shall terminate the
debarment of a person if the Secretary finds that —

(I) changes in ownership, management, or operations have fully corrected the causes of the offense
involved and provide reasonable assurances that the offense will not occur in the future, and

(IT) in applicable cases, sufficient audits, conducted by the Food and Drug Administration or by
independent experts acceptable to the Food and Drug Administration, demonstrate that pending
applications and the development of drugs being tested before the submission of an application are
free of fraud or material false statements.

In the case of persons debarred under subsection (a)(1), such termination shall take effect no earlier than
the expiration of one year from the date of the debarment.

(B) INDIVIDUALS. —

(i) ConvictioNn REVERsaL. — If the conviction which served as the basis for the debarment of an
individual under subsection (a)(2) or clause (i), (ii), (iii), or (iv) of subsection (b)(2)(B) or subsection
(b)(3) is reversed, the Secretary shall withdraw the order of debarment.

(ii) AppLicaTioN. — Upon application submitted under paragraph (1), the Secretary shall terminate the
debarment of an individual who has been debarred under subsection (b)(2)(B) or subsection (b)(3) if
such termination serves the interests of justice and adequately protects the integrity of the drug approval
process or the food importation process, as the case may be.

(4) SpECIAL TERMINATION, —

(A) AppLicATION. — Any person that is debarred under subsection (a)(1) (other than a person permanently
debarred under subsection (¢)(2)(A)(i)) or any individual who is debarred under subsection (a)(2) may apply
to the Secretary for special termination of debarment under this subsection. Any information submitted
to the Secretary under this subparagraph does not constitute an amendment or supplement to pending or
approved abbreviated drug applications.

(B) Corporations. — Upon an application submitted under subparagraph (A), the Secretary may take the
action described in subparagraph (D) if the Secretary, after an informal hearing, finds that —

(i) the person making the application under subparagraph (A) has demonstrated that the felony
conviction which was the basis for such person’s debarment involved the commission of an offense
which was not authorized, requested, commanded, performed, or recklessly tolerated by the board of
directors or by a high managerial agent acting on behalf of the person within the scope of the board’s or
agent’s office or employment,

(i) all individuals who were involved in the commission of the offense or who knew or should have
known of the offense have been removed from employment involving the development or approval of
any drug subject to section 505,

(iii) the person fully cooperated with all investigations and promptly disclosed all wrongdoing to the
appropriate authorities, and

(iv) the person acted to mitigate any impact on the public of any offense involved, including the recall,
or the discontinuation of the distribution, of any drug with respect to which the Secretary requested a
recall or discontinuation of distribution due to concerns about the safety or efficacy of the drug.
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(C) InprvipuaLs. — Upon an application submitted under subparagraph (A), the Secretary may take the
action described in subparagraph (D) if the Secretary, after an informal hearing, finds that such individual
has provided substantial assistance in the investigations or prosecutions of offenses which are described in
subsection (a) or (b) or which relate to any matter under the jurisdiction of the Food and Drug Administration.

(D) SECrRETARIAL AcTiON. — The action referred to in subparagraphs (B) and (C) is —
(i) in the case of a person other than an individual —
(I) terminating the debarment immediately, or
(IT) limiting the period of debarment to less than one year, and

(ii) in the case of an individual, limiting the period of debarment to less than permanent but to no less
than 1 year,

whichever best serves the interest of justice and protects the integrity of the drug approval process.

(e) PusLicaTiON AND LisT oF DEBARRED PERsONS. — The Secretary shall publish in the Federal Register the name of
any person debarred under subsection (a) or (b), the effective date of the debarment, and the period of the debarment.
The Secretary shall also maintain and make available to the public a list, updated no less often than quarterly, of such
persons, of the effective dates and minimum periods of such debarments, and of the termination of debarments.

(f) TEMPORARY DENIAL OF APPROVAL. —

(1) IN GENERAL. — The Secretary, on the Secretary’s own initiative or in response to a petition, may, in accordance
with paragraph (3), refuse by order, for the period prescribed by paragraph (2), to approve any abbreviated drug
application submitted by any person —

(A) if such person is under an active Federal criminal investigation in connection with an action described
in subparagraph (B),

(B) if the Secretary finds that such person —

(i) has bribed or attempted to bribe, has paid or attempted to pay an illegal gratuity, or has induced
or attempted to induce another person to bribe or pay an illegal gratuity to any officer, employee, or
agent of the Department of Health and Human Services or to any other Federal, State, or local official
in connection with any abbreviated drug application, or has conspired to commit, or aided or abetted,
such actions, or

(ii) hasknowingly made or causedto be madea pattern or practice of false statements or misrepresentations
with respect to material facts relating to any abbreviated drug application, or the production of any drug
subject to an abbreviated drug application, to any officer, employee, or agent of the Department of
Health and Human Services, or has conspired to commit, or aided or abetted, such actions, and

(C) if a significant question has been raised regarding —
(i) the integrity of the approval process with respect to such abbreviated drug application, or
(ii) the reliability of data in or concerning such person’s abbreviated drug application.
Such an order may be modified or terminated at any time.
(2) ApPLICABLE PERIOD. —

(A) INn GENERAL. — Except as provided in subparagraph (B), a denial of approval of an application of a
person under paragraph (1) shall be in effect for a period determined by the Secretary but not to exceed 18
months beginning on the date the Secretary finds that the conditions described in subparagraphs (A), (B),
and (C) of paragraph (1) exist. The Secretary shall terminate such denial —

(i) if the investigation with respect to which the finding was made does not result in a criminal charge
against such person, if criminal charges have been brought and the charges have been dismissed, or if a
judgment of acquittal has been entered, or

(ii) if the Secretary determines that such finding was inerror.

(B) ExtEnsioN. — If] at the end of the period described in subparagraph (A), the Secretary determines that a
person has been criminally charged for an action described in subparagraph (B) of paragraph (1), the Secretary
may extend the period of denial of approval of an application for a period not to exceed 18 months. The Secretary
shall terminate such extension if the charges have been dismissed, if a judgment of acquittal has been entered, or
if the Secretary determines that the finding described in subparagraph (A) was in error.
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(3) InForMAL HEARING. — Within 10 days of the date an order is issued under paragraph (1), the Secretary shall
provide such person with an opportunity for an informal hearing, to be held within such 10 days, on the decision
of the Secretary to refuse approval of an abbreviated drug application. Within 60 days of the date on which
such hearing is held, the Secretary shall notify the person given such hearing whether the Secretary’s refusal of
approval will be continued, terminated, or otherwise modified. Such notification shall be final agency action.

(g) SUSPENSION AUTHORITY. —
(1) IN GENERAL., — If —
(A) the Secretary finds —

(i) that a person has engaged in conduct described in subparagraph (B) of subsection (f)(1) in connection
with 2 or more drugs under abbreviated drug applications, or

(ii) that a person has engaged in flagrant and repeated, material violations of good manufacturing
practice or good laboratory practice in connection with the development, manufacturing, or distribution
of one or more drugs approved under an abbreviated drug application during a 2-year period, and —

(I) such violations may undermine the safety and efficacy of such drugs, and

(IT) the causes of such violations have not been corrected within a reasonable period of time
following notice of such violations by the Secretary, and

(B) such person is under an active investigation by a Federal authority in connection with a civil or criminal
action involving conduct described in subparagraph (A),

the Secretary shall issue an order suspending the distribution of all drugs the development or approval of which
was related to such conduct described in subparagraph (A) or suspending the distribution of all drugs approved
under abbreviated drug applications of such person if the Secretary finds that such conduct may have affected
the development or approval of a significant number of drugs which the Secretary is unable to identify. The
Secretary shall exclude a drug from such order if the Secretary determines that such conduct was not likely to
have influenced the safety or efficacy of such drug.

(2) PuLic HEALTH WAIVER. — The Secretary shall, on the Secretary’s own initiative or in response to a petition,
waive the suspension under paragraph (1) (involving an action described in paragraph (1)(A)(i)) with respect
to any drug if the Secretary finds that such waiver is necessary to protect the public health because sufficient
quantities of the drug would not otherwise be available. The Secretary shall act on any petition seeking action
under this paragraph within 180 days of the date the petition is submitted to the Secretary.

(h) TERMINATION OF SUSPENSION. — The Secretary shall withdraw an order of suspension of the distribution of a
drug under subsection (g) if the person with respect to whom the order was issued demonstrates in a petition to the
Secretary —

a—
(A) on the basis of an audit by the Food and Drug Administration or by experts acceptable to the Food and
Drug Administration, or on the basis of other information, that the development, approval, manufacturing,
and distribution of such drug is in substantial compliance with the applicable requirements of this Act, and

(B) changes in ownership, management, or operations —
(i) fully remedy the patterns or practices with respect to which the order was issued, and

(ii) provide reasonable assurances that such actions will not occur in the future, or (2) the initial
determination was in error.

The Secretary shall act on a submission of a petition under this subsection within 180 days of the date of its submission
and the Secretary may consider the petition concurrently with the suspension proceeding. Any information submitted
to the Secretary under this subsection does not constitute an amendment or supplement to a pending or approved
abbreviated drug application.

(i) PrRocEDURE. — The Secretary may not take any action under subsection (a), (b), (¢), (d)(3), (g), or (h) with respect
to any person unless the Secretary has issued an order for such action made on the record after opportunity for an
agency hearing on disputed issues of material fact. In the course of any investigation or hearing under this subsection,
the Secretary may administer oaths and affirmations, examine witnesses, receive evidence, and issue subpoenas
requiring the attendance and testimony of witnesses and the production of evidence that relates to the matter under
investigation.
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(j) JupiciaL REVIEW. —

(1) In GENERAL. — Except as provided in paragraph (2), any person that is the subject of an adverse decision
under subsection (a), (b), (c), (d), (), (g), or (h) may obtain a review of such decision by the United States Court
of Appeals for the District of Columbia or for the circuit in which the person resides, by filing in such court
(within 60 days following the date the person is notified of the Secretary’s decision) a petition requesting that
the decision be modified or set aside.

(2) ExcepTioN. — Any person that is the subject of an adverse decision under clause (iii) or (iv) of subsection (b)
(2)(B) may obtain a review of such decision by the United States District Court for the District of Columbia or
a district court of the United States for the district in which the person resides, by filing in such court (within 30
days following the date the person is notified of the Secretary’s decision) a complaint requesting that the decision
be modified or set aside. In such an action, the court shall determine the matter de novo.

(k) CerTIFICATION. — Any application for approval of a drug product shall include —

(1) a certification that the applicant did not and will not use in any capacity the services of any person debarred
under subsection (a) or (b), in connection with such application, and

(2) if such application is an abbreviated drug application, a list of all convictions, described in subsections (a)
and (b) which occurred within the previous 5 years, of the applicant and affiliated persons responsible for the
development or submission of such application.

(1) APPLICABILITY. —

(1) Conviction. — For purposes of this section, a person is considered to have been convicted of a criminal offense —

(A) when a judgment of conviction has been entered against the person by a Federal or State court, regardless
of whether there is an appeal pending,

(B) when a plea of guilty or nolo contendere by the person has been accepted by a Federal or State court, or

(C) when the person has entered into participation in a first offender, deferred adjudication, or other similar
arrangement or program where judgment of conviction has been withheld.

(2) ErrecTIVE DATES. — Subsection (a), subparagraph (A) of subsection (b)(2), clauses (i) and (ii) of subsection
(b)(2)(B), and subsection (b)(3)(A) shall not apply to a conviction which occurred more than 5 years before the
initiation of an agency action proposed to be taken under subsection (a) or (b). Clauses (iii) and (iv) of subsection
(b)(2)(B), subsection (b)(3)(B), and subsections (f) and (g) shall not apply to an act or action which occurred
more than 5 years before the initiation of an agency action proposed to be taken under subsection (b), (f), or (g).
Clause (iv) of subsection (b)(2)(B) shall not apply to an action which occurred before June 1, 1992. Subsection
(k) shall not apply to applications submitted to the Secretary before June 1, 1992.

(m) DEvicEs; MANDATORY DEBARMENT REGARDING THIRD-PARTY INSPECTIONS AND REVIEWS., —

(1) IN GENERAL. — If the Secretary finds that a person has been convicted of a felony under section 301(gg), the
Secretary shall debar such person from being accredited under section 523(b) or 704(g)(2) and from carrying out
activities under an agreement described in section 803(b).

(2) DEBARMENT PERIOD. — The Secretary shall debar a person under paragraph (1) for the following periods:

(A) The period of debarment of a person (other than an individual) shall not be less than 1 year or more than
10 years, but if an act leading to a subsequent debarment under such paragraph occurs within 10 years after
such person has been debarred under such paragraph, the period of debarment shall be permanent.

(B) The debarment of an individual shall be permanent.

(3) TERMINATION OF DEBARMENT; JubiciaL REVIEW; OTHER MATTERS. — Subsections (¢)(3), (d), (e), (i), (j), and
(1)(1) apply with respect to a person (other than an individual) or an individual who is debarred under paragraph
(1) to the same extent and in the same manner as such subsections apply with respect to a person who is debarred
under subsection (a)(1), or an individual who is debarred under subsection (a)(2), respectively.

Skc. 307. [335b] CiviL PENALTIES.

(a) IN GENERAL. — Any person that the Secretary finds —

(1) knowingly made or caused to be made, to any officer, employee, or agent of the Department of Health and
Human Services, a false statement or misrepresentation of a material fact in connection with an abbreviated drug
application,
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(2) bribed or attempted to bribe or paid or attempted to pay an illegal gratuity to any officer, employee, or agent
of the Department of Health and Human Services in connection with an abbreviated drug application,

(3) destroyed, altered, removed, or secreted, or procured the destruction, alteration, removal, or secretion of, any
material document or other material evidence which was the property of or in the possession of the Department of
Health and Human Services for the purpose of interfering with that Department’s discharge of its responsibilities
in connection with an abbreviated drug application,

(4) knowingly failed to disclose, to an officer or employee of the Department of Health and Human Services, a
material fact which such person had an obligation to disclose relating to any drug subject to an abbreviated drug
application,

(5) knowingly obstructed an investigation of the Department of Health and Human Services into any drug
subject to an abbreviated drug application,

(6) is a person that has an approved or pending drug product application and has knowingly —
(A) employed or retained as a consultant or contractor, or
(B) otherwise used in any capacity the services of, a person who was debarred under section 306, or

(7) is an individual debarred under section 306 and, during the period of debarment, provided services in any
capacity to a person that had an approved or pending drug product application,

shall be liable to the United States for a civil penalty for each such violation in an amount not to exceed
$250,000 in the case of an individual and $1,000,000 in the case of any other person.

(b) PROCEDURE. —
(1) IN GENERAL. —

(A) AcTION BY THE SECRETARY. — A civil penalty under subsection (a) shall be assessed by the Secretary
on a person by an order made on the record after an opportunity for an agency hearing on disputed issues
of material fact and the amount of the penalty. In the course of any investigation or hearing under this
subparagraph, the Secretary may administer oaths and affirmations, examine witnesses, receive evidence,
and issue subpoenas requiring the attendance and testimony of witnesses and the production of evidence that
relates to the matter under investigation.

(B) AcTiON BY THE ATTORNEY GENERAL. — In lieu of a proceeding under subparagraph (A), the Attorney
General may, upon request of the Secretary, institute a civil action to recover a civil money penalty in the
amount and for any of the acts set forth in subsection (a). Such an action may be instituted separately from
or in connection with any other claim, civil or criminal, initiated by the Attorney General under this Act.

(2) Amount. — In determining the amount of a civil penalty under paragraph (1), the Secretary or the court shall
take into account the nature, circumstances, extent, and gravity of the act subject to penalty, the person’s ability
to pay, the effect on the person’s ability to continue to do business, any history of prior, similar acts, and such
other matters as justice may require.

(3) LivrtaTion oN AcTions. — No action may be initiated under this section —

(A) with respect to any act described in subsection (a) that occurred before the date of the enactment of this
section, or

(B) more than 6 years after the date when facts material to the act are known or reasonably should have been
known by the Secretary but in no event more than 10 years after the date the act took place.

(¢) JupiciaL ReviEw. — Any person that is the subject of an adverse decision under subsection (b)(1)(A) may obtain
areview of such decision by the United States Court of Appeals for the District of Columbia or for the circuit in which
the person resides, by filing in such court (within 60 days following the date the person is notified of the Secretary’s
decision) a petition requesting that the decision be modified or set aside.

(d) Recovery or PenarTiEs. — The Attorney General may recover any civil penalty (plus interest at the currently
prevailing rates from the date the penalty became final) assessed under subsection (b)(1)(A) in an action brought
in the name of the United States. The amount of such penalty may be deducted, when the penalty has become final,
from any sums then or later owing by the United States to the person against whom the penalty has been assessed. In
an action brought under this subsection, the validity, amount, and appropriateness of the penalty shall not be subject
to judicial review.
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(e) InForMANTS. — The Secretary may award to any individual (other than an officer or employee of the Federal
Government or a person who materially participated in any conduct described in subsection (a)) who provides
information leading to the imposition of a civil penalty under this section an amount not to exceed —

(1) $250,000, or

(2) one-half of the penalty so imposed and collected, whichever is less. The decision of the Secretary on such
award shall not be reviewable.

Skc. 308. [335¢] AUTHORITY TO WITHDRAW APPROVAL OF ABBREVIATED DRUG APPLICATIONS.

(a) In GENERAL. — The Secretary —

(1) shall withdraw approval of an abbreviated drug application if the Secretary finds that the approval was
obtained, expedited, or otherwise facilitated through bribery, payment of an illegal gratuity, or fraud or material
false statement, and

(2) may withdraw approval of an abbreviated drug application if the Secretary finds that the applicant has
repeatedly demonstrated a lack of ability to produce the drug for which the application was submitted in
accordance with the formulations or manufacturing practice set forth in the abbreviated drug application and has
introduced, or attempted to introduce, such adulterated or misbranded drug into commerce.

(b) ProcEpURE. — The Secretary may not take any action under subsection (a) with respect to any person unless
the Secretary has issued an order for such action made on the record after opportunity for an agency hearing on
disputed issues of material fact. In the course of any investigation or hearing under this subsection, the Secretary
may administer oaths and affirmations, examine witnesses, receive evidence, and issue subpoenas requiring the
attendance and testimony of witnesses and the production of evidence that relates to the matter under investigation.

(c) AppLIcABILITY. — Subsection (a) shall apply with respect to offenses or acts regardless of when such offenses or
acts occurred.

(d) JupiciaL REviEw. — Any person that is the subject of an adverse decision under subsection (a) may obtain a
review of such decision by the United States Court of Appeals for the District of Columbia or for the circuit in which
the person abides, by filing in such court (within 60 days following the date the person is notified of the Secretary’s
decision) a petition requesting that the decision be modified or set aside.

Skc. 309. [336] REPORT OF MINOR VIOLATIONS.

Nothing in this Act shall be construed as requiring the Secretary to report for prosecution, or for the
institution of libel or injunction proceedings, minor violations of this Act whenever he believes that the
public interest will be adequately served by a suitable written notice or warning.

Skc. 310. [337] PROCEEDINGS IN NAME OF UNITED STATES; PROVISION AS TO SUBPOENAS.

(a) Except as provided in subsection (b), all such proceedings for the enforcement, or to restrain violations, of this
Act shall be by and in the name of the United States. Subpoenas for witnesses who are required to attend a court of
the United States, in any district, may run into any other district in any proceeding under this section.

(b) —
(1) A State may bring in its own name and within its jurisdiction proceedings for the civil enforcement, or to

restrain violations, of section 401, 403(b), 403(c), 403(d), 403(e), 403(f), 403(g), 403(h), 403(i), 403(k), 403(q),
or 403(r) if the food that is the subject of the proceedings is located in the State.

(2) No proceeding may be commenced by a State under paragraph (1) —

(A) before 30 days after the State has given notice to the Secretary that the State intends to bring such
proceeding,

(B) before 90 days after the State has given notice to the Secretary of such intent if the Secretary has, within
such 30 days, commenced an informal or formal enforcement action pertaining to the food which would be
the subject of such proceeding, or

(C) if the Secretary is diligently prosecuting a proceeding in court pertaining to such food, has settled such
proceeding, or has settled the informal or formal enforcement action pertaining to such food.

In any court proceeding described in subparagraph (C), a State may intervene as a matter of right.
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SEc. 311. [338] EXTRATERRITORIAL JURISDICTION.

There is extraterritorial jurisdiction over any violation of this Act relating to any article regulated under this

Act if such article was intended for import into the United States or if any act in furtherance of the violation
was committed in the United States.
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CHAPTER IV — Foop

Skc. 401. [341] DEFINITIONS AND STANDARDS FOR FooD.

Whenever in the judgment of the Secretary such action will promote honesty and fair dealing in the interest of
consumers, he shall promulgate regulations fixing and establishing for any food, under its common or usual name
so far as practicable, a reasonable definition and standard of identity, a reasonable standard of quality, or reasonable
standards of fill of container. No definition and standard of identity and no standard of quality shall be established
for fresh or dried fruits, fresh or dried vegetables, or butter, except that definitions and standards of identity may be
established for avocados, cantaloupes, citrus fruits, and melons. In prescribing any standard of fill of container, the
Secretary shall give due consideration to the natural shrinkage in storage and in transit of fresh natural food and to
need for the necessary packing and protective material. In the prescribing of any standard of quality for any canned
fruit or canned vegetable, consideration shall be given and due allowance made for the differing characteristics of the
several varieties of such fruit or vegetable. In prescribing a definition and standard of identity for any food or class
of food in which optional ingredients are permitted, the Secretary shall, for the purpose of promoting honesty and
fair dealing in the interest of consumers, designate the optional ingredients which shall be named on the label. Any
definition and standard of identity prescribed by the Secretary for avocados, cantaloupes, citrus fruits, or melons shall
relate only to maturity and to the effects of freezing.

Skc. 402. [342] ADULTERATED Foob.

A food shall be deemed to be adulterated —
(a) —

(1) If it bears or contains any poisonous or deleterious substance which may render it injurious to health; but in
case the substance is not an added substance such food shall not be considered adulterated under this clause if
the quantity of such substance in such food does not ordinarily render it injurious to health[; or]

2 —
(A) if it bears or contains any added poisonous or added deleterious substance (other than a substance that

is a pesticide chemical residue in or on a raw agricultural commodity or processed food, a food additive, a
color additive, or a new animal drug) that is unsafe within the meaning of section 406; or

(B) if it bears or contains a pesticide chemical residue that is unsafe within the meaning of section 408(a); or
(C) if it is or if it bears or contains
(i) any food additive that is unsafe within the meaning of section 409; or

(ii) a new animal drug (or conversion product thereof) that is unsafe within the meaning of section 512;
or

(3) if it consists in whole or in part of any filthy, putrid, or decomposed substance, or if it is otherwise unfit for
food; or

(4) if it has been prepared, packed, or held under insanitary conditions whereby it may have become contaminated
with filth, or whereby it may have been rendered injurious to health; or

(5) if it is, in whole or in part, the product of a diseased animal or of an animal which has died otherwise than
by slaughter; or

(6) if its container is composed, in whole or in part, of any poisonous or deleterious substance which may render
the contents injurious to health; or

(7) if it has been intentionally subjected to radiation, unless the use of the radiation was in conformity with a
regulation or exemption in effect pursuant to section 409.

(b —
(1) If any valuable constituent has been in whole or in part omitted or abstracted therefrom; or
(2) if any substance has been substituted wholly or in part therefor; or
(3) if damage or inferiority has been concealed in any manner; or

(4) if any substance has been added thereto or mixed or packed therewith so as to increase its bulk or weight, or
reduce its quality or strength, or make it appear better or of greater value than it is.
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(c) If it is, or it bears or contains, a color additive which is unsafe within the meaning of section 721(a).
(d) If it is confectionery, and —

(1) has partially or completely imbedded therein any nonnutritive object, except that this subparagraph shall not
apply in the case of any nonnutritive object if, in the judgment of the Secretary as provided by regulations, such
object is of practical functional value to the confectionery product and would not render the product injurious or
hazardous to health;

(2) bears or contains any alcohol other than alcohol not in excess of one-half of 1 per centum by volume derived
solely from the use of flavoring extracts, except that this clause shall not apply to confectionery which is
introduced or delivered for introduction into, or received or held for sale in, interstate commerce if the sale of
such confectionery is permitted under the laws of the State in which such confectionery is intended to be offered
for sale; or

(3) bears or contains any nonnutritive substance, except that this subparagraph shall not apply to a safe
nonnutritive substance which is in or on confectionery by reason of its use for some practical functional purpose
in the manufacture, packaging, or storage of such confectionery if the use of the substance does not promote
deception of the consumer or otherwise result in adulteration or misbranding in violation of any provision of this
Act, except that the Secretary may, for the purpose of avoiding or resolving uncertainty as to the application of
this subparagraph, issue regulations allowing or prohibiting the use of particular nonnutritive substances.

(e) If it is oleomargarine or margarine or butter and any of the raw material used therein consisted in whole or in part
of any filthy, putrid, or decomposed substance, or such oleomargarine or margarine or butter is otherwise unfit for
food.

H—
(1) If it is a dietary supplement or contains a dietary ingredient that —
(A) presents a significant or unreasonable risk of illness or injury under —
(i) conditions of use recommended or suggested in labeling, or

(ii) if no conditions of use are suggested or recommended in the labeling, under ordinary conditions of
use;

(B) is a new dietary ingredient for which there is inadequate information to provide reasonable assurance
that such ingredient does not present a significant or unreasonable risk of illness or injury;

(C) the Secretary declares to pose an imminent hazard to public health or safety, except that the authority
to make such declaration shall not be delegated and the Secretary shall promptly after such a declaration
initiate a proceeding in accordance with sections 554 and 556 of title 5, United States Code, to affirm or
withdraw the declaration; or

(D) is or contains a dietary ingredient that renders it adulterated under paragraph (a)(1) under the conditions
of use recommended or suggested in the labeling of such dietary supplement.

In any proceeding under this subparagraph, the United States shall bear the burden of proof on each element to
show that a dietary supplement is adulterated. The court shall decide any issue under this paragraph on a de novo
basis.

(2) Before the Secretary may report to a United States attorney a violation of paragraph (1)(A) for a civil
proceeding, the person against whom such proceeding would be initiated shall be given appropriate notice and
the opportunity to present views, orally and in writing, at least 10 days before such notice, with regard to such
proceeding.

(g —

(1) If it is a dietary supplement and it has been prepared, packed, or held under conditions that do not meet
current good manufacturing practice regulations, including regulations requiring, when necessary, expiration
date labeling, issued by the Secretary under subparagraph (2).

(2) The Secretary may by regulation prescribe good manufacturing practices for dietary supplements. Such
regulations shall be modeled after current good manufacturing practice regulations for food and may not impose
standards for which there is no current and generally available analytical methodology. No standard of current
good manufacturing practice may be imposed unless such standard is included in a regulation promulgated
after notice and opportunity for comment in accordance with chapter 5 of title 5, United States Code.
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(h) If it is an article of food imported or offered for import into the United States and the article of food has previously
been refused admission under section 801(a), unless the person reoffering the article affirmatively establishes, at the
expense of the owner or consignee of the article, that the article complies with the applicable requirements of this
Act, as determined by the Secretary.

(i) If it is transported or offered for transportation by a shipper, carrier by motor vehicle or rail vehicle, receiver, or
any other person engaged in the transportation of food under conditions that are not in accordance with regulations
promulgated under section 416.

Skc. 403. [343] MisBrRANDED Foob.

A food shall be deemed to be misbranded —
(a) If —
(1) its labeling is false or misleading in any particular, or

(2) in the case of a food to which section 411 applies, its advertising is false or misleading in a material respect
or its labeling is in violation of section 411(b)(2).

(b) If it is offered for sale under the name of another food.

(c) If it is an imitation of another food, unless its label bears, in type of uniform size and prominence, the word
“imitation” and, immediately thereafter, the name of the food imitated.

(d) If its container is so made, formed, or filled as to be misleading.
(e) If in package form unless it bears a label containing
(1) the name and place of business of the manufacturer, packer, or distributor; and
(2) an accurate statement of the quantity of the contents in terms of weight, measure, or numerical count,

except that under clause (2) of this paragraph reasonable variations shall be permitted, and exemptions as to small
packages shall be established, by regulations prescribed by the Secretary.

(f) If any word, statement, or other information required by or under authority of this Act to appear on the label or
labeling is not prominently placed thereon with such conspicuousness (as compared with other words, statements,
designs, or devices, in the labeling) and in such terms as to render it likely to be read and understood by the ordinary
individual under customary conditions of purchase and use.

(g) If it purports to be or is represented as a food for which a definition and standard of identity has been prescribed
by regulations as provided by section 401, unless

(1) it conforms to such definition and standard, and

(2) its label bears the name of the food specified in the definition and standard, and, insofar as may be required by
such regulations, the common names of optional ingredients (other than spices, flavoring, and coloring) present
in such food.

(h) If it purports to be or is represented as —

(1) a food for which a standard of quality has been prescribed by regulations as provided by section 401, and its
quality falls below such standard, unless its label bears, in such manner and form as such regulations specify, a
statement that it falls below such standard;

(2) a food for which a standard or standards of fill of container have been prescribed by regulations as provided
by section 401, and it falls below the standard of fill of container applicable thereto, unless its label bears, in such
manner and form as such regulations specify, a statement that it falls below such standard; or

(3) a food that is pasteurized unless —

(A) such food has been subjected to a safe process or treatment that is prescribed as pasteurization for such
food in a regulation promulgated under this Act; or

(B) —

(i) such food has been subjected to a safe process or treatment that —
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(I) is reasonably certain to achieve destruction or elimination in the food of the most resistant
micro-organisms of public health significance that are likely to occur in the food;

(IT) is at least as protective of the public health as a process or treatment described in subparagraph (A);

(IID) is effective for a period that is at least as long as the shelf life of the food when stored under
normal and moderate abuse conditions; and

(IV) is the subject of a notification to the Secretary, including effectiveness data regarding the
process or treatment; and

(ii) at least 120 days have passed after the date of receipt of such notification by the Secretary without
the Secretary making a determination that the process or treatment involved has not been shown to meet
the requirements of subclauses (I) through (III) of clause (i).

For purposes of paragraph (3), a determination by the Secretary that a process or treatment has not been shown to
meet the requirements of subclauses (I) through (III) of subparagraph (B)(i) shall constitute final agency action
under such subclauses.

(i) Unless its label bears
(1) the common or usual name of the food, if any there be, and

(2) in case it is fabricated from two or more ingredients, the common or usual name of each such ingredient and
if the food purports to be a beverage containing vegetable or fruit juice, a statement with appropriate prominence
on the information panel of the total percentage of such fruit or vegetable juice contained in the food;

except that spices, flavorings, and colors not required to be certified under section 721(c) unless sold as spices,
flavorings, or such colors, may be designated as spices, flavorings, and colorings without naming each. To the extent
that compliance with the requirements of clause (2) of this paragraph is impracticable, or results in deception or
unfair competition, exemptions shall be established by regulations promulgated by the Secretary.

(j) If it purports to be or is represented for special dietary uses, unless its label bears such information concerning
its vitamin, mineral, and other dietary properties as the Secretary determines to be, and by regulations prescribes as,
necessary in order fully to inform purchasers as to its value for such uses.

(k) If it bears or contains any artificial flavoring, artificial coloring, or chemical preservative, unless it bears labeling
stating that fact, except that to the extent that compliance with the requirements of this paragraph is impracticable,
exemptions shall be established by regulations promulgated by the Secretary. The provisions of this paragraph and
paragraphs (g) and (i) with respect to artificial coloring shall not apply in the case of butter, cheese, or ice cream. The
provisions of this paragraph with respect to chemical preservatives shall not apply to a pesticide chemical when used
in or on a raw agricultural commodity which is the produce of the soil.

(D) If it is a raw agricultural commodity which is the produce of the soil, bearing or containing a pesticide chemical
applied after harvest, unless the shipping container of such commodity bears labeling which declares the presence of
such chemical in or on such commodity and the common or usual name and the function of such chemical, except
that no such declaration shall be required while such commodity, having been removed from the shipping container,
is being held or displayed for sale at retail out of such container in accordance with the custom of the trade.

(m) If it is a color additive, unless its packaging and labeling are in conformity with such packaging and labeling
requirements, applicable to such color additive, as may be contained in regulations issued under section 721.

(n) If its packaging or labeling is in violation of an applicable regulation issued pursuant to section 3 or 4 of the
Poison Prevention Packaging Act of 1970.

(o) [Repealed.]
(p) [Repealed.]
(@—

(1) Except as provided in subparagraphs (3), (4), and (5), if it is a food intended for human consumption and is
offered for sale, unless its label or labeling bears nutrition information that provides —

(A)—

(i) the serving size which is an amount customarily consumed and which is expressed in a common
household measure that is appropriate to the food, or

(ii) if the use of the food is not typically expressed in a serving size, the common household unit of
measure that expresses the serving size of the food,
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(B) the number of servings or other units of measure per container,
(C) the total number of calories —
(i) derived from any source, and
(ii) derived from the total fat,
in each serving size or other unit of measure of the food,

(D) the amount of the following nutrients: Total fat, saturated fat, cholesterol, sodium, total carbohydrates,
complex carbohydrates, sugars, dietary fiber, and total protein contained in each serving size or other unit
of measure,

(E) any vitamin, mineral, or other nutrient required to be placed on the label and labeling of food under
this Act before October 1, 1990, if the Secretary determines that such information will assist consumers in
maintaining healthy dietary practices.

The Secretary may by regulation require any information required to be placed on the label or labeling by this
subparagraph or subparagraph (2)(A) to be highlighted on the label or labeling by larger type, bold type, or
contrasting color if the Secretary determines that such highlighting will assist consumers in maintaining healthy
dietary practices.

2 —

(A) If the Secretary determines that a nutrient other than a nutrient required by subparagraph (1)(C), (1)
(D), or (1)(E) should be included in the label or labeling of food subject to subparagraph (1) for purposes of
providing information regarding the nutritional value of such food that will assist consumers in maintaining
healthy dietary practices, the Secretary may by regulation require that information relating to such additional
nutrient be included in the label or labeling of such food.

(B) If the Secretary determines that the information relating to a nutrient required by subparagraph (1)(C),
(1)(D), or (1)(E) or clause (A) of this subparagraph to be included in the label or labeling of food is not
necessary to assist consumers in maintaining healthy dietary practices, the Secretary may by regulation
remove information relating to such nutrient from such requirement.

(3) For food that is received in bulk containers at a retail establishment, the Secretary may, by regulation, provide
that the nutrition information required by subparagraphs (1) and (2) be displayed at the location in the retail
establishment at which the food is offered for sale.

“4)—

(A) The Secretary shall provide for furnishing the nutrition information required by subparagraphs (1) and
(2) with respect to raw agricultural commodities and raw fish by issuing voluntary nutrition guidelines, as
provided by clause (B) or by issuing regulations that are mandatory as provided by clause (D).

(B) —

(i) Upon the expiration of 12 months after the date of the enactment of the Nutrition Labeling and
Education Act of 1990 [November 8, 1991 — Ed.], the Secretary, after providing an opportunity
for comment, shall issue guidelines for food retailers offering raw agricultural commodities or raw
fish to provide nutrition information specified in subparagraphs (1) and (2). Such guidelines shall
take into account the actions taken by food retailers during such 12-month period to provide to
consumers nutrition information on raw agricultural commodities and raw fish. Such guidelines
shall only apply —

(I) in the case of raw agricultural commodities, to the 20 varieties of vegetables most frequently
consumed during a year and the 20 varieties of fruit most frequently consumed during a year, and

(II) to the 20 varieties of raw fish most frequently consumed during a year.

The vegetables, fruits, and raw fish to which such guidelines apply shall be determined by the Secretary
by regulation and the Secretary may apply such guidelinesregionally.

(ii) Upon the expiration of 12 months after the date of the enactment of the Nutrition Labeling and
Education Act of 1990 [November 8, 1991 — Ed.], the Secretary shall issue a final regulation defining
the circumstances that constitute substantial compliance by food retailers with the guidelines issued
under subclause (i). The regulation shall provide that there is not substantial compliance if a significant
number of retailers have failed to comply with the guidelines. The size of the retailers and the portion
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of the market served by retailers in compliance with the guidelines shall be considered in determining
whether the substantial-compliance standard has been met.

©—

(i) Upon the expiration of 30 months after the date of the enactment of the Nutrition Labeling and
Education Act of 1990 [May 8, 1993 — Ed.], the Secretary shall issue a report on actions taken by food
retailers to provide consumers with nutrition information for raw agricultural commodities and raw fish
under the guidelines issued under clause (A). Such report shall include a determination of whether there
is substantial compliance with the guidelines.

(ii) If the Secretary finds that there is substantial compliance with the guidelines, the Secretary shall
issue a report and make a determination of the type required in subclause (i) every two years.

D) —

(i) If the Secretary determines that there is not substantial compliance with the guidelines issued under
clause (A), the Secretary shall at the time such determination is made issue proposed regulations
requiring that any person who offers raw agricultural commodities or raw fish to consumers provide,
in a manner prescribed by regulations, the nutrition information required by subparagraphs (1) and
(2). The Secretary shall issue final regulations imposing such requirements 6 months after issuing
the proposed regulations. The final regulations shall become effective 6 months after the date of their
promulgation.

(ii) Regulations issued under subclause (i) may require that the nutrition information required by
subparagraphs (1) and (2) be provided for more than 20 varieties of vegetables, 20 varieties of fruit,
and 20 varieties of fish most frequently consumed during a year if the Secretary finds that a larger
number of such products are frequently consumed. Such regulations shall permit such information
to be provided in a single location in each area in which raw agricultural commodities and raw fish
are offered for sale. Such regulations may provide that information shall be expressed as an average
or range per serving of the same type of raw agricultural commodity or raw fish. The Secretary shall
develop and make available to the persons who offer such food to consumers the information required
by subparagraphs (1) and (2).

(iii) Regulations issued under subclause (i) shall permit the required information to be provided in
each area of an establishment in which raw agricultural commodities and raw fish are offered for sale.
The regulations shall permit food retailers to display the required information by supplying copies of
the information provided by the Secretary, by making the information available in brochure, notebook
or leaflet form, or by posting a sign disclosing the information. Such regulations shall also permit
presentation of the required information to be supplemented by a video, live demonstration, or other
media which the Secretary approves.

(E) For purposes of this subparagraph, the term “fish” includes freshwater or marine fin fish, crustaceans,
and mollusks, including shellfish, amphibians, and other forms of aquatic animal life.

(F) No person who offers raw agricultural commodities or raw fish to consumers may be prosecuted for
minor violations of this subparagraph if there has been substantial compliance with the requirements of this
paragraph.
) —
(A) Subparagraphs (1), (2), (3), and (4) shall not apply to food —
(i) except as provided in clause (H)(ii)(III), which is served in restaurants or other establishments

in which food is served for immediate human consumption or which is sold for sale or use in such
establishments,

(ii) except as provided in clause (H)(ii)(IlI), which is processed and prepared primarily in a retail
establishment, which is ready for human consumption, which is of the type described in subclause
(1), and which is offered for sale to consumers but not for immediate human consumption in such
establishment and which is not offered for sale outside such establishment,

(iii) which is an infant formula subject to section412,
(iv) which is a medical food as defined in section 5(b) of the Orphan Drug Act (21 U.S.C. 360ee(b)), or
(v) which is described in section 405(2).
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(B) Subparagraphs (1) and (2) shall not apply to the label of a food if the Secretary determines by regulations
that compliance with such subparagraphs is impracticable because the package of such food is too small
to comply with the requirements of such subparagraphs and if the label of such food does not contain any
nutrition information.

(C) If a food contains insignificant amounts, as determined by the Secretary, of all the nutrients required by
subparagraphs (1) and (2) to be listed in the label or labeling of food, the requirements of such subparagraphs
shall not apply to such food if the label, labeling, or advertising of such food does not make any claim with
respect to the nutritional value of such food. If a food contains insignificant amounts, as determined by the
Secretary, of more than one-half the nutrients required by subparagraphs (1) and (2) to be in the label or
labeling of the food, the Secretary shall require the amounts of such nutrients to be stated in a simplified
form prescribed by the Secretary.

(D) If a person offers food for sale and has annual gross sales made or business done in sales to consumers
which is not more than $500,000 or has annual gross sales made or business done in sales of food to
consumers which is not more than $50,000, the requirements of subparagraphs (1), (2), (3), and (4) shall not
apply with respect to food sold by such person to consumers unless the label or labeling of food offered by
such person provides nutrition information or makes a nutrition claim.

(E) —
(i) During the 12-month period for which an exemption from subparagraphs (1) and (2) is claimed
pursuant to this subclause, the requirements of such subparagraphs shall not apply to any food product
if —
(I) the labeling for such product does not provide nutrition information or make a claim subject to
paragraph (r),
(II) the person who claims for such product an exemption from such subparagraphs employed
fewer than an average of 100 full-time equivalent employees,

(IID) such person provided the notice described in subclause (iii), and

(IV) in the case of a food product which was sold in the 12-month period preceding the period for
which an exemption was claimed, fewer than 100,000 units of such product were sold in the United
States during such preceding period, or in the case of a food product which was not sold in the
12-month period preceding the period for which such exemption is claimed, fewer than 100,000
units of such product are reasonably anticipated to be sold in the United States during the period
for which such exemption is claimed.

(ii) During the 12-month period after the applicable date referred to in this sentence, the requirements of
subparagraphs (1) and (2) shall not apply to any food product which was first introduced into interstate
commerce before May 8, 1994, if the labeling for such product does not provide nutrition information
or make a claim subject to paragraph (r), if such person provided the notice described in subclause (iii),
and if —

(I) during the 12-month period preceding May 8, 1994, the person who claims for such product an
exemption from such subparagraphs employed fewer than an average of 300 full-time equivalent
employees and fewer than 600,000 units of such product were sold in the United States,

(IT) during the 12-month period preceding May 8, 1995, the person who claims for such product an
exemption from such subparagraphs employed fewer than an average of 300 full-time equivalent
employees and fewer than 400,000 units of such product were sold in the United States, or

(IIT) during the 12-month period preceding May 8, 1996, the person who claims for such product
an exemption from such subparagraphs employed fewer than an average of 200 full-time equivalent
employees and fewer than 200,000 units of such product were sold in the United States.

(iii) The notice referred to in subclauses (i) and (ii) shall be given to the Secretary prior to the beginning
of the period during which the exemption under subclause (i) or (ii) is to be in effect, shall state that the
person claiming such exemption for a food product has complied with the applicable requirements of
subclause (i) or (ii), and shall —

(I) state the average number of full-time equivalent employees such person employed during the
12 months preceding the date such person claims such exemption,
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(ID) state the approximate number of units the person claiming the exemption sold in the United States,

(IID) if the exemption is claimed for a food product which was sold in the 12-month period preceding
the period for which the exemption was claimed, state the approximate number of units of such
product which were sold in the United States during such preceding period, and, if the exemption is
claimed for a food product which was not sold in such preceding period, state the number of units
of such product which such person reasonably anticipates will be sold in the United States during
the period for which the exemption was claimed, and

(IV) contain such information as the Secretary may require to verify the information required by the
preceding provisions of this subclause if the Secretary has questioned the validity of such information.

If a person is not an importer, has fewer than 10 full-time equivalent employees, and sells fewer than
10,000 units of any food product in any year, such person is not required to file a notice for such product
under this subclause for such year.

(iv) In the case of a person who claimed an exemption under subclause (i) or (ii), if, during the period
of such exemption, the number of full-time equivalent employees of such person exceeds the number in
such subclause or if the number of food products sold in the United States exceeds the number in such
subclause, such exemption shall extend to the expiration of 18 months after the date the number of full-
time equivalent employees or food products sold exceeded the applicable number.

(v) For any food product first introduced into interstate commerce after May 8, 2002, the Secretary may
by regulation lower the employee or units of food products requirement of subclause (i) if the Secretary
determines that the cost of compliance with such lower requirement will not place an undue burden on
persons subject to such lower requirement.

(vi) For purposes of subclauses (i), (ii), (iii), (iv), and (v) —

(I) the term “unit” means the packaging or, if there is no packaging, the form in which a food
product is offered for sale to consumers,

(IT) the term “food product” means food in any sized package which is manufactured by a single
manufacturer or which bears the same brand name, which bears the same statement of identity, and
which has similar preparation methods, and

(IID) the term “person” in the case of a corporation includes all domestic and foreign affiliates of
the corporation.

(F) A dietary supplement product (including a food to which section 411 applies) shall comply with the
requirements of subparagraphs (1) and (2) in a manner which is appropriate for the product and which is
specified in regulations of the Secretary which shall provide that —

(i) nutrition information shall first list those dietary ingredients that are present in the product in a
significant amount and for which a recommendation for daily consumption has been established by
the Secretary, except that a dietary ingredient shall not be required to be listed if it is not present in a
significant amount, and shall list any other dietary ingredient present and identified as having no such
recommendation;

(ii) the listing of dietary ingredients shall include the quantity of each such ingredient (or of a proprietary
blend of such ingredients) per serving;

(iii) the listing of dietary ingredients may include the source of a dietary ingredient; and

(iv) the nutrition information shall immediately precede the ingredient information required under

subclause (i), except that no ingredient identified pursuant to subclause (i) shall be required to be
identified a second time.

(G) Subparagraphs (1), (2), (3), and (4) shall not apply to food which is sold by a food distributor if the food
distributor principally sells food to restaurants or other establishments in which food is served for immediate
human consumption and does not manufacture, process, or repackage the food it sells.

(H) RESTAURANTS, RETAIL FOOD ESTABLISHMENTS, AND VENDING MACHINES. —

(i) GENERAL REQUIREMENTS FOR RESTAURANTS AND SIMILAR RETAIL FOOD ESTABLISHMENTS. — Except
for food described in subclause (vii), in the case of food that is a standard menu item that is offered for
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sale in a restaurant or similar retail food establishment that is part of a chain with 20 or more locations
doing business under the same name (regardless of the type of ownership of the locations) and offering
for sale substantially the same menu items, the restaurant or similar retail food establishment shall
disclose the information described in subclauses (ii) and (iii).

(ii) INFORMATION REQUIRED TO BE DISCLOSED BY RESTAURANTS AND RETAIL FOOD ESTABLISHMENTS. —
Except as provided in subclause (vii), the restaurant or similar retail food establishment shall disclose
in a clear and conspicuous manner —

OH—
(aa) in a nutrient content disclosure statement adjacent to the name of the standard menu
item, so as to be clearly associated with the standard menu item, on the menu listing the
item for sale, the number of calories contained in the standard menu item, as usually
prepared and offered for sale; and

(bb) a succinct statement concerning suggested daily caloric intake, as specified by the
Secretary by regulation and posted prominently on the menu and designed to enable the
public to understand, in the context of a total daily diet, the significance of the caloric
information that is provided on the menu;

an —

(aa) in a nutrient content disclosure statement adjacent to the name of the standard menu
item, so as to be clearly associated with the standard menu item, on the menu board,
including a drive-through menu board, the number of calories contained in the standard
menu item, as usually prepared and offered for sale; and

(bb) a succinct statement concerning suggested daily caloric intake, as specified by the
Secretary by regulation and posted prominently on the menu board, designed to enable
the public to understand, in the context of a total daily diet, the significance of the
nutrition information that is provided on the menu board;

(IID) in a written form, available on the premises of the restaurant or similar retail establishment
and to the consumer upon request, the nutrition information required under clauses (C) and (D) of
subparagraph (1); and

(IV) on the menu or menu board, a prominent, clear, and conspicuous statement regarding the
availability of the information described in item (III).

(iii) SELF-SERVICE Foop anD Foop oN Dispray. — Except as provided in subclause (vii), in the
case of food sold at a salad bar, buffet line, cafeteria line, or similar self-service facility, and for
self-service beverages or food that is on display and that is visible to customers, a restaurant or
similar retail food establishment shall place adjacent to each food offered a sign that lists calories
per displayed food item or per serving.

(iv) REASONABLE Basis. — For the purposes of this clause, a restaurant or similar retail food
establishment shall have a reasonable basis for its nutrient content disclosures, including nutrient
databases, cookbooks, laboratory analyses, and other reasonable means, as described in section
101.10 of title 21, Code of Federal Regulations (or any successor regulation) or in a related
guidance of the Food and Drug Administration.

(v) MENU VARIABILITY AND COMBINATION MEALS. — The Secretary shall establish by regulation
standards for determining and disclosing the nutrient content for standard menu items that come in
different flavors, varieties, or combinations, but which are listed as a single menu item, such as soft
drinks, ice cream, pizza, doughnuts, or children’s combination meals, through means determined by the
Secretary, including ranges, averages, or other methods.

(vi) AppiTioNAL INFORMATION. — If the Secretary determines that a nutrient, other than a nutrient
required under subclause (i) (I1I), should be disclosed for the purpose of providing information to
assist consumers in maintaining healthy dietary practices, the Secretary may require, by regulation,
disclosure of such nutrient in the written form required under subclause (ii)(I11).
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(vii) NoNAPPLICABILITY TO CERTAIN FOoOD. —
(I) IN GENERAL. — Subclauses (i) through (vi) do not apply to —

(aa) items that are not listed on a menu or menu board (such as condiments and other
items placed on the table or counter for general use);

(bb) daily specials, temporary menu items appearing on the menu for less than 60 days per
calendar year, or custom orders; or

(cc) such other food that is part of a customary market test appearing on the menu for less
than 90 days, under terms and conditions established by the Secretary.

(IT) WritteN Forms. — Subparagraph (5)(C) shall apply to any regulations promulgated
under subclauses (i1)(I11) and (vi).

(viii) VENDING M ACHINES. —
(I) IN GENERAL. — In the case of an article of food sold from a vending machine that —

(aa) does not permit a prospective purchaser to examine the Nutrition Facts Panel before
purchasing the article or does not otherwise provide visible nutrition information at the
point of purchase; and

(bb) is operated by a person who is engaged in the business of owning or operating 20
or more vending machines, the vending machine operator shall provide a sign in close
proximity to each article of food or the selection button that includes a clear and
conspicuous statement disclosing the number of calories contained in the article.

(ix) VOLUNTARY PROVISION OF NUTRITION INFORMATION., —

(I) IN GENERAL. — An authorized official of any restaurant or similar retail food establishment or
vending machine operator not subject to the requirements of this clause may elect to be subject to
the requirements of such clause, by registering biannually the name and address of such restaurant
or similar retail food establishment or vending machine operator with the Secretary, as specified
by the Secretary by regulation.

(IT) ReGisTRATION. — Within 120 days of enactment of this clause, the Secretary shall publish
a notice in the Federal Register specifying the terms and conditions for implementation of
item (I), pending promulgation of regulations.

(IIT) RuLE oF ConsTRUCTION. — Nothing in this subclause shall be construed to authorize the
Secretary to require an application, review, or licensing process for any entity to register with
the Secretary, as described in such item.

(x) REGULATIONS. —

(I) ProPOSED REGULATION. — Not later than 1 year after the date of enactment of this clause, the
Secretary shall promulgate proposed regulations to carry out this clause.

(IT) ConTENTS. — In promulgating regulations, the Secretary shall —

(aa) consider standardization of recipes and methods of preparation, reasonable variation
in serving size and formulation of menu items, space on menus and menu boards,
inadvertent human error, training of food service workers, variations in ingredients, and
other factors, as the Secretary determines; and

(bb) specify the format and manner of the nutrient content disclosure requirements under
this subclause.

(III) REPORTING. — The Secretary shall submit to the Committee on Health, Education, Labor,
and Pensions of the Senate and the Committee on Energy and Commerce of the House of
Representatives a quarterly report that describes the Secretary’s progress toward promulgating final
regulations under this subparagraph.

(xi) DEFINITION. — In this clause, the term “menu” or “menu board” means the primary writing of
the restaurant or other similar retail food establishment from which a consumer makes an order
selection.
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) —
(1) Except as provided in clauses (A) through (C) of subparagraph (5), if it is a food intended for human
consumption which is offered for sale and for which a claim is made in the label or labeling of the food which
expressly or by implication —
(A) characterizes the level of any nutrient which is of the type required by paragraph (q)(1) or (q)(2) to be in
the label or labeling of the food unless the claim is made in accordance with subparagraph (2), or

(B) characterizes the relationship of any nutrient which is of the type required by paragraph (q)(1) or (q)(2)
to be in the label or labeling of the food to a disease or a health-related condition unless the claim is made
in accordance with subparagraph (3) or (5)(D).

A statement of the type required by paragraph (q) that appears as part of the nutrition information required or
permitted by such paragraph is not a claim which is subject to this paragraph and a claim subject to clause (A)
is not subject to clause (B).

2)—
(A) Except as provided in subparagraphs (4)(A)(ii) and (4)(A)(iii) and clauses (A) through (C) of
subparagraph (5), a claim described in subparagraph (1)(A) —

(i) may be made only if the characterization of the level made in the claim uses terms which are defined
in regulations of the Secretary,

(ii) may not state the absence of a nutrient unless —

(I) the nutrient is usually present in the food or in a food which substitutes for the food as defined
by the Secretary by regulation, or

(II) the Secretary by regulation permits such a statement on the basis of a finding that such a
statement would assist consumers in maintaining healthy dietary practices and the statement
discloses that the nutrient is not usually present in the food,

(iii) may not be made with respect to the level of cholesterol in the food if the food contains, as
determined by the Secretary by regulation, fat or saturated fat in an amount which increases to
persons in the general population the risk of disease or a health related condition which is diet related
unless —

(I) the Secretary finds by regulation that the level of cholesterol is substantially less than the level
usually present in the food or in a food which substitutes for the food and which has a significant
market share, or the Secretary by regulation permits a statement regarding the absence of
cholesterol on the basis of a finding that cholesterol is not usually present in the food and that such
a statement would assist consumers in maintaining healthy dietary practices and a requirement that
the statement disclose that cholesterol is not usually present in the food, and

(II) the label or labeling of the food discloses the level of such fat or saturated fat in immediate
proximity to such claim and with appropriate prominence which shall be no less than one-half the
size of the claim with respect to the level of cholesterol,

(iv) may not be made with respect to the level of saturated fat in the food if the food contains cholesterol
unless the label or labeling of the food discloses the level of cholesterol in the food in immediate
proximity to such claim and with appropriate prominence which shall be no less than one-half the size
of the claim with respect to the level of saturated fat,

(v) may not state that a food is high in dietary fiber unless the food is low in total fat as defined by the
Secretary or the label or labeling discloses the level of total fat in the food in immediate proximity to
such statement and with appropriate prominence which shall be no less than one-half the size of the
claim with respect to the level of dietary fiber, and

(vi) may not be made if the Secretary by regulation prohibits the claim because the claim is misleading
in light of the level of another nutrient in the food.

(B) If a claim described in subparagraph (1)(A) is made with respect to a nutrient in a food and the Secretary
makes a determination that the food contains a nutrient at a level that increases to persons in the general
population the risk of a disease or health-related condition that is diet related, the label or labeling of such
food shall contain, prominently and in immediate proximity to such claim, the following statement: “See
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nutrition information for content.” The blank shall identify the nutrient associated with
the increased disease or health-related condition risk. In making the determination described in this clause,
the Secretary shall take into account the significance of the food in the total daily diet.

(C) Subparagraph (2)(A) does not apply to a claim described in subparagraph (1)(A) and contained in the
label or labeling of a food if such claim is contained in the brand name of such food and such brand name
was in use on such food before October 25, 1989, unless the brand name contains a term defined by the
Secretary under subparagraph (2)(A)(i). Such a claim is subject to paragraph (a).

(D) Subparagraph (2) does not apply to a claim described in subparagraph (1)(A) which uses the term “diet”
and is contained in the label or labeling of a soft drink if

(i) such claim is contained in the brand name of such soft drink,
(ii) such brand name was in use on such soft drink before October 25, 1989, and

(iii) the use of the term “diet” was in conformity with section 105.66 of title 21 of the Code of Federal
Regulations. Such a claim is subject to paragraph (a).

(E) Subclauses (i) through (v) of subparagraph (2)(A) do not apply to a statement in the label or labeling of
food which describes the percentage of vitamins and minerals in the food in relation to the amount of such
vitamins and minerals recommended for daily consumption by the Secretary.

(F) Subclause (i) clause (A) does not apply to a statement in the labeling of a dietary supplement that
characterizes the percentage level of a dietary ingredient for which the Secretary has not established a
reference daily intake, daily recommended value, or other recommendation for daily consumption.

(G) A claim of the type described in subparagraph (1)(A) for a nutrient, for which the Secretary has not
promulgated a regulation under clause (A)(i), shall be authorized and may be made with respect to a food
if —
(i) a scientific body of the United States Government with official responsibility for public health
protection or research directly relating to human nutrition (such as the National Institutes of Health
or the Centers for Disease Control and Prevention) or the National Academy of Sciences or any of its
subdivisions has published an authoritative statement, which is currently in effect, which identifies the
nutrient level to which the claim refers;

(ii) a person has submitted to the Secretary, at least 120 days (during which the Secretary may notify
any person who is making a claim as authorized by clause (C) that such person has not submitted all the
information required by such clause) before the first introduction into interstate commerce of the food
with a label containing the claim,

(I) a notice of the claim, which shall include the exact words used in the claim and shall include a
concise description of the basis upon which such person relied for determining that the requirements
of subclause (i) have been satisfied,

(IT) a copy of the statement referred to in subclause (i) upon which such person relied in making
the claim, and

(IID) a balanced representation of the scientific literature relating to the nutrient level to which the
claim refers;

(iii) the claim and the food for which the claim is made are in compliance with clauses (A) and (B), and
are otherwise in compliance with paragraph (a) and section 201(n); and

(iv) the claim is stated in a manner so that the claim is an accurate representation of the authoritative
statement referred to in subclause (i) and so that the claim enables the public to comprehend the
information provided in the claim and to understand the relative significance of such information in the
context of a total daily diet.

For purposes of this clause, a statement shall be regarded as an authoritative statement of a scientific body
described in subclause (i) only if the statement is published by the scientific body and shall not include a
statement of an employee of the scientific body made in the individual capacity of the employee.

(H) A claim submitted under the requirements of clause (G) may be made until —

(i) such time as the Secretary issues a regulation —
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3)—

(I) prohibiting or modifying the claim and the regulation has become effective, or

(II) finding that the requirements of clause (G) have not been met, including finding that the
petitioner had not submitted all the information required by such clause; or

(ii) a district court of the United States in an enforcement proceeding under chapter III has determined
that the requirements of clause (G) have not been met.

(A) Except as provided in subparagraph (5), a claim described in subparagraph (1)(B) may only be made —

(i) if the claim meets the requirements of the regulations of the Secretary promulgated under clause
(B), and

(ii) ifthe food for which the claim is made does not contain, as determined by the Secretary by regulation,
any nutrient in an amount which increases to persons in the general population the risk of a disease or
health-related condition which is diet related, taking into account the significance of the food in the total
daily diet, except that the Secretary may by regulation permit such a claim based on a finding that such
a claim would assist consumers in maintaining healthy dietary practices and based on a requirement that
the label contain a disclosure of the type required by subparagraph (2)(B).

(B) —

(i) The Secretary shall promulgate regulations authorizing claims of the type described in subparagraph
(1)(B) only if the Secretary determines, based on the totality of publicly available scientific evidence
(including evidence from well-designed studies conducted in a manner which is consistent with
generally recognized scientific procedures and principles), that there is significant scientific agreement,
among experts qualified by scientific training and experience to evaluate such claims, that the claim is
supported by such evidence.

(ii) A regulation described in subclause (i) shall describe—

(I) the relationship between a nutrient of the type required in the label or labeling of food by
paragraph (q)(1) or (q)(2) and a disease or health-related condition, and

(IT) the significance of each such nutrient in affecting such disease or health-related condition.

(iii) A regulation described in subclause (i) shall require such claim to be stated in a manner so that
the claim is an accurate representation of the matters set out in subclause (ii) and so that the claim
enables the public to comprehend the information provided in the claim and to understand the relative
significance of such information in the context of a total daily diet.

(C) Notwithstanding the provisions of clauses (A)(i) and (B), a claim of the type described in subparagraph
(1)(B) which is not authorized by the Secretary in a regulation promulgated in accordance with clause (B)
shall be authorized and may be made with respect to a food if —

(i) a scientific body of the United States Government with official responsibility for public health
protection or research directly relating to human nutrition (such as the National Institutes of Health
or the Centers for Disease Control and Prevention) or the National Academy of Sciences or any of its
subdivisions has published an authoritative statement, which is currently in effect, about the relationship
between a nutrient and a disease or health-related condition to which the claim refers;

(ii) a person has submitted to the Secretary, at least 120 days (during which the Secretary may notify
any person who is making a claim as authorized by clause (C) that such person has not submitted all the
information required by such clause) before the first introduction into interstate commerce of the food
with a label containing the claim,

(I) a notice of the claim, which shall include the exact words used in the claim and shall include a
concise description of the basis upon which such person relied for determining that the requirements
of subclause (i) have been satisfied,

(II) a copy of the statement referred to in subclause (i) upon which such person relied in making
the claim, and

(I) a balanced representation of the scientific literature relating to the relationship between a
nutrient and a disease or health-related condition to which the claim refers;
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(iii) the claim and the food for which the claim is made are in compliance with clause (A)(ii) and are
otherwise in compliance with paragraph (a) and section 201(n); and

(iv) the claim is stated in a manner so that the claim is an accurate representation of the authoritative
statement referred to in subclause (i) and so that the claim enables the public to comprehend the
information provided in the claim and to understand the relative significance of such information in the
context of a total daily diet.

For purposes of this clause, a statement shall be regarded as an authoritative statement of a scientific body
described in subclause (i) only if the statement is published by the scientific body and shall not include a
statement of an employee of the scientific body made in the individual capacity of the employee.

(D) A claim submitted under the requirements of clause (C) may be made until —

@ —

(i) such time as the Secretary issues a regulation under the standard in clause (B)(i) —
(I) prohibiting or modifying the claim and the regulation has become effective, or

(II) finding that the requirements of clause (C) have not been met, including finding that the
petitioner has not submitted all the information required by such clause; or

(ii) a district court of the United States in an enforcement proceeding under chapter III has determined
that the requirements of clause (C) have not been met.

(A)—

(i) Any person may petition the Secretary to issue a regulation under subparagraph (2)(A)(i) or (3)(B)
relating to a claim described in subparagraph (1)(A) or (1)(B). Not later than 100 days after the petition
is received by the Secretary, the Secretary shall issue a final decision denying the petition or file the
petition for further action by the Secretary. If the Secretary does not act within such 100 days, the
petition shall be deemed to be denied unless an extension is mutually agreed upon by the Secretary and
the petitioner. If the Secretary denies the petition, or the petition is deemed to be denied, the petition
shall not be made available to the public. If the Secretary files the petition, the Secretary shall deny the
petition or issue a proposed regulation to take the action requested in the petition not later than 90 days
after the date of such decision. If the Secretary does not act within such 90 days, the petition shall be
deemed to be denied unless an extension is mutually agreed upon by the Secretary and the petitioner.
If the Secretary issues a proposed regulation, the rulemaking shall be completed within 540 days of the
date the petition is received by the Secretary. If the Secretary does not issue a regulation within such
540 days, the Secretary shall provide the Committee on Commerce of the House of Representatives and
the Committee on Labor and Human Resources of the Senate the reasons action on the regulation did
not occur within such 540 days.

(ii) Any person may petition the Secretary for permission to use in a claim described in subparagraph
(1)(A) terms that are consistent with the terms defined by the Secretary under subparagraph (2)(A)(i).
Within 90 days of the submission of such a petition, the Secretary shall issue a final decision denying
the petition or granting such permission.

(iii) Any person may petition the Secretary for permission to use an implied claim described in
subparagraph (1)(A) in a brand name. After publishing notice of an opportunity to comment on the
petition in the Federal Register and making the petition available to the public, the Secretary shall grant
the petition if the Secretary finds that such claim is not misleading and is consistent with terms defined
by the Secretary under subparagraph (2)(A)(i). The Secretary shall grant or deny the petition within
100 days of the date it is submitted to the Secretary and the petition shall be considered granted if the
Secretary does not act on it within such 100 days.

(B) A petition under clause (A)(i) respecting a claim described in subparagraph (1)(A) or (1)(B) shall include
an explanation of the reasons why the claim meets the requirements of this paragraph and a summary of the
scientific data which supports such reasons.

(O) If a petition for a regulation under subparagraph (3)(B) relies on a report from an authoritative scientific
body of the United States, the Secretary shall consider such report and shall justify any decision rejecting
the conclusions of such report.

STATUTORY SUPPLEMENT 45



§403 [343]

Federal Food, Drug, and Cosmetic Act

) —

(A) This paragraph does not apply to infant formulas subject to section 412(h) and medical foods as defined
in section 5(b) of the Orphan Drug Act.

(B) Subclauses (iii) through (v) of subparagraph (2)(A) and subparagraph (2)(B) do not apply to food which
is served in restaurants or other establishments in which food is served for immediate human consumption
or which is sold for sale or use in such establishments.

(C) A subparagraph (1)(A) claim made with respect to a food which claim is required by a standard of
identity issued under section 401 shall not be subject to subparagraph (2)(A)(i) or (2)(B).

(D) A subparagraph (1)(B) claim made with respect to a dietary supplement of vitamins, minerals, herbs,
or other similar nutritional substances shall not be subject to subparagraph (3) but shall be subject to a
procedure and standard, respecting the validity of such claim, established by regulation of the Secretary.

(6) For purposes of paragraph (r)(1)(B), a statement for a dietary supplement may be made if —

(A) the statement claims a benefit related to a classical nutrient deficiency disease and discloses the
prevalence of such disease in the United States, describes the role of a nutrient or dietary ingredient intended
to affect the structure or function in humans, characterizes the documented mechanism by which a nutrient
or dietary ingredient acts to maintain such structure or function, or describes general well-being from
consumption of a nutrient or dietary ingredient,

(B) the manufacturer of the dietary supplement has substantiation that such statement is truthful and not
misleading, and

(C) the statement contains, prominently displayed and in boldface type, the following: “This statement has
not been evaluated by the Food and Drug Administration. This product is not intended to diagnose, treat,
cure, or prevent any disease.”.

A statement under this subparagraph may not claim to diagnose, mitigate, treat, cure, or prevent a specific
disease or class of diseases. If the manufacturer of a dietary supplement proposes to make a statement described
in the first sentence of this subparagraph in the labeling of the dietary supplement, the manufacturer shall notify
the Secretary no later than 30 days after the first marketing of the dietary supplement with such statement that
such a statement is being made.

(7) The Secretary may make proposed regulations issued under this paragraph effective upon publication pending
consideration of public comment and publication of a final regulation if the Secretary determines that such
action is necessary —

(A) to enable the Secretary to review and act promptly on petitions the Secretary determines provide for
information necessary to —

(i) enable consumers to develop and maintain healthy dietary practices;

(ii) enable consumers to be informed promptly and effectively of important new knowledge regarding
nutritional and health benefits of food; or

(iii) ensure that scientifically sound nutritional and health information is provided to consumers as soon
as possible; or

(B) to enable the Secretary to act promptly to ban or modify a claim under this paragraph.

Such proposed regulations shall be deemed final agency action for purposes of judicial review.

(s) If —

(1) it is a dietary supplement; and

2)—

(A) the label or labeling of the supplement fails to list —
(i) the name of each ingredient of the supplement that is described in section 201(ff); and
(i) —
(I) the quantity of each such ingredient; or

(IT) with respect to a proprietary blend of such ingredients, the total quantity of all ingredients in
the blend;
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(B) the label or labeling of the dietary supplement fails to identify the product by using the term “dietary
supplement”, which term may be modified with the name of such an ingredient;

(C) the supplement contains an ingredient described in section 201(ff)(1)(C), and the label or labeling of the
supplement fails to identify any part of the plant from which the ingredient is derived;
(D) the supplement —

(i) is covered by the specifications of an official compendium;

(ii) is represented as conforming to the specifications of an official compendium; and

(iii) fails to so conform; or
(E) the supplement —

(i) is not covered by the specifications of an official compendium; and

(i) —

(I) fails to have the identity and strength that the supplement is represented to have; or

(IT) fails to meet the quality (including tablet or capsule disintegration), purity, or compositional
specifications, based on validated assay or other appropriate methods, that the supplement is
represented to meet.

A dietary supplement shall not be deemed misbranded solely because its label or labeling contains directions or
conditions of use or warnings.

(t) If it purports to be or is represented as catfish, unless it is fish classified within the family Ictaluridae.

(u) If it purports to be or is represented as ginseng, unless it is an herb or herbal ingredient derived from a plant
classified within the genus Panax.

V) If—

(1) it fails to bear a label required by the Secretary under section 801(n)(1) (relating to food refused admission
into the United States);

(2) the Secretary finds that the food presents a threat of serious adverse health consequences or death to humans
or animals; and

(3) upon or after notifying the owner or consignee involved that the label is required under section 801, the
Secretary informs the owner or consignee that the food presents such a threat.

(W) —

(1) If it is not a raw agricultural commodity and it is, or it contains an ingredient that bears or contains, a major
food allergen, unless either —

(A) the word “Contains”, followed by the name of the food source from which the major food allergen is
derived, is printed immediately after or is adjacent to the list of ingredients (in a type size no smaller than
the type size used in the list of ingredients) required under subsections (g) and (i); or

(B) the common or usual name of the major food allergen in the list of ingredients required under subsections
(g) and (i) is followed in parentheses by the name of the food source from which the major food allergen is
derived, except that the name of the food source is not required when —

(i) the common or usual name of the ingredient uses the name of the food source from which the major
food allergen is derived; or

(ii) the name of the food source from which the major food allergen is derived appears elsewhere in the
ingredient list, unless the name of the food source that appears elsewhere in the ingredient list appears
as part of the name of a food ingredient that is not a major food allergen under section 201(qq)(2)(A)
or (B).

(2) As used in this subsection, the term “name of the food source from which the major food allergen is derived”
means the name described in section 201(qq)(1); provided that in the case of a tree nut, fish, or Crustacean
shellfish, the term “name of the food source from which the major food allergen is derived” means the name of
the specific type of nut or species of fish or Crustacean shellfish.

(3) The information required under this subsection may appear in labeling in lieu of appearing on the label
only if the Secretary finds that such other labeling is sufficient to protect the public health. A finding by the
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Secretary under this paragraph (including any change in an earlier finding under this paragraph) is effective upon
publication in the Federal Register as a notice.

(4) Notwithstanding subsection (g), (i), or (k), or any other law, a flavoring, coloring, or incidental additive that
is, or that bears or contains, a major food allergen shall be subject to the labeling requirements of this subsection.

(5) The Secretary may by regulation modify the requirements of subparagraph (A) or (B) of paragraph (1), or
eliminate either the requirement of subparagraph (A) or the requirements of subparagraph (B) of paragraph (1),
if the Secretary determines that the modification or elimination of the requirement of subparagraph (A)
or the requirements of subparagraph (B) is necessary to protect the public health.

6) —
(A) Any person may petition the Secretary to exempt a food ingredient described in section 201(qq)(2) from
the allergen labeling requirements of this subsection.

(B) The Secretary shall approve or deny such petition within 180 days of receipt of the petition or the
petition shall be deemed denied, unless an extension of time is mutually agreed upon by the Secretary and
the petitioner.

(C) The burden shall be on the petitioner to provide scientific evidence (including the analytical method used
to produce the evidence) that demonstrates that such food ingredient, as derived by the method specified in
the petition, does not cause an allergic response that poses a risk to human health.

(D) A determination regarding a petition under this paragraph shall constitute final agency action.

(E) The Secretary shall promptly post to a public site all petitions received under this paragraph within
14 days of receipt and the Secretary shall promptly post the Secretary’s response to each.

(N —
(A) A person need not file a petition under paragraph (6) to exempt a food ingredient described in section
201(qq)(2) from the allergen labeling requirements of this subsection, if the person files with the Secretary
a notification containing —

(i) scientific evidence (including the analytical method used) that demonstrates that the food ingredient
(as derived by the method specified in the notification, where applicable) does not contain allergenic
protein; or

(ii) a determination by the Secretary that the ingredient does not cause an allergic response that poses a
risk to human health under a premarket approval or notification program under section 409.

(B) The food ingredient may be introduced or delivered for introduction into interstate commerce as a
food ingredient that is not a major food allergen 90 days after the date of receipt of the notification by the
Secretary, unless the Secretary determines within the 90-day period that the notification does not meet
the requirements of this paragraph, or there is insufficient scientific evidence to determine that the food
ingredient does not contain allergenic protein or does not cause an allergenic response that poses a risk to
human health.

(C) The Secretary shall promptly post to a public site all notifications received under this subparagraph
within 14 days of receipt and promptly post any objections thereto by the Secretary.

(x) Notwithstanding subsection (g), (i), or (k), or any other law, a spice, flavoring, coloring, or incidental additive
that is, or that bears or contains, a food allergen (other than a major food allergen), as determined by the Secretary by
regulation, shall be disclosed in a manner specified by the Secretary by regulation.

(y) If it is a dietary supplement that is marketed in the United States, unless the label of such dietary supplement
includes a domestic address or domestic phone number through which the responsible person (as described in section
761) may receive a report of a serious adverse event with such dietary supplement.

Skc. 403A. [343-1] NatioNAL UNIFORM NUTRITION LABELING.

(a) Except as provided in subsection (b), no State or political subdivision of a State may directly or indirectly establish
under any authority or continue in effect as to any food in interstate commerce —

(1) any requirement for a food which is the subject of a standard of identity established under section 401 that
is not identical to such standard of identity or that is not identical to the requirement of section 403(g), except
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that this paragraph does not apply to a standard of identity of a State or political subdivision of a State for maple
syrup that is of the type required by sections 401 and 403(g),

(2) any requirement for the labeling of food of the type required by section 403(c), 403(e), 403(i)(2), 403(w),
or 403(x) that is not identical to the requirement of such section, except that this paragraph does not apply to a
requirement of a State or political subdivision of a State that is of the type required by section 403(c) and that is
applicable to maple syrup,

(3) any requirement for the labeling of food of the type required by section 403(b), 403(d), 403(f), 403(h),
403(i)(1), or 403(k) that is not identical to the requirement of such section, except that this paragraph does not
apply to a requirement of a State or political subdivision of a State that is of the type required by section
403(h) (1) and that is applicable to maple syrup,

(4) any requirement for nutrition labeling of food that is not identical to the requirement of section 403(q), except
that this paragraph does not apply to food that is offered for sale in a restaurant or similar retail food establishment
that is not part of a chain with 20 or more locations doing business under the same name (regardless of the type
of ownership of the locations) and offering for sale substantially the same menu items unless such restaurant or
similar retail food establishment complies with the voluntary provision of nutrition information requirements
under section 403(q)(5)(H)(ix), or

(5) any requirement respecting any claim of the type described in section 403(r)(1) made in the label or labeling
of food that is not identical to the requirement of section 403(r), except a requirement respecting a claim made
in the label or labeling of food which is exempt under section 403(r)(5)(B).

Paragraph (3) shall take effect in accordance with section 6(b) of the Nutrition Labeling and Education Act of 1990.

(b) Upon petition of a State or a political subdivision of a State, the Secretary may exempt from subsection (a), under
such conditions as may be prescribed by regulation, any State or local requirement that —

(1) would not cause any food to be in violation of any applicable requirement under Federal law,
(2) would not unduly burden interstate commerce, and

(3) is designed to address a particular need for information which need is not met by the requirements of the
sections referred to in subsection (a).

Skc. 403B. [343-2] DIETARY SUPPLEMENT LABELING EXEMPTIONS.

(a) IN GENERAL. — A publication, including an article, a chapter in a book, or an official abstract of a peer-reviewed
scientific publication that appears in an article and was prepared by the author or the editors of the publication,
which is reprinted in its entirety, shall not be defined as labeling when used in connection with the sale of a dietary
supplement to consumers when it —

(1) is not false or misleading;
(2) does not promote a particular manufacturer or brand of a dietary supplement;

(3) is displayed or presented, or is displayed or presented with other such items on the same subject matter, so as
to present a balanced view of the available scientific information on a dietary supplement;

(4) if displayed in an establishment, is physically separate from the dietary supplements; and
(5) does not have appended to it any information by sticker or any other method.

(b) AppLICATION. — Subsection (a) shall not apply to or restrict a retailer or wholesaler of dietary supplements in
any way whatsoever in the sale of books or other publications as a part of the business of such retailer or wholesaler.

(c) BUrRDEN OF PrOOF. — In any proceeding brought under subsection (a), the burden of proof shall be on the United
States to establish that an article or other such matter is false or misleading.

Skc. 403C. [343-3] DISCLOSURE.

(a) No provision of section 201(n), 403(a), or 409 shall be construed to require on the label or labeling of a food a
separate radiation disclosure statement that is more prominent than the declaration of ingredients required by section
403(1)(2).

(b) In this section, the term “radiation disclosure statement” means a written statement that discloses that a food has
been intentionally subject to radiation.
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Skc. 404. [344] EMERGENCY PERMIT CONTROL.

(a) Whenever the Secretary finds after investigation that the distribution in interstate commerce of any class of food
may, by reason of contamination with micro-organisms during the manufacture, processing, or packing thereof in any
locality, be injurious to health, and that such injurious nature cannot be adequately determined after such articles have
entered interstate commerce, he then, and in such case only, shall promulgate regulations providing for the issuance,
to manufacturers, processors, or packers of such class of food in such locality of permits to which shall be attached
such conditions governing the manufacture, processing, or packaging of such class of food, for such temporary
period of time, as may be necessary to protect the public health; and after the effective date of such regulations, and
during such temporary period, no person shall introduce or deliver for introduction into interstate commerce any such
food manufactured, processed, or packed by any such manufacturer, processor, or packer unless such manufacturer,
processor, or packer holds a permit issued by the Secretary as provided by such regulations.

(b) The Secretary is authorized to suspend immediately upon notice any permit issued under authority of this section
if it is found that any of the conditions of the permit have been violated. The holder of a permit so suspended shall be
privileged at any time to apply for the reinstatement of such permit, and the Secretary shall, immediately after prompt
hearing and an inspection of the establishment, reinstate such permit if it is found that adequate measures have been
taken to comply with and maintain the conditions of the permit, as originally issued or as amended.

(c) Any officer or employee duly designated by the Secretary shall have access to any factory or establishment, the
operator of which holds a permit from the Secretary, for the purpose of ascertaining whether or not the conditions of
the permit are being complied with, and denial of access for such inspection shall be ground for suspension of the
permit until such access is freely given by the operator.

Skc. 405. [345] ReGuraTiONS MAKING EXEMPTIONS.

The Secretary shall promulgate regulations exempting from any labeling requirement of this Act
(1) small open containers of fresh fruits and fresh vegetables and

(2) food which is, in accordance with the practice of the trade, to be processed, labeled, or repacked in substantial
quantities at establishments other than those where originally processed or packed, on condition that such food
is not adulterated or misbranded under the provisions of this Act upon removal from such processing, labeling,
or repacking establishment.

This section does not apply to the labeling requirements of sections 403(q) and 403(r).

Skc. 406. [346] TOLERANCES FOR PoisoNous INGREDIENTS IN Foob.

Any poisonous or deleterious substance added to any food, except where such substance is required in the
production thereof or cannot be avoided by good manufacturing practice shall be deemed to be unsafe for
purposes of the application of clause (2)(A) of section 402(a); but when such substance is so required or
cannot be so avoided, the Secretary shall promulgate regulations limiting the quantity therein or thereon to
such extent as he finds necessary for the protection of public health, and any quantity exceeding the limits
so fixed shall also be deemed to be unsafe for purposes of the application of clause (2)(A) of section 402(a).
While such a regulation is in effect limiting the quantity of any such substance in the case of any food, such
food shall not, by reason of bearing or containing any added amount of such substance, be considered to be
adulterated within the meaning of clause (1) of section 402(a). In determining the quantity of such added
substance to be tolerated in or on different articles of food the Secretary shall take into account the extent
to which the use of such substance is required or cannot be avoided in the production of each such article,
and the other ways in which the consumer may be affected by the same or other poisonous or deleterious
substances.

Skc. 407. [347] OLEOMARGARINE OR MARGARINE.

(a) Colored oleomargarine or colored margarine which is sold in the same State or Territory in which it is produced
shall be subject in the same manner and to the same extent to the provisions of this Act as if it had been introduced
in interstate commerce.

(b) No person shall sell, or offer for sale, colored oleomargarine or colored margarine unless —
(1) such oleomargarine or margarine is packaged,

(2) the net weight of the contents of any package sold in a retail establishment is one pound or less,
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(3) there appears on the label of the package

(A) the word “oleomargarine” or “margarine” in type or lettering at least as large as any other type or
lettering on such label, and

(B) a full and accurate statement of all the ingredients contained in such oleomargarine, or margarine, and

(4) each part of the contents of the package is contained in a wrapper which bears the word “oleomargarine” or
“margarine” in type or lettering not smaller than 20-point type.

The requirements of this subsection shall be in addition to and not in lieu of any of the other requirements of this Act.

(c¢) No person shall possess in a form ready for serving colored oleomargarine or colored margarine at a public eating
place unless a notice that oleomargarine or margarine is served is displayed prominently and conspicuously in such
place and in such manner as to render it likely to be read and understood by the ordinary individual being served in
such eating place or is printed or is otherwise set forth on the menu in type or lettering not smaller than that normally
used to designate the serving of other food items. No person shall serve colored oleomargarine or colored margarine
at a public eating place, whether or not any charge is made therefor, unless

(1) each separate serving bears or is accompanied by labeling identifying it as oleomargarine or margarine, or
(2) each separate serving thereof is triangular in shape.

(d) Colored oleomargarine or colored margarine when served with meals at a public eating place shall at the time of
such service be exempt from the labeling requirements of section 403 (except (a) and 403 (f)) [probably should be
“(except subsections (a) and (f))” — Ed.] if it complies with the requirements of subsection (b) of this section.

(e) For the purpose of this section colored oleomargarine or colored margarine is oleomargarine or margarine having
a tint or shade containing more than one and six-tenths degrees of yellow, or of yellow and red collectively, but with
an excess of yellow over red, measured in terms of Lovibond tintometer scale or its equivalent.

Skc. 408. [346a] TOLERANCES AND EXEMPTIONS FOR PESTICIDE CHEMICAL RESIDUES.
(a) REQUIREMENT FOR TOLERANCE OR EXEMPTION. —

(1) GEnErAL RULE. — Except as provided in paragraph (2) or (3), any pesticide chemical residue in or on a food
shall be deemed unsafe for the purpose of section 402(a)(2)(B) unless —

(A) a tolerance for such pesticide chemical residue in or on such food is in effect under this section and the
quantity of the residue is within the limits of the tolerance; or

(B) an exemption from the requirement of a tolerance is in effect under this section for the pesticide chemical
residue.

For the purposes of this section, the term “food”, when used as a noun without modification, shall
mean a raw agricultural commodity or processed food.

(2) Processep Foop. — Notwithstanding paragraph (1) —

(A) if a tolerance is in effect under this section for a pesticide chemical residue in or on a raw agricultural
commodity,apesticide chemical residuethatis presentinoronaprocessed foodbecausethe foodismade from
that raw agricultural commodity shall not be considered unsafe within the meaning of section 402(a)(2)(B)
despite the lack of a tolerance for the pesticide chemical residue in or on the processed food if the
pesticide chemical has been used in or on the raw agricultural commodity in conformity with a tolerance
under this section, such residue in or on the raw agricultural commodity has been removed to the extent
possible in good manufacturing practice, and the concentration of the pesticide chemical residue in the
processed food is not greater than the tolerance prescribed for the pesticide chemical residue in the raw
agricultural commodity; or

(B) if an exemption for the requirement for a tolerance is in effect under this section for a pesticide chemical
residue in or on a raw agricultural commodity, a pesticide chemical residue that is present in or on a processed
food because the food is made from that raw agricultural commodity shall not be considered unsafe within
the meaning of section 402(a)(2)(B).

(3) ResIDUES OF DEGRADATION PrODUCTS. — If a pesticide chemical residue is present in or on a food because
it is a metabolite or other degradation product of a precursor substance that itself is a pesticide chemical or
pesticide chemical residue, such a residue shall not be considered to be unsafe within the meaning of section
402(a)(2)(B) despite the lack of a tolerance or exemption from the need for a tolerance for such residue in or on
such food if —
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(A) the Administrator has not determined that the degradation product is likely to pose any potential health
risk from dietary exposure that is of a different type than, or of a greater significance than, any risk posed
by dietary exposure to the precursor substance;

(B) either —
(i) a tolerance is in effect under this section for residues of the precursor substance in or on the food,
and the combined level of residues of the degradation product and the precursor substance in or on the

food is at or below the stoichiometrically equivalent level that would be permitted by the tolerance if the
residue consisted only of the precursor substance rather than the degradation product; or

(ii) an exemption from the need for a tolerance is in effect under this section for residues of the precursor
substance in or on the food; and

(C) the tolerance or exemption for residues of the precursor substance does not state that it applies only to
particular named substances and does not state that it does not apply to residues of the degradation product.

(4) Errect oF TOLERANCE OR EXEmMPTION. — While a tolerance or exemption from the requirement for a
tolerance is in effect under this section for a pesticide chemical residue with respect to any food, the food shall
not by reason of bearing or containing any amount of such a residue be considered to be adulterated within the
meaning of section 402(a)(1).

(b) AUTHORITY AND STANDARD FOR TOLERANCE. —

(1) AutHORITY. — The Administrator may issue regulations establishing, modifying, or revoking a tolerance for
a pesticide chemical residue in or on a food —

(A) in response to a petition filed under subsection (d); or

(B) on the Administrator’s own initiative under subsection (e).
As used in this section, the term “modify” shall not mean expanding the tolerance to cover additional foods.
(2) STANDARD. —

(A) GENERAL RULE. —

(i) STaANDARD. — The Administrator may establish or leave in effect a tolerance for a pesticide chemical
residue in or on a food only if the Administrator determines that the tolerance is safe. The Administrator
shall modify or revoke a tolerance if the Administrator determines it is not safe.

(ii) DETERMINATION OF SAFETY. — As used in this section, the term “safe”, with respect to a tolerance
for a pesticide chemical residue, means that the Administrator has determined that there is a reasonable
certainty that no harm will result from aggregate exposure to the pesticide chemical residue, including
all anticipated dietary exposures and all other exposures for which there is reliable information.

(iii) RuLE oF CoNnsTRUCTION. — With respect to a tolerance, a pesticide chemical residue meeting the
standard under clause (i) is not an eligible pesticide chemical residue for purposes of subparagraph (B).

(B) TOLERANCES FOR ELIGIBLE PESTICIDE CHEMICAL RESIDUES. —

(i) DEFINITION. — As used in this subparagraph, the term “eligible pesticide chemical residue” means
a pesticide chemical residue as to which —

(I) the Administrator is not able to identify a level of exposure to the residue at which the residue
will not cause or contribute to a known or anticipated harm to human health (referred to in this
section as a “nonthreshold effect”);

(IT) the lifetime risk of experiencing the nonthreshold effect is appropriately assessed by quantitative
risk assessment; and

(IIT) with regard to any known or anticipated harm to human health for which the Administrator
is able to identify a level at which the residue will not cause such harm (referred to in this section
as a “threshold effect”), the Administrator determines that the level of aggregate exposure is safe.

(i) DETERMINATION OF TOLERANCE. Notwithstanding subparagraph (A)(i), a tolerance for an eligible
pesticide chemical residue may be left in effect or modified under this subparagraph if —

(I) at least one of the conditions described in clause (iii) is met; and

(IT) both of the conditions described in clause (iv) are met.
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(iiif) ConpiTiONs REGARDING USE. — For purposes of clause (ii), the conditions described in this clause
with respect to a tolerance for an eligible pesticide chemical residue are the following:

(I) Use of the pesticide chemical that produces the residue protects consumers from adverse effects
on health that would pose a greater risk than the dietary risk from the residue.

(IT) Use of the pesticide chemical that produces the residue is necessary to avoid a significant
disruption in domestic production of an adequate, wholesome, and economical food supply.

(iv) ConbiTioNs REGARDING Risk. — For purposes of clause (ii), the conditions described in this clause
with respect to a tolerance for an eligible pesticide chemical residue are the following:

(I) The yearly risk associated with the nonthreshold effect from aggregate exposure to the residue
does not exceed 10 times the yearly risk that would be allowed under subparagraph (A) for such
effect.

(IT) The tolerance is limited so as to ensure that the risk over a lifetime associated with the
nonthreshold effect from aggregate exposure to the residue is not greater than twice the lifetime
risk that would be allowed under subparagraph (A) for sucheffect.

(v) REvieEw. — Five years after the date on which the Administrator makes a determination to leave
in effect or modify a tolerance under this subparagraph, and thereafter as the Administrator deems
appropriate, the Administrator shall determine, after notice and opportunity for comment, whether it
has been demonstrated to the Administrator that a condition described in clause (iii)(I) or clause (iii)(II)
continues to exist with respect to the tolerance and that the yearly and lifetime risks from aggregate
exposure to such residue continue to comply with the limits specified in clause (iv). If the Administrator
determines by such date that such demonstration has not been made, the Administrator shall, not later
than 180 days after the date of such determination, issue a regulation under subsection (e)(1) to modify
or revoke the tolerance.

(vi) INFANTS AND CHILDREN. — Any tolerance under this subparagraph shall meet the requirements of
subparagraph (C).
(C) Exrosure OF INFANTS AND CHILDREN. — In establishing, modifying, leaving in effect, or revoking a
tolerance or exemption for a pesticide chemical residue, the Administrator —

(i) shall assess the risk of the pesticide chemical residue based on —

(I) available information about consumption patterns among infants and children that are likely to
result in disproportionately high consumption of foods containing or bearing such residue among
infants and children in comparison to the general population;

(IT) available information concerning the special susceptibility of infants and children to the
pesticide chemical residues, including neurological differences between infants and children and
adults, and effects of in utero exposure to pesticide chemicals; and

(IIT) available information concerning the cumulative effects on infants and children of such
residues and other substances that have a common mechanism of toxicity; and

(ii) shall —

(I) ensure that there is a reasonable certainty that no harm will result to infants and children from
aggregate exposure to the pesticide chemical residue; and

(II) publish a specific determination regarding the safety of the pesticide chemical residue for
infants and children.

The Secretary of Health and Human Services and the Secretary of Agriculture, in consultation with the
Administrator, shall conduct surveys to document dietary exposure to pesticides among infants and children.
In the case of threshold effects, for purposes of clause (ii)(I) an additional tenfold margin of safety for the
pesticide chemical residue and other sources of exposure shall be applied for infants and children to take
into account potential pre- and postnatal toxicity and completeness of the data with respect to exposure and
toxicity to infants and children. Notwithstanding such requirement for an additional margin of safety, the
Administrator may use a different margin of safety for the pesticide chemical residue only if, on the basis of
reliable data, such margin will be safe for infants and children.
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(D) Facrors. — In establishing, modifying, leaving in effect, or revoking a tolerance or exemption for a
pesticide chemical residue, the Administrator shall consider, among other relevant factors —

(i) the validity, completeness, and reliability of the available data from studies of the pesticide chemical
and pesticide chemical residue;

(i) the nature of any toxic effect shown to be caused by the pesticide chemical or pesticide chemical
residue in such studies;

(iii) available information concerning the relationship of the results of such studies to human risk;

(iv) available information concerning the dietary consumption patterns of consumers (and major
identifiable subgroups of consumers);

(v) available information concerning the cumulative effects of such residues and other substances that
have a common mechanism of toxicity;

(vi) available information concerning the aggregate exposure levels of consumers (and major identifiable
subgroups of consumers) to the pesticide chemical residue and to other related substances, including
dietary exposure under the tolerance and all other tolerances in effect for the pesticide chemical residue,
and exposure from other non-occupational sources;

(vii) available information concerning the variability of the sensitivities of major identifiable subgroups
of consumers;

(viii) such information as the Administrator may require on whether the pesticide chemical may have
an effect in humans that is similar to an effect produced by a naturally occurring estrogen or other
endocrine effects; and

(ix) safety factors which in the opinion of experts qualified by scientific training and experience to
evaluate the safety of food additives are generally recognized as appropriate for the use of animal
experimentation data.

(E) DATA AND INFORMATION REGARDING ANTICIPATED AND ACTUAL RESIDUE LEVELS. —

(i) AutHORITY. — In establishing, modifying, leaving in effect, or revoking a tolerance for a pesticide
chemical residue, the Administrator may consider available data and information on the anticipated
residue levels of the pesticide chemical in or on food and the actual residue levels of the pesticide
chemical that have been measured in food, including residue data collected by the Food and Drug
Administration.

(ii) REQUIREMENT. — If the Administrator relies on anticipated or actual residue levels in establishing,
modifying, or leaving in effect a tolerance, the Administrator shall pursuant to subsection (f)(1) require
that data be provided five years after the date on which the tolerance is established, modified, or left in
effect, and thereafter as the Administrator deems appropriate, demonstrating that such residue levels are
not above the levels so relied on. If such data are not so provided, or if the data do not demonstrate that
the residue levels are not above the levels so relied on, the Administrator shall, not later than 180 days
after the date on which the data were required to be provided, issue a regulation under subsection (e)(1),
or an order under subsection (f)(2), as appropriate, to modify or revoke the tolerance.
(F) PercenT OF Foobp ActuaLLy TREATED. — In establishing, modifying, leaving in effect, or revoking a
tolerance for a pesticide chemical residue, the Administrator may, when assessing chronic dietary risk, consider
available data and information on the percent of food actually treated with the pesticide chemical (including
aggregate pesticide use data collected by the Department of Agriculture) only if the Administrator —

(i) finds that the data are reliable and provide a valid basis to show what percentage of the food derived
from such crop is likely to contain such pesticide chemical residue;

(i) finds that the exposure estimate does not understate exposure for any significant subpopulation
group;

(iii) finds that, if data are available on pesticide use and consumption of food in a particular area, the

population in such area is not dietarily exposed to residues above those estimated by the Administrator;
and

(iv) provides for the periodic reevaluation of the estimate of anticipated dietary exposure.
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(3) DETECTION METHODS. —

(A) GENERAL RULE. — A tolerance for a pesticide chemical residue in or on a food shall not be established
or modified by the Administrator unless the Administrator determines, after consultation with the Secretary,
that there is a practical method for detecting and measuring the levels of the pesticide chemical residue in
or on the food.

(B) DETECTION LiMmIT. — A tolerance for a pesticide chemical residue in or on a food shall not be established
at or modified to a level lower than the limit of detection of the method for detecting and measuring the
pesticide chemical residue specified by the Administrator under subparagraph (A).

(4) INTERNATIONAL STANDARDS. — In establishing a tolerance for a pesticide chemical residue in or on a food, the
Administrator shall determine whether a maximum residue level for the pesticide chemical has been established
by the Codex Alimentarius Commission. If a Codex maximum residue level has been established for the pesticide
chemical and the Administrator does not propose to adopt the Codex level, the Administrator shall publish for
public comment a notice explaining the reasons for departing from the Codex level.

(c) AUTHORITY AND STANDARD FOR EXEMPTIONS. —

(1) AutHoRrITY. — The Administrator may issue a regulation establishing, modifying, or revoking an exemption
from the requirement for a tolerance for a pesticide chemical residue in or on food —

(A) in response to a petition filed under subsection (d); or

(B) on the Administrator’s initiative under subsection (e).
(2) STANDARD. —

(A) GENERAL RULE. —

(i) STANDARD. — The Administrator may establish or leave in effect an exemption from the requirement
for a tolerance for a pesticide chemical residue in or on food only if the Administrator determines that
the exemption is safe. The Administrator shall modify or revoke an exemption if the Administrator
determines it is not safe.

(ii) DETERMINATION OF SAFETY. — The term “safe”, with respect to an exemption for a pesticide
chemical residue, means that the Administrator has determined that there is a reasonable certainty that
no harm will result from aggregate exposure to the pesticide chemical residue, including all anticipated
dietary exposures and all other exposures for which there is reliable information.

(B) Factors. — In making a determination under this paragraph, the Administrator shall take into account,
among other relevant considerations, the considerations set forth in subparagraphs (C) and (D) of subsection
(®)(2).
(3) LimiTaTION. — An exemption from the requirement for a tolerance for a pesticide chemical residue in or
on food shall not be established or modified by the Administrator unless the Administrator determines, after
consultation with the Secretary —

(A) that there is a practical method for detecting and measuring the levels of such pesticide chemical residue
in or on food; or

(B) that there is no need for such a method, and states the reasons for such determination in issuing the
regulation establishing or modifying the exemption.

(d) PETITION FOR TOLERANCE OR EXEMPTION. —

(1) PETITIONS AND PETITIONERS. — Any person may file with the Administrator a petition proposing the issuance
of a regulation —

(A) establishing, modifying, or revoking a tolerance for a pesticide chemical residue in or on a food; or
(B) establishing, modifying, or revoking an exemption from the requirement of a tolerance for such a residue.
(2) PETITION CONTENTS. —

(A) ESTABLISHMENT. — A petition under paragraph (1) to establish a tolerance or exemption for a pesticide
chemical residue shall be supported by such data and information as are specified in regulations issued by
the Administrator, including —

) —
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(I) an informative summary of the petition and of the data, information, and arguments submitted
or cited in support of the petition; and

(IT) a statement that the petitioner agrees that such summary or any information it contains may be
published as a part of the notice of filing of the petition to be published under this subsection and
as part of a proposed or final regulation issued under this section;

(ii) the name, chemical identity, and composition of the pesticide chemical residue and of the pesticide
chemical that produces the residue;

(iii) data showing the recommended amount, frequency, method, and time of application of that pesticide
chemical;

(iv) full reports of tests and investigations made with respect to the safety of the pesticide chemical,
including full information as to the methods and controls used in conducting those tests and investigations;

(v) full reports of tests and investigations made with respect to the nature and amount of the pesticide
chemical residue that is likely to remain in or on the food, including a description of the analytical
methods used;

(vi) a practical method for detecting and measuring the levels of the pesticide chemical residue in or on
the food, or for exemptions, a statement why such a method is not needed;

(vii) a proposed tolerance for the pesticide chemical residue, if a tolerance is proposed;

(viii) if the petition relates to a tolerance for a processed food, reports of investigations conducted using
the processing method(s) used to produce that food;

(ix) such information as the Administrator may require to make the determination under subsection (b)(2)(C);

(x) such information as the Administrator may require on whether the pesticide chemical may have
an effect in humans that is similar to an effect produced by a naturally occurring estrogen or other
endocrine effects;

(xi) information regarding exposure to the pesticide chemical residue due to any tolerance or exemption
already granted for such residue;

(xii) practical methods for removing any amount of the residue that would exceed any proposed
tolerance; and

(xiii) such other data and information as the Administrator requires by regulation to support the petition.

If information or data required by this subparagraph is available to the Administrator, the person submitting the
petition may cite the availability of the information or data in lieu of submitting it. The Administrator may require
a petition to be accompanied by samples of the pesticide chemical with respect to which the petition is filed.

(B) MoDIFICATION OR REVOCATION. — The Administrator may by regulation establish the requirements
for information and data to support a petition to modify or revoke a tolerance or to modify or revoke an
exemption from the requirement for a tolerance.

(3) Norice. — A notice of the filing of a petition that the Administrator determines has met the requirements
of paragraph (2) shall be published by the Administrator within 30 days after such determination. The notice
shall announce the availability of a description of the analytical methods available to the Administrator for the
detection and measurement of the pesticide chemical residue with respect to which the petition is filed or shall
set forth the petitioner’s statement of why such a method is not needed. The notice shall include the summary
required by paragraph (2)(A)(1)(I).

(4) ACTIONS BY THE ADMINISTRATOR. —

(A) IN GENERAL. — The Administrator shall, after giving due consideration to a petition filed under
paragraph (1) and any other information available to the Administrator —

(i) issue a final regulation (which may vary from that sought by the petition) establishing, modifying,
or revoking a tolerance for the pesticide chemical residue or an exemption of the pesticide chemical
residue from the requirement of a tolerance (which final regulation shall be issued without further
notice and without further period for public comment);

(ii) issue a proposed regulation under subsection (e), and thereafter issue a final regulation under such
subsection; or

(iii) issue an order denying the petition.
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(B) PrioriTies. — The Administrator shall give priority to petitions for the establishment or modification
of a tolerance or exemption for a pesticide chemical residue that appears to pose a significantly lower risk to
human health from dietary exposure than pesticide chemical residues that have tolerances in effect for the
same or similar uses.

(C) ExPEDITED REVIEW OF CERTAIN PETITIONS. —

(i) DATE CERTAIN FOR REVIEW. — If a person files a complete petition with the Administrator proposing
the issuance of a regulation establishing a tolerance or exemption for a pesticide chemical residue that
presents a lower risk to human health than a pesticide chemical residue for which a tolerance has been
left in effect or modified under subsection (b)(2)(B), the Administrator shall complete action on such
petition under this paragraph within 1 year.

(ii) REQUIRED DETERMINATIONS. — If the Administrator issues a final regulation establishing a tolerance
or exemption for a safer pesticide chemical residue under clause (i), the Administrator shall, not later
than 180 days after the date on which the regulation is issued, determine whether a condition described
in subclause (I) or (II) of subsection (b)(2)(B)(iii) continues to exist with respect to a tolerance that
has been left in effect or modified under subsection (b)(2)(B). If such condition does not continue to
exist, the Administrator shall, not later than 180 days after the date on which the determination under
the preceding sentence is made, issue a regulation under subsection (e)(1) to modify or revoke the
tolerance.

(€) ACTION ON ADMINISTRATOR’S OWN INITIATIVE. —
(1) GENERAL RULE. — The Administrator may issue a regulation —

(A) establishing, modifying, suspending under subsection (1)(3), or revoking a tolerance for a pesticide
chemical or a pesticide chemical residue;

(B) establishing, modifying, suspending under subsection (1)(3), or revoking an exemption of a pesticide
chemical residue from the requirement of a tolerance; or

(C) establishing general procedures and requirements to implement this section.

(2) Nortice. — Before issuing a final regulation under paragraph (1), the Administrator shall issue a notice
of proposed rulemaking and provide a period of not less than 60 days for public comment on the proposed
regulation, except that a shorter period for comment may be provided if the Administrator for good cause finds
that it would be in the public interest to do so and states the reasons for the finding in the notice of proposed
rulemaking.

(f) SPECIAL DATA REQUIREMENTS. —

(1) REQUIRING SUBMISSION OF ADDITIONAL DATA. — If the Administrator determines that additional data or
information are reasonably required to support the continuation of a tolerance or exemption that is in effect under
this section for a pesticide chemical residue on a food, the Administrator shall —

(A) issue a notice requiring the person holding the pesticide registrations associated with such tolerance or
exemption to submit the data or information under section 3(c)(2)(B) of the Federal Insecticide, Fungicide,
and Rodenticide Act;

(B) issue a rule requiring that testing be conducted on a substance or mixture under section 4 of the Toxic
Substances Control Act; or

(C) publish in the Federal Register, after first providing notice and an opportunity for comment of not less
than 60 days’ duration, an order —

(i) requiring the submission to the Administrator by one or more interested persons of a notice identifying
the person or persons who will submit the required data and information;

(ii) describing the type of data and information required to be submitted to the Administrator and stating
why the data and information could not be obtained under the authority of section 3(c)(2)(B) of the
Federal Insecticide, Fungicide, and Rodenticide Act or section 4 of the Toxic Substances Control Act;

(iii) describing the reports of the Administrator required to be prepared during and after the collection
of the data and information;

(iv) requiring the submission to the Administrator of the data, information, and reports referred to in
clauses (ii) and (iii); and

(v) establishing dates by which the submissions described in clauses (i) and (iv) must be made.
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The Administrator may under subparagraph (C) revise any such order to correct an error. The Administrator
may under this paragraph require data or information pertaining to whether the pesticide chemical may
have an effect in humans that is similar to an effect produced by a naturally occurring estrogen or other
endocrine effects.

(2) NoNcoMPLIANCE. — If a submission required by a notice issued in accordance with paragraph (1)(A), a rule
issued under paragraph (1)(B), or an order issued under paragraph (1)(C) is not made by the time specified in
such notice, rule, or order, the Administrator may by order published in the Federal Register modify or revoke
the tolerance or exemption in question. In any review of such an order under subsection (g)(2), the only material
issue shall be whether a submission required under paragraph (1) was not made by the time specified.

(g) EFFECTIVE DATE, OBJECTIONS, HEARINGS, AND ADMINISTRATIVE REVIEW. —

(1) ErFecTIVE DATE. — A regulation or order issued under subsection (d)(4), (e)(1), or (f)(2) shall take effect
upon publication unless the regulation or order specifies otherwise. The Administrator may stay the effectiveness
of the regulation or order if, after issuance of such regulation or order, objections are filed with respect to such
regulation or order pursuant to paragraph (2).

(2) FURTHER PROCEEDINGS. —

(A) OBJECTIONS. — Within 60 days after a regulation or order is issued under subsection (d)(4), (e)(1)(A),
e)(H)(B), (H(2), (n)(3), or (n)(5)(C), any person may file objections thereto with the Administrator,
specifying with particularity the provisions of the regulation or order deemed objectionable and stating
reasonable grounds therefor. If the regulation or order was issued in response to a petition under subsection
(d)(1), a copy of each objection filed by a person other than the petitioner shall be served by the Administrator
on the petitioner.

(B) HEARING. — An objection may include a request for a public evidentiary hearing upon the objection.
The Administrator shall, upon the initiative of the Administrator or upon the request of an interested person
and after due notice, hold a public evidentiary hearing if and to the extent the Administrator determines that
such a public hearing is necessary to receive factual evidence relevant to material issues of fact raised by
the objections. The presiding officer in such a hearing may authorize a party to obtain discovery from other
persons and may upon a showing of good cause made by a party issue a subpoena to compel testimony or
production of documents from any person. The presiding officer shall be governed by the Federal Rules of
Civil Procedure in making any order for the protection of the witness or the content of documents produced
and shall order the payment of reasonable fees and expenses as a condition to requiring testimony of the
witness. On contest, such a subpoena may be enforced by a Federal district court.

(C) FiNaL DEcISION. — As soon as practicable after receiving the arguments of the parties, the Administrator
shall issue an order stating the action taken upon each such objection and setting forth any revision to the
regulation or prior order that the Administrator has found to be warranted. If a hearing was held under
subparagraph (B), such order and any revision to the regulation or prior order shall, with respect to questions
of fact at issue in the hearing, be based only on substantial evidence of record at such hearing, and shall set
forth in detail the findings of facts and the conclusions of law or policy upon which the order or regulation
is based.

(h) JupiciaL REvIEW. —

(1) PeTiTION. — In a case of actual controversy as to the validity of any regulation issued under subsection
(e)(1)(C), or any order issued under subsection (f)(1)(C) or (g)(2)(C), or any regulation that is the subject of
such an order, any person who will be adversely affected by such order or regulation may obtain judicial review
by filing in the United States Court of Appeals for the circuit wherein that person resides or has its principal
place of business, or in the United States Court of Appeals for the District of Columbia Circuit, within 60 days
after publication of such order or regulation, a petition praying that the order or regulation be set aside in whole
or in part.

(2) RECORD AND JURISDICTION. — A copy of the petition under paragraph (1) shall be forthwith transmitted by
the clerk of the court to the Administrator, or any officer designated by the Administrator for that purpose, and
thereupon the Administrator shall file in the court the record of the proceedings on which the Administrator
based the order or regulation, as provided in section 2112 of title 28, United States Code. Upon the filing of such
a petition, the court shall have exclusive jurisdiction to affirm or set aside the order or regulation complained of
in whole or in part. As to orders issued following a public evidentiary hearing, the findings of the Administrator
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with respect to questions of fact shall be sustained only if supported by substantial evidence when considered on
the record as a whole.

(3) ApbitionaL EVIDENCE. — If a party applies to the court for leave to adduce additional evidence and shows
to the satisfaction of the court that the additional evidence is material and that there were reasonable grounds
for the failure to adduce the evidence in the proceeding before the Administrator, the court may order that the
additional evidence (and evidence in rebuttal thereof) shall be taken before the Administrator in the manner and
upon the terms and conditions the court deems proper. The Administrator may modify prior findings as to the
facts by reason of the additional evidence so taken and may modify the order or regulation accordingly. The
Administrator shall file with the court any such modified finding, order, or regulation.

(4) FinaL JUDGMENT; SUPREME COURT REVIEW. — The judgment of the court affirming or setting aside, in
whole or in part, any regulation or any order and any regulation which is the subject of such an order shall be
final, subject to review by the Supreme Court of the United States as provided in section 1254 of title 28 of
the United States Code. The commencement of proceedings under this subsection shall not, unless specifically
ordered by the court to the contrary, operate as a stay of a regulation or order.

(5) APpPLICATION. — Any issue as to which review is or was obtainable under this subsection shall not be the
subject of judicial review under any other provision of law.

(i) CONFIDENTIALITY AND USE OF DATA. —

(1) GENErRAL RULE. — Data and information that are or have been submitted to the Administrator under this
section or section 409 in support of a tolerance or an exemption from a tolerance shall be entitled to confidential
treatment for reasons of business confidentiality and to exclusive use and data compensation to the same extent
provided by sections 3 and 10 of the Federal Insecticide, Fungicide, and Rodenticide Act.

(2) EXCEPTIONS. —

(A) IN GENERAL. — Data and information that are entitled to confidential treatment under paragraph (1)
may be disclosed, under such security requirements as the Administrator may provide by regulation, to —

(i) employees of the United States authorized by the Administrator to examine such data and information
in the carrying out of their official duties under this Act or other Federal statutes intended to protect the
public health; or

(i) contractors with the United States authorized by the Administrator to examine such data and
information in the carrying out of contracts under this Act or such statutes.

(B) ConNGrEss. — This subsection does not authorize the withholding of data or information from either
House of Congress or from, to the extent of matter within its jurisdiction, any committee or subcommittee
of such committee or any joint committee of Congress or any subcommittee of such joint committee.

(3) Summaries. — Notwithstanding any provision of this subsection or other law, the Administrator may publish
the informative summary required by subsection (d)(2)(A)(i) and may, in issuing a proposed or final regulation
or order under this section, publish an informative summary of the data relating to the regulation or order.

(j) StaTus oF PrEVIOUSLY ISSUED REGULATIONS. —

(1) ReGuraTiONs UNDER SECTION 406. — Regulations affecting pesticide chemical residues in or on raw
agricultural commodities promulgated, in accordance with section 701(e), under the authority of section 406(a)
upon the basis of public hearings instituted before January 1, 1953, shall be deemed to be regulations issued
under this section and shall be subject to modification or revocation under subsections (d) and (e), and shall be
subject to review under subsection (q).

(2) REGuLATIONS UNDER SECTION 409. — Regulations that established tolerances for substances that are pesticide
chemical residues in or on processed food, or that otherwise stated the conditions under which such pesticide
chemicals could be safely used, and that were issued under section 409 on or before the date of the enactment of
this paragraph, shall be deemed to be regulations issued under this section and shall be subject to modification
or revocation under subsection (d) or (e), and shall be subject to review under subsection (q).

(3) RecuLATIONs UNDER SECTION 408. — Regulations that established tolerances or exemptions under this
section that were issued on or before the date of the enactment of this paragraph shall remain in effect unless
modified or revoked under subsection (d) or (¢), and shall be subject to review under subsection (q).
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(4) CerTAIN SUBSTANCES. — With respect to a substance that is not included in the definition of the term
“pesticide chemical” under section 201(q)(1) but was so included on the day before the date of the enactment
of the Antimicrobial Regulation Technical Corrections Act of 1998, the following applies as of such date of
enactment:

(A) Notwithstanding paragraph (2), any regulation applying to the use of the substance that was in effect
on the day before such date, and was on such day deemed in such paragraph to have been issued under this
section, shall be considered to have been issued under section 409.

(B) Notwithstanding paragraph (3), any regulation applying to the use of the substance that was in effect
on such day and was issued under this section (including any such regulation issued before the date of the
enactment of the Food Quality Protection Act of 1996) is deemed to have been issued under section 409.

(k) TransITIONAL PrOVISION. — If] on the day before the date of the enactment of this subsection, a substance that
is a pesticide chemical was, with respect to a particular pesticidal use of the substance and any resulting pesticide
chemical residue in or on a particular food —

(1) regarded by the Administrator or the Secretary as generally recognized as safe for use within the meaning of
the provisions of subsection (a) or section 201(s) as then in effect; or

(2) regarded by the Secretary as a substance described by section 201(s)(4);
such a pesticide chemical residue shall be regarded as exempt from the requirement for a tolerance, as of the date
of enactment of this subsection. The Administrator shall by regulation indicate which substances are described by
this subsection. Any exemption under this subsection may be modified or revoked as if it had been issued under
subsection (c).

(1) HARMONIZATION WITH ACTION UNDER OTHER LAws. —

(1) CoorbiNnaTiON WITH FIFRA. — To the extent practicable and consistent with the review deadlines in
subsection (q), in issuing a final rule under this subsection that suspends or revokes a tolerance or exemption
for a pesticide chemical residue in or on food, the Administrator shall coordinate such action with any related
necessary action under the Federal Insecticide, Fungicide, and Rodenticide Act.

(2) REVOCATION OF TOLERANCE OR EXEMPTION FOLLOWING CANCELLATION OF ASSOCIATED REGISTRATIONS, — If
the Administrator, acting under the Federal Insecticide, Fungicide, and Rodenticide Act, cancels the registration
of each pesticide that contains a particular pesticide chemical and that is labeled for use on a particular food,
or requires that the registration of each such pesticide be modified to prohibit its use in connection with the
production, storage, or transportation of such food, due in whole or in part to dietary risks to humans posed by
residues of that pesticide chemical on that food, the Administrator shall revoke any tolerance or exemption that
allows the presence of the pesticide chemical, or any pesticide chemical residue that results from its use, in or
on that food. Subsection (e) shall apply to actions taken under this paragraph. A revocation under this paragraph
shall become effective not later than 180 days after —

(A) the date by which each such cancellation of a registration has become effective; or

(B) the date on which the use of the canceled pesticide becomes unlawful under the terms of the cancellation,
whichever is later.

(3) SusPENSION OF TOLERANCE OR EXEMPTION FOLLOWING SUSPENSION OF ASSOCIATED REGISTRATIONS. —

(A) SuspENsION. — If the Administrator, acting under the Federal Insecticide, Fungicide, and Rodenticide
Act, suspends the use of each registered pesticide that contains a particular pesticide chemical and that is
labeled for use on a particular food, due in whole or in part to dietary risks to humans posed by residues
of that pesticide chemical on that food, the Administrator shall suspend any tolerance or exemption that
allows the presence of the pesticide chemical, or any pesticide chemical residue that results from its use, in
or on that food. Subsection (e) shall apply to actions taken under this paragraph. A suspension under this
paragraph shall become effective not later than 60 days after the date by which each such suspension of use
has become effective.

(B) ErrEcT OF SusPENSION. — The suspension of a tolerance or exemption under subparagraph (A) shall
be effective as long as the use of each associated registration of a pesticide is suspended under the Federal
Insecticide, Fungicide, and Rodenticide Act. While a suspension of a tolerance or exemption is effective
the tolerance or exemption shall not be considered to be in effect. If the suspension of use of the pesticide
under that Act is terminated, leaving the registration of the pesticide for such use in effect under that Act, the
Administrator shall rescind any associated suspension of tolerance or exemption.
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(4) TOLERANCES FOR UNAVOIDABLE RESIDUES. — In connection with action taken under paragraph (2) or (3), or
with respect to pesticides whose registrations were suspended or canceled prior to the date of the enactment of
this paragraph under the Federal Insecticide, Fungicide, and Rodenticide Act, if the Administrator determines
that a residue of the canceled or suspended pesticide chemical will unavoidably persist in the environment and
thereby be present in or on a food, the Administrator may establish a tolerance for the pesticide chemical residue.
In establishing such a tolerance, the Administrator shall take into account both the factors set forth in subsection
(b)(2) and the unavoidability of the residue. Subsection (e) shall apply to the establishment of such tolerance. The
Administrator shall review any such tolerance periodically and modify it as necessary so that it allows no greater
level of the pesticide chemical residue than is unavoidable.

(5) PesTicIDE RESIDUES RESULTING FROM LAWFUL APPLICATION OF PESTICIDE. — Notwithstanding any other
provision of this Act, if a tolerance or exemption for a pesticide chemical residue in or on a food has been
revoked, suspended, or modified under this section, an article of that food shall not be deemed unsafe solely
because of the presence of such pesticide chemical residue in or on such food if it is shown to the satisfaction of
the Secretary that —

(A) the residue is present as the result of an application or use of a pesticide at a time and in a manner that
was lawful under the Federal Insecticide, Fungicide, and Rodenticide Act; and

(B) the residue does not exceed a level that was authorized at the time of that application or use to be present
on the food under a tolerance, exemption, food additive regulation, or other sanction then in effect under
this Act;

unless, in the case of any tolerance or exemption revoked, suspended, or modified under this subsection or
subsection (d) or (e), the Administrator has issued a determination that consumption of the legally treated food
during the period of its likely availability in commerce will pose an unreasonable dietary risk.

(6) ToLERANCE FOR USE OF PESTICIDES UNDER AN EMERGENCY EXEmPTION. — If the Administrator grants
an exemption under section 18 of the Federal Insecticide, Fungicide, and Rodenticide Act (7 U.S.C. 136p) for
a pesticide chemical, the Administrator shall establish a tolerance or exemption from the requirement for a
tolerance for the pesticide chemical residue. Such a tolerance or exemption from a tolerance shall have an
expiration date. The Administrator may establish such a tolerance or exemption without providing notice or a
period for comment on the tolerance or exemption. The Administrator shall promulgate regulations within 365
days after the date of the enactment of this paragraph governing the establishment of tolerances and exemptions
under this paragraph. Such regulations shall be consistent with the safety standard under subsections (b)(2) and
(¢)(2) and with section 18 of the Federal Insecticide, Fungicide, and Rodenticide Act.

(m) FEEs. —
(1) AMouUNT. — The Administrator shall by regulation require the payment of such fees as will in the aggregate,
in the judgment of the Administrator, be sufficient over a reasonable term to provide, equip, and maintain an

adequate service for the performance of the Administrator’s functions under this section. Under the regulations,
the performance of the Administrator’s services or other functions under this section, including —

(A) the acceptance for filing of a petition submitted under subsection (d);

(B) establishing, modifying, leaving in effect, or revoking a tolerance or establishing, modifying, leaving in
effect, or revoking an exemption from the requirement for a tolerance under this section;

(C) the acceptance for filing of objections under subsection (g); or

(D) the certification and filing in court of a transcript of the proceedings and the record under subsection
(h);
may be conditioned upon the payment of such fees. The regulations may further provide for waiver or refund of

fees in whole or in part when in the judgment of the Administrator such a waiver or refund is equitable and not
contrary to the purposes of this subsection.

(2) DerosiT. — All fees collected under paragraph (1) shall be deposited in the Reregistration and Expedited
Processing Fund created by section 4(k) of the Federal Insecticide, Fungicide, and Rodenticide Act. Such fees
shall be available to the Administrator, without fiscal year limitation, for the performance of the Administrator’s
services or functions as specified in paragraph (1).

(n) NATIONAL UNIFORMITY OF TOLERANCES. —

(1) QuaLIFYING PEsTICIDE CHEMICAL RESIDUE. — For purposes of this subsection, the term “qualifying pesticide
chemical residue” means a pesticide chemical residue resulting from the use, in production, processing, or
storage of a food, of a pesticide chemical that is an active ingredient and that —
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(A) was first approved for such use in a registration of a pesticide issued under section 3(c)(5) of the Federal
Insecticide, Fungicide, and Rodenticide Act on or after April 25, 1985, on the basis of data determined by
the Administrator to meet all applicable requirements for data prescribed by regulations in effect under that
Act on April 25, 1985; or

(B) was approved for such use in a reregistration eligibility determination issued under section 4(g) of that
Act on or after the date of enactment of this subsection.

(2) QUALIFYING FEDERAL DETERMINATION. — For purposes of this subsection, the term “qualifying Federal
determination” means a tolerance or exemption from the requirement for a tolerance for a qualifying pesticide
chemical residue that —

(A) is issued under this section after the date of the enactment of this subsection and determined by the
Administrator to meet the standard under subsection (b)(2)(A) (in the case of a tolerance) or (¢)(2) (in the
case of an exemption); or

(B) —
(i) pursuant to subsection (j) is remaining in effect or is deemed to have been issued under this section,
or is regarded under subsection (k) as exempt from the requirement for a tolerance; and

(ii) is determined by the Administrator to meet the standard under subsection (b)(2)(A) (in the case of a
tolerance) or (c)(2) (in the case of an exemption).

(3) LiviraTioN. — The Administrator may make the determination described in paragraph (2)(B)(ii) only by
issuing a rule in accordance with the procedure set forth in subsection (d) or (e) and only if the Administrator
issues a proposed rule and allows a period of not less than 30 days for comment on the proposed rule. Any such
rule shall be reviewable in accordance with subsections (g) and (h).

(4) StaTE AUuTHORITY. — Except as provided in paragraphs (5), (6), and (8) no State or political subdivision
may establish or enforce any regulatory limit on a qualifying pesticide chemical residue in or on any food if a
qualifying Federal determination applies to the presence of such pesticide chemical residue in or on such food,
unless such State regulatory limit is identical to such qualifying Federal determination. A State or political
subdivision shall be deemed to establish or enforce a regulatory limit on a pesticide chemical residue in or on
a food if it purports to prohibit or penalize the production, processing, shipping, or other handling of a food
because it contains a pesticide residue (in excess of a prescribed limit).

(5) PETITION PROCEDURE. —

(A) IN GENERAL. — Any State may petition the Administrator for authorization to establish in such State
a regulatory limit on a qualifying pesticide chemical residue in or on any food that is not identical to the
qualifying Federal determination applicable to such qualifying pesticide chemical residue.

(B) PETITION REQUIREMENTS. — Any petition under subparagraph (A) shall —
(i) satisfy any requirements prescribed, by rule, by the Administrator; and

(ii) be supported by scientific data about the pesticide chemical residue that is the subject of the petition
or about chemically related pesticide chemical residues, data on the consumption within such State of
food bearing the pesticide chemical residue, and data on exposure of humans within such State to the
pesticide chemical residue.

(C) AUTHORIZATION. — The Administrator may, by order, grant the authorization described in subparagraph
(A) if the Administrator determines that the proposed State regulatory limit —

(i) is justified by compelling local conditions; and

(ii) would not cause any food to be a violation of Federal law.

(D) TREATMENT. — In lieu of any action authorized under subparagraph (C), the Administrator may treat
a petition under this paragraph as a petition under subsection (d) to modify or revoke a tolerance or an
exemption. If the Administrator determines to treat a petition under this paragraph as a petition under
subsection (d), the Administrator shall thereafter act on the petition pursuant to subsection (d).

(E) ReviEw. — Any order of the Administrator granting or denying the authorization described in
subparagraph (A) shall be subject to review in the manner described in subsections (g) and (h).

(6) URGENT PETITION PROCEDURE. — Any State petition to the Administrator pursuant to paragraph (5) that
demonstrates that consumption of a food containing such pesticide residue level during the period of the food’s
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likely availability in the State will pose a significant public health threat from acute exposure shall be considered
an urgent petition. If an order by the Administrator to grant or deny the requested authorization in an urgent
petition is not made within 30 days of receipt of the petition, the petitioning State may establish and enforce
a temporary regulatory limit on a qualifying pesticide chemical residue in or on the food. The temporary
regulatory limit shall be validated or terminated by the Administrator’s final order on the petition.

(7) ResIDUES FROM LAawFUL APPLICATION. — No State or political subdivision may enforce any regulatory limit
on the level of a pesticide chemical residue that may appear in or on any food if, at the time of the application
of the pesticide that resulted in such residue, the sale of such food with such residue level was lawful under this
section and under the law of such State, unless the State demonstrates that consumption of the food containing
such pesticide residue level during the period of the food’s likely availability in the State will pose an unreasonable
dietary risk to the health of persons within such State.

(8) SavinGs. — Nothing in this Act preempts the authority of any State or political subdivision to require that a
food containing a pesticide chemical residue bear or be the subject of a warning or other statement relating to the
presence of the pesticide chemical residue in or on such food.

(0) ConsuMER RIGHT TO KNow. — Not later than 2 years after the date of the enactment of the Food Quality Protection
Act of 1996 and annually thereafter, the Administrator shall, in consultation with the Secretary of Agriculture and the
Secretary of Health and Human Services, publish in a format understandable to a lay person, and distribute to large
retail grocers for public display (in a manner determined by the grocer), the following information, at a minimum:

(1) A discussion of the risks and benefits of pesticide chemical residues in or on food purchased by consumers.

(2) A listing of actions taken under subparagraph (B) of subsection (b)(2) that may result in pesticide chemical
residues in or on food that present a yearly or lifetime risk above the risk allowed under subparagraph (A) of such
subsection, and the food on which the pesticide chemicals producing the residues are used.

(3) Recommendations to consumers for reducing dietary exposure to pesticide chemical residues in a manner
consistent with maintaining a healthy diet, including a list of food that may reasonably substitute for food listed
under paragraph (2).

Nothing in this subsection shall prevent retail grocers from providing additional information.
(p) ESTROGENIC SUBSTANCES SCREENING PROGRAM. —

(1) DEVELOPMENT. — Not later than 2 years after the date of enactment of this section, the Administrator shall in
consultation with the Secretary of Health and Human Services develop a screening program, using appropriate
validated test systems and other scientifically relevant information, to determine whether certain substances may
have an effect in humans that is similar to an effect produced by a naturally occurring estrogen, or such other
endocrine effect as the Administrator may designate.

(2) ImpPLEMENTATION. — Not later than 3 years after the date of enactment of this section, after obtaining public
comment and review of the screening program described in paragraph (1) by the scientific advisory panel
established under section 25(d) of the Federal Insecticide, Fungicide, and Rodenticide Act or the science advisory
board established by section 8 of the Environmental Research, Development, and Demonstration [Authorization]
Act of 1978 (42 U.S.C. 4365), the Administrator shall implement the program.

(3) SuBsTANCES. — In carrying out the screening program described in paragraph (1), the Administrator —
(A) shall provide for the testing of all pesticide chemicals; and

(B) may provide for the testing of any other substance that may have an effect that is cumulative to an effect
of a pesticide chemical if the Administrator determines that a substantial population may be exposed to such
substance.

(4) ExempT1ON. — Notwithstanding paragraph (3), the Administrator may, by order, exempt from the requirements
of this section a biologic substance or other substance if the Administrator determines that the substance is
anticipated not to produce any effect in humans similar to an effect produced by a naturally occurring estrogen.

(5) COLLECTION OF INFORMATION. —

(A) IN GENERAL. — The Administrator shall issue an order to a registrant of a substance for which testing
is required under this subsection, or to a person who manufactures or imports a substance for which testing
is required under this subsection, to conduct testing in accordance with the screening program described in
paragraph (1), and submit information obtained from the testing to the Administrator, within a reasonable
time period that the Administrator determines is sufficient for the generation of the information.
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(B) ProcEDURES. — To the extent practicable the Administrator shall minimize duplicative testing of the
same substance for the same endocrine effect, develop, as appropriate, procedures for fair and equitable
sharing of test costs, and develop, as necessary, procedures for handling of confidential business information.

(C) FAILURE oF REGISTRANTS TO SUBMIT INFORMATION. —

(i) SuspEnsiON. — If a registrant of a substance referred to in paragraph (3)(A) fails to comply with
an order under subparagraph (A) of this paragraph, the Administrator shall issue a notice of intent to
suspend the sale or distribution of the substance by the registrant. Any suspension proposed under this
paragraph shall become final at the end of the 30-day period beginning on the date that the registrant
receives the notice of intent to suspend, unless during that period a person adversely affected by the
notice requests a hearing or the Administrator determines that the registrant has complied fully with
this paragraph.

(ii) HEArRING. — If a person requests a hearing under clause (i), the hearing shall be conducted in
accordance with section 554 of'title 5, United States Code. The only matter for resolution at the hearing
shall be whether the registrant has failed to comply with an order under subparagraph (A) of this
paragraph. A decision by the Administrator after completion of a hearing shall be considered to be a
final agency action.

(iii) TERMINATION OF SUSPENSIONS. — The Administrator shall terminate a suspension under this
subparagraph issued with respect to a registrant if the Administrator determines that the registrant has
complied fully with this paragraph.

(D) NoNcoMPLIANCE BY OTHER PERSONS. — Any person (other than a registrant) who fails to comply with
an order under subparagraph (A) shall be liable for the same penalties and sanctions as are provided under
section 16 of the Toxic Substances Control Act (15 U.S.C. 2601 and following) in the case of a violation
referred to in that section. Such penalties and sanctions shall be assessed and imposed in the same manner
as provided in such section 16.

(6) AGENcY AcTiON. — In the case of any substance that is found, as a result of testing and evaluation under this
section, to have an endocrine effect on humans, the Administrator shall, as appropriate, take action under such
statutory authority as is available to the Administrator, including consideration under other sections of this Act,
as is necessary to ensure the protection of public health.

(7) REPORT TO CONGRESS. — Not later than 4 years after the date of enactment of this section, the Administrator
shall prepare and submit to Congress a report containing —

(A) the findings of the Administrator resulting from the screening program described in paragraph (1);

(B) recommendations for further testing needed to evaluate the impact on human health of the substances
tested under the screening program; and

(C) recommendations for any further actions (including any action described in paragraph (6)) that the
Administrator determines are appropriate based on the findings.

(q) SCHEDULE FOR REVIEW. —

(1) IN GENERAL. — The Administrator shall review tolerances and exemptions for pesticide chemical residues in
effect on the day before the date of the enactment of the Food Quality Protection Act of 1996, as expeditiously
as practicable, assuring that —

(A) 33 percent of such tolerances and exemptions are reviewed within 3 years of the date of enactment of
such Act;

(B) 66 percent of such tolerances and exemptions are reviewed within 6 years of the date of enactment of
such Act; and

(C) 100 percent of such tolerances and exemptions are reviewed within 10 years of the date of enactment
of such Act.

In conducting a review of a tolerance or exemption, the Administrator shall determine whether the tolerance or
exemption meets the requirements of subsections (b)(2) or (c)(2) and shall, by the deadline for the review of the
tolerance or exemption, issue a regulation under subsection (d)(4) or (e)(1) to modify or revoke the tolerance or
exemption if the tolerance or exemption does not meet such requirements.
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(2) PrioriTIES. — In determining priorities for reviewing tolerances and exemptions under paragraph (1), the
Administrator shall give priority to the review of the tolerances or exemptions that appear to pose the greatest
risk to public health.

(3) PuBLicATION OF SCHEDULE. — Not later than 12 months after the date of the enactment of the Food Quality
Protection Act of 1996, the Administrator shall publish a schedule for review of tolerances and exemptions
established prior to the date of the enactment of the Food Quality Protection Act of 1996. The determination of
priorities for the review of tolerances and exemptions pursuant to this subsection is not a rulemaking and shall
not be subject to judicial review, except that failure to take final action pursuant to the schedule established by
this paragraph shall be subject to judicial review.

(r) TEMPORARY TOLERANCE OR EXEMPTION. — The Administrator may, upon the request of any person who has
obtained an experimental permit for a pesticide chemical under the Federal Insecticide, Fungicide, and Rodenticide
Act or upon the Administrator’s own initiative, establish a temporary tolerance or exemption for the pesticide chemical
residue for the uses covered by the permit. Subsections (b)(2), (¢)(2), (d), and (e) shall apply to actions taken under
this subsection.

(s) SavinGgs CrAuse. — Nothing in this section shall be construed to amend or modify the provisions of the Toxic
Substances Control Act or the Federal Insecticide, Fungicide, and Rodenticide Act.

Skec. 409. [348] Foop ADDITIVES.

(a) Unsare Foop Appitives. — A food additive shall, with respect to any particular use or intended use of such
additives, be deemed to be unsafe for the purposes of the application of clause (2)(C) of section 402(a), unless —

(1) it and its use or intended use conform to the terms of an exemption which is in effect pursuant to subsection
(j) of an this section;

(2) there is in effect, and it and its use or intended use are in conformity with, a regulation issued under this
section prescribing the conditions under which such additive may be safely used; or

(3) in the case of a food additive as defined in this Act that is a food contact substance, there is —

(A) in effect, and such substance and the use of such substance are in conformity with, a regulation issued
under this section prescribing the conditions under which such additive may be safely used; or

(B) a notification submitted under subsection (h) that is effective.

While such a regulation relating to a food additive, or such a notification under subsection (h)(1) relating to a
food additive that is a food contact substance, is in effect, and has not been revoked pursuant to subsection (i),
a food shall not, by reason of bearing or containing such a food additive in accordance with the regulation or
notification, be considered adulterated under section 402(a)(1).

(b) PETITION TO ESTABLISH SAFETY. —

(1) Any person may, with respect to any intended use of a food additive, file with the Secretary a petition
proposing the issuance of a regulation prescribing the conditions under which such additive may be safely used.

(2) Such petition shall, in addition to any explanatory or supporting data, contain —

(A) the name and all pertinent information concerning such food additive, including, where available, its
chemical identity and composition;

(B) a statement of the conditions of the proposed use of such additive, including all directions,
recommendations, and suggestions proposed for the use of such additive, and including specimens of its
proposed labeling;

(C) all relevant data bearing on the physical or other technical effect such additive is intended to produce,
and the quantity of such additive required to produce such effect;

(D) a description of practicable methods for determining the quantity of such additive in or on food, and any
substance formed in or on food, because of its use; and

(E) full reports of investigations made with respect to the safety for use of such additive, including full
information as to the methods and controls used in conducting such investigations.

(3) Upon request of the Secretary, the petitioner shall furnish (or, if the petitioner is not the manufacturer of such
additive, the petitioner shall have the manufacturer of such additive furnish, without disclosure to the petitioner),
a full description of the methods used in, and the facilities and controls used for, the production of such additive.
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(4) Upon request of the Secretary, the petitioner shall furnish samples of the food additive involved, or articles
used as components thereof, and of the food in or on which the additive is proposed to be used.

(5) Notice of the regulation proposed by the petitioner shall be published in general terms by the Secretary within
thirty days after filing.

(c) ACTION ON THE PETITION. —

(1) The Secretary shall —

(A) by order establish a regulation (whether or not in accord with that proposed by the petitioner) prescribing,
with respect to one or more proposed uses of the food additive involved, the conditions under which such
additive may be safely used (including, but not limited to, specifications as to the particular food or classes
of food in or on which such additive may be used, the maximum quantity which may be used or permitted to
remain in or on such food, the manner in which such additive may be added to or used in or on such food, and
any directions or other labeling or packaging requirements for such additive deemed necessary by him to
assure the safety of such use), and shall notify the petitioner of such order and the reasons for such action; or

(B) by order deny the petition, and shall notify the petitioner of such order and of the reasons for such action.

(2) The order required by paragraph (1) (A) or (B) of this subsection shall be issued within ninety days after the
date of filing of the petition, except that the Secretary may (prior to such ninetieth day), by written notice to the
petitioner, extend such ninety-day period to such time (not more than one hundred and eighty days after the date
of filing of the petition) as the Secretary deems necessary to enable him to study and investigate the petition.

(3) No such regulation shall issue if a fair evaluation of the data before the Secretary —

(A) fails to establish that the proposed use of the food additive, under the conditions of use to be specified
in the regulation, will be safe: [p]rovided, [t]hat no additive shall be deemed to be safe if it is found to
induce cancer when ingested by man or animal, or if it is found, after tests which are appropriate for the
evaluation of the safety of food additives, to induce cancer in man or animal, except that this proviso shall
not apply with respect to the use of a substance as an ingredient of feed for animals which are raised for food
production, if the Secretary finds

(i) that, under the conditions of use and feeding specified in proposed labeling and reasonably certain
to be followed in practice, such additive will not adversely affect the animals for which such feed is
intended, and

(ii) that no residue of the additive will be found (by methods of examination prescribed or approved
by the Secretary by regulations, which regulations shall not be subject to subsections (f) and (g)) in
any edible portion of such animal after slaughter or in any food yielded by or derived from the living
animal; or

(B) shows that the proposed use of the additive would promote deception of the consumer in violation of
this Act or would otherwise result in adulteration or in misbranding of food within the meaning of this Act.

(4) If, in the judgment of the Secretary, based upon a fair evaluation of the data before him, a tolerance limitation
is required in order to assure that the proposed use of an additive will be safe, the Secretary —

(A) shall not fix such tolerance limitation at a level higher than he finds to be reasonably required to
accomplish the physical or other technical effect for which such additive is intended; and

(B) shall not establish a regulation for such proposed use if he finds upon a fair evaluation of the data before
him that such data do not establish that such use would accomplish the intended physical or other technical
effect.

(5) In determining, for the purposes of this section, whether a proposed use of a food additive is safe, the
Secretary shall consider among other relevant factors —

(A) the probable consumption of the additive and of any substance formed in or on food because of the use
of the additive;

(B) the cumulative effect of such additive in the diet of man or animals, taking into account any chemically
or pharmacologically related substance or substances in such diet; and

(C) safety factors which in the opinion of experts qualified by scientific training and experience to evaluate
the safety of food additives are generally recognized as appropriate for the use of animal experimentation
data.
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(d) REGULATION ISSUED ON SECRETARY’S INITIATIVE. — The Secretary may at any time, upon his own initiative,
propose the issuance of a regulation prescribing, with respect to any particular use of a food additive, the conditions
under which such additive may be safely used, and the reasons therefor. After the thirtieth day following publication
of such a proposal, the Secretary may by order establish a regulation based upon the proposal.

(e) PuBLicaTION AND EFFECTIVE DATE OF ORDERS. — Any order, including any regulation established by such order,
issued under subsection (c¢) or (d) of this section, shall be published and shall be effective upon publication, but the
Secretary may stay such effectiveness if, after issuance of such order, a hearing is sought with respect to such order
pursuant to subsection (f).

(f) OBJECTIONS AND PUBLIC HEARING., —

(1) Within thirty days after publication of an order made pursuant to subsection (c) or (d) of this section, any person
adversely affected by such an order may file objections thereto with the Secretary, specifying with particularity
the provisions of the order deemed objectionable, stating reasonable grounds therefor, and requesting a public
hearing upon such objections. The Secretary shall, after due notice, as promptly as possible hold such public
hearing for the purpose of receiving evidence relevant and material to the issues raised by such objections. As
soon as practicable after completion of the hearing, the Secretary shall by order act upon such objections and
make such order public.

(2) Such order shall be based upon a fair evaluation of the entire record at such hearing, and shall include a
statement setting forth in detail the findings and conclusions upon which the order is based.

(3) The Secretary shall specify in the order the date on which it shall take effect, except that it shall not be made
to take effect prior to the ninetieth day after its publication, unless the Secretary finds that emergency conditions
exist necessitating an earlier effective date, in which event the Secretary shall specify in the order his findings
as to such conditions.

(g) JupiciAL REVIEW. —

(1) In a case of actual controversy as to the validity of any order issued under subsection (f), including any order
thereunder with respect to amendment or repeal of a regulation issued under this section, any person who will
be adversely affected by such order may obtain judicial review by filing in the United States Court of Appeals
for the circuit wherein such person resides or has his principal place of business, or in the United States Court
of Appeals for the District of Columbia Circuit, within sixty days after the entry of such order, a petition praying
that the order be set aside in whole or in part.

(2) A copy of such petition shall be forthwith transmitted by the clerk of the court to the Secretary, or any
officer designated by him for that purpose, and thereupon the Secretary shall file in the court the record of the
proceedings on which he based his order, as provided in section 2112 of title 28, United States Code. Upon
the filing of such petition the court shall have jurisdiction, which upon the filing of the record with it shall be
exclusive, to affirm or set aside the order complained of in whole or in part. Until the filing of the record the
Secretary may modify or set aside his order. The findings of the Secretary with respect to questions of fact shall
be sustained if based upon a fair evaluation of the entire record at such hearing.

(3) The court, on such judicial review, shall not sustain the order of the Secretary if he failed to comply with any
requirement imposed on him by subsection (f)(2) of this section.

(4) If application is made to the court for leave to adduce additional evidence, the court may order such additional
evidence to be taken before the Secretary and to be adduced upon the hearing in such manner and upon such
terms and conditions as to the court may seem proper, if such evidence is material and there were reasonable
grounds for failure to adduce such evidence in the proceedings below. The Secretary may modify his findings as
to the facts and order by reason of the additional evidence so taken, and shall file with the court such modified
findings and order.

(5) The judgment of the court affirming or setting aside, in whole or in part, any order under this section shall be
final, subject to review by the Supreme Court of the United States upon certiorari or certification as provided in
section 1254 of title 28 of the United States Code. The commencement of proceedings under this section shall
not, unless specifically ordered by the court to the contrary, operate as a stay of an order.

(h) NoTIFICATION RELATING TO A FOOD CONTACT SUBSTANCE. —

(1) Subject to such regulations as may be promulgated under paragraph (3), a manufacturer or supplier of a
food contact substance may, at least 120 days prior to the introduction or delivery for introduction into interstate
commerce of the food contact substance, notify the Secretary of the identity and intended use of the food
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contact substance, and of the determination of the manufacturer or supplier that the intended use of such
food contact substance is safe under the standard described in subsection (c¢)(3)(A). The notification shall
containthe information that forms the basis of the determination and all information required to be submitted
by regulations promulgated by the Secretary.

2 —
(A) A notification submitted under paragraph (1) shall become effective 120 days after the date of receipt by
the Secretary and the food contact substance may be introduced or delivered for introduction into interstate
commerce, unless the Secretary makes a determination within the 120-day period that, based on the data
and information before the Secretary, such use of the food contact substance has not been shown to be safe

under the standard described in subsection (¢)(3)(A), and informs the manufacturer or supplier of such
determination.

(B) A decision by the Secretary to object to a notification shall constitute final agency action subject to
judicial review.

(O) In this paragraph, the term “food contact substance” means the substance that is the subject of a
notification submitted under paragraph (1), and does not include a similar or identical substance manufactured
or prepared by a person other than the manufacturer identified in the notification.

3 —
(A) The process in this subsection shall be utilized for authorizing the marketing of a food contact substance
except where the Secretary determines that submission and review of a petition under subsection (b) is
necessary to provide adequate assurance of safety, or where the Secretary and any manufacturer or supplier
agree that such manufacturer or supplier may submit a petition under subsection (b).

(B) The Secretary is authorized to promulgate regulations to identify the circumstances in which a petition
shall be filed under subsection (b), and shall consider criteria such as the probable consumption of such food
contact substance and potential toxicity of the food contact substance in determining the circumstances in
which a petition shall be filed under subsection (b).

(4) The Secretary shall keep confidential any information provided in a notification under paragraph (1) for 120
days after receipt by the Secretary of the notification. After the expiration of such 120 days, the information shall
be available to any interested party except for any matter in the notification that is a trade secret or confidential
commercial information.

> —
(A)—

(i) Except as provided in clause (ii), the notification program established under this subsection shall not
operate in any fiscal year unless —

(I) an appropriation equal to or exceeding the applicable amount under clause (iv) is made for such
fiscal year for carrying out such program in such fiscal year; and

(IT) the Secretary certifies that the amount appropriated for such fiscal year for the Center for Food
Safety and Applied Nutrition of the Food and Drug Administration (exclusive of the appropriation
referred to in subclause (I)) equals or exceeds the amount appropriated for the Center for fiscal year
1997, excluding any amount appropriated for new programs.

(ii) The Secretary shall, not later than April 1, 1999, begin accepting and reviewing notifications
submitted under the notification program established under this subsection if —

(I) an appropriation equal to or exceeding the applicable amount under clause (iii) is made for the
last six months of fiscal year 1999 for carrying out such program during such period; and

(IT) the Secretary certifies that the amount appropriated for such period for the Center for Food
Safety and Applied Nutrition of the Food and Drug Administration (exclusive of the appropriation
referred to in subclause (I)) equals or exceeds an amount equivalent to one-half the amount
appropriated for the Center for fiscal year 1997, excluding any amount appropriated for new
programs.

(iii) For the last six months of fiscal year 1999, the applicable amount under this clause is $1,500,000,
or the amount specified in the budget request of the President for the six-month period involved for
carrying out the notification program in fiscal year 1999, whichever isless.
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(iv) For fiscal year 2000 and subsequent fiscal years, the applicable amount under this clause is
$3,000,000, or the amount specified in the budget request of the President for the fiscal year involved
for carrying out the notification program under this subsection, whichever is less.

(B) For purposes of carrying out the notification program under this subsection, there are authorized to be
appropriated such sums as may be necessary for each of the fiscal years 1999 through fiscal year 2003,
except that such authorization of appropriations is not effective for a fiscal year for any amount that is less
than the applicable amount under clause (iii) or (iv) of subparagraph (A), whichever is applicable.

(C) Not later than April 1 of fiscal year 1998 and February | of each subsequent fiscal year, the Secretary
shall submit a report to the Committees on Appropriations of the House of Representatives and the Senate,
the Committee on Commerce of the House of Representatives, and the Committee on Labor and Human
Resources of the Senate that provides an estimate of the Secretary of the costs of carrying out the notification
program established under this subsection for the next fiscal year.

(6) In this section, the term “food contact substance” means any substance intended for use as a component of
materials used in manufacturing, packing, packaging, transporting, or holding food if such use is not intended to
have any technical effect in such food.

(i) AMENDMENT OR REPEAL OF REGULATIONS. — The Secretary shall by regulation prescribe the procedure by which
regulations under the foregoing provisions of this section may be amended or repealed, and such procedure shall
conform to the procedure provided in this section for the promulgation of such regulations. The Secretary shall by
regulation prescribe the procedure by which the Secretary may deem a notification under subsection (h) to no longer
be effective.

(i) ExemPTIONS FOR INVESTIGATIONAL USE. — Without regard to subsections (b) to (i), inclusive, of this section, the
Secretary shall by regulation provide for exempting from the requirements of this section any food additive, and any
food bearing or containing such additive, intended solely for investigational use by qualified experts when in his
opinion such exemption is consistent with the public health.

Skc. 410. [349] BoTTLED DRINKING WATER STANDARDS.

(a) Except as provided in subsection (b), whenever the Administrator of the Environmental Protection Agency

prescribes interim or revised national primary drinking water regulations under section 1412 of the Public Health

Service Act, the Secretary shall consult with the Administrator and within 180 days after the promulgation of such

drinking water regulations either promulgate amendments to regulations under this chapter applicable to bottled

drinking water or publish in the Federal Register his reasons for not making such amendments.

(b) —
(1) Not later than 180 days before the effective date of a national primary drinking water regulation promulgated
by the Administrator of the Environmental Protection Agency for a contaminant under section 1412 of the Safe
Drinking Water Act (42 U.S.C. 300g-1), the Secretary shall promulgate a standard of quality regulation under
this subsection for that contaminant in bottled water or make a finding that such a regulation is not necessary
to protect the public health because the contaminant is contained in water in public water systems (as defined
under section 1401(4) of such Act (42 U.S.C. 300f(4))) but not in water used for bottled drinking water. The
effective date for any such standard of quality regulation shall be the same as the effective date for such national
primary drinking water regulation, except for any standard of quality of regulation promulgated by the Secretary
before the date of enactment of the Safe Drinking Water Act Amendments of 1996 for which (as of such date of
enactment) an effective date had not been established. In the case of a standard of quality regulation to which
such exception applies, the Secretary shall promulgate monitoring requirements for the contaminants covered by
the regulation not later than 2 years after such date of enactment.

(2) A regulation issued by the Secretary as provided in this subsection shall include any monitoring requirements
that the Secretary determines appropriate for bottled water.

(3) A regulation issued by the Secretary as provided in this subsection shall require the following:

(A) In the case of contaminants for which a maximum contaminant level is established in a national primary
drinking water regulation under section 1412 of the Safe Drinking Water Act (42 U.S.C. 300g-1), the
regulation under this subsection shall establish a maximum contaminant level for the contaminant in bottled
water which is no less stringent than the maximum contaminant level provided in the national primary
drinking water regulation.
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(B) In the case of contaminants for which a treatment technique is established in a national primary drinking
water regulation under section 1412 of the Safe Drinking Water Act (42 U.S.C. 300g-1), the regulation
under this subsection shall require that bottled water be subject to requirements no less protective of the
public health than those applicable to water provided by public water systems using the treatment technique
required by the national primary drinking water regulation.

4)—

(A) If the Secretary does not promulgate a regulation under this subsection within the period described
in paragraph (1), the national primary drinking water regulation referred to in paragraph (1) shall be
considered, as of the date on which the Secretary is required to establish a regulation under paragraph (1),
as the regulation applicable under this subsection to bottled water.

(B) In the case of a national primary drinking water regulation that pursuant to subparagraph (A) is considered
to be a standard of quality regulation, the Secretary shall, not later than the applicable date referred to in such
subparagraph, publish in the Federal Register a notice —

(i) specifying the contents of such regulation, including monitoring requirements; and

(ii) providing that for purposes of this paragraph the effective date for such regulation is the same as the
effective date for the regulation for purposes of the Safe Drinking Water Act (or, if the exception under
paragraph (1) applies to the regulation, that the effective date for the regulation is not later than 2 years
and 180 days after the date of enactment of the Safe Drinking Water Act Amendments of 1996).

Skc. 411. [350] ViTAMINS AND MINERALS.

(@) —

(1) Except as provided in paragraph (2) —

(A) the Secretary may not establish, under section 201(n), 401, or 403, maximum limits on the potency of
any synthetic or natural vitamin or mineral within a food to which this section applies;

(B) the Secretary may not classify any natural or synthetic vitamin or mineral (or combination thereof) as a
drug solely because it exceeds the level of potency which the Secretary determines is nutritionally rational
or useful;

(C) the Secretary may not limit, under section 201(n), 401, or 403, the combination or number of any
synthetic or natural —

(i) vitamin,
(ii) mineral, or
(iii) other ingredient of food,

within a food to which this section applies.

(2) Paragraph (1) shall not apply in the case of a vitamin, mineral, other ingredient of food, or food, which is
represented for use by individuals in the treatment or management of specific diseases or disorders, by children,
or by pregnant or lactating women. For purposes of this [paragraph], the term “children” means individuals who
are under the age of twelve years.

(b) —

(1) A food to which this section applies shall not be deemed under section 403 to be misbranded solely because
its label bears, in accordance with section 403(i)(2), all the ingredients in the food or its advertising contains
references to ingredients in the food which are not vitamins or minerals.

(2) The labeling for any food to which this section applies may not list its ingredients which are not dietary
supplement ingredients described in section 201(ff)

(i) except as a part of a list of all the ingredients of such food, and

(ii) unless such ingredients are listed in accordance with applicable regulations under section 403.

To the extent that compliance with clause (i) of this subparagraph is impracticable or results in deception or
unfair competition, exemptions shall be established by regulations promulgated by the Secretary.
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(c)—
(1) For purposes of this section, the term “food to which this section applies” means a food for humans which is
a food for special dietary use —
(A) which is or contains any natural or synthetic vitamin or mineral, and
(B) which —
(i) is intended for ingestion in tablet, capsule, powder, softgel, gelcap, or liquid form, or

(ii) if not intended for ingestion in such a form, is not represented as conventional food and is not
represented for use as a sole item of a meal or of the diet.

(2) For purposes of paragraph (1)(B)(i), a food shall be considered as intended for ingestion in liquid form only
if it is formulated in a fluid carrier and it is intended for ingestion in daily quantities measured in drops or similar
small units of measure.

(3) For purposes of paragraph (1) and of section 403 (j) insofar as that section is applicable to food to which this
section applies, the term “special dietary use” as applied to food used by man means a particular use for which
a food purports or is represented to be used, including but not limited to the following:

(A) Supplying a special dietary need that exists by reason of a physical, physiological, pathological, or other
condition, including but not limited to the condition of disease, convalescence, pregnancy, lactation, infancy,
allergic hypersensitivity to food, underweight, overweight, or the need to control the intake of sodium.

(B) Supplying a vitamin, mineral, or other ingredient for use by man to supplement his diet by increasing
the total dietary intake.

(O) Supplying a special dietary need by reason of being a food for use as the sole item of the diet.

Skc. 412. [350a] REQUIREMENTS FOR INFANT FORMULAS.
(a) An infant formula, including an infant formula powder, shall be deemed to be adulterated if —
(1) such infant formula does not provide nutrients as required by subsection (i),

(2) such infant formula does not meet the quality factor requirements prescribed by the Secretary under subsection
(b)(1), or

(3) the processing of such infant formula is not in compliance with the good manufacturing practices and the
quality control procedures prescribed by the Secretary under subsection (b)(2).

(b) —
(1) The Secretary shall by regulation establish requirements for quality factors for infant formulas to the extent

possible consistent with current scientific knowledge, including quality factor requirements for the nutrients
required by subsection (i).

2 —
(A) The Secretary shall by regulation establish good manufacturing practices for infant formulas, including
quality control procedures that the Secretary determines are necessary to assure that an infant formula
provides nutrients in accordance with this subsection and subsection (i) and is manufactured in a manner
designed to prevent adulteration of the infant formula.

(B) The good manufacturing practices and quality control procedures prescribed by the Secretary under
subparagraph (A) shall include requirements for —

(i) the testing, in accordance with paragraph (3) and by the manufacturer of an infant formula or an
agent of such manufacturer, of each batch of infant formula for each nutrient required by subsection (i)
before the distribution of such batch,

(ii) regularly scheduled testing, by the manufacturer of an infant formula or an agent of such manufacturer,
of samples of infant formulas during the shelf life of such formulas to ensure that such formulas are in
compliance with this section,

(iii) in-process controls including, where necessary, testing required by good manufacturing practices
designed to prevent adulteration of each batch of infant formula, and
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(iv) the conduct by the manufacturer of an infant formula or an agent of such manufacturer of regularly
scheduled audits to determine that such manufacturer has complied with the regulations prescribed
under subparagraph (A).

In prescribing requirements for audits under clause (iv), the Secretary shall provide that such audits
be conducted by appropriately trained individuals who do not have any direct responsibility for the
manufacture or production of infant formula.

) —

(A) At the final product stage, each batch of infant formula shall be tested for vitamin A, vitamin B1,
vitamin C, and vitamin E to ensure that such infant formula is in compliance with the requirements of this
subsection and subsection (i) relating to such vitamins.

(B) Each nutrient premix used in the manufacture of an infant formula shall be tested for each relied upon
nutrient required by subsection (i) which is contained in such premix to ensure that such premix is in
compliance with its specifications or certifications by a premix supplier.

(C) During the manufacturing process or at the final product stage and before distribution of an infant
formula, an infant formula shall be tested for all nutrients required to be included in such formula by
subsection (i) for which testing has not been conducted pursuant to subparagraph (A) or (B). Testing under
this subparagraph shall be conducted to —

(i) ensure that each batch of such infant formula is in compliance with the requirements of subsection
(1) relating to such nutrients, and

(ii) confirm that nutrients contained in any nutrient premix used in such infant formula are present in
each batch of such infant formula in the proper concentration.

(D) If the Secretary adds a nutrient to the list of nutrients in the table in subsection (i), the Secretary shall by
regulation require that the manufacturer of an infant formula test each batch of such formula for such new
nutrient in accordance with subparagraph (A), (B), or (C).

(E) For purposes of this paragraph, the term “final product stage” means the point in the manufacturing
process, before distribution of an infant formula, at which an infant formula is homogenous and is not
subject to further degradation.

“4)—

(A) The Secretary shall by regulation establish requirements respecting the retention of records. Such
requirements shall provide for —

(i) the retention of all records necessary to demonstrate compliance with the good manufacturing
practices and quality control procedures prescribed by the Secretary under paragraph (2), including
records containing the results of all testing required under paragraph (2)(B),

(ii) the retention of all certifications or guarantees of analysis by premix suppliers,

(iii) the retention by a premix supplier of all records necessary to confirm the accuracy of all premix
certifications and guarantees of analysis,

(iv) the retention of —

(I) all records pertaining to the microbiological quality and purity of raw materials used in infant
formula powder and in finished infant formula, and

(II) all records pertaining to food packaging materials which show that such materials do not cause
an infant formula to be adulterated within the meaning of section 402(a)(2)(C) —

(v) the retention of all records of the results of regularly scheduled audits conducted pursuant to the
requirements prescribed by the Secretary under paragraph (2)(B)(iv), and

(vi) the retention of all complaints and the maintenance of files with respect to, and the review of,
complaints concerning infant formulas which may reveal the possible existence of a hazard to health.

(B) —
(i) Records required under subparagraph (A) with respect to an infant formula shall be retained for at
least one year after the expiration of the shelf life of such infant formula. Except as provided in clause

(ii), such records shall be made available to the Secretary for review and duplication upon request of
the Secretary.
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(i) A manufacturer need only provide written assurances to the Secretary that the regularly scheduled
audits required by paragraph (2)(B)(iv) are being conducted by the manufacturer, and need not make
available to the Secretary the actual written reports of such audits.

() —
(1) No person shall introduce or deliver for introduction into interstate commerce any new infant formula
unless —

(A) such person has, before introducing such new infant formula, or delivering such new infant formula for
introduction, into interstate commerce, registered with the Secretary the name of such person, the place of
business of such person, and all establishments at which such person intends to manufacture such new infant
formula, and

(B) such person has at least 90 days before marketing such new infant formula, made the submission to the
Secretary required by subsection (c)(1).

(2) For purposes of paragraph (1), the term “new infant formula” includes —
(A) an infant formula manufactured by a person which has not previously manufactured an infant formula,
and

(B) an infant formula manufactured by a person which has previously manufactured infant formula and in
which there is a major change, in processing or formulation, from a current or any previous formulation
produced by such manufacturer.

For purposes of this paragraph, the term “major change” has the meaning given to such term in section 106.30(c)(2)
of'title 21, Code of Federal Regulations (as in effect on August 1, 1986), and guidelines issued thereunder.
(d—
(1) A person shall, with respect to any infant formula subject to subsection (c), make a submission to the Secretary
which shall include —
(A) the quantitative formulation of the infant formula,
(B) a description of any reformulation of the formula or change in processing of the infant formula,

(C) assurances that the infant formula will not be marketed unless it meets the requirements of subsections
(b)(1) and (i), as demonstrated by the testing required under subsection (b)(3), and

(D) assurances that the processing of the infant formula complies with subsection (b)(2).

(2) After the first production of an infant formula subject to subsection (c), and before the introduction into
interstate commerce of such formula, the manufacturer of such formula shall submit to the Secretary, in such
form as may be prescribed by the Secretary, a written verification which summarizes test results and records
demonstrating that such formula complies with the requirements of subsections (b)(1), (b)(2)(A), (b)(2)(B)(i),
(b)(2)(B)(iii), (b)(3)(A), (b)(3)(C), and (i).

(3) If the manufacturer of an infant formula for commercial or charitable distribution for human consumption
determines that a change in the formulation of the formula or a change in the processing of the formula may
affect whether the formula is adulterated under subsection (a), the manufacturer shall, before the first processing
of such formula, make the submission to the Secretary required by paragraph (1).

(e)—
(1) If the manufacturer of an infant formula has knowledge which reasonably supports the conclusion that an

infant formula which has been processed by the manufacturer and which has left an establishment subject to the
control of the manufacturer —

(A) may not provide the nutrients required by subsection (i), or
(B) may be otherwise adulterated or misbranded,

the manufacturer shall promptly notify the Secretary of such knowledge. If the Secretary determines that the
infant formula presents a risk to human health, the manufacturer shall immediately take all actions necessary
to recall shipments of such infant formula from all wholesale and retail establishments, consistent with recall
regulations and guidelines issued by the Secretary.

(2) For purposes of paragraph (1), the term “knowledge” as applied to a manufacturer means
(A) the actual knowledge that the manufacturer had, or
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(B) the knowledge which a reasonable person would have had under like circumstances or which would have
been obtained upon the exercise of due care.

" —

(1) If a recall of infant formula is begun by a manufacturer, the recall shall be carried out in accordance with such
requirements as the Secretary shall prescribe under paragraph (2) and —

(A) the Secretary shall, not later than the 15th day after the beginning of such recall and at least once every
15 days thereafter until the recall is terminated, review the actions taken under the recall to determine
whether the recall meets the requirements prescribed under paragraph (2), and

(B) the manufacturer shall, not later than the 14th day after the beginning of such recall and at least once
every 14 days thereafter until the recall is terminated, report to the Secretary the actions taken to implement
the recall.

(2) The Secretary shall by regulation prescribe the scope and extent of recalls of infant formulas necessary and
appropriate for the degree of risks to human health presented by the formula subject to the recall.

(3) The Secretary shall by regulation require each manufacturer of an infant formula who begins a recall of such
formula because of a risk to human health to request each retail establishment at which such formula is sold or
available for sale to post at the point of purchase of such formula a notice of such recall at such establishment for
such time that the Secretary determines necessary to inform the public of such recall.

() —

(1) Each manufacturer of an infant formula shall make and retain such records respecting the distribution of the
infant formula through any establishment owned or operated by such manufacturer as may be necessary to effect
and monitor recalls of the formula. Such records shall be retained for at least one year after the expiration of the
shelf life of the infant formula.

(2) To the extent that the Secretary determines that records are not being made or maintained in accordance with
paragraph (1), the Secretary may by regulation prescribe the records required to be made under paragraph (1)
and requirements respecting the retention of such records under such paragraph. Such regulations shall take
effect on such date as the Secretary prescribes but not sooner than the 180th day after the date such regulations
are promulgated. Such regulations shall apply only with respect to distributions of infant formulas made after
such effective date.

(h) —

(1) Any infant formula which is represented and labeled for use by an infant —
(A) who has an inborn error of metabolism or a low birth weight, or

(B) who otherwise has an unusual medical or dietary problem,

is exempt from the requirements of subsections (a), (b), and (c). The manufacturer of an infant formula exempt
under this paragraph shall, in the case of the exempt formula, be required to provide the notice required by
subsection (e)(1) only with respect to adulteration or misbranding described in subsection (e)(1)(B) and to
comply with the regulations prescribed by the Secretary under paragraph (2).

(2) The Secretary may by regulation establish terms and conditions for the exemption of an infant formula from
the requirements of subsections (a), (b), and (c). An exemption of an infant formula under paragraph (1) may be
withdrawn by the Secretary if such formula is not in compliance with applicable terms and conditions prescribed
under this paragraph.

(i —

(1) An infant formula shall contain nutrients in accordance with the table set out in this subsection or, if revised
by the Secretary under paragraph (2), as so revised.

(2) The Secretary may by regulation —
(A) revise the list of nutrients in the table in this subsection, and

(B) revise the required level for any nutrient required by the table.
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NUTRIENTS
Nutrient Minimum Maximum
Protein (gm)...............coooiiiiiiinin L8 4.5
3.3 e 6.0
30.0 e 54.0
2.7
300.0
250.0 (75HE) wvevvevereenerrennn 750.0 (225pg)
40.0 e 100.0
4.0
0.7 (with 0.7 IU/gm linoleic acid)
C (ascorbic acid) (Mg)....cocevvvvrennnne. 8.0
B1 (thiamine) (LE) «..veovevervevverenenenne 40.0
B2 (riboflavin) (L) .eovevvevveeereveriennens 60.0
B6 (pyridoxine) (L) ....ccceveverveverennene 35.0 (with 15pg/gm of protein in formula)
BI12 (U8) oo 0.15
NIACIN (L) wevvervenveverrenieeieeieieieeenes 250.0
Folic acid (L) «evvevvererenerieieeee 4.0
Pantothenic acid (Ug) ..cvevverververeernenns 300.0
Biotin (UE) «oveeveeeeeeieieieeieeeeeieeeee 1.5
Choline (mg) 7.0
In0sitol (M) ..vvevvevverieieieeieeieeeeeeee 4.0
Minerals:
Calcium (M) ..evevververieniereneniieennes 50.0
Phosphorus (IMg) .....ccceevevevevereennnns 25.0
Magnesium (IMg) ..ocvevverveeveereeneeneennen 6.0
Iron (mg) 0.15
[0diNe (L) «-veveveeereeieierieieieeeeeenane 5.0
ZINC (M) wovveveveeveeeeeieieieieeeenenes 0.5
Copper (ug) 60.0
Manganese (1g) 5.0
Sodium (M) ..vevvvveverrennns 20.0 e 60.0
Potassium (mg) 80.0 e 200.0
Chloride (M) .eevevvevveieieieierieeene 55.0 i 150.0

Skc. 413. [350b] NEw DIETARY INGREDIENTS.

(a) IN GENERAL. — A dietary supplement which contains a new dietary ingredient shall be deemed adulterated under
section 402(f) unless it meets one of the following requirements:

(1) The dietary supplement contains only dietary ingredients which have been present in the food supply as an
article used for food in a form in which the food has not been chemically altered.

(2) There is a history of use or other evidence of safety establishing that the dietary ingredient when used under
the conditions recommended or suggested in the labeling of the dietary supplement will reasonably be expected
to be safe and, at least 75 days before being introduced or delivered for introduction into interstate commerce, the
manufacturer or distributor of the dietary ingredient or dietary supplement provides the Secretary with information,
including any citation to published articles, which is the basis on which the manufacturer or distributor has
concluded that a dietary supplement containing such dietary ingredient will reasonably be expected to be safe.

The Secretary shall keep confidential any information provided under paragraph (2) for 90 days following its
receipt. After the expiration of such 90 days, the Secretary shall place such information on public display, except
matters in the information which are trade secrets or otherwise confidential, commercial information.

(b) PeTITION. — Any person may file with the Secretary a petition proposing the issuance of an order prescribing the
conditions under which a new dietary ingredient under its intended conditions of use will reasonably be expected to
be safe. The Secretary shall make a decision on such petition within 180 days of the date the petition is filed with the
Secretary. For purposes of chapter 7 of title 5, United States Code, the decision of the Secretary shall be considered
final agency action.
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(c) NOTIFICATION. —

(1) IN GENERAL. — If the Secretary determines that the information in a new dietary ingredient notification
submitted under this section for an article purported to be a new dietary ingredient is inadequate to establish
that a dietary supplement containing such article will reasonably be expected to be safe because the article
may be, or may contain, an anabolic steroid or an analogue of an anabolic steroid, the Secretary shall notify the
Drug Enforcement Administration of such determination. Such notification by the Secretary shall include, at a
minimum, the name of the dietary supplement or article, the name of the person or persons who marketed the
product or made the submission of information regarding the article to the Secretary under this section, and any
contact information for such person or persons that the Secretary has.

(2) DEFINITIONS. — For purposes of this subsection—

(A) the term “anabolic steroid” has the meaning given such term in section 102(41) of the Controlled
Substances Act; and

(B) the term “analogue of an anabolic steroid” means a substance whose chemical structure is substantially
similar to the chemical structure of an anabolic steroid.

(d) DeFINITION. — For purposes of this section, the term “new dietary ingredient” means a dietary ingredient that
was not marketed in the United States before October 15, 1994 and does not include any dietary ingredient which was
marketed in the United States before October 15, 1994.

Skc. 414. [350c] MAINTENANCE AND INSPECTION OF RECORDS.

(a) RECORDS INSPECTION. —

(1) ApuLTeraTED Foobp. — If the Secretary has a reasonable belief that an article of food, and any other article
of food that the Secretary reasonably believes is likely to be affected in a similar manner, is adulterated and
presents a threat of serious adverse health consequences or death to humans or animals, each person (excluding
farms and restaurants) who manufactures, processes, packs, distributes, receives, holds, or imports such article
shall, at the request of an officer or employee duly designated by the Secretary, permit such officer or employee,
upon presentation of appropriate credentials and a written notice to such person, at reasonable times and within
reasonable limits and in a reasonable manner, to have access to and copy all records relating to such article, and
to any other article of food that the Secretary reasonably believes is likely to be affected in a similar manner, that
are needed to assist the Secretary in determining whether the food is adulterated and presents a threat of serious
adverse health consequences or death to humans or animals.

(2) Usk or Exrosure 1o Foop oF CoNCERN. — If the Secretary believes that there is a reasonable probability
that the use of or exposure to an article of food, and any other article of food that the Secretary reasonably believes
is likely to be affected in a similar manner, will cause serious adverse health consequences or death to humans
or animals, each person (excluding farms and restaurants) who manufactures, processes, packs, distributes,
receives, holds, or imports such article shall, at the request of an officer or employee duly designated by the
Secretary, permit such officer or employee, upon presentation of appropriate credentials and a written notice to
such person, at reasonable times and within reasonable limits and in a reasonable manner, to have access to and
copy all records relating to such article and to any other article of food that the Secretary reasonably believes is
likely to be affected in a similar manner, that are needed to assist the Secretary in determining whether there is
a reasonable probability that the use of or exposure to the food will cause serious adverse health consequences
or death to humans or animals.

(3) ArpricaTiON. — The requirement under paragraphs (1) and (2) applies to all records relating to the
manufacture, processing, packing, distribution, receipt, holding, or importation of such article maintained by or
on behalf of such person in any format (including paper and electronic formats) and at any location.

(b) REGuLATIONS CONCERNING RECORDKEEPING. — The Secretary, in consultation and coordination, as appropriate,
with other Federal departments and agencies with responsibilities for regulating food safety, may by regulation
establish requirements regarding the establishment and maintenance, for not longer than two years, of records by
persons (excluding farms and restaurants) who manufacture, process, pack, transport, distribute, receive, hold, or
import food, which records are needed by the Secretary for inspection to allow the Secretary to identify the immediate
previous sources and the immediate subsequent recipients of food, including its packaging, in order to address credible
threats of serious adverse health consequences or death to humans or animals. The Secretary shall take into account
the size of a business in promulgating regulations under this section.
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(c) PROTECTION OF SENSITIVE INFORMATION. — The Secretary shall take appropriate measures to ensure that there are
in effect effective procedures to prevent the unauthorized disclosure of any trade secret or confidential information
that is obtained by the Secretary pursuant to this section.

(d) Livrrations. — This section shall not be construed —

(1) to limit the authority of the Secretary to inspect records or to require establishment and maintenance of
records under any other provision of this Act;

(2) to authorize the Secretary to impose any requirements with respect to a food to the extent that it is within
the exclusive jurisdiction of the Secretary of Agriculture pursuant to the Federal Meat Inspection Act (21 U.S.C.
601 et seq.), the Poultry Products Inspection Act (21 U.S.C. 451 et seq.), or the Egg Products Inspection Act
(21 U.S.C. 1031 et seq.);

(3) to have any legal effect on section 552 of title 5, United States Code, or section 1905 of title 18, United States
Code; or

(4) to extend to recipes for food, financial data, pricing data, personnel data, research data, or sales data (other
than shipment data regarding sales).

Skc. 415. [350d] REGISTRATION OF FOOD FACILITIES.
(a) REGISTRATION. —

(1) IN GENERAL. — The Secretary shall by regulation require that any facility engaged in manufacturing,
processing, packing, or holding food for consumption in the United States be registered with the Secretary. To
be registered —

(A) for a domestic facility, the owner, operator, or agent in charge of the facility shall submit a registration
to the Secretary; and

(B) for a foreign facility, the owner, operator, or agent in charge of the facility shall submit a registration
to the Secretary and shall include with the registration the name of the United States agent for the facility.

(2) REGISTRATION. — An entity (referred to in this section as the “registrant”) shall submit a registration under
paragraph (1) to the Secretary containing information necessary to notify the Secretary of the name and address
of each facility at which, and all trade names under which, the registrant conducts business, the e-mail address
for the contact person of the facility or, in the case of a foreign facility, the United States agent for the facility, and
when determined necessary by the Secretary through guidance, the general food category (as identified under
section 170.3 of title 21, Code of Federal Regulations, or any other food categories as determined appropriate by
the Secretary, including by guidance) of any food manufactured, processed, packed, or held at such facility. The
registration shall contain an assurance that the Secretary will be permitted to inspect such facility at the times
and in the manner permitted by this Act. The registrant shall notify the Secretary in a timely manner of changes
to such information.

(3) BIENNIAL REGISTRATION RENEWAL. — During the period beginning on October 1 and ending on December
31 of each even-numbered year, a registrant that has submitted a registration under paragraph (1) shall submit
to the Secretary a renewal registration containing the information described in paragraph (2). The Secretary
shall provide for an abbreviated registration renewal process for any registrant that has not had any changes to
such information since the registrant submitted the preceding registration or registration renewal for the facility
involved.

(4) ProceDURE. — Upon receipt of a completed registration described in paragraph (1), the Secretary shall
notify the registrant of the receipt of such registration and assign a registration number to each registered facility.

(5) List. — The Secretary shall compile and maintain an up-to-date list of facilities that are registered under
this section. Such list and any registration documents submitted pursuant to this subsection shall not be subject
to disclosure under section 552 of title 5, United States Code. Information derived from such list or registration
documents shall not be subject to disclosure under section 552 of title 5, United States Code, to the extent that it
discloses the identity or location of a specific registered person.

(b) SUSPENSION OF REGISTRATION. —

(1) IN GENERAL. — If the Secretary determines that food manufactured, processed, packed, received, or held by a
facility registered under this section has a reasonable probability of causing serious adverse health consequences
or death to humans or animals, the Secretary may by order suspend the registration of a facility —
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(A) that created, caused, or was otherwise responsible for such reasonable probability; or
(B) (i) that knew of, or had reason to know of, such reasonable probability; and
(ii) packed, received, or held such food.

(2) HEARING ON SuspPENSION. — The Secretary shall provide the registrant subject to an order under paragraph (1)
with an opportunity for an informal hearing, to be held as soon as possible but not later than 2 business days after
the issuance of the order or such other time period, as agreed upon by the Secretary and the registrant, on the
actions required for reinstatement of registration and why the registration that is subject to suspension should be
reinstated. The Secretary shall reinstate a registration if the Secretary determines, based on evidence presented,
that adequate grounds do not exist to continue the suspension of the registration.

(3) PosT-HEARING CORRECTIVE ACTION PLAN; VACATING OF ORDER. —

(A) CorrecTIVE AcTiON PLAN. — If] after providing opportunity for an informal hearing under paragraph
(2), the Secretary determines that the suspension of registration remains necessary, the Secretary shall
require the registrant to submit a corrective action plan to demonstrate how the registrant plans to correct
the conditions found by the Secretary. The Secretary shall review such plan not later than 14 days after the
submission of the corrective action plan or such other time period as determined by the Secretary.

(B) VacaTiNG oF OrDER. — Upon a determination by the Secretary that adequate grounds do not exist to
continue the suspension actions required by the order, or that such actions should be modified, the Secretary
shall promptly vacate the order and reinstate the registration of the facility subject to the order or modify
the order, as appropriate.

(4) Errect oF SusPENsION. — If the registration of a facility is suspended under this subsection, no person shall
import or export food into the United States from such facility, offer to import or export food into the United
States from such facility, or otherwise introduce food from such facility into interstate or intrastate commerce in
the United States.

(5) REGULATIONS. —

(A) IN GENERAL. — The Secretary shall promulgate regulations to implement this subsection. The Secretary
may promulgate such regulations on an interim final basis.

(B) REGISTRATION REQUIREMENT. — The Secretary may require that registration under this section be
submitted in an electronic format. Such requirement may not take effect before the date that is 5 years after
the date of enactment of the FDA Food Safety Modernization Act.

(6) AppLicaTION DATE. — Facilities shall be subject to the requirements of this subsection beginning on the
earlier of—

(A) the date on which the Secretary issues regulations under paragraph (5); or
(B) 180 days after the date of enactment of the FDA Food Safety Modernization Act.

(7) No DELEGATION. — The authority conferred by this subsection to issue an order to suspend a registration or
vacate an order of suspension shall not be delegated to any officer or employee other than the Commissioner.

(c) Faciity. — For purposes of this section:

(1) The term “facility” includes any factory, warehouse, or establishment (including a factory, warehouse, or
establishment of an importer) that manufactures, processes, packs, or holds food. Such term does not include
farms; restaurants; other retail food establishments; nonprofit food establishments in which food is prepared for
or served directly to the consumer; or fishing vessels (except such vessels engaged in processing as defined in
section 123.3(k) of title 21, Code of Federal Regulations).

(2) The term “domestic facility” means a facility located in any of the States or Territories.

33—
(A) The term “foreign facility” means a facility that manufacturers, processes, packs, or holds food, but only
if food from such facility is exported to the United States without further processing or packaging outside
the United States.

(B) A food may not be considered to have undergone further processing or packaging for purposes of
subparagraph (A) solely on the basis that labeling was added or that any similar activity of a de minimis
nature was carried out with respect to the food.
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(d) RuLe or ConsTrRUCTION. — Nothing in this section shall be construed to authorize the Secretary to require an
application, review, or licensing process for a facility to be registered, except with respect to the reinstatement of a
registration that is suspended under subsection (b).

SEcC. 416. [350e] SANITARY TRANSPORTATION PRACTICES.
(a) DEFINITIONS. In this section:

(1) Burk VEHICLE. The term “bulk vehicle” includes a tank truck, hopper truck, rail tank car, hopper car, cargo
tank, portable tank, freight container, or hopper bin, and any other vehicle in which food is shipped in bulk, with
the food coming into direct contact with the vehicle.

(2) TRANSPORTATION. The term “transportation” means any movement in commerce by motor vehicle or rail
vehicle.

(b) ReGcuLATIONS. The Secretary shall by regulation require shippers, carriers by motor vehicle or rail vehicle,
receivers, and other persons engaged in the transportation of food to use sanitary transportation practices prescribed
by the Secretary to ensure that food is not transported under conditions that may render the food adulterated.

(c) ConTENTs. The regulations under subsection (b) shall —
(1) prescribe such practices as the Secretary determines to be appropriate relating to —
(A) sanitation;
(B) packaging, isolation, and other protective measures;
(C) limitations on the use of vehicles;
(D) information to be disclosed —
(i) to a carrier by a person arranging for the transportation of food; and
(ii) to a manufacturer or other person that —
(I) arranges for the transportation of food by a carrier; or
(II) furnishes a tank vehicle or bulk vehicle for the transporting of food; and
(2) include —

(A) a list of nonfood products that the Secretary determines may, if shipped in a bulk vehicle, render
adulterated food that is subsequently transported in the same vehicle; and

(B) a list of nonfood products that the Secretary determines may, if shipped in a motor vehicle or rail vehicle
(other than a tank vehicle or bulk vehicle), render adulterated food that is simultaneously or subsequently
transported in the same vehicle.

(d) WAIVERS.

(1) IN GENERAL. The Secretary may waive any requirement under this section, with respect to any class of
persons, vehicles, food, or no food products, if the Secretary determines that the waiver —

(A) will not result in the transportation of food under conditions that would be unsafe for human or animal
health; and

(B) will not be contrary to the public interest.
(2) PusLicaTioN. The Secretary shall publish in the Federal Register any waiver and the reasons for the waiver.
(e) PREEMPTION.

(1) IN GENERAL. A requirement of a State or political subdivision of a State that concerns the transportation of
food is preempted if —

(A) complying with a requirement of the State or political subdivision and a requirement of this section, or
a regulation prescribed under this section, is not possible; or

(B) the requirement of the State or political subdivision as applied or enforced is an obstacle to accomplishing
and carrying out this section or a regulation prescribed under this section.

(2) AppricaBiLITY. This subsection applies to transportation that occurs on or after the effective date of the
regulations promulgated under subsection (b).
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(f) AssisTANCE oF OTHER AGENCIES. The Secretary of Transportation, the Secretary of Agriculture, the Administrator
of the Environmental Protection Agency, and the heads of other Federal agencies, as appropriate, shall provide
assistance on request, to the extent resources are available, to the Secretary for the purposes of carrying out this
section.

Skc. 417. |350f] REPORTABLE FOOD REGISTRY.

(a) DEFINITIONS. — In this section:

(1) RespoNsIBLE ParTY. — The term “responsible party”, with respect to an article of food, means a person that
submits the registration under section 415(a) for a food facility that is required to register under section 415(a),
at which such article of food is manufactured, processed, packed, or held.

(2) REPORTABLE Foop. — The term “reportable food” means an article of food (other than infant formula) for
which there is a reasonable probability that the use of, or exposure to, such article of food will cause serious
adverse health consequences or death to humans or animals.

(b) ESTABLISHMENT. —

(1) In GENERAL. — Not later than 1 year after the date of the enactment of this section, the Secretary shall
establish within the Food and Drug Administration a Reportable Food Registry to which instances of reportable
food may be submitted by the Food and Drug Administration after receipt of reports under subsection (d), via an
electronic portal, from —

(A) Federal, State, and local public health officials; or
(B) responsible parties.

(2) REVIEW BY SECRETARY. — The Secretary shall promptly review and assess the information submitted under
paragraph (1) for the purposes of identifying reportable food, submitting entries to the Reportable Food Registry,
acting under subsection (c), and exercising other existing food safety authorities under this Act to protect the
public health.

(c) ISSUANCE OF AN ALERT BY THE SECRETARY. —

(1) IN GENERAL. — The Secretary shall issue, or cause to be issued, an alert or a notification with respect to
a reportable food using information from the Reportable Food Registry as the Secretary deems necessary to
protect the public health.

(2) ErFecT. — Paragraph (1) shall not affect the authority of the Secretary to issue an alert or a notification under
any other provision of this Act.

(d) REPORTING AND NOTIFICATION., —

(1) In GenErAL. — Except as provided in paragraph (2), as soon as practicable, but in no case later than 24 hours
after a responsible party determines that an article of food is a reportable food, the responsible party shall —

(A) submit a report to the Food and Drug Administration through the electronic portal established under
subsection (b) that includes the data elements described in subsection (e) (except the elements described in
paragraphs (8), (9), and (10) of such subsection); and

(B) investigate the cause of the adulteration if the adulteration of the article of food may have originated
with the responsible party.

(2) No ReroRrT REQUIRED. — A responsible party is not required to submit a report under paragraph (1) if —
(A) the adulteration originated with the responsible party;

(B) the responsible party detected the adulteration prior to any transfer to another person of such article of
food; and

(C) the responsible party —
(i) corrected such adulteration; or
(ii) destroyed or caused the destruction of such article of food.

(3) Reports By PuBLic HEALTH OFFICIALS. — A Federal, State, or local public health official may submit a
report about a reportable food to the Food and Drug Administration through the electronic portal established
under subsection (b) that includes the data elements described in subsection (e) that the official is able to provide.
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(4) Report NUMBER. — The Secretary shall ensure that, upon submission of a report under paragraph (1) or (3),
a unique number is issued through the electronic portal established under subsection (b) to the person submitting
such report, by which the Secretary is able to link reports about the reportable food submitted and amended
under this subsection and identify the supply chain for such reportable food.

(5) ReEviEwW. — The Secretary shall promptly review a report submitted under paragraph (1) or (3).

(6) RESPONSE TO REPORT SUBMITTED BY A RESPONSIBLE pARTY. — After consultation with the responsible party
that submitted a report under paragraph (1), the Secretary may require such responsible party to perform, as soon
as practicable, but in no case later than a time specified by the Secretary, 1 or more of the following:

(A) Amend the report submitted by the responsible party under paragraph (1) to include the data element
described in subsection (¢)(9).

(B) Provide a notification —
(i) to the immediate previous source of the article of food, if the Secretary deems necessary;
(ii) to the immediate subsequent recipient of the article of food, if the Secretary deems necessary; and
(iii) that includes —
(I) the data elements described in subsection (e) that the Secretary deems necessary;

(IT) the actions described under paragraph (7) that the recipient of the notification shall perform, as
required by the Secretary; and

(IIT) any other information that the Secretary may require.

(7) SUuBSEQUENT REPORTS AND NOTIFICATIONS. — Except as provided in paragraph (8), the Secretary may require
a responsible party to perform, as soon as practicable, but in no case later than a time specified by the Secretary,
after the responsible party receives a notification under subparagraph (C) or paragraph (6)(B), 1 or more of the
following:

(A) Submit a report to the Food and Drug Administration through the electronic portal established under
subsection (b) that includes those data elements described in subsection (e) and other information that the
Secretary deems necessary.

(B) Investigate the cause of the adulteration if the adulteration of the article of food may have originated
with the responsible party.

(C) Provide a notification —
(i) to the immediate previous source of the article of food, if the Secretary deems necessary;
(ii) to the immediate subsequent recipient of the article of food, if the Secretary deems necessary; and
(iii) that includes —
(I) the data elements described in subsection (e) that the Secretary deems necessary;

(IT) the actions described under this paragraph that the recipient of the notification shall perform,
as required by the Secretary; and

(IIT) any other information that the Secretary may require.

(8) AMENDED REPORT. — If a responsible party receives a notification under paragraph (6)(B) or paragraph
(7)(C) with respect to an article of food after the responsible party has submitted a report to the Food and Drug
Administration under paragraph (1) with respect to such article of food —

(A) the responsible party is not required to submit an additional report or make a notification under paragraph
(7); and

(B) the responsible party shall amend the report submitted by the responsible party under paragraph (1) to
include the data elements described in paragraph (9), and, with respect to both such notification and such
report, paragraph (11) of subsection (e).

(e) Data ELEMENTS. — The data elements described in this subsection are the following:
(1) The registration numbers of the responsible party under section 415(a)(3).
(2) The date on which an article of food was determined to be a reportable food.
(3) A description of the article of food including the quantity or amount.

(4) The extent and nature of the adulteration.

STATUTORY SUPPLEMENT 81



§ 417 [350f] Federal Food, Drug, and Cosmetic Act

(5) If the adulteration of the article of food may have originated with the responsible party, the results of the
investigation required under paragraph (1)(B) or (7)(B) of subsection (d), as applicable and when known.

(6) The disposition of the article of food, when known.

(7) Product information typically found on packaging including product codes, use-by dates, and names of
manufacturers, packers, or distributors sufficient to identify the article of food.

(8) Contact information for the responsible party.

(9) The contact information for parties directly linked in the supply chain and notified under paragraph (6)(B) or
(7)(C) of subsection (d), as applicable.

(10) The information required by the Secretary to be included in a notification provided by the responsible party
involved under paragraph (6)(B) or (7)(C) of subsection (d) or required in a report under subsection (d)(7)(A).

(11) The unique number described in subsection (d)(4).

(f) CriticaL INFOrRMATION. — Except with respect to fruits and vegetables that are raw agricultural commodities,
not more than 18 months after the date of enactment of the FDA Food Safety Modernization Act, the Secretary may
require a responsible party to submit to the Secretary consumer-oriented information regarding a reportable food,
which shall include —

(1) a description of the article of food as provided in subsection (e)(3);

(2) as provided in subsection (e)(7), affected product identification codes, such as UPC, SKU, or lot or batch
numbers sufficient for the consumer to identify the article of food;

(3) contact information for the responsible party as provided in subsection (e)(8); and

(4) any other information the Secretary determines is necessary to enable a consumer to accurately identify
whether such consumer is in possession of the reportable food.

(g) GROCERY STORE NOTIFICATION. —
(1) ActioN By SECRETARY. — The Secretary shall —

(A) prepare the critical information described under subsection (f) for a reportable food as a standardized
one-page summary;

(B) publish such one-page summary on the Internet website of the Food and Drug Administration in a
format that can be easily printed by a grocery store for purposes of consumer notification.

(2) ActioN BY GROCERY STORE. — A notification described under paragraph (1)(B) shall include the date and
time such summary was posted on the Internet website of the Food and Drug Administration.

(h) CoNSUMER NOTIFICATION., —

(1) IN GENERAL. — Ifa grocery store sold a reportable food that is the subject of the posting and such establishment
is part of chain of establishments with 15 or more physical locations, then such establishment shall, not later
than 24 hours after a one page summary described in subsection (g) is published, prominently display such
summary or the information from such summary via at least one of the methods identified under paragraph (2)
and maintain the display for 14 days.

(2) List oF Conspicuous LocaTions. — Not more than 1 year after the date of enactment of the FDA Food
Safety Modernization Act, the Secretary shall develop and publish a list of acceptable conspicuous locations and
manners, from which grocery stores shall select at least one, for providing the notification required in paragraph
(1). Such list shall include —

(A) posting the notification at or near the register;
(B) providing the location of the reportable food;
(C) providing targeted recall information given to customers upon purchase of a food; and

(D) other such prominent and conspicuous locations and manners utilized by grocery stores as of the date
of the enactment of the FDA Food Safety Modernization Act to provide notice of such recalls to consumers
as considered appropriate by the Secretary.

(i) COORDINATION OF FEDERAL, STATE, AND LocAL EFFORTS. —
(1) DEPARTMENT OF AGRICULTURE. — In implementing this section, the Secretary shall —

(A) share information and coordinate regulatory efforts with the Department of Agriculture; and
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(B) if the Secretary receives a report submitted about a food within the jurisdiction of the Department of
Agriculture, promptly provide such report to the Department of Agriculture.

(2) StaTES AND LocaLiTiEs. — In implementing this section, the Secretary shall work with the State and local
public health officials to share information and coordinate regulatory efforts, in order to —

(A) help to ensure coverage of the safety of the food supply chain, including those food establishments
regulated by the States and localities that are not required to register under section 415; and

(B) reduce duplicative regulatory efforts.

(i) MAINTENANCE AND INSPECTION OF RECORDS. — The responsible party shall maintain records related to each
report received, notification made, and report submitted to the Food and Drug Administration under this section for
2 years. A responsible party shall, at the request of the Secretary, permit inspection of such records as provided for
section 414.

(k) REQUEST FOR INFORMATION. — Except as provided by section 415(a)(4), section 552 of title 5, United States
Code, shall apply to any request for information regarding a record in the Reportable Food Registry.

(1) SAFeTY REPORT. — A report or notification under subsection (d) shall be considered to be a safety report under
section 756 and may be accompanied by a statement, which shall be part of any report released for public disclosure,
that denies that the report or the notification constitutes an admission that the product involved caused or contributed
to a death, serious injury, or serious illness.

(m) ApMiSSION. — A report or notification under this section shall not be considered an admission that the article of
food involved is adulterated or caused or contributed to a death, serious injury, or serious illness.

(n) HomELAND SECURITY NoOTIFICATION. — If] after receiving a report under subsection (d), the Secretary believes
such food may have been deliberately adulterated, the Secretary shall immediately notify the Secretary of Homeland
Security. The Secretary shall make relevant information from the Reportable Food Registry available to the Secretary
of Homeland Security.

Skc. 418. [350g] HaZARD ANALYSIS AND RiSk-BASED PREVENTIVE CONTROLS.

(a) IN GENERAL. — The owner, operator, or agent in charge of a facility shall, in accordance with this section, evaluate
the hazards that could affect food manufactured, processed, packed, or held by such facility, identify and implement
preventive controls to significantly minimize or prevent the occurrence of such hazards and provide assurances that
such food is not adulterated under section 402 or misbranded under section 403(w), monitor the performance of those
controls, and maintain records of this monitoring as a matter of routine practice.

(b) Hazarp AnaLysis — The owner, operator, or agent in charge of a facility shall —

(1) identify and evaluate known or reasonably foreseeable hazards that may be associated with the facility,
including —

(A) biological, chemical, physical, and radiological hazards, natural toxins, pesticides, drug residues,
decomposition, parasites, allergens, and unapproved food and color additives; and

(B) hazards that occur naturally, or may be unintentionally introduced; and
(2) identify and evaluate hazards that may be intentionally introduced, including by acts of terrorism; and
(3) develop a written analysis of the hazards.

(c) PrReVENTIVE ConTROLS. — The owner, operator, or agent in charge of a facility shall identify and implement
preventive controls, including at critical control points, if any, to provide assurances that —

(1) hazards identified in the hazard analysis conducted under subsection (b)(1) will be significantly minimized
or prevented;

(2) any hazards identified in the hazard analysis conducted under subsection (b)(2) will be significantly
minimized or prevented and addressed, consistent with section 420, as applicable; and

(3) the food manufactured, processed, packed, or held by such facility will not be adulterated under section 402
or misbranded under section 403(w).

(d) MonITORING OF EFFECTIVENESS. — The owner, operator, or agent in charge of a facility shall monitor the
effectiveness of the preventive controls implemented under subsection (c¢) to provide assurances that the outcomes
described in subsection (c¢) shall be achieved.
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(e) CorreCTIVE AcTiONS. — The owner, operator, or agent in charge of a facility shall establish procedures to ensure
that, if the preventive controls implemented under subsection (c) are not properly implemented or are found to be
ineffective —

(1) appropriate action is taken to reduce the likelihood of recurrence of the implementation failure;
(2) all affected food is evaluated for safety; and

(3) all affected food is prevented from entering into commerce if the owner, operator or agent in charge of such
facility cannot ensure that the affected food is not adulterated under section 402 or misbranded under section
403(w).

(f) VErIFICATION. — The owner, operator, or agent in charge of a facility shall verify that —

(1) the preventive controls implemented under subsection (c) are adequate to control the hazards identified under
subsection (b);

(2) the owner, operator, or agent is conducting monitoring in accordance with subsection (d);
(3) the owner, operator, or agent is making appropriate decisions about corrective actions taken under subsection (e);

(4) the preventive controls implemented under subsection (c) are effectively and significantly minimizing or
preventing the occurrence of identified hazards, including through the use of environmental and product testing
programs and other appropriate means; and

(5) there is documented, periodic reanalysis of the plan under subsection (i) to ensure that the plan is still relevant
to the raw materials, conditions and processes in the facility, and new and emerging threats.

(g) RECORDKEEPING. — The owner, operator, or agent in charge of a facility shall maintain, for not less than 2
years, records documenting the monitoring of the preventive controls implemented under subsection (c), instances
of nonconformance material to food safety, the results of testing and other appropriate means of verification under
subsection (f)(4), instances when corrective actions were implemented, and the efficacy of preventive controls and
corrective actions.

(h) WRITTEN PLAN AND DocuMENTATION. — The owner, operator, or agent in charge of a facility shall prepare a
written plan that documents and describes the procedures used by the facility to comply with the requirements of this
section, including analyzing the hazards under subsection (b) and identifying the preventive controls adopted under
subsection (¢) to address those hazards. Such written plan, together with the documentation described in subsection
(g), shall be made promptly available to a duly authorized representative of the Secretary upon oral or written request.

(i) REQUIREMENT TO REANALYZE. — The owner, operator, or agent in charge of a facility shall conduct a reanalysis
under subsection (b) whenever a significant change is made in the activities conducted at a facility operated by such
owner, operator, or agent if the change creates a reasonable potential for a new hazard or a significant increase in a
previously identified hazard or not less frequently than once every 3 years, whichever is earlier. Such reanalysis shall
be completed and additional preventive controls needed to address the hazard identified, if any, shall be implemented
before the change in activities at the facility is operative. Such owner, operator, or agent shall revise the written plan
required under subsection (h) if such a significant change is made or document the basis for the conclusion that no
additional or revised preventive controls are needed. The Secretary may require a reanalysis under this section to
respond to new hazards and developments in scientific understanding, including, as appropriate, results from the
Department of Homeland Security biological, chemical, radiological, or other terrorism risk assessment.

(j) EXEMPTION FOR SEAFOOD, JUICE, AND Low-Acip CANNED Foobp Facivities Sussect to HACCP. —

(1) IN GENERAL. — This section shall not apply to a facility if the owner, operator, or agent in charge of such
facility is required to comply with, and is in compliance with, 1 of the following standards and regulations with
respect to such facility:

(A) The Seafood Hazard Analysis Critical Control Points Program of the Food and Drug Administration.
(B) The Juice Hazard Analysis Critical Control Points Program of the Food and Drug Administration.

(C) The Thermally Processed Low-Acid Foods Packaged in Hermetically Sealed Containers standards of
the Food and Drug Administration (or any successor standards).

(2) ApprLicaBiLITY. — The exemption under paragraph (1)(C) shall apply only with respect to microbiological
hazards that are regulated under the standards for Thermally Processed Low-Acid Foods Packaged in Hermetically
Sealed Containers under part 113 of chapter 21, Code of Federal Regulations (or any successor regulations).
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(k) EXCEPTION FOR ACTIVITIES OF FACILITIES SUBJECT TO SECTION 419. — This section shall not apply to activities
of a facility that are subject to section 419.

(1) MobI1FiED REQUIREMENTS FOR QUALIFIED FACILITIES. —
(1) QuALIFIED FACILITIES. —

(A) IN GENERAL. — A facility is a qualified facility for purposes of this subsection if the facility meets the
conditions under subparagraph (B) or (C).

(B) VERY SMALL BusINEss. — A facility is a qualified facility under this subparagraph —

(i) if the facility, including any subsidiary or affiliate of the facility, is, collectively, a very small business
(as defined in the regulations promulgated under subsection (n)); and

(ii) in the case where the facility is a subsidiary or affiliate of an entity, if such subsidiaries or affiliates,
are, collectively, a very small business (as so defined).

(C) LivmiTED ANNUAL MONETARY VALUE OF SALES. —
(i) IN GENERAL. — A facility is a qualified facility under this subparagraph if clause (ii) applies —
(D) to the facility, including any subsidiary or affiliate of the facility, collectively; and

(ID) to the subsidiaries or affiliates, collectively, of any entity of which the facility is a subsidiary
or affiliate.

(ii) AVERAGE ANNUAL MONETARY VALUE. — This clause applies if —

(I) during the 3-year period preceding the applicable calendar year, the average annual monetary
value of the food manufactured, processed, packed, or held at such facility (or the collective average
annual monetary value of such food at any subsidiary or affiliate, as described in clause (i)) that
is sold directly to qualified end-users during such period exceeded the average annual monetary
value of the food manufactured, processed, packed, or held at such facility (or the collective average
annual monetary value of such food at any subsidiary or affiliate, as so described) sold by such
facility (or collectively by any such subsidiary or affiliate) to all other purchasers during such
period; and

(IT) the average annual monetary value of all food sold by such facility (or the collective average
annual monetary value of such food sold by any subsidiary or affiliate, as described in clause (i)
during such period was less than $500,000, adjusted for inflation.

(2) ExemptiON. — A qualified facility —

(A) shall not be subject to the requirements under subsections (a) through (i) and subsection (n) in an
applicable calendar year; and

(B) shall submit to the Secretary —
H—
(I) documentation that demonstrates that the owner, operator, or agent in charge of the facility has
identified potential hazards associated with the food being produced, is implementing preventive

controls to address the hazards, and is monitoring the preventive controls to ensure that such
controls are effective; or

(IT) documentation (which may include licenses, inspection reports, certificates, permits, credentials,
certification by an appropriate agency (such as a State department of agriculture), or other evidence
of oversight), as specified by the Secretary, that the facility is in compliance with State, local,
county, or other applicable non-Federal food safety law; and

(ii) documentation, as specified by the Secretary in a guidance document issued not later than 1 year after
the date of enactment of this section, that the facility is a qualified facility under paragraph (1)(B) or (1)(C).

(3) WITHDRAWAL; RULE OF CONSTRUCTION —

(A) IN GENERAL. — In the event of an active investigation of a foodborne illness outbreak that is directly
linked to a qualified facility subject to an exemption under this subsection, or if the Secretary determines
that it is necessary to protect the public health and prevent or mitigate a foodborne illness outbreak based
on conduct or conditions associated with a qualified facility that are material to the safety of the food
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manufactured, processed, packed, or held at such facility, the Secretary may withdraw the exemption
provided to such facility under this subsection.

(B) RuLe oF ConstrucTION. — Nothing in this subsection shall be construed to expand or limit the
inspection authority of the Secretary.

(4) DEFINITIONS. — In this subsection:

(A) AFFILIATE. — The term “affiliate” means any facility that controls, is controlled by, or is under common
control with another facility.

(B) QuaLiFiEp END-User — The term “qualified end-user,” with respect to a food, means —
(i) the consumer of the food; or

(ii) a restaurant or retail food establishment (as those terms are defined by the Secretary for purposes
of section 415) that —

(D) is located —
(aa) in the same State as the qualified facility that sold the food to such restaurant or
establishment; or
(bb) not more than 275 miles from such facility; and
(II) is purchasing the food for sale directly to consumers at such restaurant or retail food
establishment.
(C) ConsuMER. — For purposes of subparagraph (B), the term “consumer” does not include a business.

(D) Sussipiary. — The term “subsidiary” means any company which is owned or controlled directly or
indirectly by another company.

(5) Stupy. —

(A) IN GENERAL. — The Secretary, in consultation with the Secretary of Agriculture, shall conduct a study
of the food processing sector regulated by the Secretary to determine —

(i) the distribution of food production by type and size of operation, including monetary value of food
sold;

(ii) the proportion of food produced by each type and size of operation;

(iii) the number and types of food facilities co-located on farms, including the number and proportion
by commodity and by manufacturing or processing activity;

(iv) the incidence of foodborne illness originating from each size and type of operation and the type of
food facilities for which no reported or known hazard exists; and

(v) the effect on foodborne illness risk associated with commingling, processing, transporting, and
storing food and raw agricultural commodities, including differences in risk based on the scale and
duration of such activities.

(B) Size. — The results of the study conducted under subparagraph (A) shall include the information
necessary to enable the Secretary to define the terms “small business” and “very small business”, for
purposes of promulgating the regulation under subsection (n). In defining such terms, the Secretary shall
include consideration of harvestable acres, income, the number of employees, and the volume of food
harvested.

(C) SuBwmissioN OF REPORT. — Not later than 18 months after the date of enactment the FDA Food Safety
Modernization Act, the Secretary shall submit to Congress a report that describes the results of the study
conducted under subparagraph (A).

(6) No PreempTION. — Nothing in this subsection preempts State, local, county, or other non-Federal law
regarding the safe production of food. Compliance with this subsection shall not relieve any person from liability
at common law or under State statutory law.

(7) NoTIFICATION TO CONSUMERS. —

(A) IN GENERAL. — A qualified facility that is exempt from the requirements under subsections (a) through
(i) and subsection (n) and does not prepare documentation under paragraph (2)(B)(i)(I) shall—
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(i) with respect to a food for which a food packaging label is required by the Secretary under any other
provision of this Act, include prominently and conspicuously on such label the name and business
address of the facility where the food was manufactured or processed; or

(ii) with respect to a food for which a food packaging label is not required by the Secretary under
any other provisions of this Act, prominently and conspicuously display, at the point of purchase, the
name and business address of the facility where the food was manufactured or processed, on a label,
poster, sign, placard, or documents delivered contemporaneously with the food in the normal course of
business, or, in the case of Internet sales, in an electronic notice.

(B) No ApbrtioNaL LABEL. — Subparagraph (A) does not provide authority to the Secretary to require a
label that is in addition to any label required under any other provision of this Act.

(m) AutHORITY WITH RESPECT TO CERTAIN FaciuiTiEs. — The Secretary may, by regulation, exempt or modify the
requirements for compliance under this section with respect to facilities that are solely engaged in the production of
food for animals other than man, the storage of raw agricultural commodities (other than fruits and vegetables) intended
for further distribution or processing, or the storage of packaged foods that are not exposed to the environment.

(n) Regulations. —

(1) IN GENERAL. — Not later than 18 months after the date of enactment of the FDA Food Safety Modernization
Act, the Secretary shall promulgate regulations —

(A) to establish science-based minimum standards for conducting a hazard analysis, documenting hazards,
implementing preventive controls, and documenting the implementation of the preventive controls under
this section; and

(B) to define, for purposes of this section, the terms “small business” and “very small business”, taking into
consideration the study described in subsection (1)(5).

(2) CooRDINATION. — In promulgating the regulations under paragraph (1)(A), with regard to hazards that may
be intentionally introduced, including by acts of terrorism, the Secretary shall coordinate with the Secretary of
Homeland Security, as appropriate.

(3) ContEnT. — The regulations promulgated under paragraph (1)(A) shall —

(A) provide sufficient flexibility to be practicable for all sizes and types of facilities, including small
businesses such as a small food processing facility co-located on a farm;

(B) comply with chapter 35 of title 44, United States Code (commonly known as the “Paperwork Reduction
Act”), with special attention to minimizing the burden (as defined in section 3502(2) of such Act) on the
facility, and collection of information (as defined in section 3502(3) of such Act), associated with such
regulations;

(C) acknowledge differences in risk and minimize, as appropriate, the number of separate standards that
apply to separate foods; and

(D) not require a facility to hire a consultant or other third party to identify, implement, certify, or audit
preventative controls, except in the case of negotiated enforcement resolutions that may require such a
consultant or third party.

(4) RuLk oF ConsTRrUCTION. — Nothing in this subsection shall be construed to provide the Secretary with the
authority to prescribe specific technologies, practices, or critical controls for an individual facility.

(5) REVIEW. — In promulgating the regulations under paragraph (1)(A), the Secretary shall review regulatory
hazard analysis and preventive control programs in existence on the date of enactment of the FDA Food Safety
Modernization Act, including the Grade ‘A’ Pasteurized Milk Ordinance to ensure that such regulations are
consistent, to the extent practicable, with applicable domestic and internationally-recognized standards in
existence on such date.

(o) DEFINITIONS. — For purposes of this section:

(1) CraticaL CoNTROL PoOINT. — The term “critical control point” means a point, step, or procedure in a food
process at which control can be applied and is essential to prevent or eliminate a food safety hazard or reduce
such hazard to an acceptable level.

(2) FaciLitry. — The term “facility” means a domestic facility or a foreign facility that is required to register
under section 415.
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(3) PrReEVENTIVE CONTROLS. — The term “preventive controls” means those risk-based, reasonably appropriate
procedures, practices, and processes that a person knowledgeable about the safe manufacturing, processing,
packing, or holding of food would employ to significantly minimize or prevent the hazards identified under the
hazard analysis conducted under subsection (b) and that are consistent with the current scientific understanding
of safe food manufacturing, processing, packing, or holding at the time of the analysis. Those procedures,
practices, and processes may include the following:

(A) Sanitation procedures for food contact surfaces and utensils and food-contact surfaces of equipment.
(B) Supervisor, manager, and employee hygiene training.

(C) An environmental monitoring program to verify the effectiveness of pathogen controls in processes
where a food is exposed to a potential contaminant in the environment.

(D) A food allergen control program.
(E) A recall plan.

(F) Current Good Manufacturing Practices (CGMPS) under part 110 of'title 21, Code of Federal Regulations
(or any successor regulations).

(G) Supplier verification activities that relate to the safety of food.

Skc. 419. [350h] STANDARDS FOR PRODUCE SAFETY.

(a) PROPOSED RULEMAKING. —
(1) IN GENERAL. —

(A) RUuLEMAKING. — Not later than 1 year after the date of enactment of the FDA Food Safety Modernization
Act, the Secretary, in coordination with the Secretary of Agriculture and representatives of State departments
of agriculture (including with regard to the national organic program established under the Organic Foods
Production Act of 1990), and in consultation with the Secretary of Homeland Security, shall publish a notice
of proposed rulemaking to establish science-based minimum standards for the safe production and harvesting
of those types of fruits and vegetables, including specific mixes or categories of fruits and vegetables, that
are raw agricultural commodities for which the Secretary has determined that such standards minimize the
risk of serious adverse health consequences or death.

(B) DETERMINATION By SECRETARY. — With respect to small businesses and very small businesses (as
such terms are defined in the regulation promulgated under subparagraph (A)) that produce and harvest
those types of fruits and vegetables that are raw agricultural commodities that the Secretary has determined
are low risk and do not present a risk of serious adverse health consequences or death, the Secretary may
determine not to include production and harvesting of such fruits and vegetables in such rulemaking, or may
modify the applicable requirements of regulations promulgated pursuant to this section.

(2) PusLic INpuT. — During the comment period on the notice of proposed rulemaking under paragraph (1),
the Secretary shall conduct not less than 3 public meetings in diverse geographical areas of the United States to
provide persons in different regions an opportunity to comment.

(3) ConTENT. — The proposed rulemaking under paragraph (1) shall —

(A) provide sufficient flexibility to be applicable to various types of entities engaged in the production and
harvesting of fruits and vegetables that are raw agricultural commodities, including small businesses and
entities that sell directly to consumers, and be appropriate to the scale and diversity of the production and
harvesting of such commodities;

(B) include, with respect to growing, harvesting, sorting, packing, and storage operations, science-based
minimum standards related to soil amendments, hygiene, packaging, temperature controls, animals in the
growing area, and water;

(C) consider hazards that occur naturally, may be unintentionally introduced, or may be intentionally
introduced, including by acts of terrorism;

(D) take into consideration, consistent with ensuring enforceable public health protection, conservation and
environmental practice standards and policies established by Federal natural resource conservation, wildlife
conservation, and environmental agencies;
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(E) in the case of production that is certified organic, not include any requirements that conflict with or
duplicate the requirements of the national organic program established under the Organic Foods Production
Act of 1990, while providing the same level of public health protection as the requirements under guidance
documents, including guidance documents regarding action levels, and regulations under the FDA Food
Safety Modernization Act; and

(F) define, for purposes of this section, the terms “small business” and “very small business.”

(4) PrioRrITIZATION. — The Secretary shall prioritize the implementation of the regulations under this section for
specific fruits and vegetables that are raw agricultural commodities based on known risks which may include a
history and severity of foodborne illness outbreaks.

(b) FINAL REGULATION. —

(1) IN GENERAL. — Not later than 1 year after the close of the comment period for the proposed rulemaking
under subsection (a), the Secretary shall adopt a final regulation to provide for minimum science — based
standards for those types of fruits and vegetables, including specific mixes or categories of fruits or vegetables,
that are raw agricultural commodities, based on known safety risks, which may include a history of foodborne
illness outbreaks.

(2) FinaL REGULATION. — The final regulation shall —

(A) provide for coordination of education and enforcement activities by State and local officials, as
designated by the Governors of the respective States or the appropriate elected State official as recognized
by State statute; and

(B) include a description of the variance process under subsection (c¢) and the types of permissible variances
the Secretary may grant.

(3) FLEXIBILITY FOR SMALL BUSINESSES. — Notwithstanding paragraph (1) —

(A) the regulations promulgated under this section shall apply to a small business (as defined in the
regulation promulgated under subsection (a)(1)) after the date that is 1 year after the effective date of the
final regulation under paragraph (1); and

(B) the regulations promulgated under this section shall apply to a very small business (as defined in the
regulation promulgated under subsection (a)(1)) after the date that is 2 years after the effective date of the
final regulation under paragraph (1).

(c) CRITERIA. —
(1) IN GENERAL. — The regulations adopted under subsection (b) shall —

(A) set forth those procedures, processes, and practices that the Secretary determines to minimize the
risk of serious adverse health consequences or death, including procedures, processes, and practices that
the Secretary determines to be reasonably necessary to prevent the introduction of known or reasonably
foreseeable biological, chemical, and physical hazards, including hazards that occur naturally, may be
unintentionally introduced, or may be intentionally introduced, including by acts of terrorism, into fruits
and vegetables, including specific mixes or categories of fruits and vegetables, that are raw agricultural
commodities and to provide reasonable assurances that the produce is not adulterated under section 402;

(B) provide sufficient flexibility to be practicable for all sizes and types of businesses, including small
businesses such as a small food processing facility co-located on a farm;

(C) comply with chapter 35 of title 44, United States Code (commonly known as the “Paperwork Reduction
Act”), with special attention to minimizing the burden (as defined in section 3502(2) of such Act) on the
business, and collection of information (as defined in section 3502(3) of such Act), associated with such
regulations;

(D) acknowledge differences in risk and minimize, as appropriate, the number of separate standards that
apply to separate foods; and

(E) not require a business to hire a consultant or other third party to identify, implement, certify, compliance
with these procedures, processes, and practices, except in the case of negotiated enforcement resolutions
that may require such a consultant or third party; and

(F) permit States and foreign countries from which food is imported into the United States to request from
the Secretary variances from the requirements of the regulations, subject to paragraph (2), where the State
or foreign country determines that the variance is necessary in light of local growing conditions and that the

STATUTORY SUPPLEMENT 89



§419[350h] Federal Food, Drug, and Cosmetic Act

procedures, processes, and practices to be followed under the variance are reasonably likely to ensure that
the produce is not adulterated under section 402 and to provide the same level of public health protection
as the requirements of the regulations adopted under subsection (b).

(2) VARIANCES. —

(A) REQUESTS FOR VARIANCES. — A State or foreign country from which food is imported into the United
States may in writing request a variance from the Secretary. Such request shall describe the variance
requested and present information demonstrating that the variance does not increase the likelihood that the
food for which the variance is requested will be adulterated under section 402, and that the variance provides
the same level of public health protection as the requirements of the regulations adopted under subsection
(b). The Secretary shall review such requests in a reasonable timeframe.

(B) ApPROVAL OF VARIANCES. — The Secretary may approve a variance in whole or in part, as appropriate,
and may specify the scope of applicability of a variance to other similarly situated persons.

(C) DENIAL OF VARIANCES. — The Secretary may deny a variance request if the Secretary determines that
such variance is not reasonably likely to ensure that the food is not adulterated under section 402 and is not
reasonably likely to provide the same level of public health protection as the requirements of the regulation
adopted under subsection (b). The Secretary shall notify the person requesting such variance of the reasons
for the denial.

(D) MODIFICATION OR REVOCATION OF A VARIANCE. — The Secretary, after notice and an opportunity for a
hearing, may modify or revoke a variance if the Secretary determines that such variance is not reasonably
likely to ensure that the food is not adulterated under section 402 and is not reasonably likely to provide the
same level of public health protection as the requirements of the regulations adopted under subsection (b).

(d) ENFORCEMENT. — The Secretary may coordinate with the Secretary of Agriculture and, as appropriate, shall
contract and coordinate with the agency or department designated by the Governor of each State to perform activities
to ensure compliance with this section.

(e) GUIDANCE. —

(1) IN GENERAL. — Not later than 1 year after the date of enactment of the FDA Food Safety Modernization
Act, the Secretary shall publish, after consultation with the Secretary of Agriculture, representatives of State
departments of agriculture, farmer representatives, and various types of entities engaged in the production
and harvesting or importing of fruits and vegetables that are raw agricultural commodities, including small
businesses, updated good agricultural practices and guidance for the safe production and harvesting of specific
types of fresh produce under this section.

(2) PuLic MEETINGS. — The Secretary shall conduct not fewer than 3 public meetings in diverse geographical
areas of the United States as part of an effort to conduct education and outreach regarding the guidance described
in paragraph (1) for persons in different regions who are involved in the production and harvesting of fruits and
vegetables that are raw agricultural commodities, including persons that sell directly to consumers and farmer
representatives, and for importers of fruits and vegetables that are raw agricultural commodities.

(3) PaPErRwORK REDUCTION — The Secretary shall ensure that any updated guidance under this section will —

(A) provide sufficient flexibility to be practicable for all sizes and types of facilities, including small
businesses such as a small food processing facility co-located on a farm; and

(B) acknowledge differences in risk and minimize, as appropriate, the number of separate standards that
apply to separate foods.

(f) ExemPTION FOR DIRECT FARM MARKETING. —
(1) IN GENERAL. — A farm shall be exempt from the requirements under this section in a calendar year if —

(A) during the previous 3-year period, the average annual monetary value of the food sold by such farm
directly to qualified end-users during such period exceeded the average annual monetary value of the food
sold by such farm to all other buyers during such period; and

(B) the average annual monetary value of all food sold during such period was less than $500,000, adjusted
for inflation.

(2) NoTIFICATION TO CONSUMERS. —

(A) IN GENERAL. — A farm that is exempt from the requirements under this section shall —
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(i) with respect to a food for which a food packaging label is required by the Secretary under any other
provision of this Act, include prominently and conspicuously on such label the name and business
address of the farm where the produce was grown; or

(ii) with respect to a food for which a food packaging label is not required by the Secretary under any
other provision of this Act, prominently and conspicuously display, at the point of purchase, the name
and business address of the farm where the produce was grown, on a label, poster, sign, placard, or
documents delivered contemporaneously with the food in the normal course of business, or, in the case
of Internet sales, in an electronic notice.

(B) No ApbrtioNaL LABEL. — Subparagraph (A) does not provide authority to the Secretary to require a
label that is in addition to any label required under any other provision of this Act.

(3) WITHDRAWAL; RULE OF CONSTRUCTION. —

(A) IN GENERAL. — In the event of an active investigation of a foodborne illness outbreak that is directly
linked to a farm subject to an exemption under this subsection, or if the Secretary determines that it is
necessary to protect the public health and prevent or mitigate a foodborne illness outbreak based on conduct
or conditions associated with a farm that are material to the safety of the food produced or harvested at such
farm, the Secretary may withdraw the exemption provided to such farm under this subsection.

(B) RuLe or ConstruCTION. — Nothing in this subsection shall be construed to expand or limit the
inspection authority of the Secretary.

(4) DEFINITIONS. —

(A) QuaLiFiED EnND-User. — In this subsection, the term “qualified end-user”, with respect to a food
means —

(i) the consumer of the food; or

(ii) a restaurant or retail food establishment (as those terms are defined by the Secretary for purposes
of section 415) that is located —

(I) in the same State as the farm that produced the food; or
(IT) not more than 275 miles from such farm.
(B) ConsuMER. — For purposes of subparagraph (A), the term “consumer” does not include a business.

(5) No PreempTION. — Nothing in this subsection preempts State, local, county, or other non-Federal law regarding
the safe production, harvesting, holding, transportation, and sale of fresh fruits and vegetables. Compliance with
this subsection shall not relieve any person from liability at common law or under State statutory law.

(6) LiviitaTioN ofF ErrEcT. — Nothing in this subsection shall prevent the Secretary from exercising any
authority granted in the other sections of this Act.

(g) CrariFicaTiION. — This section shall not apply to produce that is produced by an individual for personal
consumption.

(h) EXCEPTION FOR ACTIVITIES OF FACILITIES SUBJECT TO SECTION 418. — This section shall not apply to activities
of a facility that are subject to section 418.

SEc. 420. [350i] PROTECTION AGAINST INTENTIONAL ADULTERATION.
(a) DETERMINATIONS. —
(1) IN GENERAL. — The Secretary shall —

(A) conduct a vulnerability assessment of the food system, including by consideration of the Department of
Homeland Security biological, chemical, radiological, or other terrorism risk assessments;

(B) consider the best available understanding of uncertainties, risks, costs, and benefits associated with
guarding against intentional adulteration of food at vulnerable points; and

(C) determine the types of science-based mitigation strategies or measures that are necessary to protect
against the intentional adulteration of food.

(2) LiviTep DISTRIBUTION. — In the interest of national security, the Secretary, in consultation with the Secretary
of Homeland Security, may determine the time, manner, and form in which determinations made under paragraph
(1) are made publicly available.
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(b) REGuLATIONS. — Not later than 18 months after the date of enactment of the FDA Food Safety Modernization
Act, the Secretary, in coordination with the Secretary of Homeland Security and in consultation with the Secretary
of Agriculture, shall promulgate regulations to protect against the intentional adulteration of food subject to this Act.
Such regulations shall —

(1) specify how a person shall assess whether the person is required to implement mitigation strategies or
measures intended to protect against the intentional adulteration of food; and

(2) specify appropriate science-based mitigation strategies or measures to prepare and protect the food supply
chain at specific vulnerable points, as appropriate.

(c) AppLICABILITY. — Regulations promulgated under subsection (b) shall apply only to food for which there is a high
risk of intentional contamination, as determined by the Secretary, in consultation with the Secretary of Homeland
Security, under subsection (a), that could cause serious adverse health consequences or death to humans or animals
and shall include those foods —

(1) for which the Secretary has identified clear vulnerabilities (including short shelf-life or susceptibility to
intentional contamination at critical control points); and

(2) in bulk or batch form, prior to being packaged for the final consumer.
(d) ExceptioN. — This section shall not apply to farms, except for those that produce milk.

(e) DEFINITION. — For purposes of this section, the term “farm” has the meaning given that term in section 1.227 of
title 21, Code of Federal Regulations (or any successor regulation).

SEc. 421. [350j] TARGETING OF INSPECTION RESOURCES FOR DOMESTIC FACILITIES, FOREIGN FACILITIES, AND PORTS OF
ENTRY; ANNUAL REPORT.

(a) IDENTIFICATION AND INSPECTION OF FACILITIES. —

(1) IpenTIFICATION. — The Secretary shall identify high-risk facilities and shall allocate resources to inspect
facilities according to the known safety risks of the facilities, which shall be based on the following factors:

(A) The known safety risks of the food manufactured, processed, packed, or held at the facility.

(B) The compliance history of a facility, including with regard to food recalls, outbreaks of foodborne
illness, and violations of food safety standards.

(C) The rigor and effectiveness of the facility’s hazard analysis and risk-based preventive controls.

(D) Whether the food manufactured, processed, packed, or held at the facility meets the criteria for priority
under section 801(h)(1).

(E) Whether the food or the facility that manufactured, processed, packed, or held such food has received a
certification as described in section 801(q) or 806, as appropriate.

(F) Any other criteria deemed necessary and appropriate by the Secretary for purposes of allocating
inspection resources.

(2) INSPECTIONS. —

(A) IN GENERAL. — Beginning on the date of enactment of the FDA Food Safety Modernization Act, the
Secretary shall increase the frequency of inspection of all facilities.

(B) DomEsTIC HiGH-R1sk FaciLiTies. — The Secretary shall increase the frequency of inspection of domestic
facilities identified under paragraph (1) as high-risk facilities such that each such facility is inspected —

(i) not less often than once in the 5-year period following the date of enactment of the FDA Food Safety
Modernization Act; and

(ii) not less often than once every 3 years thereafter.

(C) DomEsTic NoN-HiGH-Risk Faciuities. — The Secretary shall ensure that each domestic facility that is
not identified under paragraph (1) as a high-risk facility is inspected —

(i) not less often than once in the 7-year period following the date of enactment of the FDA Food Safety
Modernization Act; and

(i) not less often than once every 5 years thereafter.
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(D) FOREIGN FACILITIES. —

(i) YEAR 1. — In the 1-year period following the date of enactment of the FDA Food Safety Modernization
Act, the Secretary shall inspect not fewer than 600 foreign facilities.

(ii) SUBSEQUENT yEARS. — In each of the 5 years following the 1-year period described in clause (i), the
Secretary shall inspect not fewer than twice the number of foreign facilities inspected by the Secretary
during the previous year.

(E) RELIANCE ON FEDERAL, STATE, OrR LocaL INsPECTIONS. — In meeting the inspection requirements
under this subsection for domestic facilities, the Secretary may rely on inspections conducted by other
Federal, State, or local agencies under interagency agreement, contract, memoranda of understanding, or
other obligation.

(b) IDENTIFICATION AND INSPECTION AT PORTS OF ENTRY. — The Secretary, in consultation with the Secretary of
Homeland Security, shall allocate resources to inspect any article of food imported into the United States according
to the known safety risks of the article of food, which shall be based on the following factors:

(1) The known safety risks of the food imported.

(2) The known safety risks of the countries or regions of origin and countries through which such article of food
is transported.

(3) The compliance history of the importer, including with regard to food recalls, outbreaks of foodborne illness,
and violations of food safety standards.

(4) The rigor and effectiveness of the activities conducted by the importer of such article of food to satisfy the
requirements of the foreign supplier verification program under section 805.

(5) Whether the food importer participates in the voluntary qualified importer program under section 806.
(6) Whether the food meets the criteria for priority under section 801(h)(1).

(7) Whether the food or the facility that manufactured, processed, packed, or held such food received a certification
as described in section 801(q) or 806.

(8) Any other criteria deemed necessary and appropriate by the Secretary for purposes of allocating inspection
resources.

(c) INTERAGENCY AGREEMENTS WITH RESPECT TO SEAFOOD. —

(1) IN GENERAL. — The Secretary of Health and Human Services, the Secretary of Commerce, the Secretary of
Homeland Security, the Chairman of the Federal Trade Commission, and the heads of other appropriate agencies
may enter into such agreements as may be necessary or appropriate to improve seafood safety.

(2) Scopk oF AGREEMENTS. — The agreements under paragraph (1) may include —

(A) cooperative arrangements for examining and testing seafood imports that leverage the resources,
capabilities, and authorities of each party to the agreement;

(B) coordination of inspections of foreign facilities to increase the percentage of imported seafood and
seafood facilities inspected;

(C) standardization of data on seafood names, inspection records, and laboratory testing to improve
interagency coordination;

(D) coordination to detect and investigate violations under applicable Federal law;

(E) a process, including the use or modification of existing processes, by which officers and employees of
the National Oceanic and Atmospheric Administration may be duly designated by the Secretary to carry out
seafood examinations and investigations under section 801 of this Act or section 203 of the Food Allergen
Labeling and Consumer Protection Act of 2004;

(F) the sharing of information concerning observed non-compliance with United States food requirements
domestically and in foreign nations and new regulatory decisions and policies that may affect the safety of
food imported into the United States;

(G) conducting joint training on subjects that affect and strengthen seafood inspection effectiveness by
Federal authorities; and

(H) outreach on Federal efforts to enhance seafood safety and compliance with Federal food safety
requirements.
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(d) CoorbiNaTION. — The Secretary shall improve coordination and cooperation with the Secretary of Agriculture
and the Secretary of Homeland Security to target food inspection resources.

(e) Faciuiry. — For purposes of this section, the term “facility” means a domestic facility or a foreign facility that is
required to register under section 415.

Skc. 422. [350k] LABORATORY ACCREDITATION FOR ANALYSES OF FOODS.

(a) RECOGNITION OF LABORATORY ACCREDITATION. —

(1) IN GENERAL. — Not later than 2 years after the date of enactment of the FDA Food Safety Modernization
Act, the Secretary shall —

(A) establish a program for the testing of food by accredited laboratories;

(B) establish a publicly available registry of accreditation bodies recognized by the Secretary and laboratories
accredited by a recognized accreditation body, including the name of, contact information for, and other
information deemed appropriate by the Secretary about such bodies and laboratories; and

(C) require, as a condition of recognition or accreditation, as appropriate, that recognized accreditation
bodies and accredited laboratories report to the Secretary any changes that would affect the recognition of
such accreditation body or the accreditation of such laboratory.

(2) ProGrRAM REQUIREMENTS. — The program established under paragraph (1)(A) shall provide for the
recognition of laboratory accreditation bodies that meet criteria established by the Secretary for accreditation of
laboratories, including independent private laboratories and laboratories run and operated by a Federal agency
(including the Department of Commerce), State, or locality with a demonstrated capability to conduct 1 or more
sampling and analytical testing methodologies for food.

(3) INCREASING THE NUMBER OF QUALIFIED LABORATORIES. — The Secretary shall work with the laboratory
accreditation bodies recognized under paragraph (1), as appropriate, to increase the number of qualified
laboratories that are eligible to perform testing under subparagraph (b) beyond the number so qualified on the
date of enactment of the FDA Food Safety Modernization Act.

(4) Limitep DistriBUTION. — In the interest of national security, the Secretary, in coordination with the
Secretary of Homeland Security, may determine the time, manner, and form in which the registry established
under paragraph (1)(B) is made publicly available.

(5) ForeIGN LaBORATORIES. — Accreditation bodies recognized by the Secretary under paragraph (1) may
accredit laboratories that operate outside the United States, so long as such laboratories meet the accreditation
standards applicable to domestic laboratories accredited under this section.

(6) MoDEL LABORATORY STANDARDS. — The Secretary shall develop model standards that a laboratory shall meet
to be accredited by a recognized accreditation body for a specified sampling or analytical testing methodology
and included in the registry provided for under paragraph (1). In developing the model standards, the Secretary
shall consult existing standards for guidance. The model standards shall include —

(A) methods to ensure that —

(i) appropriate sampling, analytical procedures (including rapid analytical procedures), and commercially
available techniques are followed and reports of analyses are certified as true and accurate;

(ii) internal quality systems are established and maintained;

(iii) procedures exist to evaluate and respond promptly to complaints regarding analyses and other
activities for which the laboratory is accredited; and

(iv) individuals who conduct the sampling and analyses are qualified by training and experience to do
so; and

(B) any other criteria determined appropriate by the Secretary.
(7) REview oF REcoGNiTION. — To ensure compliance with the requirements of this section, the Secretary —

(A) shall periodically, and in no case less than once every 5 years, reevaluate accreditation bodies recognized
under paragraph (1) and may accompany auditors from an accreditation body to assess whether the
accreditation body meets the criteria for recognition; and

94

FOOD AND DRUG LAW INSTITUTE



Pub. L. No. 75-717, 52 Stat. 1040 (1938), as amended § 423 [350I]

(B) shall promptly revoke the recognition of any accreditation body found not to be in compliance with the
requirements of this section, specifying, as appropriate, any terms and conditions necessary for laboratories
accredited by such body to continue to perform testing as described in this section.

(b) TESTING PROCEDURES. —

(1) IN GENERAL. — Not later than 30 months after the date of enactment of the FDA Food Safety Modernization
Act, food testing shall be conducted by Federal laboratories or non-Federal laboratories that have been accredited
for the appropriate sampling or analytical testing methodology or methodologies by a recognized accreditation
body on the registry established by the Secretary under subsection (a)(1)(B) whenever such testing is conducted

(A) by or on behalf of an owner or consignee —

(i) in response to a specific testing requirement under this Act or implementing regulations, when
applied to address an identified or suspected food safety problem; and

(ii) as required by the Secretary, as the Secretary deems appropriate, to address an identified or suspected
food safety problem; or

(B) on behalf of an owner or consignee —
(i) in support of admission of an article of food under section 801(a); and
(ii) under an Import Alert that requires successful consecutive tests.

(2) ResuLts oF TesSTING. — The results of any such testing shall be sent directly to the Food and Drug
Administration, except the Secretary may by regulation exempt test results from such submission requirement
if the Secretary determines that such results do not contribute to the protection of public health. Test results
required to be submitted may be submitted to the Food and Drug Administration through electronic means.

(3) ExcepTiON. — The Secretary may waive requirements under this subsection if —

(A) a new methodology or methodologies have been developed and validated but a laboratory has not yet
been accredited to perform such methodology or methodologies; and

(B) the use of such methodology or methodologies are necessary to prevent, control, or mitigate a food
emergency or foodborne illness outbreak.

(c) REviEW BY SECRETARY. — If food sampling and testing performed by a laboratory run and operated by a State
or locality that is accredited by a recognized accreditation body on the registry established by the Secretary under
subsection (a) result in a State recalling a food, the Secretary shall review the sampling and testing results for the
purpose of determining the need for a national recall or other compliance and enforcement activities.

(d) No LiMiTt ON SECRETARIAL AUTHORITY. — Nothing in this section shall be construed to limit the ability of
the Secretary to review and act upon information from food testing, including determining the sufficiency of such
information and testing.

Skc. 423. [3501] MANDATORY RECALL AUTHORITY.

(a) VOLUNTARY pROCEDURES. — If the Secretary determines, based on information gathered through the reportable
food registry under section 417 or through any other means, that there is a reasonable probability that an article of
food (other than infant formula) is adulterated under section 402 or misbranded under section 403(w) and the use
of or exposure to such article will cause serious adverse health consequences or death to humans or animals, the
Secretary shall provide the responsible party (as defined in section 417) with an opportunity to cease distribution and
recall such article.

(b) PREHEARING ORDER TO CEASE DISTRIBUTION AND GIVE NOTICE. —

(1) IN GENERAL. — If the responsible party refuses to or does not voluntarily cease distribution or recall such
article within the time and in the manner prescribed by the Secretary (if so prescribed), the Secretary may, by
order require, as the Secretary deems necessary, such person to —

(A) immediately cease distribution of such article; and
(B) as applicable, immediately notify all persons —

(i) manufacturing, processing, packing, transporting, distributing, receiving, holding, or importing and
selling such article; and
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(ii) to which such article has been distributed, transported, or sold, to immediately cease distribution of
such article.

(2) REQUIRED ADDITIONAL INFORMATION. —

(A) IN GENERAL. — If an article of food covered by a recall order issued under paragraph (1)(B) has been
distributed to a warehouse-based third party logistics provider without providing such provider sufficient
information to know or reasonably determine the precise identity of the article of food covered by a recall
order that is in its possession, the notice provided by the responsible party subject to the order issued under
paragraph (1)(B) shall include such information as is necessary for the warehouse-based third party logistics
provider to identify the food.

(B) RuLEs oF CoNsTRUCTION. — Nothing in this paragraph shall be construed —

(i) to exempt a warehouse-based third party logistics provider from the requirements of this Act,
including the requirements in this section and section 414; or

(ii) to exempt a warehouse-based third party logistics provider from being the subject of a mandatory
recall order.

(3) DETERMINATION TO LiviT ArREAS AFFECTED. — If the Secretary requires a responsible party to cease
distribution under paragraph (1)(A) of an article of food identified in subsection (a), the Secretary may limit the
size of the geographic area and the markets affected by such cessation if such limitation would not compromise
the public health.

(c) HEARING ON ORDER. — The Secretary shall provide the responsible party subject to an order under subsection (b)
with an opportunity for an informal hearing, to be held as soon as possible, but not later than 2 days after the issuance
of the order, on the actions required by the order and on why the article that is the subject of the order should not be
recalled.

(d) PosT-HEARING RECALL ORDER AND MODIFICATION OF ORDER. —

(1) AMENDMENT OF ORDER. — If, after providing opportunity for an informal hearing under subsection (c), the
Secretary determines that removal of the article from commerce is necessary, the Secretary shall, as appropriate

(A) amend the order to require recall of such article or other appropriate action;

(B) specify a timetable in which the recall shall occur;

(C) require periodic reports to the Secretary describing the progress of the recall; and

(D) provide notice to consumers to whom such article was, or may have been, distributed.

(2) VacATING oF ORDER. — If, after such hearing, the Secretary determines that adequate grounds do not exist
to continue the actions required by the order, or that such actions should be modified, the Secretary shall vacate
the order or modify the order.

(e) RULE REGARDING ALCOHOLIC BEVERAGES. — The Secretary shall not initiate a mandatory recall or take any
other action under this section with respect to any alcohol beverage until the Secretary has provided the Alcohol and
Tobacco Tax and Trade Bureau with a reasonable opportunity to cease distribution and recall such article under the
Alcohol and Tobacco Tax and Trade Bureau authority.

(f) CooPERATION AND CONSULTATION. — The Secretary shall work with State and local public health officials in
carrying out this section, as appropriate.

(g) PuLic NoTtiFicATION. — In conducting a recall under this section, the Secretary shall —

(1) ensure that a press release is published regarding the recall, as well as alerts and public notices, as appropriate,
in order to provide notification —

(A) of the recall to consumers and retailers to whom such article was, or may have been, distributed; and
(B) that includes, at a minimum —

(i) the name of the article of food subject to the recall;

(ii) a description of the risk associated with such article; and

(iii) to the extent practicable, information for consumers about similar articles of food that are not
affected by the recall;
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(2) consult the policies of the Department of Agriculture regarding providing to the public a list of retail
consignees receiving products involved in a Class I recall and shall consider providing such a list to the public,
as determined appropriate by the Secretary; and

(3) if available, publish on the Internet Web site of the Food and Drug Administration an image of the article that
is the subject of the press release described in (1).

(h) No DELEGATION. — The authority conferred by this section to order a recall or vacate a recall order shall not be
delegated to any officer or employee other than the Commissioner.

(i) EFFecT. — Nothing in this section shall affect the authority of the Secretary to request or participate in a voluntary
recall, or to issue an order to cease distribution or to recall under any other provision of this Act or under the Public
Health Service Act.

(i) CoorDINATED COMMUNICATION. —

(1) IN GENERAL. — To assist in carrying out the requirements of this subsection, the Secretary shall establish an
incident command operation or a similar operation within the Department of Health and Human Services that
will operate not later than 24 hours after the initiation of a mandatory recall or the recall of an article of food for
which the use of, or exposure to, such article will cause serious adverse health consequences or death to humans
or animals.

(2) REQUIREMENTS. — To reduce the potential for miscommunication during recalls or regarding investigations of
a food borne illness outbreak associated with a food that is subject to a recall, each incident command operation
or similar operation under paragraph (1) shall use regular staff and resources of the Department of Health and
Human Services to —

(A) ensure timely and coordinated communication within the Department, including enhanced communication
and coordination between different agencies and organizations within the Department;

(B) ensure timely and coordinated communication from the Department, including public statements,
throughout the duration of the investigation and related foodborne illness outbreak;

(C) identify a single point of contact within the Department for public inquiries regarding any actions by the
Secretary related to a recall;

(D) coordinate with Federal, State, local, and tribal authorities, as appropriate, that have responsibilities
related to the recall of a food or a foodborne illness outbreak associated with a food that is subject to the
recall, including notification of the Secretary of Agriculture and the Secretary of Education in the event such
recalled food is a commodity intended for use in a child nutrition program (as identified in section 25(b) of
the Richard B. Russell National School Lunch Act (42 U.S.C. 17691(b)); and

(E) conclude operations at such time as the Secretary determines appropriate.

(3) MuLtipLE REcALLS. — The Secretary may establish multiple or concurrent incident command operations or
similar operations in the event of multiple recalls or foodborne illness outbreaks necessitating such action by the
Department of Health and Human Services.
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CHAPTER V — DRUGS AND DEVICES

SUBCHAPTER A — DRUGS AND DEVICES

SEc. 501. [351] ApDULTERATED DRUGS AND DEVICES.

A drug or device shall be deemed to be adulterated —

(@) —
(1) If it consists in whole or in part of any filthy, putrid, or decomposed substance; or
2 —

(A)ifithas been prepared, packed, or held under insanitary conditions whereby it may have been contaminated
with filth, or whereby it may have been rendered injurious to health; or

(B) if it is a drug and the methods used in, or the facilities or controls used for, its manufacture, processing,
packing or holding do not conform to or are not operated or administered in conformity with current good
manufacturing practice to assure that such drug meets the requirements of this Act as to safety and has the
identity and strength, and meets the quality and purity characteristics, which it purports or is represented to
possess; or

(C) if it is a compounded positron emission tomography drug and the methods used in, or the facilities and
controls used for, its compounding, processing, packing, or holding do not conform to or are not operated or
administered in conformity with the positron emission tomography compounding standards and the official
monographs of the United States Pharmacopeia to assure that such drug meets the requirements of this Act
as to safety and has the identity and strength, and meets the quality and purity characteristics, that it purports
or is represented to possess; or

(3) if its container is composed, in whole or in part, of any poisonous or deleterious substance which may render
the contents injurious to health; or

) if —

(A) it bears or contains, for purposes of coloring only, a color additive which is unsafe within the meaning
of section 721(a), or

(B) it is a color additive the intended use of which in or on drugs or devices is for purposes of coloring only
and is unsafe within the meaning of section 721(a); or

(5) if it is a new animal drug which is unsafe within the meaning of section 512; or

(6) if it is an animal feed bearing or containing a new animal drug, and such animal feed is unsafe within the
meaning of section 512.

(b) If it purports to be or is represented as a drug the name of which is recognized in an official compendium,
and its strength differs from, or its quality or purity falls below, the standards set forth in such compendium. Such
determination as to strength, quality, or purity shall be made in accordance with the tests or methods of assay set forth
in such compendium, except that whenever tests or methods of assay have not been prescribed in such compendium,
or such tests or methods of assay as are prescribed are, in the judgment of the Secretary, insufficient for the making
of such determination, the Secretary shall bring such fact to the attention of the appropriate body charged with
the revision of such compendium, and if such body fails within a reasonable time to prescribe tests or methods of
assay which, in the judgment of the Secretary, are sufficient for purposes of this paragraph, then the Secretary shall
promulgate regulations prescribing appropriate tests or methods of assay in accordance with which such determination
as to strength, quality, or purity shall be made. No drug defined in an official compendium shall be deemed to be
adulterated under this paragraph because it differs from the standard of strength, quality, or purity therefor set forth
in such compendium, if its difference in strength, quality, or purity from such standards is plainly stated on its label.
Whenever a drug is recognized in both the United States Pharmacopeia and the Homeopathic Pharmacopeia of the
United States it shall be subject to the requirements of the United States Pharmacopeia unless it is labeled and offered
for sale as a homeopathic drug, in which case it shall be subject to the provisions of the Homeopathic Pharmacopeia
of the United States and not to those of the United States Pharmacopeia.

(c) If it is not subject to the provisions of paragraph (b) of this section and its strength differs from, or its purity or
quality falls below, that which it purports or is represented to possess.
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(d) If it is a drug and any substance has been
(1) mixed or packed therewith so as to reduce its quality or strength or
(2) substituted wholly or in part therefor.
(e —
(D) If it is, or purports to be or is represented as, a device which is subject to a performance standard established
under section 514, unless such device is in all respects in conformity with such standard.
(2) If it is declared to be, purports to be, or is represented as, a device that is in conformity with any standard
recognized under section 514(c) unless such device is in all respects in conformity with such standard.
"H—
) Ifitis a class III device —
Aa)—

(i) which is required by an order issued under subsection (b) of section 515 to have an approval under
such section of an application for premarket approval and which is not exempt from section 515 under
section 520(g), and

(i) —
(I) for which an application for premarket approval or a notice of completion of a product

development protocol was not filed with the Secretary within the ninety-day period beginning on
the date of the issuance of such order, or

(I) for which such an application was filed and approval of the application has been denied,
suspended, or withdrawn, or such a notice was filed and has been declared not completed or the
approval of the device under the protocol has been withdrawn;

B)—
(i) which was classified under section 513(f) into class III, which under section 515(a) is required to
have in effect an approved application for premarket approval, and which is not exempt from section
515 under section 520(g), and

(ii) which has an application which has been suspended or is otherwise not in effect; or

(C) which was classified under section 520(1) into class III, which under such section is required to have in
effect an approved application under section 515, and which has an application which has been suspended
or is otherwise not in effect.

@ —
(A) In the case of a device classified under section 513(f) into class III and intended solely for investigational
use, paragraph (1)(B) shall not apply with respect to such device during the period ending on the ninetieth
day after the date of the promulgation of the regulations prescribing the procedures and conditions required
by section 520(g)(2).

(B) In the case of a device subject to an order issued under subsection (b) of section 515, paragraph (1) shall
not apply with respect to such device during the period ending —

(i) on the last day of the thirtieth calendar month beginning after the month in which the classification
of the device in class III became effective under section 513, or

(ii) on the ninetieth day after the date of the issuance of such order,
whichever occurs later.

(3) In the case of a device with respect to which a regulation was promulgated under section 515(b) prior to the
date of enactment of the Food and Drug Administration Safety and Innovation Act, a reference in this subsection
to an order issued under section 515(b) shall be deemed to include such regulation.

(g) If it is a banned device.

(h) If it is a device and the methods used in, or the facilities or controls used for, its manufacture, packing, storage,
or installation are not in conformity with applicable requirements under section 520(f)(1) or an applicable condition
prescribed by an order under section 520(f)(2).
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Skc.

(i) If it is a device for which an exemption has been granted under section 520(g) for investigational use and the
person who was granted such exemption or any investigator who uses such device under such exemption fails to
comply with a requirement prescribed by or under such section.

(j) If it is a drug or device and it has been manufactured, processed, packed, or held in any factory, warehouse, or
establishment and the owner, operator, or agent of such factory, warehouse, or establishment delays, denies, or limits
an inspection, or refuses to permit entry or inspection.

For purposes of paragraph (a)(2)(B), the term “current good manufacturing practice” includes the implementation of
oversight and controls over the manufacture of drugs to ensure quality, including managing the risk of an establishing
the safety of raw materials, materials used in the manufacturing of drugs, and finished drug products.

502. [352] MisBrANDED DRuUGS AND DEVICES.
A drug or device shall be deemed to be misbranded —

(a) (1) If its labeling is false or misleading in any particular. Health care economic information provided to a payor,
formulary committee, or other similar entity with knowledge and expertise in the area of health care economic analysis
carrying out its responsibilities for the selection of drugs for coverage or reimbursement, shall not be considered to
be false or misleading under this paragraph if the health care economic information relates to an indication approved
under section 505 or under section 351(a) of the Public Health Service Act for such drug, is based on competent and
reliable scientific evidence, and includes, where applicable, a conspicuous and prominent statement describing any
material differences between the health care economic information and the labeling approved for the drug under
section 505 or under section 351 of the Public Health Service Act. The requirements set forth in section 505(a) or
in subsections (a) and (k) of section 351 of the Public Health Service Act shall not apply to health care economic
information provided to such a payor, committee, or entity in accordance with this paragraph. Information that is
relevant to the substantiation of the health care economic information presented pursuant to this paragraph shall be
made available to the Secretary upon request.

(2) (A) For purposes of this paragraph, the term “health care economic information” means any analysis
(including the clinical data, inputs, clinical or other assumptions, methods, results, and other components
underlying or comprising the analysis) that identifies, measures, or describes the economic consequences, which
may be based on the separate or aggregated clinical consequences of the represented health outcomes, of the use
of a drug. Such analysis may be comparative to the use of another drug, to another health care intervention, or
to no intervention.

(B) Such term does not include any analysis that relates only to an indication that is not approved under
section 505 or under section 351 of the Public Health Service Act for such drug.

(b) If in a package form unless it bears a label containing
(1) the name and place of business of the manufacturer, packer, or distributor; and
(2) an accurate statement of the quantity of the contents in terms of weight, measure, or numerical count:

Provided, [t]hat under clause (2) of this paragraph reasonable variations shall be permitted, and exemptions as to
small packages shall be established, by regulations prescribed by the Secretary.

(¢) If any word, statement, or other information required by or under authority of this Act to appear on the label or
labeling is not prominently placed thereon with such conspicuousness (as compared with other words, statements,

designs, or devices, in the labeling) and in such terms as to render it likely to be read and understood by the ordinary
individual under customary conditions of purchase and use.

(d) [Repealed.]
(&) —
1 —

(A) If it is a drug, unless its label bears, to the exclusion of any other nonproprietary name (except the
applicable systematic chemical name or the chemical formula) —

(i) the established name (as defined in subparagraph (3)) of the drug, if there is such a name;

(ii) the established name and quantity or, if determined to be appropriate by the Secretary, the proportion
of each active ingredient, including the quantity, kind, and proportion of any alcohol, and also including
whether active or not the established name and quantity or if determined to be appropriate by the
Secretary, the proportion of any bromides, ether, chloroform, acetanilide, acetophenetidin, amidopyrine,
antipyrine, atropine, hyoscine, hyoscyamine, arsenic, digitalis, digitalis glucosides, mercury, ouabain,
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strophanthin, strychnine, thyroid, or any derivative or preparation of any such substances, contained
therein, except that the requirement for stating the quantity of the active ingredients, other than the
quantity of those specifically named in this subclause, shall not apply to nonprescription drugs not
intended for human use; and

(iii) the established name of each inactive ingredient listed in alphabetical order on the outside container
of the retail package and, if determined to be appropriate by the Secretary, on the immediate container,
as prescribed in regulation promulgated by the Secretary, except that nothing in this subclause shall be
deemed to require that any trade secret be divulged, and except that the requirements of this subclause
with respect to alphabetical order shall apply only to nonprescription drugs that are not also cosmetics
and that this subclause shall not apply to nonprescription drugs not intended for human use.

(B) For any prescription drug the established name of such drug or ingredient, as the case may be, on such
label (and on any labeling on which a name for such drug or ingredient is used) shall be printed prominently
and in type at least half as large as that used thereon for any proprietary name or designation for such drug
or ingredient, except that to the extent that compliance with the requirements of subclause (ii) or (iii) of
clause (A) or this clause is impracticable, exemptions shall be established by regulations promulgated by
the Secretary.

(2) Ifitis adevice and it has an established name, unless its label bears, to the exclusion of any other nonproprietary
name, its established name (as defined in subparagraph (4)) prominently printed in type at least half as large as
that used thereon for any proprietary name or designation for such device, except that to the extent compliance
with the requirements of this subparagraph is impracticable, exemptions shall be established by regulations
promulgated by the Secretary.

(3) As used in subparagraph (1), the term “established name”, with respect to a drug or ingredient thereof, means
(A) the applicable official name designated pursuant to section 508, or

(B) if there is no such name and such drug, or such ingredient, is an article recognized in an official
compendium, then the official title thereof in such compendium, or

(C) if neither clause (A) nor clause (B) of this subparagraph applies, then the common or usual name, if any,
of such drug or of such ingredient,

except that where clause (B) of this subparagraph applies to an article recognized in the United States
Pharmacopeia and in the Homeopathic Pharmacopeia under different official titles, the official title used in the
United States Pharmacopeia shall apply unless it is labeled and offered for sale as a homeopathic drug, in which
case the official title used in the Homeopathic Pharmacopeia shall apply.

(4) As used in subparagraph (2), the term “established name” with respect to a device means
(A) the applicable official name of the device designated pursuant to section 508,

(B) if there is no such name and such device is an article recognized in an official compendium, then the
official title thereof in such compendium, or

(C) if neither clause (A) nor clause (B) of this subparagraph applies, then any common or usual name of
such device.

(f) Unless its labeling bears
(1) adequate directions for use; and

(2) such adequate warnings against use in those pathological conditions or by children where its use may be
dangerous to health, or against unsafe dosage or methods or duration of administration or application, in such
manner and form, as are necessary for the protection of users,

except that where any requirement of clause (1) of this paragraph, as applied to any drug or device, is not necessary
for the protection of the public health, the Secretary shall promulgate regulations exempting such drug or device from
such requirement. Required labeling for prescription devices intended for use in health care facilities or by a health
care professional and required labeling for in vitro diagnostic devices intended for use by health care professionals
or in blood establishments may be made available solely by electronic means, provided that the labeling complies
with all applicable requirements of law, and that the manufacturer affords such users the opportunity to request the
labeling in paper form, and after such request, promptly provides the requested information without additional cost.

(g) If it purports to be a drug the name of which is recognized in an official compendium, unless it is packaged and
labeled as prescribed therein. The method of packing may be modified with the consent of the Secretary. Whenever a
drug is recognized in both the United States Pharmacopeia and the Homeopathic Pharmacopeia of the United States,
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it shall be subject to the requirements of the United States Pharmacopeia with respect to packaging, and labeling
unless it is labeled and offered for sale as a homeopathic drug, in which case it shall be subject to the provisions of
the Homeopathic Pharmacopeia of the United States, and not to those of the United States Pharmacopeia, except that
in the event of inconsistency between the requirements of this paragraph and those of paragraph (e) as to the name by
which the drug or its ingredients shall be designated, the requirements of paragraph (e) shall prevail.

(h) If it has been found by the Secretary to be a drug liable to deterioration, unless it is packaged in such form
and manner, and its label bears a statement of such precautions, as the Secretary shall by regulations require as
necessary for the protection of the public health. No such regulation shall be established for any drug recognized in
an official compendium until the Secretary shall have informed the appropriate body charged with the revision of
such compendium of the need for such packaging or labeling requirements and such body shall have failed within a
reasonable time to prescribe such requirements.

i —
(1) If it is a drug and its container is so made, formed, or filled as to be misleading; or
(2)if it is an imitation of another drug; or
3)if it is offered for sale under the name of another drug.

(j) If it is dangerous to health when used in the dosage or manner; or with the frequency or duration prescribed,
recommended, or suggested in the labeling thereof.

(k) [Repealed.]
(1) [Repealed.]

(m) If it is a color additive the intended use of which is for the purpose of coloring only, unless its packaging and
labeling are in conformity with such packaging and labeling requirements applicable to such color additive, as may
be contained in regulations issued under section 721.

(n) In the case of any prescription drug distributed or offered for sale in any State, unless the manufacturer, packer,
or distributor thereof includes in all advertisements and other descriptive printed matter issued or caused to be issued
by the manufacturer, packer, or distributor with respect to that drug a true statement of —

(1) the established name as defined in section 502(e), printed prominently and in type at least half as large as that
used for any trade or brand name thereof,

(2) the formula showing quantitatively each ingredient of such drug to the extent required for labels under section
502(e), and

(3) such other information in brief summary relating to side effects, contraindications, and effectiveness as shall
be required in regulations which shall be issued by the Secretary in accordance with section 701(a), and in the
case of published direct-to-consumer advertisements the following statement printed in conspicuous text: ‘You
are encouraged to report negative side effects of prescription drugs to the FDA. Visit www.fda.gov/medwatch,
or call 1-800-FDA-1088.’, except that

(A) except in extraordinary circumstances, no regulation issued under this paragraph shall require prior
approval by the Secretary of the content of any advertisement, and

(B) no advertisement of a prescription drug, published after the effective date of regulations issued under
this paragraph applicable to advertisements of prescription drugs, shall, with respect to the matters specified
in this paragraph or covered by such regulations, be subject to the provisions of sections 12 through 17 of the
Federal Trade Commission Act, as amended (15 U.S.C. 52-57).

This paragraph shall not be applicable to any printed matter which the Secretary determines to be labeling as defined
in section 201(m) of this Act. Nothing in the Convention on Psychotropic Substances, signed at Vienna, Austria, on
February 21, 1971, shall be construed to prevent drug price communications to consumers.

In the case of an advertisement for a drug subject to section 503(b)(1) presented directly to consumers in television
or radio format and stating the name of the drug and its conditions of use, the major statement relating to side effects
and contraindications shall be presented in a clear, conspicuous, and neutral manner.

(o) If it was manufactured, prepared, propagated, compounded, or processed in an establishment not duly registered
under section 510, if it is a drug and was imported or offered for import by a commercial importer of drugs not
duly registered under section 801(s), if it was not included in a list required by section 510(j), if a notice or other
information respecting it was not provided as required by such section or section 510(k), or if it does not bear such
symbols from the uniform system for identification of devices prescribed under section 510(e) as the Secretary by
regulation requires.
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(p) If it is a drug and its packaging or labeling is in violation of an applicable regulation issued pursuant to section 3
or 4 of the Poison Prevention Packaging Act of 1970.

(q) In the case of any restricted device distributed or offered for sale in any State, if
(1) its advertising is false or misleading in any particular, or
(2) it is sold, distributed, or used in violation of regulations prescribed under section 520(e).

(r) In the case of any restricted device distributed or offered for sale in any State, unless the manufacturer, packer, or
distributor thereof includes in all advertisements and other descriptive printed matter issued or caused to be issued by
the manufacturer, packer, or distributor with respect to that device —

(1) a true statement of the device’s established name as defined in section 502(e), printed prominently and in type
at least half as large as that used for any trade or brand name thereof, and

(2) a brief statement of the intended uses of the device and relevant warnings, precautions, side effects, and
contraindications and, in the case of specific devices made subject to a finding by the Secretary after notice
and opportunity for comment that such action is necessary to protect the public health, a full description of the
components of such device or the formula showing quantitatively each ingredient of such device to the extent
required in regulations which shall be issued by the Secretary after an opportunity for a hearing.

Except in extraordinary circumstances, no regulation issued under this paragraph shall require prior approval by the
Secretary of the content of any advertisement and no advertisement of a restricted device, published after the effective
date of this paragraph shall, with respect to the matters specified in this paragraph or covered by regulations issued
hereunder, be subject to the provisions of sections 12 through 15 of the Federal Trade Commission Act (15 U.S.C.
52-55). This paragraph shall not be applicable to any printed matter which the Secretary determines to be labeling as
defined in section 201(m).

(s) If it is a device subject to a performance standard established under section 514, unless it bears such labeling as
may be prescribed in such performance standard.

(t) If it is a device and there was a failure or refusal
(1) to comply with any requirement prescribed under section 518 respecting the device,
(2) to furnish any material or information required by or under section 519 respecting the device, or
(3) to comply with a requirement under section 522.

(u) If it is a device, unless it, or an attachment thereto, prominently and conspicuously bears the name of the
manufacturer of the device, a generally recognized abbreviation of such name, or a unique and generally recognized
symbol identifying such manufacturer, except that the Secretary may waive any requirement under this paragraph for
the device if the Secretary determines that compliance with the requirement is not feasible for the device or would
compromise the provision of reasonable assurance of the safety or effectiveness of the device.

(v) If it is a reprocessed single-use device, unless all labeling of the device prominently and conspicuously bears the
statement “Reprocessed device for single use. Reprocessed by—" The name of the manufacturer of the reprocessed
device shall be placed in the space identifying the person responsible for reprocessing.

(w) If it is a new animal drug —

(1) that is conditionally approved under section 571 and its labeling does not conform with the approved
application or section 571(f), or that is not conditionally approved under section 571 and its label bears the
statement set forth in section 571(f)(1)(A); or

(2) that is indexed under section 572 and its labeling does not conform with the index listing under section 572(e)
or 572(h), or that has not been indexed under section 572 and its label bears the statement set forth in section
572(h).

(x) If it is a nonprescription drug (as defined in section 760) that is marketed in the United States, unless the label of
such drug includes a domestic address or domestic phone number through which the responsible person (as described
in section 760) may receive a report of a serious adverse event (such as defined in section 760) with such drug.

(y) If it is a drug subject to an approved risk evaluation and mitigation strategy pursuant to section 505(p) and the
responsible person (as such term is used in section 505-1) fails to comply with a requirement of such strategy
provided for under subsection (d), (e), or (f) of section 505—1.

(z) If it is a drug, and the responsible person (as such term is used in section 505(0)) is in violation of a requirement
established under paragraph (3) (relating to postmarket studies and clinical trials) or paragraph (4) (relating to
labeling) of section 505(0) with respect to such drug.
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(aa) Ifitis a drug, or an active pharmaceutical ingredient, and it was manufactured, prepared, propagated, compounded,
or processed in a facility for which fees have not been paid as required by section 744 A(a)(4) or for which identifying
information required by section 744B(f) has not been submitted, or it contains an active pharmaceutical ingredient
that was manufactured, prepared, propagated, compounded, or processed in such a facility.

(bb) If the advertising or promotion of a compounded drug is false or misleading in any particular.
(ce) If it is a drug and it fails to bear the product identifier as required by section 582.

(dd) If it is an antimicrobial drug, as defined in section 511A(f), and its labeling fails to conform with the requirements
under section 511A(d).

Skec. 503. [353] ExempTiONS AND CONSIDERATION FOR CERTAIN DRUGS, DEVICES, AND BioLoGIicaL ProbucTs.

(a) The Secretary is hereby directed to promulgate regulations exempting from any labeling or packaging requirement
of this Act drugs and devices which are, in accordance with the practice of the trade, to be processed, labeled,
or repacked in substantial quantities at establishments other than those where originally processed or packed, on
condition that such drugs and devices are not adulterated or misbranded, under the provisions of this Act upon
removal from such processing, labeling, or repacking establishment.

(b) —

(1) A drug intended for use by man which —

(A) because of its toxicity or other potentiality for harmful effect, or the method of its use, or the collateral
measures necessary to its use, is not safe for use except under the supervision of a practitioner licensed by
law to administer such drug; or

(B) is limited by an approved application under section 505 to use under the professional supervision of a
practitioner licensed by law to administer such drug;

shall be dispensed only
(i) upon a written prescription of a practitioner licensed by law to administer such drug, or

(ii) upon an oral prescription of such practitioner which is reduced promptly to writing and filed by the
pharmacist, or

(iii) by refilling any such written or oral prescription if such refilling is authorized by the prescriber
either in the original prescription or by oral order which is reduced promptly to writing and filed by the
pharmacist.

The act of dispensing a drug contrary to the provisions of this paragraph shall be deemed to be an act which
results in the drug being misbranded while held for sale.

(2) Any drug dispensed by filling or refilling a written or oral prescription of a practitioner licensed by law to
administer such drug shall be exempt from the requirements of section 502, except paragraphs (a), (i) (2) and (3),
(k), and (1), and the packaging requirements of paragraphs (g), (h), and (p), if the drug bears a label containing
the name and address of the dispenser, the serial number and date of the prescription or of its filling, the name of
the prescriber, and, if stated in the prescription, the name of the patient, and the directions for use and cautionary
statements, if any, contained in such prescription. This exemption shall not apply to any drug dispensed in the
course of the conduct of a business of dispensing drugs pursuant to diagnosis by mail, or to a drug dispensed in
violation of paragraph (1) of this subsection.

(3) The Secretary may by regulation remove drugs subject to section 505 from the requirements of paragraph (1)
of this subsection when such requirements are not necessary for the protection of the public health.

4 —
(A) A drug that is subject to paragraph (1) shall be deemed to be misbranded if at any time prior to dispensing
the label of the drug fails to bear, at a minimum, the symbol “Rx only”.

(B) A drug to which paragraph (1) does not apply shall be deemed to be misbranded if at any time prior to
dispensing the label of the drug bears the symbol described in subparagraph (A).

(5) Nothing in this subsection shall be construed to relieve any person from any requirement prescribed by
or under authority of law with respect to drugs now included or which may hereafter be included within the
classifications stated in section 3220 of the Internal Revenue Code (26 U.S.C. 3220), or to marihuana as defined
in section 3238(b) of the Internal Revenue Code (26 U.S.C. 3238(b)).
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(©—
(1) No person may sell, purchase, or trade or offer to sell, purchase, or trade any drug sample. For purposes of
this paragraph and subsection (d), the term “drug sample” means a unit of a drug, subject to subsection (b),
which is not intended to be sold and is intended to promote the sale of the drug. Nothing in this paragraph shall
subject an officer or executive of a drug manufacturer or distributor to criminal liability solely because of a
sale, purchase, trade, or offer to sell, purchase, or trade in violation of this paragraph by other employees of the
manufacturer or distributor.

(2) No person may sell, purchase, or trade, offer to sell, purchase, or trade, or counterfeit any coupon. For
purposes of this paragraph, the term “coupon” means a form which may be redeemed, at no cost or at a reduced
cost, for a drug which is prescribed in accordance with subsection (b).

3)—
(A) No person may sell, purchase, or trade, or offer to sell, purchase, or trade, any drug —
(i) which is subject to subsection (b), and
(i) —
(D which was purchased by a public or private hospital or other health care entity, or
(I) which was donated or supplied at a reduced price to a charitable organization described in
section 501(c)(3) of the Internal Revenue Code of 1954.
(B) Subparagraph (A) does not apply to —

(i) the purchase or other acquisition by a hospital or other health care entity which is a member of a
group purchasing organization of a drug for its own use from the group purchasing organization or from
other hospitals or health care entities which are members of such organization,

(ii) the sale, purchase, or trade of a drug or an offer to sell, purchase, or trade a drug by an organization
described in subparagraph (A)(ii)(I) to a nonprofit affiliate of the organization to the extent otherwise
permitted by law,

(iii) a sale, purchase, or trade of a drug or an offer to sell, purchase, or trade a drug among hospitals or
other health care entities which are under common control,

(iv) a sale, purchase, or trade of a drug or an offer to sell, purchase, or trade a drug for emergency
medical reasons, or

(v) a sale, purchase, or trade of a drug, an offer to sell, purchase, or trade a drug, or the dispensing of a
drug pursuant to a prescription executed in accordance with subsection (b).
For purposes of this paragraph, the term “entity” does not include a wholesale distributor of drugs or a retail pharmacy
licensed under State law and the term “emergency medical reasons” includes transfers of a drug between health care
entities or from a health care entity to a retail pharmacy undertaken to alleviate temporary shortages of the drug
arising from delays in or interruptions of regular distribution schedules.

(d)—
(1) Except as provided in paragraphs (2) and (3), no person may distribute any drug sample. For purposes of this
subsection, the term “distribute” does not include the providing of a drug sample to a patient by a —
(A) practitioner licensed to prescribe such drug,
(B) health care professional acting at the direction and under the supervision of such a practitioner, or

(C) pharmacy of a hospital or of another health care entity that is acting at the direction of such a practitioner
and that received such sample pursuant to paragraph (2) or (3).

@ —
(A) The manufacturer or authorized distributor of record of a drug subject to subsection (b) may, in
accordance with this paragraph, distribute drug samples by mail or common carrier to practitioners licensed
to prescribe such drugs or, at the request of a licensed practitioner, to pharmacies of hospitals or other health
care entities. Such a distribution of drug samples may only be made —

(i) in response to a written request for drug samples made on a form which meets the requirements of
subparagraph (B), and
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(ii) under a system which requires the recipient of the drug sample to execute a written receipt for the
drug sample upon its delivery and the return of the receipt to the manufacturer or authorized distributor
of record.

(B) A written request for a drug sample required by subparagraph (A)(i) shall contain —
(i) the name, address, professional designation, and signature of the practitioner making the request,
(ii) the identity of the drug sample requested and the quantity requested,
(iii) the name of the manufacturer of the drug sample requested, and
(iv) the date of the request.

(C) Each drug manufacturer or authorized distributor of record which makes distributions by mail or
common carrier under this paragraph shall maintain, for a period of 3 years, the request forms submitted
for such distributions and the receipts submitted for such distributions and shall maintain a record of
distributions of drug samples which identifies the drugs distributed and the recipients of the distributions.
Forms, receipts, and records required to be maintained under this subparagraph shall be made available
by the drug manufacturer or authorized distributor of record to Federal and State officials engaged in the
regulation of drugs and in the enforcement of laws applicable to drugs.

(3) The manufacturer or authorized distributor of record of a drug subject to subsection (b) may, by means
other than mail or common carrier, distribute drug samples only if the manufacturer or authorized distributor of
record makes the distributions in accordance with subparagraph (A) and carries out the activities described in
subparagraphs (B) through (F) as follows:

(A) Drug samples may only be distributed —

(i) to practitioners licensed to prescribe such drugs if they make a written request for the drug samples,
or

(ii) at the written request of such a licensed practitioner, to pharmacies of hospitals or other health care
entities.

A written request for drug samples shall be made on a form which contains the practitioner’s name, address,
and professional designation, the identity of the drug sample requested, the quantity of drug samples
requested, the name of the manufacturer or authorized distributor of record of the drug sample, the date of
the request and signature of the practitioner making the request.

(B) Drug manufacturers or authorized distributors of record shall store drug samples under conditions that
will maintain their stability, integrity, and effectiveness and will assure that the drug samples will be free of
contamination, deterioration, and adulteration.

(C) Drug manufacturers or authorized distributors of record shall conduct, at least annually, a complete and
accurate inventory of all drug samples in the possession of representatives of the manufacturer or authorized
distributor of record. Drug manufacturers or authorized distributors of record shall maintain lists of the
names and address of each of their representatives who distribute drug samples and of the sites where drug
samples are stored. Drug manufacturers or authorized distributors of record shall maintain records for at least
3 years of all drug samples distributed, destroyed, or returned to the manufacturer or authorized distributor
of record, of all inventories maintained under this subparagraph, of all thefts or significant losses of drug
samples, and of all requests made under subparagraph (A) for drug samples. Records and lists maintained
under this subparagraph shall be made available by the drug manufacturer or authorized distributor of record
to the Secretary upon request.

(D) Drug manufacturers or authorized distributors of record shall notify the Secretary of any significant loss
of drug samples and any known theft of drug samples.

(E) Drug manufacturers or authorized distributors of record shall report to the Secretary any conviction of
their representatives for violations of subsection (c)(1) or a State law because of the sale, purchase, or trade
of a drug sample or the offer to sell, purchase, or trade a drug sample.

(F) Drug manufacturers or authorized distributors of record shall provide to the Secretary the name and
telephone number of the individual responsible for responding to a request for information respecting drug
samples.

(4) In this subsection, the term “authorized distributors of record” means those distributors with whom a
manufacturer has established an ongoing relationship to distribute such manufacturer’s products.
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(e —
(1) REQUIREMENT. — Subject to section 583:

(A) In GENERAL. — No person may engage in wholesale distribution of a drug subject to subsection (b)(1)
in any State unless such person —

®
(I) is licensed by the State from which the drug is distributed; or

(ID) if the State from which the drug is distributed has not established a licensure requirement, is
licensed by the Secretary; and

(ii) if the drug is distributed interstate, is licensed by the State into which the drug is distributed if the
State into which the drug is distributed requires the licensure of a person that distributes drugs into the
State.

(B) Stanparps. — Each Federal and State license described in subparagraph (A) shall meet the standards,
terms, and conditions established by the Secretary under section 583.

(2) REPORTING AND DATABASE. —

(A) RePORTING. — Beginning January 1, 2015, any person who owns or operates an establishment that
engages in wholesale distribution shall —

(i) report to the Secretary, on an annual basis pursuant to a schedule determined by the Secretary —

(I) each State by which the person is licensed and the appropriate identification number of each
such license; and

(IT) the name, address, and contact information of each facility at which, and all trade names under
which, the person conducts business; and

(ii) report to the Secretary within a reasonable period of time and in a reasonable manner, as determined
by the Secretary, any significant disciplinary actions, such as the revocation or suspension of a wholesale
distributor license, taken by a State or the Federal Government during the reporting period against the
wholesale distributor.

(B) DataBase. — Not later than January 1, 2015, the Secretary shall establish a database of authorized
wholesale distributors. Such database shall —

(i) identify each authorized wholesale distributor by name, contact information, and each State where
such wholesale distributor is appropriately licensed to engage in wholesale distribution;

(ii) be available to the public on the Internet Web site of the Food and Drug Administration; and
(iii) be regularly updated on a schedule determined by the Secretary.

(C) CoorpinaTioN. — The Secretary shall establish a format and procedure for appropriate State officials to
access the information provided pursuant to subparagraph (A) in a prompt and secure manner.

(D) ConripenTIALITY. — Nothing in this paragraph shall be construed as authorizing the Secretary to
disclose any information that is a trade secret or confidential information subject to section 552(b)(4) of
title 5, United States Code, or section 1905 of title 18, United States Code.

(3) Costs. —

(A) AutHoRrIZED FEES OF SECRETARY. — If a State does not establish a licensing program for persons engaged
in the wholesale distribution of a drug subject to subsection (b), the Secretary shall license a person engaged
in wholesale distribution located in such State and may collect a reasonable fee in such amount necessary
to reimburse the Secretary for costs associated with establishing and administering the licensure program
and conducting periodic inspections under this section. The Secretary shall adjust fee rates as needed on an
annual basis to generate only the amount of revenue needed to perform this service. Fees authorized under
this paragraph shall be collected and available for obligation only to the extent and in the amount provided
in advance in appropriations Acts. Such fees are authorized to remain available until expended. Such sums
as may be necessary may be transferred from the Food and Drug Administration salaries and expenses
appropriation account without fiscal year limitation to such appropriation account for salaries and expenses
with such fiscal year limitation.

(B) StatE LicensING FEEs. — Nothing in this Act shall prohibit States from collecting fees from wholesale
distributors in connection with State licensing of such distributors.
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(4) For the purposes of this subsection and subsection (d), the term “wholesale distribution” means the distribution
of a drug subject to subsection (b) to a person other than a consumer or patient, or receipt of a drug subject to
subsection (b) by a person other than the consumer or patient, but does not include —

(A) intracompany distribution of any drug between members of an affiliate or within a manufacturer;

(B) the distribution of a drug, or an offer to distribute a drug among hospitals or other health care entities
which are under common control;

(C) the distribution of a drug or an offer to distribute a drug for emergency medical reasons, including a
public health emergency declaration pursuant to section 319 of the Public Health Service Act, except that,
for purposes of this paragraph, a drug shortage not caused by a public health emergency shall not constitute
an emergency medical reason;

(D) the dispensing of a drug pursuant to a prescription executed in accordance with subsection (b)(1);

(E) the distribution of minimal quantities of drug by a licensed retail pharmacy to a licensed practitioner
for office use;

(F) the distribution of a drug or an offer to distribute a drug by a charitable organization to a nonprofit
affiliate of the organization to the extent otherwise permitted by law;

(G) the purchase or other acquisition by a dispenser, hospital, or other health care entity of a drug for use by
such dispenser, hospital, or other health care entity;

(H) the distribution of a drug by the manufacturer of such drug;

(D) the receipt or transfer of a drug by an authorized third-party logistics provider provided that such third-
party logistics provider does not take ownership of the drug;

(J) a common carrier that transports a drug, provided that the common carrier does not take ownership of
the drug;

(K) the distribution of a drug, or an offer to distribute a drug by an authorized repackager that has taken
ownership or possession of the drug and repacks it in accordance with section 582(e);

(L) salable drug returns when conducted by a dispenser;

(M) the distribution of a collection of finished medical devices, which may include a product or biological
product, assembled in kit form strictly for the convenience of the purchaser or user (referred to in this
subparagraph as a “medical convenience kit”) if —

(i) the medical convenience kit is assembled in an establishment that is registered with the Food and
Drug Administration as a device manufacturer in accordance with section 510(b)(2);

(i) the medical convenience kit does not contain a controlled substance that appears in a schedule
contained in the Comprehensive Drug Abuse Prevention and Control Act of 1970;

(iii) in the case of a medical convenience kit that includes a product, the person that manufacturers the
kit, —
(I) purchased such product directly from the pharmaceutical manufacturer or from a wholesale
distributor that purchased the product directly from the pharmaceutical manufacturer; and

(IT) does not alter the primary container or label of the product as purchased from the manufacturer
or wholesale distributor; and

(iv) in the case of a medical convenience kit that includes a product, the product is —
(D) an intravenous solution intended for the replenishment of fluids and electrolytes;
(IT) a product intended to maintain the equilibrium of water and minerals in the body;
(IIT) a product intended for irrigation or reconstitution;
(IV) an anesthetic;
(V) an anticoagulant;
(VI) a vasopressor; or
(VII) a sympathomimetic;

(N) the distribution of an intravenous drug that, by its formulation, is intended for the replenishment of fluids
and electrolytes (such as sodium, chloride, and potassium) or calories (such as dextrose and amino acids);
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(O) the distribution of an intravenous drug used to maintain the equilibrium of water and minerals in the
body, such as dialysis solutions;

(P) the distribution of a drug that is intended for irrigation, or sterile water, whether intended for such
purposes or for injection;

(Q) the distribution of medical gas, as defined in section 575;
(R) facilitating the distribution of a product by providing solely administrative services, including processing
of orders and payments; or

(S) the transfer of a product by a hospital or other health care entity, or by a wholesale distributor or
manufacturer operating at the direction of the hospital or other health care entity, to a repackager described
in section 581(16)(B) and registered under section 510 for the purpose of repackaging the drug for use by
that hospital, or other health care entity and other health care entities that are under common control, if
ownership of the drug remains with the hospital or other health care entity at all times.

(5) THirD-PARTY LoOGISTICS PROVIDERS. — Notwithstanding paragraphs (1) through (4), each entity that meets the
definition of a third-party logistics provider under section 581(22) shall obtain a license as a third-party logistics
provider as described in section 584(a) and is not required to obtain a license as a wholesale distributor if the
entity never assumes an ownership interest in the product it handles.

(6) ArrFiLIATE. — For purposes of this subsection, the term “affiliate” means a business entity that has a
relationship with a second business entity if, directly or indirectly —

(A) one business entity controls, or has the power to control, the other business entity; or
(B) a third party controls, or has the power to control, both of the business entities.
®H—
H—

(A) A drug intended for use by animals other than man other than a veterinary feed directive drug intended
for use in animal feed or an animal feed bearing or containing a veterinary feed directive drug, which —

(i) because of its toxicity or other potentiality for harmful effect, or the method of its use, or the collateral
measures necessary for its use, is not safe for animal use except under the professional supervision of a
licensed veterinarian, or

(ii) is limited by an approved application under subsection (b) of section 512, a conditionally-approved
application under section 571, or an index listing under section 572 to use under the professional
supervision of a licensed veterinarian,

shall be dispensed only by or upon the lawful written or oral order of a licensed veterinarian in the course of
the veterinarian’s professional practice.

(B) For purposes of subparagraph (A), an order is lawful if the order —
(i) is a prescription or other order authorized by law,

(ii) is, if an oral order, promptly reduced to writing by the person lawfully filling the order, and filed by
that person, and

(iii) is refilled only if authorized in the original order or in a subsequent oral order promptly reduced to
writing by the person lawfully filling the order, and filed by that person.

(C) The act of dispensing a drug contrary to the provisions of this paragraph shall be deemed to be an act
which results in the drug being misbranded while held for sale.

(2) Any drug when dispensed in accordance with paragraph (1) of this subsection —

(A) Shall be exempt from the requirements of section 502, except subsections (a), (g), (h), (1)(2), (1)(3), and
(p) of such section, and

(B) shall be exempt from the packaging requirements of subsections (g), (h), and (p) of such section, if —

(i) when dispensed by a licensed veterinarian, the drug bears a label containing the name and address
of the practitioner and any directions for use and cautionary statements specified by the practitioner, or

(ii) when dispensed by filling the lawful order of a licensed veterinarian, the drug bears a label containing
the name and address of the dispenser, the serial number and date of the order or of its filing, the name
of the licensed veterinarian, and the directions for use and cautionary statements, if any, contained in
such order.
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The preceding sentence shall not apply to any drug dispensed in the course of the conduct of a business of
dispensing drugs pursuant to diagnosis by mail.

(3) The Secretary may by regulation exempt drugs for animals other than man subject to section 512, 571, or
572 from the requirements of paragraph (1) when such requirements are not necessary for the protection of the
public health.

(4) A drug which is subject to paragraph (1) shall be deemed to be misbranded if at any time prior to dispensing
its label fails to bear the statement “Caution: Federal law restricts this drug to use by or on the order of a licensed
veterinarian.”. A drug to which paragraph (1) does not apply shall be deemed to be misbranded if at any time
prior to dispensing its label bears the statement specified in the preceding sentence.

1 —
(A) The Secretary shall, in accordance with this subsection, assign a primary agency center to regulate
products that constitute a combination of a drug, device, or biological product.

(B) The Secretary shall conduct the premarket review of any combination product under a single application,
whenever appropriate.

(C) For purposes of this subsection, the term “primary mode of action” means the single mode of action of
a combination product expected to make the greatest contribution to the overall intended therapeutic effects
of the combination product.

(D) The Secretary shall determine the primary mode of action of the combination product. If the Secretary
determines that the primary mode of action is that of—

(i) a drug (other than a biological product), the agency center charged with premarket review of drugs
shall have primary jurisdiction;

(ii) a device, the agency center charged with premarket review of devices shall have primary jurisdiction; or

(iii) a biological product, the agency center charged with premarket review of biological products shall
have primary jurisdiction.

(E) In determining the primary mode of action of a combination product, the Secretary shall not determine
that the primary mode of action is that of a drug or biological product solely because the combination
product has any chemical action within or on the human body.

(F) If a sponsor of a combination product disagrees with the determination under subparagraph (D)—

(i) such sponsor may request, and the Secretary shall provide, a substantive rationale to such sponsor
that references scientific evidence provided by the sponsor and any other scientific evidence relied upon
by the Secretary to support such determination; and

(i) -
(I) the sponsor of the combination product may propose one or more studies (which may be

nonclinical, clinical, or both) to establish the relevance, if any, of the chemical action in achieving
the primary mode of action of such product;

(II) if the sponsor proposes any such studies, the Secretary and the sponsor of such product shall
collaborate and seek to reach agreement, within a reasonable time of such proposal, not to exceed
90 calendar days, on the design of such studies; and

(IID) if an agreement is reached under subclause (I1) and the sponsor conducts one or more of such
studies, the Secretary shall consider the data resulting from any such study when reevaluating the
determination of the primary mode of action of such product, and unless and until such reevaluation
has occurred and the Secretary issues a new determination, the determination of the Secretary
under subparagraph (D) shall remain in effect.

2) -
A -
(i) To establish clarity and certainty for the sponsor, the sponsor of a combination product may request
a meeting on such combination product. If the Secretary concludes that a determination of the primary

mode of action pursuant to paragraph (1)(D) is necessary, the sponsor may request such meeting only
after the Secretary makes such determination. If the sponsor submits a written meeting request, the
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Secretary shall, not later than 75 calendar days after receiving such request, meet with the sponsor of
such combination product.

(i) A meeting under clause (i) may—

(I) address the standards and requirements for market approval or clearance of the combination
product;

(IT) address other issues relevant to such combination product, such as requirements related to
postmarket modification of such combination product and good manufacturing practices applicable
to such combination product; and

(IID) identify elements under subclauses (I) and (II) that may be more appropriate for discussion
and agreement with the Secretary at a later date given that scientific or other information is not
available, or agreement is otherwise not feasible regarding such elements, at the time a request for
such meeting is made.

(iii) Any agreement under this subparagraph shall be in writing and made part of the administrative
record by the Secretary.

(iv) Any such agreement shall remain in effect, except—
(I) upon the written agreement of the Secretary and the sponsor or applicant; or

(IT) pursuant to a decision by the director of the reviewing division of the primary agency center,
or a person more senior than such director, in consultation with consulting centers and the Office,
as appropriate, that an issue essential to determining whether the standard for market clearance
or other applicable standard under this Act or the Public Health Service Act applicable to the
combination product has been identified since the agreement was reached, or that deviating from
the agreement is otherwise justifiable based on scientific evidence, for public health reasons.

(3) For purposes of conducting the premarket review of a combination product that contains an approved
constituent part described in paragraph (4), the Secretary may require that the sponsor of such combination
product submit to the Secretary only data or information that the Secretary determines is necessary to meet the
standard for clearance or approval, as applicable, under this Act or the Public Health Service Act, including any
incremental risks and benefits posed by such combination product, using a risk-based approach and taking into
account any prior finding of safety and effectiveness or substantial equivalence for the approved constituent part
relied upon by the applicant in accordance with paragraph (5).

(4) For purposes of paragraph (3), an approved constituent part is—

(A) a drug constituent part of a combination product being reviewed in a single application or request under
section 515, 510(k), or 513(f)(2) (submitted in accordance with paragraph (5)), that is an approved drug,
provided such application or request complies with paragraph (5);

(B) a device constituent part approved under section 515 that is referenced by the sponsor and that is available
for use by the Secretary under section 520(h)(4); or

(C) any constituent part that was previously approved, cleared, or classified under section 505, 510(k),
513(f)(2), or 515 of this Act for which the sponsor has a right of reference or any constituent part that is a
nonprescription drug, as defined in section 760(a)(2).

-
(A) If an application is submitted under section 515 or 510(k) or a request is submitted under section 513(f)(2),
consistent with any determination made under paragraph (1)(D), for a combination product containing as a
constituent part an approved drug—

(i) the application or request shall include the certification or statement described in section 505(b)(2);
and

(ii) the applicant or requester shall provide notice as described in section 505(b)(3).
(B) For purposes of this paragraph and paragraph (4), the term ‘approved drug’ means an active ingredient—
(i) that was in an application previously approved under section 505(c);

(ii) where such application is relied upon by the applicant submitting the application or request described
in subparagraph (A);
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(iii) for which full reports of investigations that have been made to show whether such drug is safe for
use and whether such drug is effective in use were not conducted by or for the applicant submitting the
application or request described in subparagraph (A); and

(iv) for which the applicant submitting the application or request described in subparagraph (A) has
not obtained a right of reference or use from the person by or for whom the investigations described in
clause (iii) were conducted.

(C) The following provisions shall apply with respect to an application or request described in subparagraph
(A) to the same extent and in the same manner as if such application or request were an application described
in section 505(b)(2) that referenced the approved drug:

(i) Subparagraphs (A), (B), (C), and (D) of section 505(c)(3).
(ii) Clauses (ii), (iii), and (iv) of section 505(c)(3)(E).

(iii) Subsections (b) and (c) of section 505A.

(iv) Section 505E(a).

(v) Section 527(a).

(D) Notwithstanding any other provision of this subsection, an application or request for classification for
a combination product described in subparagraph (A) shall be considered an application submitted under
section 505(b)(2) for purposes of section 271(e)(2)(A) of title 35, United States Code.

(6) Nothing in this subsection shall be construed as prohibiting a sponsor from submitting separate applications
for the constituent parts of a combination product, unless the Secretary determines that a single application is
necessary.

(7) Nothing in this subsection shall prevent the Secretary from using any agency resources of the Food and Drug
Administration necessary to ensure adequate review of the safety, effectiveness, or substantial equivalence of an
article.

®—

(A) Not later than 60 days after the date of the enactment of this paragraph, the Secretary shall establish
within the Office of the Commissioner of Food and Drugs an office to ensure the prompt assignment of
combination products to agency centers, the timely and effective premarket review of such products, and
consistent and appropriate postmarket regulation of like products subject to the same statutory requirements
to the extent permitted by law. Additionally, the office shall, in determining whether a product is to be
designated a combination product, consult with the component within the Office of the Commissioner of
Food and Drugs that is responsible for such determinations. Such office (referred to in this paragraph as the
“Office”) shall have appropriate scientific and medical expertise, and shall be headed by a director.

(B) In carrying out this subsection, the Office shall, for each combination product, promptly assign an
agency center with primary jurisdiction in accordance with paragraph (1) for the premarket review of such
product.

©—
(i) In carrying out this subsection, the Office shall ensure timely and effective premarket review that

involves more than one agency center by coordinating such reviews, overseeing the timeliness of such
reviews, and overseeing the alignment of feedback regarding such reviews.

(ii) In order to ensure the timeliness and alignment of the premarket review of a combination product,
the agency center with primary jurisdiction for the product, and the consulting agency center, shall be
responsible to the Office with respect to the timeliness and alignment of the premarket review.

(iii) The Office shall ensure that, with respect to a combination product, a designated person or persons
in the primary agency center is the primary point or points of contact for the sponsor of such combination
product. The Office shall also coordinate communications to and from any consulting center involved
in such premarket review, if requested by such primary agency center or any such consulting center.
Agency communications and commitments, to the extent consistent with other provisions of law and
the requirements of all affected agency centers, from the primary agency center shall be considered as
communication from the Secretary on behalf of all agency centers involved in the review.

(iv) The Office shall, with respect to the premarket review of a combination product—
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(I) ensure that any meeting between the Secretary and the sponsor of such product is attended by
each agency center involved in the review, as appropriate;

(IT) ensure that each consulting agency center has completed its premarket review and provided the
results of such review to the primary agency center in a timely manner; and

(IIT) ensure that each consulting center follows the guidance described in clause (vi) and advises,
as appropriate, on other relevant regulations, guidances, and policies.

(v) In seeking agency action with respect to a combination product, the sponsor of such product—
(I) shall identify the product as a combination product; and

(IT) may request in writing the participation of representatives of the Office in meetings related
to such combination product, or to have the Office otherwise engage on such regulatory matters
concerning the combination product.

(vi) Not later than 4 years after the date of enactment of the 21st Century Cures Act [December 13,
2016 —Ed.], and after a public comment period of not less than 60 calendar days, the Secretary shall
issue a final guidance that describes—

(I) the structured process for managing presubmission interactions with sponsors developing
combination products;

(IT) the best practices for ensuring that the feedback in such pre-submission interactions represents
the Agency’s best advice based on the information provided during such pre-submission interactions;

(IID) the information that is required to be submitted with a meeting request under paragraph (2),
how such meetings relate to other types of meetings in the Food and Drug Administration, and the
form and content of any agreement reached through a meeting under such paragraph (2);

(D) In carrying out this subsection, the Office shall ensure the consistency and appropriateness of postmarket
regulation of like products subject to the same statutory requirements to the extent permitted by law.

(E) —

(i) Any dispute regarding the timeliness of the premarket review of a combination product may be
presented to the Office for resolution, unless the dispute is clearly premature.

(ii) During the review process, any dispute regarding the substance of the premarket review may be
presented to the Commissioner of Food and Drugs after first being considered by the agency center with
primary jurisdiction of the premarket review, under the scientific dispute resolution procedures for such
center. The Commissioner of Food and Drugs shall consult with the Director of the Office in resolving
the substantive dispute.

(F) The Secretary, acting through the Office, shall review each agreement, guidance, or practice of the
Secretary that is specific to the assignment of combination products to agency centers and shall determine
whether the agreement, guidance, or practice is consistent with the requirements of this subsection. In
carrying out such review, the Secretary shall consult with stakeholders and the directors of the agency
centers. After such consultation, the Secretary shall determine whether to continue in effect, modify, revise,
or eliminate such agreement, guidance, or practice, and shall publish in the Federal Register a notice of the
availability of such modified or revised agreement, guidance or practice. Nothing in this paragraph shall be
construed as preventing the Secretary from following each agreement, guidance, or practice until continued,
modified, revised, or eliminated.

(G) Not later than one year after the date of the enactment of this paragraph (except with respect to clause
(iv), beginning not later than one year after the date of the enactment of the 21st Century Cures Act) and
annually thereafter, the Secretary shall report to the appropriate committees of Congress on the activities
and impact of the Office. The report shall include provisions —

(i) describing the numbers and types of combination products under review and the timeliness in days
of such assignments, reviews, and dispute resolutions;

(ii) identifying the number of premarket reviews of such products that involved a consulting agency
center;

(iii) describing improvements in the consistency of postmarket regulation of combination products; and

(iv) identifying the percentage of combination products for which a dispute resolution, with respect to
premarket review, was requested by the combination product’s sponsor.
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(H) Nothing in this paragraph shall be construed to limit the regulatory authority of any agency center.
(9) As used in this subsection:

(A) The term “agency center” means a center or alternative organizational component of the Food and Drug
Administration.

(B) The term “biological product” has the meaning given the term in section 351(i) of the Public Health
Service Act (42 U.S.C. 262(i)).

(C) The term “market clearance” includes —
(i) approval of an application under section 505, 507, 515, or 520(g);
(ii) a finding of substantial equivalence under this subchapter;

(iii) approval of a biologics license application under subsection (a) of section 351 of the Public Health
Service Act (42 U.S.C. 262); and

(iv) de novo classification under section 513(a)(1).

(D) The terms “premarket review” and “reviews” include all activities of the Food and Drug Administration
conducted prior to approval or clearance of an application, notification, or request for classification
submitted under section 505, 510(k), 513(f)(2), 515, or 520 of this Act or under section 351 of the Public
Health Service Act, including with respect to investigational use of the product.

503A. [353a] PHARMACY COMPOUNDING.

(a) IN GENERAL. — Sections 501(a)(2)(B), 502(f)(1), and 505 shall not apply to a drug product if the drug product
is compounded for an identified individual patient based on the receipt of a valid prescription order or a notation,
approved by the prescribing practitioner, on the prescription order that a compounded product is necessary for the
identified patient, if the drug product meets the requirements of this section, and if the compounding —

(1) isby —
(A) a licensed pharmacist in a State licensed pharmacy or a Federal facility, or
(B) a licensed physician,

on the prescription order for such individual patient made by a licensed physician or other licensed practitioner
authorized by State law to prescribe drugs; or

2 —
(A) is by a licensed pharmacist or licensed physician in limited quantities before the receipt of a valid
prescription order for such individual patient; and

(B) is based on a history of the licensed pharmacist or licensed physician receiving valid prescription orders
for the compounding of the drug product, which orders have been generated solely within an established
relationship between —

(i) the licensed pharmacist or licensed physician; and
(i) —
(I) such individual patient for whom the prescription order will be provided; or
(IT) the physician or other licensed practitioner who will write such prescription order.
(b) CompouNDED DRUG. —

(1) LicensEp PHARMACIST AND LiCENSED PHYSICIAN. — A drug product may be compounded under subsection
(a) if the licensed pharmacist or licensed physician —

(A) compounds the drug product using bulk drug substances, as defined in regulations of the Secretary
published at section 207.3(a)(4) of title 21 of the Code of Federal Regulations —
(i) that —

(I) comply with the standards of an applicable United States Pharmacopeia or National Formulary
monograph, if a monograph exists, and the United States Pharmacopeia chapter on pharmacy
compounding;

(II) if such a monograph does not exist, are drug substances that are components of drugs approved
by the Secretary; or

114

FOOD AND DRUG LAW INSTITUTE



Pub. L. No. 75-717, 52 Stat. 1040 (1938), as amended § 503A [353a]

(IID) if such a monograph does not exist and the drug substance is not a component of a drug
approved by the Secretary, that appear on a list developed by the Secretary through regulations
issued by the Secretary under subsection (c);

(ii) that are manufactured by an establishment that is registered under section 510 (including a foreign
establishment that is registered under section 510(i)); and

(iii) that are accompanied by valid certificates of analysis for each bulk drug substance;

(B) compounds the drug product using ingredients (other than bulk drug substances) that comply with the
standards of an applicable United States Pharmacopeia or National Formulary monograph, if a monograph
exists, and the United States Pharmacopeia chapter on pharmacy compounding;

(C) does not compound a drug product that appears on a list published by the Secretary in the Federal
Register of drug products that have been withdrawn or removed from the market because such drug products
or components of such drug products have been found to be unsafe or not effective; and

(D) does not compound regularly or in inordinate amounts (as defined by the Secretary) any drug products
that are essentially copies of a commercially available drug product.

(2) DErFmiTION. — For purposes of paragraph (1)(D), the term “essentially a copy of a commercially available
drug product” does not include a drug product in which there is a change, made for an identified individual
patient, which produces for that patient a significant difference, as determined by the prescribing practitioner,
between the compounded drug and the comparable commercially available drug product.

(3) DruG ProbucTt. — A drug product may be compounded under subsection (a) only if —

(A) such drug product is not a drug product identified by the Secretary by regulation as a drug product that
presents demonstrable difficulties for compounding that reasonably demonstrate an adverse effect on the
safety or effectiveness of that drug product; and

(B) such drug product is compounded in a State —

(@ that has entered into a memorandum of understanding with the Secretary which addresses the
distribution of inordinate amounts of compounded drug products interstate and provides for appropriate
investigation by a State agency of complaints relating to compounded drug products distributed outside
such State; or

(ii) that has not entered into the memorandum of understanding described in clause (i) and the
licensed pharmacist, licensed pharmacy, or licensed physician distributes (or causes to be distributed)
compounded drug products out of the State in which they are compounded in quantities that do not
exceed 5 percent of the total prescription orders dispensed or distributed by such pharmacy or physician.

The Secretary shall, in consultation with the National Association of Boards of Pharmacy, develop a standard
memorandum of understanding for use by the States in complying with subparagraph (B)(1).

(¢) REGULATIONS, —

(1) In GENERAL. — The Secretary shall issue regulations to implement this section. Before issuing regulations
to implement subsections (b)(1)(A)(i)(I1I), (b)(1)(C), or (b)(3)(A), the Secretary shall convene and consult an
advisory committee on compounding unless the Secretary determines that the issuance of such regulations before
consultation is necessary to protect the public health. The advisory committee shall include representatives from
the National Association of Boards of Pharmacy, the United States Pharmacopeia, pharmacy, physician, and
consumer organizations, and other experts selected by the Secretary.

(2) Limiring CompounDING. — The Secretary, in consultation with the United States Pharmacopeia Convention,
Incorporated, shall promulgate regulations identifying drug substances that may be used in compounding under
subsection (b)(1)(A)(i)(IIT) for which a monograph does not exist or which are not components of drug products
approved by the Secretary. The Secretary shall include in the regulation the criteria for such substances, which
shall include historical use, reports in peer reviewed medical literature, or other criteria the Secretary may identify.

(d) ArpLicaTiON. — This section shall not apply to —
(1) compounded positron emission tomography drugs as defined in section 201(ii); or
(2) radiopharmaceuticals.

(e) DEFINITION. — As used in this section, the term “compounding” does not include mixing, reconstituting, or other
such acts that are performed in accordance with directions contained in approved labeling provided by the product’s
manufacturer and other manufacturer directions consistent with that labeling.
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SEc. 503B. [353b] OuTSOURCING FACILITIES.

(a) In GENERAL. — Sections 502(f)(1), 505, and 582 shall not apply to a drug compounded by or under the direct
supervision of a licensed pharmacist in a facility that elects to register as an outsourcing facility if each of the
following conditions is met:

(1) REGISTRATION AND REPORTING. — The drug is compounded in an outsourcing facility that is in compliance
with the requirements of subsection (b).

(2) BuLk DruG SuBsTtancEs. — The drug is compounded in an outsourcing facility that does not compound using
bulk drug substances (as defined in section 207.3(a)(4) of title 21, Code of Federal Regulations (or any successor
regulation)), unless —

A)—

(i) the bulk drug substance appears on a list established by the Secretary identifying bulk drug substances
for which there is a clinical need, by —

(I) publishing a notice in the Federal Register proposing bulk drug substances to be included on the
list, including the rationale for such proposal,;

(IT) providing a period of not less than 60 calendar days for comment on the notice; and

(IID) publishing a notice in the Federal Register designating bulk drug substances for inclusion on
the list; or

(ii) the drug compounded from such bulk drug substance appears on the drug shortage list in effect
under section 506E at the time of compounding, distribution, and dispensing;

(B) if an applicable monograph exists under the United States Pharmacopeia, the National Formulary, or
another compendium or pharmacopeia recognized by the Secretary for purposes of this paragraph, the bulk
drug substances each comply with the monograph;

(C) the bulk drug substances are each manufactured by an establishment that is registered under section 510
(including a foreign establishment that is registered under section 510(i)); and

(D) the bulk drug substances are each accompanied by a valid certificate of analysis.

(3) INGREDIENTS (OTHER THAN BUuLK DRUG SUBSTANCES). — If any ingredients (other than bulk drug substances)
are used in compounding the drug, such ingredients comply with the standards of the applicable United States
Pharmacopeia or National Formulary monograph, if such monograph exists, or of another compendium or
pharmacopeia recognized by the Secretary for purposes of this paragraph if any.

(4) DrUGS WITHDRAWN OR REMOVED BECAUSE UNSAFE OR NoT EFFecTIVE. — The drug does not appear on a list
published by the Secretary of drugs that have been withdrawn or removed from the market because such drugs
or components of such drugs have been found to be unsafe or not effective.

(5) EssenTIALLY A Copy OF AN APPROVED DRruG. — The drug is not essentially a copy of one or more approved
drugs.

(6) DRUGS PRESENTING DEMONSTRABLE DIFFICULTIES FOR COMPOUNDING. — The drug —

(A) is not identified (directly or as part of a category of drugs) on a list published by the Secretary, through
the process described in subsection (c¢), of drugs or categories of drugs that present demonstrable difficulties
for compounding that are reasonably likely to lead to an adverse effect on the safety or effectiveness of the
drug or category of drugs, taking into account the risks and benefits to patients; or

(B) is compounded in accordance with all applicable conditions identified on the list described in
subparagraph (A) as conditions that are necessary to prevent the drug or category of drugs from presenting
the demonstrable difficulties described in subparagraph (A).

(7) ELEMENTS TO AssURE SAFE Use. — In the case of a drug that is compounded from a drug that is the subject
of a risk evaluation and mitigation strategy approved with elements to assure safe use pursuant to section 505-1,
or from a bulk drug substance that is a component of such drug, the outsourcing facility demonstrates to the
Secretary prior to beginning compounding that such facility will utilize controls comparable to the controls
applicable under the relevant risk evaluation and mitigation strategy.

(8) ProHIBITION ON WHOLESALING. — The drug will not be sold or transferred by an entity other than the
outsourcing facility that compounded such drug. This paragraph does not prohibit administration of a drug in a
health care setting or dispensing a drug pursuant to a prescription executed in accordance with section 503(b)(1).
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(9) Fees. — The drug is compounded in an outsourcing facility that has paid all fees owed by such facility
pursuant to section 744K.

(10) LABELING OF DRUGS. —
(A) LaBEL. — The label of the drug includes —

(i) the statement ‘This is a compounded drug.’ or a reasonable comparable alternative statement (as
specified by the Secretary) that prominently identifies the drug as a compounded drug;

(ii) the name, address, and phone number of the applicable outsourcing facility; and (iii) with respect
to the drug —

(I) the lot or batch number;

(IT) the established name of the drug;

(IID) the dosage form and strength;

(IV) the statement of quantity or volume, as appropriate;
(V) the date that the drug was compounded;

(VI) the expiration date;

(VII) storage and handling instructions;

(VIII) the National Drug Code number, if available;

(IX) the statement ‘Not for resale’, and, if the drug is dispensed or distributed other than pursuant
to a prescription for an individual identified patient, the statement ‘Office Use Only’; and

(X) subject to subparagraph (B)(i), a list of active and inactive ingredients, identified by established
name and the quantity or proportion of each ingredient.

(B) ConTAINER. — The container from which the individual units of the drug are removed for dispensing or
for administration (such as a plastic bag containing individual product syringes) shall include —

(i) the information described under subparagraph (A)(iii)(X), if there is not space on the label for such
information;

(ii) the following information to facilitate adverse event reporting: www.fda.gov/medwatch and 1-800—
FDA-1088 (or any successor Internet Web site or phone number); and
(iii) directions for use, including, as appropriate, dosage and administration.

(C) AppiTioNAL INFORMATION. — The label and labeling of the drug shall include any other information as
determined necessary and specified in regulations promulgated by the Secretary.

(11) OutsourcING FaciLity REQUIREMENT. — The drug is compounded in an outsourcing facility in which the
compounding of drugs occurs only in accordance with this section.

(b) REGISTRATION OF OUTSOURCING FACILITIES AND REPORTING OF DRUGS. —
(1) REGISTRATION OF OUTSOURCING FACILITIES. —

(A) AnnuaL ReGIsTRATION. — Upon electing and in order to become an outsourcing facility, and during the
period beginning on October 1 and ending on December 31 of each year thereafter, a facility —

(i) shall register with the Secretary its name, place of business, and unique facility identifier (which
shall conform to the requirements for the unique facility identifier established under section 510), and
a point of contact email address; and

(ii) shall indicate whether the outsourcing facility intends to compound a drug that appears on the list
in effect under section S06E during the subsequent calendar year.

(B) AVAILABILITY OF REGISTRATION FOR INSPECTION; LiIST. —

(i) RecisTrATIONS. — The Secretary shall make available for inspection, to any person so requesting,
any registration filed pursuant to this paragraph.

(ii) List. — The Secretary shall make available on the public Internet Web site of the Food and Drug
Administration a list of the name of each facility registered under this subsection as an outsourcing
facility, the State in which each such facility is located, whether the facility compounds from bulk drug
substances, and whether any such compounding from bulk drug substances is for sterile or nonsterile
drugs.
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(2) DRUG REPORTING By OUTSOURCING FACILITIES. —

(A) INn GeneErAL. — Upon initially registering as an outsourcing facility, once during the month of June of
each year, and once during the month of December of each year, each outsourcing facility that registers with
the Secretary under paragraph (1) shall submit to the Secretary a report—

(i) identifying the drugs compounded by such outsourcing facility during the previous 6-month period;
and

(ii) with respect to each drug identified under clause (i), providing the active ingredient, the source of
such active ingredient, the National Drug Code number of the source drug or bulk active ingredient if
available, the strength of the active ingredient per unit, the dosage form and route of administration, the
package description, the number of individual units produced, and the National Drug Code number of
the final product, if assigned.

(B) Form. — Each report under subparagraph (A) shall be prepared in such form and manner as the Secretary
may prescribe by regulation or guidance.

(C) ConrIDENTIALITY. — Reports submitted under this paragraph shall be exempt from inspection under
paragraph (1)(B)(i), unless the Secretary finds that such an exemption would be inconsistent with the
protection of the public health.

(3) ELECcTRONIC REGISTRATION AND REPORTING. — Registrations and drug reporting under this subsection
(including the submission of updated information) shall be submitted to the Secretary by electronic means unless
the Secretary grants a request for waiver of such requirement because use of electronic means is not reasonable
for the person requesting waiver.

(4) Risk-BASeD INSPECTION FREQUENCY. —
(A) IN GENERAL. — Outsourcing facilities —
(i) shall be subject to inspection pursuant to section 704; and
(ii) shall not be eligible for the exemption under section 704(a)(2)(A).

(B) Risk-Basep ScHEpULE. — The Secretary, acting through one or more officers or employees duly
designated by the Secretary, shall inspect outsourcing facilities in accordance with a risk-based schedule
established by the Secretary.

(C) Risk Factors. — In establishing the risk-based schedule, the Secretary shall inspect outsourcing
facilities according to the known safety risks of such outsourcing facilities, which shall be based on the
following factors:

(i) The compliance history of the outsourcing facility.
(ii) The record, history, and nature of recalls linked to the outsourcing facility.
(iii) The inherent risk of the drugs compounded at the outsourcing facility.

(iv) The inspection frequency and history of the outsourcing facility, including whether the outsourcing
facility has been inspected pursuant to section 704 within the last 4 years.

(v) Whether the outsourcing facility has registered under this paragraph as an entity that intends to
compound a drug that appears on the list in effect under section S06E.

(vi) Any other criteria deemed necessary and appropriate by the Secretary for purposes of allocating
inspection resources.

(5) Apverst EVENT REPORTING. — Outsourcing facilities shall submit adverse event reports to the Secretary in
accordance with the content and format requirements established through guidance or regulation under section
310.305 of title 21, Code of Federal Regulations (or any successor regulations).

(¢) REGULATIONS. —
(1) INn GENERAL. — The Secretary shall implement the list described in subsection (a)(6) through regulations.

(2) Abvisory CommITTEE ON ComPOUNDING. — Before issuing regulations to implement subsection (a)(6), the
Secretary shall convene and consult an advisory committee on compounding. The advisory committee shall
include representatives from the National Association of Boards of Pharmacy, the United States Pharmacopeia,
pharmacists with current experience and expertise in compounding, physicians with background and knowledge
in compounding, and patient and public health advocacy organizations.
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(3) INTERIM LisT. —

(A) In GENERAL. — Before the effective date of the regulations finalized to implement subsection (a)(6),
the Secretary may designate drugs, categories of drugs, or conditions as described such subsection by —

(i) publishing a notice of such substances, drugs, categories of drugs, or conditions proposed for
designation, including the rationale for such designation, in the Federal Register;

(ii) providing a period of not less than 60 calendar days for comment on the notice; and
(iii) publishing a notice in the Federal Register designating such drugs, categories of drugs, or conditions.

(B) Sunsket ofF NoTICE. — Any notice provided under subparagraph (A) shall not be effective after the earlier
of —
(i) the date that is 5 years after the date of enactment of the Compounding Quality Act; or (ii) the
effective date of the final regulations issued to implement subsection (a)(6).

(4) UppatEs. — The Secretary shall review, and update as necessary, the regulations containing the lists of drugs,
categories of drugs, or conditions described in subsection (a)(6) regularly, but not less than once every 4 years.
Nothing in the previous sentence prohibits submissions to the Secretary, before or during any 4-year period
described in such sentence, requesting updates to such lists.

(d) DeFINITIONS. — In this section:

(1) The term “compounding” includes the combining, admixing, mixing, diluting, pooling, reconstituting, or
otherwise altering of a drug or bulk drug substance to create a drug.

(2) The term “essentially a copy of an approved drug” means —

(A) a drug that is identical or nearly identical to an approved drug, or a marketed drug not subject to section
503(b) and not subject to approval in an application submitted under section 505, unless, in the case of
an approved drug, the drug appears on the drug shortage list in effect under section 506E at the time of
compounding, distribution, and dispensing; or

(B) a drug, a component of which is a bulk drug substance that is a component of an approved drug or a
marketed drug that is not subject to section 503(b) and not subject to approval in an application submitted
under section 505, unless there is a change that produces for an individual patient a clinical difference, as
determined by the prescribing practitioner, between the compounded drug and the comparable approved drug.

(3) The term “approved drug” means a drug that is approved under section 505 and does not appear on the list
described in subsection (a)(4) of drugs that have been withdrawn or removed from the market because such drugs
or components of such drugs have been found to be unsafe or not effective.

4 —
(A) The term “outsourcing facility” means a facility at one geographic location or address that—
(i) is engaged in the compounding of sterile drugs;
(ii) has elected to register as an outsourcing facility; and
(iii) complies with all of the requirements of this section.
(B) An outsourcing facility is not required to be a licensed pharmacy.
(C) An outsourcing facility may or may not obtain prescriptions for identified individual patients.

(5) The term “sterile drug” means a drug that is intended for parenteral administration, an ophthalmic or oral
inhalation drug in aqueous format, or a drug that is required to be sterile under Federal or State law.

(d) OBLIGATION TO PAY FEES. — Payment of the fee under section 744K, as described in subsection (a)(9), shall not
relieve an outsourcing facility that is licensed as a pharmacy in any State that requires pharmacy licensing fees of its
obligation to pay such State fees.-

SEc. 503C. [353c] PREREVIEW OF TELEVISION ADVERTISEMENTS.

(a) IN GENERAL. — The Secretary may require the submission of any television advertisement for a drug (including
any script, story board, rough, or a completed video production of the television advertisement) to the Secretary for
review under this section not later than 45 days before dissemination of the television advertisement.

(b) ReviEw. — In conducting a review of a television advertisement under this section, the Secretary may make
recommendations with respect to information included in the label of the drug —
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(1) on changes that are —
(A) necessary to protect the consumer good and wellbeing; or
(B) consistent with prescribing information for the product under review; and

(2) if appropriate and if information exists, on statements for inclusion in the advertisement to address the
specific efficacy of the drug as it relates to specific population groups, including elderly populations, children,
and racial and ethnic minorities.

(c) No AutHoRITY TO REQUIRE CHANGES. — EXcept as provided by subsection (e), this section does not authorize the
Secretary to make or direct changes in any material submitted pursuant to subsection (a).

(d) ELpERLY PopurATiONs, CHILDREN, RAciaLLY AND ETHNICALLY DIVERSE CoMwmuUNITIES. — In formulating
recommendations under subsection (b), the Secretary shall take into consideration the impact of the advertised drug
on elderly populations, children, and racially and ethnically diverse communities.

(e) SpeciFiC DISCLOSURES. —

(1) SEr10US Risk; SAFETY PROTOCOL. — In conducting a review of a television advertisement under this section,
if the Secretary determines that the advertisement would be false or misleading without a specific disclosure
about a serious risk listed in the labeling of the drug involved, the Secretary may require inclusion of such
disclosure in the advertisement.

(2) DatE oF ApproVAL. — In conducting a review of a television advertisement under this section, the Secretary
may require the advertisement to include, for a period not to exceed 2 years from the date of the approval of the
drug under section 505 or section 351 of the Public Health Service Act, a specific disclosure of such date of
approval if the Secretary determines that the advertisement would otherwise be false or misleading.

(f) RuLk oF ConsTrUCTION. — Nothing in this section may be construed as having any effect on requirements under
section 502(n) or on the authority of the Secretary under section 314.550, 314.640, 601.45, or 601.94 of title 21, Code
of Federal Regulations (or successor regulations).

504. [354] VETERINARY FEED DIRECTIVE DRUGS.

(@) —
(1) A drug intended for use in or on animal feed which is limited by an approved application filed pursuant to
section 512(b), a conditionally-approved application filed pursuant to section 571, or an index listing pursuant
to section 572 to use under the professional supervision of a licensed veterinarian is a veterinary feed directive
drug. Any animal feed bearing or containing a veterinary feed directive drug shall be fed to animals only by
or upon a lawful veterinary feed directive issued by a licensed veterinarian in the course of the veterinarian’s
professional practice. When labeled, distributed, held, and used in accordance with this section, a veterinary feed

directive drug and any animal feed bearing or containing a veterinary feed directive drug shall be exempt from
section 502(f).

(2) A veterinary feed directive is lawful if it —
(A) contains such information as the Secretary may by general regulation or by order require; and

(B) is in compliance with the conditions and indications for use of the drug set forth in the notice published
pursuant to section 512(i), or the index listing pursuant to section 572(e).

3 —

(A) Any persons involved in the distribution or use of animal feed bearing or containing a veterinary feed
directive drug and the licensed veterinarian issuing the veterinary feed directive shall maintain a copy of
the veterinary feed directive applicable to each such feed, except in the case of a person distributing such
feed to another person for further distribution. Such person distributing the feed shall maintain a written
acknowledgment from the person to whom the feed is shipped stating that that person shall not ship or move
such feed to an animal production facility without a veterinary feed directive or ship such feed to another
person for further distribution unless that person has provided the same written acknowledgment to its
immediate supplier.

(B) Every person required under subparagraph (A) to maintain records, and every person in charge or
custody thereof, shall, upon request of an officer or employee designated by the Secretary, permit such
officer or employee at all reasonable times to have access to and copy and verify such records.
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(C) Any person who distributes animal feed bearing or containing a veterinary feed directive drug shall upon
first engaging in such distribution notify the Secretary of that person’s name and place of business. The
failure to provide such notification shall be deemed to be an act which results in the drug being misbranded.

(b) A veterinary feed directive drug and any feed bearing or containing a veterinary feed directive drug shall be
deemed to be misbranded if their labeling fails to bear such cautionary statement and such other information as the
Secretary may by general regulation or by order prescribe, or their advertising fails to conform to the conditions and
indications for use published pursuant to section 512(i), or the index listing pursuant to section 572(e) or fails to
contain the general cautionary statement prescribed by the Secretary.

(¢) Neither a drug subject to this section, nor animal feed bearing or containing such a drug, shall be deemed to be a
prescription article under any Federal or State law.

Skc. 50S. [355] NEw Drucs.

(a) No person shall introduce or deliver for introduction into interstate commerce any new drug, unless an approval
of an application filed pursuant to subsection (b) or (j) is effective with respect to such drug.

(b) —

(1) Any person may file with the Secretary an application with respect to any drug subject to the provisions of
subsection (a). Such persons shall submit to the Secretary as a part of the application

(A) full reports of investigations which have been made to show whether or not such drug is safe for use and
whether such drug is effective in use;

(B) a full list of the articles used as components of such drug;
(C) a full statement of the composition of such drug;

(D) a full description of the methods used in, and the facilities and controls used for, the manufacture,
processing, and packing of such drug;

(E) such samples of such drug and of the articles used as components thereof as the Secretary may require;
(F) specimens of the labeling proposed to be used for such drug, and
(G) any assessments required under section 505B.

The applicant shall file with the application the patent number and the expiration date of any patent which claims
the drug for which the applicant submitted the application or which claims a method of using such drug and
with respect to which a claim of patent infringement could reasonably be asserted if a person not licensed by the
owner engaged in the manufacture, use, or sale of the drug. If an application is filed under this subsection for a
drug and a patent which claims such drug or a method of using such drug is issued after the filing date but before
approval of the application, the applicant shall amend the application to include the information required by the
preceding sentence. Upon approval of the application, the Secretary shall publish information submitted under
the two preceding sentences. The Secretary shall, in consultation with the Director of the National Institutes of
Health and with representatives of the drug manufacturing industry, review and develop guidance, as appropriate,
on the inclusion of women and minorities in clinical trials required by clause (A).

(2) An application submitted under paragraph (1) for a drug for which the investigations described in clause (A)
of such paragraph and relied upon by the applicant for approval of the application were not conducted by or for
the applicant and for which the applicant has not obtained a right of reference or use from the person by or for
whom the investigations were conducted shall also include —

(A) a certification, in the opinion of the applicant and to the best of his knowledge, with respect to each
patent which claims the drug for which such investigations were conducted or which claims a use for such
drug for which the applicant is seeking approval under this subsection and for which information is required
to be filed under paragraph (1) or subsection (¢) —

(i) that such patent information has not been filed,
(ii) that such patent has expired,
(iii) of the date on which such patent will expire, or

(iv) that such patent is invalid or will not be infringed by the manufacture, use, or sale of the new drug
for which the application is submitted; and
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(B) if with respect to the drug for which investigations described in paragraph (1)(A) were conducted
information was filed under paragraph (1) or subsection (c) for a method of use patent which does not claim
a use for which the applicant is seeking approval under this subsection, a statement that the method of use
patent does not claim such a use.

(3) Nortice oF OPINION THAT PATENT Is INvaLID OR WILL NoT BE INFRINGED. —

(A) AGrReEMENT TO GIVE NoTICE. — An applicant that makes a certification described in paragraph (2)
(A)(iv) shall include in the application a statement that the applicant will give notice as required by this
paragraph.

(B) TiminG oF NoTice. — An applicant that makes a certification described in paragraph (2)(A)(iv) shall
give notice as required under this paragraph —

(i) if the certification is in the application, not later than 20 days after the date of the postmark on the
notice with which the Secretary informs the applicant that the application has been filed; or

(ii) if the certification is in an amendment or supplement to the application, at the time at which the applicant
submits the amendment or supplement, regardless of whether the applicant has already given notice with respect
to another such certification contained in the application or in an amendment or supplement to the application.

(C) RecrpienTs oF NoTicE. — An applicant required under this paragraph to give notice shall give notice
to —

(i) each owner of the patent that is the subject of the certification (or a representative of the owner
designated to receive such a notice); and

(ii) the holder of the approved application under this subsection for the drug that is claimed by the patent
or a use of which is claimed by the patent (or a representative of the holder designated to receive such a
notice).

(D) ContEnTs oF NoTICE. — A notice required under this paragraph shall —

(i) state that an application that contains data from bioavailability or bioequivalence studies has been
submitted under this subsection for the drug with respect to which the certification is made to obtain
approval to engage in the commercial manufacture, use, or sale of the drug before the expiration of the
patent referred to in the certification; and

(ii) include a detailed statement of the factual and legal basis of the opinion of the applicant that the
patent is invalid or will not be infringed.

@ —
(A) An applicant may not amend or supplement an application referred to in paragraph (2) to seek approval
of a drug that is a different drug than the drug identified in the application as submitted to the Secretary.

(B) With respect to the drug for which such an application is submitted, nothing in this subsection or
subsection (c)(3) prohibits an applicant from amending or supplementing the application to seek approval
of a different strength.

5 —
(A) The Secretary shall issue guidance for the individuals who review applications submitted under paragraph
(1) or under section 351 of the Public Health Service Act, which shall relate to promptness in conducting the
review, technical excellence, lack of bias and conflict of interest, and knowledge of regulatory and scientific
standards, and which shall apply equally to all individuals who review such applications.

(B) The Secretary shall meet with a sponsor of an investigation or an applicant for approval for a drug under
this subsection or section 351 of the Public Health Service Act if the sponsor or applicant makes a reasonable
written request for a meeting for the purpose of reaching agreement on the design and size— (i) of clinical
trials intended to form the primary basis of an effectiveness claim; or (ii) in the case where human efficacy
studies are not ethical or feasible, of animal and any associated clinical trials which, in combination, are
intended to form the primary basis of an effectiveness claim; or (iii) with respect to an application for approval
of a biological product under section 351(k) of the Public Health Service Act, of any necessary clinical study
or studies. The sponsor or applicant shall provide information necessary for discussion and agreement on the
design and size of the clinical trials. Minutes of any such meeting shall be prepared by the Secretary and made
available to the sponsor or applicant upon request.
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(C) Any agreement regarding the parameters of the design and size of clinical trials of a new drug under
this paragraph that is reached between the Secretary and a sponsor or applicant shall be reduced to writing
and made part of the administrative record by the Secretary. Such agreement shall not be changed after the
testing begins, except —

(i) with the written agreement of the sponsor or applicant; or

(ii) pursuant to a decision, made in accordance with subparagraph (D) by the director of the reviewing
division, that a substantial scientific issue essential to determining the safety or effectiveness of the
drug has been identified after the testing has begun.

(D) A decision under subparagraph (C)(ii) by the director shall be in writing and the Secretary shall provide
to the sponsor or applicant an opportunity for a meeting at which the director and the sponsor or applicant
will be present and at which the director will document the scientific issue involved.

(E) The written decisions of the reviewing division shall be binding upon, and may not directly or indirectly
be changed by, the field or compliance division personnel unless such field or compliance division personnel
demonstrate to the reviewing division why such decision should be modified.

(F) No action by the reviewing division may be delayed because of the unavailability of information from
or action by field personnel unless the reviewing division determines that a delay is necessary to assure the
marketing of a safe and effective drug.

(G) For purposes of this paragraph, the reviewing division is the division responsible for the review of an
application for approval of a drug under this subsection or section 351 of the Public Health Service Act
(including all scientific and medical matters, chemistry, manufacturing, and controls).

(6) An application submitted under this subsection shall be accompanied by the certification required under
section 402(j)(5)(B) of the Public Health Service Act. Such certification shall not be considered an element of
such application.

() —

(1) Within one hundred and eighty days after the filing of an application under subsection (b), or such additional
period as may be agreed upon by the Secretary and the applicant, the Secretary shall either —

(A) Approve the application if he then finds that none of the grounds for denying approval specified in
subsection (d) applies, or

(B) Give the applicant notice of an opportunity for a hearing before the Secretary under subsection (d) on the
question whether such application is approvable. If the applicant elects to accept the opportunity for hearing
by written request within thirty days after such notice, such hearing shall commence not more than ninety
days after the expiration of such thirty days unless the Secretary and the applicant otherwise agree. Any such
hearing shall thereafter be conducted on an expedited basis and the Secretary’s order thereon shall be issued
within ninety days after the date fixed by the Secretary for filing final briefs.

(2) If the patent information described in subsection (b) could not be filed with the submission of an application
under subsection (b) because the application was filed before the patent information was required under subsection
(b) or a patent was issued after the application was approved under such subsection, the holder of an approved
application shall file with the Secretary, the patent number and the expiration date of any patent which claims the
drug for which the application was submitted or which claims a method of using such drug and with respect to
which a claim of patent infringement could reasonably be asserted if a person not licensed by the owner engaged in
the manufacture, use, or sale of the drug. If the holder of an approved application could not file patent information
under subsection (b) because it was not required at the time the application was approved, the holder shall file
such information under this subsection not later than thirty days after the date of the enactment of this sentence
[September 24, 1984 — Ed.], and if the holder of an approved application could not file patent information under
subsection (b) because no patent had been issued when an application was filed or approved, the holder shall file
such information under this subsection not later than thirty days after the date the patent involved is issued. Upon
the submission of patent information under this subsection, the Secretary shall publish it.

(3) The approval of an application filed under subsection (b) which contains a certification required by paragraph
(2) of such subsection shall be made effective on the last applicable date determined by applying the following
to each certification made under subsection (b)(2)(A):

(A) If the applicant only made a certification described in clause (i) or (ii) of subsection (b)(2)(A) or in both
such clauses, the approval may be made effective immediately.
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(B) If the applicant made a certification described in clause (iii) of subsection (b)(2)(A), the approval may
be made effective on the date certified under clause (iii).

(C) If the applicant made a certification described in clause (iv) of subsection (b)(2)(A), the approval shall
be made effective immediately unless, before the expiration of 45 days after the date on which the notice
described in subsection (b)(3) is received, an action is brought for infringement of the patent that is the
subject of the certification and for which information was submitted to the Secretary under paragraph (2)
or subsection (b)(1) before the date on which the application (excluding an amendment or supplement to
the application) was submitted. If such an action is brought before the expiration of such days, the approval
may be made effective upon the expiration of the thirty-month period beginning on the date of the receipt of
the notice provided under subsection (b)(3) or such shorter or longer period as the court may order because
either party to the action failed to reasonably cooperate in expediting the action, except that —

(i) if before the expiration of such period the district court decides that the patent is invalid or not
infringed (including any substantive determination that there is no cause of action for patent infringement
or invalidity), the approval shall be made effective on —

(I) the date on which the court enters judgment reflecting the decision; or

(IT) the date of a settlement order or consent decree signed and entered by the court stating that the
patent that is the subject of the certification is invalid or not infringed;

(ii) if before the expiration of such period the district court decides that the patent has been infringed —
(D) if the judgment of the district court is appealed, the approval shall be made effective on —

(aa) the date on which the court of appeals decides that the patent is invalid or not infringed
(including any substantive determination that there is no cause of action for patent infringement
or invalidity); or

(bb) the date of a settlement order or consent decree signed and entered by the court of appeals
stating that the patent that is the subject of the certification is invalid or not infringed; or

(II) if the judgment of the district court is not appealed or is affirmed, the approval shall be made
effective on the date specified by the district court in a court order under section 271(e)(4)(A) of
title 35, United States Code;

(iii) if before the expiration of such period the court grants a preliminary injunction prohibiting the
applicant from engaging in the commercial manufacture or sale of the drug until the court decides
the issues of patent validity and infringement and if the court decides that such patent is invalid or not
infringed, the approval shall be made effective as provided in clause (i); or

(iv) if before the expiration of such period the court grants a preliminary injunction prohibiting the
applicant from engaging in the commercial manufacture or sale of the drug until the court decides the
issues of patent validity and infringement and if the court decides that such patent has been infringed,
the approval shall be made effective as provided in clause (ii).

In such an action, each of the parties shall reasonably cooperate in expediting the action.

(D) CiviL AcTiON TO OBTAIN PATENT CERTAINTY. —

(i) DECLARATORY JUDGMENT ABSENT INFRINGEMENT ACTION. —

(I) IN GENERAL. — No action may be brought under section 2201 of title 28, United States Code, by an
applicant referred to in subsection (b)(2) for a declaratory judgment with respect to a patent which is the
subject of the certification referred to in subparagraph (C) unless —

(aa) the 45-day period referred to in such subparagraph has expired;

(bb) neither the owner of such patent nor the holder of the approved application under subsection (b) for
the drug that is claimed by the patent or a use of which is claimed by the patent brought a civil action
against the applicant for infringement of the patent before the expiration of such period; and

(ce) in any case in which the notice provided under paragraph (2)(B) [probably should be “subsection
(b)(3)” — Ed.] relates to noninfringement, the notice was accompanied by a document described in
subclause (I1I).

(II) FiLinG or CriviL ActioN. — If the conditions described in items (aa), (bb), and as applicable, (cc) of
subclause (I) have been met, the applicant referred to in such subclause may, in accordance with section
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2201 of title 28, United States Code, bring a civil action under such section against the owner or holder
referred to in such subclause (but not against any owner or holder that has brought such a civil action against
the applicant, unless that civil action was dismissed without prejudice) for a declaratory judgment that the
patent is invalid or will not be infringed by the drug for which the applicant seeks approval, except that such
civil action may be brought for a declaratory judgment that the patent will not be infringed only in a case in
which the condition described in subclause (I)(cc) is applicable. A civil action referred to in this subclause
shall be brought in the judicial district where the defendant has its principal place of business or a regular
and established place of business.

(IIT) OFFER OF CONFIDENTIAL ACCESS TO APPLICATION. — For purposes of subclause (I)(cc), the document
described in this subclause is a document providing an offer of confidential access to the application that
is in the custody of the applicant referred to in subsection (b)(2) for the purpose of determining whether an
action referred to in subparagraph (C) should be brought. The document providing the offer of confidential
access shall contain such restrictions as to persons entitled to access, and on the use and disposition of any
information accessed, as would apply had a protective order been entered for the purpose of protecting trade
secrets and other confidential business information. A request for access to an application under an offer of
confidential access shall be considered acceptance of the offer of confidential access with the restrictions
as to persons entitled to access, and on the use and disposition of any information accessed, contained in the
offer of confidential access, and those restrictions and other terms of the offer of confidential access shall
be considered terms of an enforceable contract. Any person provided an offer of confidential access shall
review the application for the sole and limited purpose of evaluating possible infringement of the patent
that is the subject of the certification under subsection (b)(2)(A)(iv) and for no other purpose, and may not
disclose information of no relevance to any issue of patent infringement to any person other than a person
provided an offer of confidential access. Further, the application may be redacted by the applicant to remove
any information of no relevance to any issue of patent infringement.

(ii) COUNTERCLAIM TO INFRINGEMENT ACTION. —

(I) In GENERAL. — If an owner of the patent or the holder of the approved application under subsection
(b) for the drug that is claimed by the patent or a use of which is claimed by the patent brings a patent
infringement action against the applicant, the applicant may assert a counterclaim seeking an order requiring
the holder to correct or delete the patent information submitted by the holder under subsection (b) or this
subsection on the ground that the patent does not claim either—

(aa) the drug for which the application was approved; or
(bb) an approved method of using the drug.

(IT) No INpEPENDENT CAUSE OF AcTiON. — Subclause (I) does not authorize the assertion of a claim described
in subclause (I) in any civil action or proceeding other than a counterclaim described in subclause (I).

(iii) No DamaGEs. — An applicant shall not be entitled to damages in a civil action under clause (i) or a
counterclaim under clause (ii).
(E)—

(i) If an application (other than an abbreviated new drug application) submitted under subsection (b) for a drug,
no active ingredient (including any ester or salt of the active ingredient) of which has been approved in any other
application under subsection (b), was approved during the period beginning January 1, 1982, and ending on the
date of the enactment of this subsection, the Secretary may not make the approval of another application for a
drug for which the investigations described in clause (A) of subsection (b)(1) and relied upon by the applicant
for approval of the application were not conducted by or for the applicant and for which the applicant has not
obtained a right of reference or use from the person by or for whom the investigations were conducted effective
before the expiration of ten years from the date of the approval of the application previously approved under
subsection (b).

(ii) If an application submitted under subsection (b) for a drug, no active ingredient (including any ester or salt
of the active ingredient) of which has been approved in any other application under subsection (b), is approved
after the date of the enactment of this clause, no application which refers to the drug for which the subsection
(b) application was submitted and for which the investigations described in clause (A) of subsection (b)(1) and
relied upon by the applicant for approval of the application were not conducted by or for the applicant and for
which the applicant has not obtained a right of reference or use from the person by or for whom the investigations
were conducted may be submitted under subsection (b) before the expiration of five years from the date of
the approval of the application under subsection (b), except that such an application may be submitted under
subsection (b) after the expiration of four years from the date of the approval of the subsection (b) application if
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it contains a certification of patent invalidity or noninfringement described in clause (iv) of subsection (b)(2)(A).
The approval of such an application shall be made effective in accordance with this paragraph except that, if an
action for patent infringement is commenced during the one-year period beginning forty-eight months after the
date of the approval of the subsection (b) application, the thirty-month period referred to in subparagraph (C)
shall be extended by such amount of time (if any) which is required for seven and one-half years to have elapsed
from the date of approval of the subsection (b) application.

(iii) If an application submitted under subsection (b) for a drug, which includes an active ingredient (including any
ester or salt of the active ingredient) that has been approved in another application approved under subsection (b),
is approved after the date of the enactment of this clause, and if such application contains reports of new clinical
investigations (other than bioavailability studies) essential to the approval of the application and conducted
or sponsored by the applicant, the Secretary may not make the approval of an application submitted under
subsection (b) for the conditions of approval of such drug in the approved subsection (b) application effective
before the expiration of three years from the date of the approval of the application under subsection (b) if the
investigations described in clause (A) of subsection (b)(1) and relied upon by the applicant for approval of the
application were not conducted by or for the applicant and if the applicant has not obtained a right of reference
or use from the person by or for whom the investigations were conducted.

(iv) If a supplement to an application approved under subsection (b) is approved after the date of the enactment of
this clause, and the supplement contains reports of new clinical investigations (other than bioavailability studies)
essential to the approval of the supplement and conducted or sponsored by the person submitting the supplement,
the Secretary may not make the approval of an application submitted under subsection (b) for a change approved
in the supplement effective before the expiration of three years from the date of the approval of the supplement
under subsection (b) if the investigations described in clause (A) of subsection (b)(1) and relied upon by the
applicant for approval of the application were not conducted by or for the applicant and if the applicant has not
obtained a right of reference or use from the person by or for whom the investigations were conducted.

(v) If an application (or supplement to an application) submitted under subsection (b) for a drug, which includes
an active ingredient (including any ester or salt of the active ingredient) that has been approved in another
application under subsection (b), was approved during the period beginning January 1, 1982, and ending on
the date of the enactment of this clause, the Secretary may not make the approval of an application submitted
under this subsection and for which the investigations described in clause (A) of subsection (b)(1) and relied
upon by the applicant for approval of the application were not conducted by or for the applicant and for which
the applicant has not obtained a right of reference or use from the person by or for whom the investigations were
conducted and which refers to the drug for which the subsection (b) application was submitted effective before
the expiration of two years from the date of enactment of this clause.

(4) A drug manufactured in a pilot or other small facility may be used to demonstrate the safety and effectiveness
of the drug and to obtain approval for the drug prior to manufacture of the drug in a larger facility, unless
the Secretary makes a determination that a full scale production facility is necessary to ensure the safety or
effectiveness of the drug.

(5) (A) The Secretary may rely upon qualified data summaries to support the approval of a supplemental
application, with respect to a qualified indication for a drug, submitted under subsection (b), if such supplemental
application complies with subparagraph (B).

(B) A supplemental application is eligible for review as described in subparagraph (A) only if—
(i) there is existing data available and acceptable to the Secretary demonstrating the safety of the drug; and

(ii) all data used to develop the qualified data summaries are submitted to the Secretary as part of the
supplemental application.

(C) The Secretary shall post on the Internet website of the Food and Drug Administration and update annually—

(i) the number of applications reviewed solely under subparagraph (A) or section 351(a)(2)(E) of the Public
Health Service Act;

(ii) the average time for completion of review under subparagraph (A) or section 351(a)(2)(E) of the Public
Health Service Act;

(iii) the average time for review of supplemental applications where the Secretary did not use review
flexibility under subparagraph (A) or section 351(a)(2)(E) of the Public Health Service Act; and

(iv) the number of applications reviewed under subparagraph (A) or section 351(a)(2)(E) of the Public
Health Service Act for which the Secretary made use of full data sets in addition to the qualified data
summary.
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(D) In this paragraph—

(i) the term “qualified indication” means an in dication for a drug that the Secretary determines to be
appropriate for summary level review under this paragraph; and

(ii) the term “qualified data summary” means a summary of clinical data that demonstrates the safety and
effectiveness of a drug with respect to a qualified indication.

(d) If the Secretary finds, after due notice to the applicant in accordance with subsection (c) and giving him an
opportunity for a hearing, in accordance with said subsection, that

(1) the investigations, reports of which are required to be submitted to the Secretary pursuant to subsection (b),
do not include adequate tests by all methods reasonably applicable to show whether or not such drug is safe for
use under the conditions prescribed, recommended, or suggested in the proposed labeling thereof;

(2) the results of such tests show that such drug is unsafe for use under such conditions or do not show that such
drug is safe for use under such conditions;

(3) the methods used in, and the facilities and controls used for, the manufacture, processing, and packing of such
drug are inadequate to preserve its identity, strength, quality, and purity;

(4) upon the basis of the information submitted to him as part of the application, or upon the basis of any other
information before him with respect to such drug, he has insufficient information to determine whether such
drug is safe for use under such conditions; or

(5) evaluated on the basis of the information submitted to him as part of the application and any other information
before him with respect to such drug, there is a lack of substantial evidence that the drug will have the effect
it purports or is represented to have under the conditions of use prescribed, recommended, or suggested in the
proposed labeling thereof; or

(6) the application failed to contain the patent information prescribed by subsection (b); or

(7) based on a fair evaluation of all material facts, such labeling is false or misleading in any particular; he
shall issue an order refusing to approve the application. If, after such notice and opportunity for hearing, the
Secretary finds that clauses (1) through (6) do not apply, he shall issue an order approving the application.
As used in this subsection and subsection (e), the term “substantial evidence” means evidence consisting of
adequate and well-controlled investigations, including clinical investigations, by experts qualified by scientific
training and experience to evaluate the effectiveness of the drug involved, on the basis of which it could fairly and
responsibly be concluded by such experts that the drug will have the effect it purports or is represented to have
under the conditions of use prescribed, recommended, or suggested in the labeling or proposed labeling thereof.
If the Secretary determines, based on relevant science, that data from one adequate and well-controlled clinical
investigation and confirmatory evidence (obtained prior to or after such investigation) are sufficient to establish
effectiveness, the Secretary may consider such data and evidence to constitute substantial evidence for purposes
of the preceding sentence. The Secretary shall implement a structured risk-benefit assessment framework in
the new drug approval process to facilitate the balanced consideration of benefits and risks, a consistent and
systematic approach to the discussion and regulatory decisionmaking, and the communication of the benefits
and risks of new drugs. Nothing in the preceding sentence shall alter the criteria for evaluating an application for
marketing approval of a drug.

(e) The Secretary shall, after due notice and opportunity for hearing to the applicant, withdraw approval of an
application with respect to any drug under this section if the Secretary finds

(1) that clinical or other experience, tests, or other scientific data show that such drug is unsafe for use under the
conditions of use upon the basis of which the application was approved;

(2) that new evidence of clinical experience, not contained in such application or not available to the Secretary
until after such application was approved, or tests by new methods, or tests by methods not deemed reasonably
applicable when such application was approved, evaluated together with the evidence available to the Secretary
when the application was approved, shows that such drug is not shown to be safe for use under the conditions of
use upon the basis of which the application was approved; or

(3) on the basis of new information before him with respect to such drug, evaluated together with the evidence
available to him when the application was approved, that there is a lack of substantial evidence that the drug will
have the effect it purports or is represented to have under the conditions of use prescribed, recommended, or
suggested in the labeling thereof; or

(4) the patent information prescribed by subsection (c) was not filed within thirty days after the receipt of written
notice from the Secretary specifying the failure to file such information; or
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(5) that the application contains any untrue statement of a material fact:

Provided, [t]hat if the Secretary (or in his absence the officer acting as Secretary) finds that there is an imminent
hazard to the public health, he may suspend the approval of such application immediately, and give the applicant
prompt notice of his action and afford the applicant the opportunity for an expedited hearing under this subsection;
but the authority conferred by this proviso to suspend the approval of an application shall not be delegated. The

Secretary may also, after due notice and opportunity for hearing to the applicant, withdraw the approval of an
application submitted under subsection (b) or (j) with respect to any drug under this section if the Secretary finds

(A) that the applicant has failed to establish a system for maintaining required records, or has repeatedly or
deliberately failed to maintain such records or to make required reports, in accordance with a regulation or
order under subsection (k) or to comply with the notice requirements of section 510(k)(2), or the applicant
has refused to permit access to, or copying or verification of, such records as required by paragraph (2) of
such subsection; or

(B) that on the basis of new information before him, evaluated together with the evidence before him when
the application was approved, the methods used in, or the facilities and controls used for, the manufacture,
processing, and packing of such drug are inadequate to assure and preserve its identity, strength, quality,
and purity and were not made adequate within a reasonable time after receipt of written notice from the
Secretary specifying the matter complained of; or

(C) that on the basis of new information before him, evaluated together with the evidence before him when
the application was approved, the labeling of such drug, based on a fair evaluation of all material facts, is
false or misleading in any particular and was not corrected within a reasonable time after receipt of written
notice from the Secretary specifying the matter complained of.

Any order under this subsection shall state the findings upon which it is based.

The Secretary may withdraw the approval of an application submitted under this section, or suspend the approval
of such an application, as provided under this subsection, without first ordering the applicant to submit an
assessment of the approved risk evaluation and mitigation strategy for the drug under section 505-1(g)(2)(D).

(f) Whenever the Secretary finds that the facts so require, he shall revoke any previous order under subsection (d) or
(e) refusing, withdrawing, or suspending approval of an application and shall approve such application or reinstate
such approval, as may be appropriate.

(g) Orders of the Secretary issued under this section shall be served
(1) in person by any officer or employee of the Department designated by the Secretary or

(2) by mailing the order by registered mail or by certified mail addressed to the applicant or respondent at his
last-known address in the records of the Secretary.

(h) An appeal may be taken by the applicant from an order of the Secretary refusing or withdrawing approval of an
application under this section. Such appeal shall be taken by filing in the United States court of appeals for the circuit
wherein such applicant resides or has his principal place of business, or in the United States Court of Appeals for
the District of Columbia Circuit, within sixty days after the entry of such order, a written petition praying that the
order of the Secretary be set aside. A copy of such petition shall be forthwith transmitted by the clerk of the court
to the Secretary, or any officer designated by him for that purpose, and thereupon the Secretary shall certify and
file in the court the record upon which the order complained of was entered, as provided in section 2112 of title 28,
United States Code. Upon the filing of such petition such court shall have exclusive jurisdiction to affirm or set aside
such order, except that until the filing of the record the Secretary may modify or set aside his order. No objection
to the order of the Secretary shall be considered by the court unless such objection shall have been urged before the
Secretary or unless there were reasonable grounds for failure so to do. The finding of the Secretary as to the facts,
if supported by substantial evidence, shall be conclusive. If any person shall apply to the court for leave to adduce
additional evidence, and shall show to the satisfaction of the court that such additional evidence is material and that
there were reasonable grounds for failure to adduce such evidence in the proceeding before the Secretary, the court
may order such additional evidence to be taken before the Secretary and to be adduced upon the hearing in such
manner and upon such terms and conditions as to the court may seem proper. The Secretary may modify his findings
as to the facts by reason of the additional evidence so taken, and he shall file with the court such modified findings
which, if supported by substantial evidence, shall be conclusive, and his recommendation, if any, for the setting aside
of the original order. The judgment of the court affirming or setting aside any such order of the Secretary shall be
final, subject to review by the Supreme Court of the United States upon certiorari or certification as provided in
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section 1254 of title 28 of the United States Code. The commencement of proceedings under this subsection shall not,
unless specifically ordered by the court to the contrary, operate as a stay of the Secretary’s order.

®H—
(1) The Secretary shall promulgate regulations for exempting from the operation of the foregoing subsections of
this section drugs intended solely for investigational use by experts qualified by scientific training and experience
to investigate the safety and effectiveness of drugs. Such regulations may, within the discretion of the Secretary,

among other conditions relating to the protection of the public health, provide for conditioning such exemption
upon —

(A) the submission to the Secretary, before any clinical testing of a new drug is undertaken, of reports, by
the manufacturer or the sponsor of the investigation of such drug, of preclinical tests (including tests on
animals) of such drug adequate to justify the proposed clinical testing;

(B) the manufacturer or the sponsor of the investigation of a new drug proposed to be distributed to
investigators for clinical testing obtaining a signed agreement from each of such investigators that patients
to whom the drug is administered will be under his personal supervision, or under the supervision of
investigators responsible to him, and that he will not supply such drug to any other investigator, or to clinics,
for administration to human beings;

(C) the establishment and maintenance of such records, and the making of such reports to the Secretary,
by the manufacturer or the sponsor of the investigation of such drug, of data (including but not limited to
analytical reports by investigators) obtained as the result of such investigational use of such drug, as the
Secretary finds will enable him to evaluate the safety and effectiveness of such drug in the event of the filing
of an application pursuant to subsection (b); and

(D) the submission to the Secretary by the manufacturer or the sponsor of the investigation of a new drug of
a statement of intent regarding whether the manufacturer or sponsor has plans for assessing pediatric safety
and efficacy.

(2) Subject to paragraph (3), a clinical investigation of a new drug may begin 30 days after the Secretary has
received from the manufacturer or sponsor of the investigation a submission containing such information about
the drug and the clinical investigation, including —

(A) information on design of the investigation and adequate reports of basic information, certified by the
applicant to be accurate reports, necessary to assess the safety of the drug for use in clinical investigation;
and

(B) adequate information on the chemistry and manufacturing of the drug, controls available for the drug,
and primary data tabulations from animal or human studies.

3 —
(A) At any time, the Secretary may prohibit the sponsor of an investigation from conducting the investigation
(referred to in this paragraph as a “clinical hold”) if the Secretary makes a determination described in
subparagraph (B). The Secretary shall specify the basis for the clinical hold, including the specific
information available to the Secretary which served as the basis for such clinical hold, and confirm such
determination in writing.

(B) For purposes of subparagraph (A), a determination described in this subparagraph with respect to a
clinical hold is that —

(i) the drug involved represents an unreasonable risk to the safety of the persons who are the subjects of
the clinical investigation, taking into account the qualifications of the clinical investigators, information
about the drug, the design of the clinical investigation, the condition for which the drug is to be
investigated, and the health status of the subjects involved; or

(i) the clinical hold should be issued for such other reasons as the Secretary may by regulation establish
(including reasons established by regulation before the date of the enactment of the Food and Drug
Administration Modernization Act of 1997 [November 21, 1997 — Ed.]).

(C) Any written request to the Secretary from the sponsor of an investigation that a clinical hold be removed
shall receive a decision, in writing and specifying the reasons therefor, within 30 days after receipt of such
request. Any such request shall include sufficient information to support the removal of such clinical hold.

(4) Regulations under paragraph (1) shall provide that such exemption shall be conditioned upon the manufacturer,
or the sponsor of the investigation, requiring that experts using such drugs for investigational purposes certify
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to such manufacturer or sponsor that they will inform any human beings to whom such drugs, or any controls
used in connection therewith, are being administered, or their representatives, that such drugs are being used for
investigational purposes and will obtain the consent of such human beings or their representatives, except where
it is not feasible, it is contrary to the best interests of such human beings, or the proposed clinical testing poses
no more than minimal risk to such human beings and includes appropriate safeguards as prescribed to protect
the rights, safety, and welfare of such human beings. Nothing in this subsection shall be construed to require any
clinical investigator to submit directly to the Secretary reports on the investigational use of drugs. The Secretary
shall update such regulations to require inclusion in the informed consent documents and process a statement
that clinical trial information for such clinical investigation has been or will be submitted for inclusion in the
registry data bank pursuant to subsection (j) of section 402 of the Public Health Service Act.

i) —
(1) Any person may file with the Secretary an abbreviated application for the approval of a new drug.
2 —

(A) An abbreviated application for a new drug shall contain —

(i) information to show that the conditions of use prescribed, recommended, or suggested in the labeling
proposed for the new drug have been previously approved for a drug listed under paragraph (7)
(hereinafter in this subsection referred to as a “listed drug”);

(i) —
(I) if the listed drug referred to in clause (i) has only one active ingredient, information to show that
the active ingredient of the new drug is the same as that of the listed drug;

(II) if the listed drug referred to in clause (i) has more than one active ingredient, information to
show that the active ingredients of the new drug are the same as those of the listed drug, or

(IID) if the listed drug referred to in clause (i) has more than one active ingredient and if one of the
active ingredients of the new drug is different and the application is filed pursuant to the approval
of a petition filed under subparagraph (C), information to show that the other active ingredients
of the new drug are the same as the active ingredients of the listed drug, information to show that
the different active ingredient is an active ingredient of a listed drug or of a drug which does not
meet the requirements of section 201(p), and such other information respecting the different active
ingredient with respect to which the petition was filed as the Secretary may require;

(i) information to show that the route of administration, the dosage form, and the strength of the new
drug are the same as those of the listed drug referred to in clause (i) or, if the route of administration,
the dosage form, or the strength of the new drug is different and the application is filed pursuant
to the approval of a petition filed under subparagraph (C), such information respecting the route of
administration, dosage form, or strength with respect to which the petition was filed as the Secretary
may require;

(iv) information to show that the new drug is bioequivalent to the listed drug referred to in clause (i),
except that if the application is filed pursuant to the approval of a petition filed under subparagraph (C),
information to show that the active ingredients of the new drug are of the same pharmacological or
therapeutic class as those of the listed drug referred to in clause (i) and the new drug can be expected
to have the same therapeutic effect as the listed drug when administered to patients for a condition of
use referred to in clause (i);

(v)information to show that the labeling proposed for the new drug is the same as the labeling approved
for the listed drug referred to in clause (i) except for changes required because of differences approved
under a petition filed under subparagraph (C) or because the new drug and the listed drug are produced
or distributed by different manufacturers;

(vi) the items specified in clauses (B) through (F) of subsection (b)(1);

(vii) a certification, in the opinion of the applicant and to the best of his knowledge, with respect to each
patent which claims the listed drug referred to in clause (i) or which claims a use for such listed drug
for which the applicant is seeking approval under this subsection and for which information is required
to be filed under subsection (b) or (¢c) —

(D) that such patent information has not been filed,

(IT) that such patent has expired,
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(IID) of the date on which such patent will expire, or

(IV) that such patent is invalid or will not be infringed by the manufacture, use, or sale of the new
drug for which the application is submitted; and

(viii) if with respect to the listed drug referred to in clause (i) information was filed under subsection (b)
or (c¢) for a method of use patent which does not claim a use for which the applicant is seeking approval
under this subsection, a statement that the method of use patent does not claim such a use.

The Secretary may not require that an abbreviated application contain information in addition to that
required by clauses (i) through (viii).

(B) NorticE oF OPINION THAT PATENT Is INVALID OR WILL NoT BE INFRINGED. —

(i) AGReeMENT To G1vE NoTicE. — An applicant that makes a certification described in subparagraph
(A)(vii)(IV) shall include in the application a statement that the applicant will give notice as required
by this subparagraph.

(ii) TimiNG oF Notice. — An applicant that makes a certification described in subparagraph (A)(vii)(IV)
shall give notice as required under this subparagraph —

(I) if the certification is in the application, not later than 20 days after the date of the postmark on
the notice with which the Secretary informs the applicant that the application has been filed; or

(ID) if the certification is in an amendment or supplement to the application, at the time at which
the applicant submits the amendment or supplement, regardless of whether the applicant has
already given notice with respect to another such certification contained in the application or in an
amendment or supplement to the application.

(iii) REcIPIENTS OF NOTICE. — An applicant required under this subparagraph to give notice shall give
notice to —

(I) each owner of the patent that is the subject of the certification (or a representative of the owner
designated to receive such a notice); and

(II) the holder of the approved application under subsection (b) for the drug that is claimed by the
patent or a use of which is claimed by the patent (or a representative of the holder designated to
receive such a notice).

(iv) ConTENTS OF NOTICE. — A notice required under this subparagraph shall —

(I) state that an application that contains data from bioavailability or bioequivalence studies has
been submitted under this subsection for the drug with respect to which the certification is made
to obtain approval to engage in the commercial manufacture, use, or sale of the drug before the
expiration of the patent referred to in the certification; and

(II) include a detailed statement of the factual and legal basis of the opinion of the applicant that
the patent is invalid or will not be infringed.

(C) If a person wants to submit an abbreviated application for a new drug which has a different active
ingredient or whose route of administration, dosage form, or strength differ from that of a listed drug, such
person shall submit a petition to the Secretary seeking permission to file such an application. The Secretary
shall approve or disapprove a petition submitted under this subparagraph within ninety days of the date the
petition is submitted. The Secretary shall approve such a petition unless the Secretary finds —

(i) that investigations must be conducted to show the safety and effectiveness of the drug or of any of
its active ingredients, the route of administration, the dosage form, or strength which differ from the
listed drug; or

(ii) that any drug with a different active ingredient may not be adequately evaluated for approval as safe
and effective on the basis of the information required to be submitted in an abbreviated application.

D) —
(i) An applicant may not amend or supplement an application to seek approval of a drug referring to
a different listed drug from the listed drug identified in the application as submitted to the Secretary.
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(ii) With respect to the drug for which an application is submitted, nothing in this subsection prohibits
an applicant from amending or supplementing the application to seek approval of a different strength.
(iii) Within 60 days after the date of the enactment of the Medicare Prescription Drug, Improvement,
and Modernization Act of 2003 [December 8, 2003 — Ed.], the Secretary shall issue guidance defining
the term “listed drug” for purposes of this subparagraph.

3 —

(A) The Secretary shall issue guidance for the individuals who review applications submitted under
paragraph (1), which shall relate to promptness in conducting the review, technical excellence, lack of bias
and conflict of interest, and knowledge of regulatory and scientific standards, and which shall apply equally
to all individuals who review such applications.

(B) The Secretary shall meet with a sponsor of an investigation or an applicant for approval for a drug under
this subsection if the sponsor or applicant makes a reasonable written request for a meeting for the purpose
of reaching agreement on the design and size of bioavailability and bioequivalence studies needed for
approval of such application. The sponsor or applicant shall provide information necessary for discussion
and agreement on the design and size of such studies. Minutes of any such meeting shall be prepared by the
Secretary and made available to the sponsor or applicant.

(C) Any agreement regarding the parameters of design and size of bioavailability and bioequivalence studies
of a drug under this paragraph that is reached between the Secretary and a sponsor or applicant shall be
reduced to writing and made part of the administrative record by the Secretary. Such agreement shall not be
changed after the testing begins, except —

(i) with the written agreement of the sponsor or applicant; or

(ii) pursuant to a decision, made in accordance with subparagraph (D) by the director of the reviewing
division, that a substantial scientific issue essential to determining the safety or effectiveness of the drug
has been identified after the testing has begun.

(D) A decision under subparagraph (C)(ii) by the director shall be in writing and the Secretary shall provide
to the sponsor or applicant an opportunity for a meeting at which the director and the sponsor or applicant
will be present and at which the director will document the scientific issue involved.

(E) The written decisions of the reviewing division shall be binding upon, and may not directly or indirectly
be changed by, the field or compliance office personnel unless such field or compliance office personnel
demonstrate to the reviewing division why such decision should be modified.

(F) No action by the reviewing division may be delayed because of the unavailability of information from
or action by field personnel unless the reviewing division determines that a delay is necessary to assure the
marketing of a safe and effective drug.

(G) For purposes of this paragraph, the reviewing division is the division responsible for the review of
an application for approval of a drug under this subsection (including scientific matters, chemistry,
manufacturing, and controls).

(4) Subject to paragraph (5), the Secretary shall approve an application for a drug unless the Secretary finds —

(A) the methods used in, or the facilities and controls used for, the manufacture, processing, and packing of
the drug are inadequate to assure and preserve its identity, strength, quality, and purity;

(B) information submitted with the application is insufficient to show that each of the proposed conditions
of use have been previously approved for the listed drug referred to in the application;

©—

(i) if the listed drug has only one active ingredient, information submitted with the application is
insufficient to show that the active ingredient is the same as that of the listed drug;

(ii) if the listed drug has more than one active ingredient, information submitted with the application is
insufficient to show that the active ingredients are the same as the active ingredients of the listed drug,
or

(iii) if the listed drug has more than one active ingredient and if the application is for a drug which
has an active ingredient different from the listed drug, information submitted with the application is
insufficient to show —
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(I) that the other active ingredients are the same as the active ingredients of the listed drug, or

(IT) that the different active ingredient is an active ingredient of a listed drug or a drug which does
not meet the requirements of section 201(p),

or no petition to file an application for the drug with the different ingredient was approved under
paragraph (2)(C);

(D) —

(i) if the application is for a drug whose route of administration, dosage form, or strength of the drug
is the same as the route of administration, dosage form, or strength of the listed drug referred to in
the application, information submitted in the application is insufficient to show that the route of
administration, dosage form, or strength is the same as that of the listed drug, or

(ii) if the application is for a drug whose route of administration, dosage form, or strength of the drug
is different from that of the listed drug referred to in the application, no petition to file an application
for the drug with the different route of administration, dosage form, or strength was approved under
paragraph (2)(C);
(E) if the application was filed pursuant to the approval of a petition under paragraph (2)(C), the application
did not contain the information required by the Secretary respecting the active ingredient, route of
administration, dosage form, or strength which is not the same;

(F) information submitted in the application is insufficient to show that the drug is bioequivalent to the
listed drug referred to in the application or, if the application was filed pursuant to a petition approved under
paragraph (2)(C), information submitted in the application is insufficient to show that the active ingredients
of the new drug are of the same pharmacological or therapeutic class as those of the listed drug referred to
in paragraph (2)(A)(i) and that the new drug can be expected to have the same therapeutic effect as the listed
drug when administered to patients for a condition of use referred to in such paragraph;

(G) information submitted in the application is insufficient to show that the labeling proposed for the drug
is the same as the labeling approved for the listed drug referred to in the application except for changes
required because of differences approved under a petition filed under paragraph (2)(C) or because the drug
and the listed drug are produced or distributed by different manufacturers;

(H) information submitted in the application or any other information available to the Secretary shows that

(i) the inactive ingredients of the drug are unsafe for use under the conditions prescribed, recommended,
or suggested in the labeling proposed for the drug, or

(ii) the composition of the drug is unsafe under such conditions because of the type or quantity of
inactive ingredients included or the manner in which the inactive ingredients are included;

(I) the approval under subsection (c) of the listed drug referred to in the application under this subsection
has been withdrawn or suspended for grounds described in the first sentence of subsection (e), the Secretary
has published a notice of opportunity for hearing to withdraw approval of the listed drug under subsection
(c) for grounds described in the first sentence of subsection (e), the approval under this subsection of the
listed drug referred to in the application under this subsection has been withdrawn or suspended under
paragraph (6), or the Secretary has determined that the listed drug has been withdrawn from sale for safety
or effectiveness reasons;

(J) the application does not meet any other requirement of paragraph (2)(A); or
(K) the application contains an untrue statement of material fact.
> —
(A) Within one hundred and eighty days of the initial receipt of an application under paragraph (2) or within

such additional period as may be agreed upon by the Secretary and the applicant, the Secretary shall approve
or disapprove the application.

(B) The approval of an application submitted under paragraph (2) shall be made effective on the last applicable
date determined by applying the following to each certification made under paragraph (2)(A)(vii):

(i) If the applicant only made a certification described in subclause (I) or (II) of paragraph (2)(A)(vii)
or in both such subclauses, the approval may be made effective immediately.
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(i) If the applicant made a certification described in subclause (III) of paragraph (2)(A)(vii), the
approval may be made effective on the date certified under subclause (III).

(iii) If the applicant made a certification described in subclause (IV) of paragraph (2)(A)(vii), the
approval shall be made effective immediately unless, before the expiration of 45 days after the date on
which the notice described in paragraph (2)(B) is received, an action is brought for infringement of the
patent that is the subject of the certification and for which information was submitted to the Secretary
under subsection (b)(1) or (c)(2) before the date on which the application (excluding an amendment
or supplement to the application), which the Secretary later determines to be substantially complete,
was submitted. If such an action is brought before the expiration of such days, the approval shall be
made effective upon the expiration of the thirty-month period beginning on the date of the receipt of
the notice provided under paragraph (2)(B)(i) or such shorter or longer period as the court may order
because either party to the action failed to reasonably cooperate in expediting the action, except that —

(D) if before the expiration of such period the district court decides that the patent is invalid or
not infringed (including any substantive determination that there is no cause of action for patent
infringement or invalidity), the approval shall be made effective on —

(aa) the date on which the court enters judgment reflecting the decision; or

(bb) the date of a settlement order or consent decree signed and entered by the court stating
that the patent that is the subject of the certification is invalid or not infringed;

(II) if before the expiration of such period the district court decides that the patent has been
infringed —

(aa) if the judgment of the district court is appealed, the approval shall be made effective on —

(AA) the date on which the court of appeals decides that the patent is invalid or not
infringed (including any substantive determination that there is no cause of action for
patent infringement or invalidity); or

(BB) the date of a settlement order or consent decree signed and entered by the court
of appeals stating that the patent that is the subject of the certification is invalid or not
infringed; or
(bb) if the judgment of the district court is not appealed or is affirmed, the approval shall
be made effective on the date specified by the district court in a court order under section
271(e)(4)(A) of title 35, United States Code;

(IID) if before the expiration of such period the court grants a preliminary injunction prohibiting the
applicant from engaging in the commercial manufacture or sale of the drug until the court decides
the issues of patent validity and infringement and if the court decides that such patent is invalid or
not infringed, the approval shall be made effective as provided in subclause (I); or

(IV) if before the expiration of such period the court grants a preliminary injunction prohibiting the
applicant from engaging in the commercial manufacture or sale of the drug until the court decides
the issues of patent validity and infringement and if the court decides that such patent has been
infringed, the approval shall be made effective as provided in subclause (II).

In such an action, each of the parties shall reasonably cooperate in expediting the action.
(iv) 180-day exclusivity period. —

(I) EFFECTIVENESS OF APPLICATION. — Subject to subparagraph (D), if the application contains a
certification described in paragraph (2)(A)(vii)(IV) and is for a drug for which a first applicant has
submitted an application containing such a certification, the application shall be made effective on
the date that is 180 days after the date of the first commercial marketing of the drug (including the
commercial marketing of the listed drug) by any first applicant.

(IT) DeFINTTIONS. — In this paragraph:

(aa) 180-Day ExcrusiviTy PERIOD. — The term “180-day exclusivity period” means the 180-
day period ending on the day before the date on which an application submitted by an applicant
other than a first applicant could become effective under this clause.
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(bb) FirsT ApPLICANT. — As used in this subsection, the term “first applicant” means an
applicant that, on the first day on which a substantially complete application containing a
certification described in paragraph (2)(A)(vii)(IV) is submitted for approval of a drug, submits
a substantially complete application that contains and lawfully maintains a certification
described in paragraph (2)(A)(vii)(IV) for the drug.

(cc) SuUBSTANTIALLY COMPLETE APPLICATION. — As used in this subsection, the term
“substantially complete application” means an application under this subsection that on its
face is sufficiently complete to permit a substantive review and contains all the information
required by paragraph (2)(A).

(dd) TENTATIVE APPROVAL. —

(AA) IN GENERAL. — The term “tentative approval” means notification to an applicant
by the Secretary that an application under this subsection meets the requirements of
paragraph (2)(A), but cannot receive effective approval because the application does not
meet the requirements of this subparagraph, there is a period of exclusivity for the listed
drug under subparagraph (F) or section 505A, or there is a 7-year period of exclusivity for
the listed drug under section 527.

(BB) LimitatioN. — A drug that is granted tentative approval by the Secretary is not
an approved drug and shall not have an effective approval until the Secretary issues an
approval after any necessary additional review of the application.

(v) 180-DAy Excrusivity PERIOD FOR COMPETITIVE GENERIC THERAPIES.—

1) EFFECTIVENESS OF APPLICATION. — Subject to subparagraph (D)(iv), if the application is for a

drug that is the same as a competitive generic therapy for which any first approved applicant has

commenced commercial marketing, the application shall be made effective on the date that is 180
days after the date of the first commercial marketing of the competitive generic therapy (includin

the commercial marketing of the listed drug) by any first approved applicant.

(II) LivirtaTioN. — The exclusivity period under subclause (I) shall not apply with respect to a
competitive generic therapy that has previously received an exclusivity period under subclause (I).

(I1I) DEFINITIONS. — In this clause and subparagraph (D)(iv):

(aa) The term ‘competitive generic therapy’ means a drug —
(AA) that is designated as a competitive generic therapy under section S06H:; and

(BB) for which there are no unexpired patents or exclusivities on the list of products
described in section 505(j)(7)(A) at the time of submission.

(bb) The term ‘first approved applicant’ means any applicant that has submitted an application

that —

(AA) is for a competitive generic therapy that is approved on the first day on which any
application for such competitive generic therapy is approved;

(BB) is not eligible for a 180-day exclusivity period under clause (iv) for the drug that is
the subject of the application for the competitive generic therapy; and

(CCQ) is not for a drug for which all drug versions have forfeited eligibility for a 180-day
exclusivity period under clause (iv) pursuant to subparagraph (D).

(C) CiviL AcTioN TO OBTAIN PATENT CERTAINTY. —

(i) DECLARATORY JUDGMENT ABSENT INFRINGEMENT ACTION. —

(I) IN GENERAL. — No action may be brought under section 2201 of title 28, United States Code,
by an applicant under paragraph (2) for a declaratory judgment with respect to a patent which is the
subject of the certification referred to in subparagraph (B)(iii) unless —

(aa) the 45-day period referred to in such subparagraph has expired;

(bb) neither the owner of such patent nor the holder of the approved application under
subsection (b) for the drug that is claimed by the patent or a use of which is claimed by the
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patent brought a civil action against the applicant for infringement of the patent before the
expiration of such period; and

(cc) in any case in which the notice provided under paragraph (2)(B) relates to noninfringement,
the notice was accompanied by a document described in subclause (III).

(IT) FiuinG or CriviL ActioN. — If the conditions described in items (aa), (bb), and as applicable,
(cc) of subclause (I) have been met, the applicant referred to in such subclause may, in accordance
with section 2201 of title 28, United States Code, bring a civil action under such section against
the owner or holder referred to in such subclause (but not against any owner or holder that has
brought such a civil action against the applicant, unless that civil action was dismissed without
prejudice) for a declaratory judgment that the patent is invalid or will not be infringed by the
drug for which the applicant seeks approval, except that such civil action may be brought for a
declaratory judgment that the patent will not be infringed only in a case in which the condition
described in subclause (I)(cc) is applicable. A civil action referred to in this subclause shall be
brought in the judicial district where the defendant has its principal place of business or a regular
and established place of business.

(ITII) OFFER OF CONFIDENTIAL ACCESS TO APPLICATION. — For purposes of subclause (I)(cc), the
document described in this subclause is a document providing an offer of confidential access to the
application that is in the custody of the applicant under paragraph (2) for the purpose of determining
whether an action referred to in subparagraph (B)(iii) should be brought. The document providing
the offer of confidential access shall contain such restrictions as to persons entitled to access, and
on the use and disposition of any information accessed, as would apply had a protective order been
entered for the purpose of protecting trade secrets and other confidential business information.
A request for access to an application under an offer of confidential access shall be considered
acceptance of the offer of confidential access with the restrictions as to persons entitled to access,
and on the use and disposition of any information accessed, contained in the offer of confidential
access, and those restrictions and other terms of the offer of confidential access shall be considered
terms of an enforceable contract. Any person provided an offer of confidential access shall review
the application for the sole and limited purpose of evaluating possible infringement of the patent
that is the subject of the certification under paragraph (2)(A)(vii)(IV) and for no other purpose, and
may not disclose information of no relevance to any issue of patent infringement to any person other
than a person provided an offer of confidential access. Further, the application may be redacted by
the applicant to remove any information of no relevance to any issue of patent infringement.

(ii) COUNTERCLAIM TO INFRINGEMENT ACTION. —

(I) IN GENERAL. — If an owner of the patent or the holder of the approved application under
subsection (b) for the drug that is claimed by the patent or a use of which is claimed by the patent
brings a patent infringement action against the applicant, the applicant may assert a counterclaim
seeking an order requiring the holder to correct or delete the patent information submitted by the
holder under subsection (b) or (c) on the ground that the patent does not claim either —

(aa) the drug for which the application was approved; or
(bb) an approved method of using the drug.

(IT) No INnpEPENDENT CAUSE OF AcTiON. — Subclause (I) does not authorize the assertion of a claim
described in subclause (I) in any civil action or proceeding other than a counterclaim described in
subclause (I).

(iii) No DamMaGES. — An applicant shall not be entitled to damages in a civil action under clause (i) or
a counterclaim under clause (ii).

(D) ForreITURE OF 180-Day ExcrusiviTy PERIOD. —

(i) DEFINITION OF FORFEITURE EVENT. — In this subparagraph, the term “forfeiture event”, with respect
to an application under this subsection, means the occurrence of any of the following:

(I) FAILURE To MARKET. — The first applicant fails to market the drug by the later of —
(aa) the carlier of the date that is —
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(AA) 75 days after the date on which the approval of the application of the firstapplicant
is made effective under subparagraph (B)(iii); or

(BB) 30 months after the date of submission of the application of the first applicant; or

(bb) with respect to the first applicant or any other applicant (which other applicant has received
tentative approval), the date that is 75 days after the date as of which, as to each of the patents
with respect to which the first applicant submitted and lawfully maintained a certification
qualifying the first applicant for the 180-day exclusivity period under subparagraph (B)(iv), at
least 1 of the following has occurred:

(AA) In an infringement action brought against that applicant with respect to the patent
or in a declaratory judgment action brought by that applicant with respect to the patent, a
court enters a final decision from which no appeal (other than a petition to the Supreme
Court for a writ of certiorari) has been or can be taken that the patent is invalid or not
infringed.

(BB) In an infringement action or a declaratory judgment action described in subitem
(AA), a court signs a settlement order or consent decree that enters a final judgment that
includes a finding that the patent is invalid or not infringed.

(CC) The patent information submitted under subsection (b) or (c) is withdrawn by the
holder of the application approved under subsection (b).

(IT) WiTHDRAWAL OF APPLICATION. — The first applicant withdraws the application or the Secretary
considers the application to have been withdrawn as a result of a determination by the Secretary
that the application does not meet the requirements for approval under paragraph (4).

(ITT) AMENDMENT OF CERTIFICATION. — The first applicant amends or withdraws the certification
for all of the patents with respect to which that applicant submitted a certification qualifying the
applicant for the 180-day exclusivity period.

(IV) FAILURE TO OBTAIN TENTATIVE APPROVAL. — The first applicant fails to obtain tentative
approval of the application within 30 months after the date on which the application is filed, unless
the failure is caused by a change in or a review of the requirements for approval of the application
imposed after the date on which the application is filed.

(V) AGREEMENT WITH ANOTHER APPLICANT, THE LISTED DRUG APPLICATION HOLDER, OR A PATENT
OwNER. — The first applicant enters into an agreement with another applicant under this subsection
for the drug, the holder of the application for the listed drug, or an owner of the patent that is the
subject of the certification under paragraph (2)(A)(vii)(IV), the Federal Trade Commission or the
Attorney General files a complaint, and there is a final decision of the Federal Trade Commission
or the court with regard to the complaint from which no appeal (other than a petition to the Supreme
Court for a writ of certiorari) has been or can be taken that the agreement has violated the antitrust
laws (as defined in section 1 of the Clayton Act (15 U.S.C. 12), except that the term includes
section 5 of the Federal Trade Commission Act (15 U.S.C. 45) to the extent that that section applies
to unfair methods of competition).

(VI) ExpiraTION OF ALL PATENTS. — All of the patents as to which the applicant submitted a
certification qualifying it for the 180-day exclusivity period have expired.

(ii) ForrerTurRe. — The 180-day exclusivity period described in subparagraph (B)(iv) shall be forfeited
by a first applicant if a forfeiture event occurs with respect to that first applicant.

(iii) SuBsEQUENT AppLICANT. — If all first applicants forfeit the 180-day exclusivity period under clause
(i) —
(I) approval of any application containing a certification described in paragraph (2)(A)(vii)(1V)
shall be made effective in accordance with subparagraph (B)(iii); and
(IT) no applicant shall be eligible for a 180-day exclusivity period.

iv) SPECIAL FORFEITURE RULE FOR COMPETITIVE GENERIC THERAPY. — The 180-day exclusivity period

described in subparagraph (B)(v) shall be forfeited by a first approved applicant if the applicant fails to

STATUTORY SUPPLEMENT 137



§505[355]

Federal Food, Drug, and Cosmetic Act

market the competitive generic therapy within 75 days after the date on which the approval of the first
approved applicant’s application for the competitive generic therapy is made effective.

(E) If the Secretary decides to disapprove an application, the Secretary shall give the applicant notice of an
opportunity for a hearing before the Secretary on the question of whether such application is approvable.
If the applicant elects to accept the opportunity for hearing by written request within thirty days after such
notice, such hearing shall commence not more than ninety days after the expiration of such thirty days
unless the Secretary and the applicant otherwise agree. Any such hearing shall thereafter be conducted on
an expedited basis and the Secretary’s order thereon shall be issued within ninety days after the date fixed
by the Secretary for filing final briefs.

(F) —

(i) If an application (other than an abbreviated new drug application) submitted under subsection (b)
for a drug, no active ingredient (including any ester or salt of the active ingredient) of which has been
approved in any other application under subsection (b), was approved during the period beginning
January 1, 1982, and ending on the date of the enactment of this subsection, the Secretary may not make
the approval of an application submitted under this subsection which refers to the drug for which the
subsection (b) application was submitted effective before the expiration of ten years from the date of the
approval of the application under subsection (b).

(ii) If an application submitted under subsection (b) for a drug, no active ingredient (including any ester
or salt of the active ingredient) of which has been approved in any other application under subsection
(b), is approved after the date of the enactment of this subsection, no application may be submitted
under this subsection which refers to the drug for which the subsection (b) application was submitted
before the expiration of five years from the date of the approval of the application under subsection
(b), except that such an application may be submitted under this subsection after the expiration of four
years from the date of the approval of the subsection (b) application if it contains a certification of
patent invalidity or noninfringement described in subclause (IV) of paragraph (2)(A)(vii). The approval
of such an application shall be made effective in accordance with subparagraph (B) except that, if an
action for patent infringement is commenced during the one-year period beginning forty-eight months
after the date of the approval of the subsection (b) application, the thirty-month period referred to in
subparagraph (B)(iii) shall be extended by such amount of time (if any) which is required for seven and
one-half years to have elapsed from the date of approval of the subsection (b) application.

(iii) If an application submitted under subsection (b) for a drug, which includes an active ingredient
(including any ester or salt of the active ingredient) that has been approved in another application
approved under subsection (b), is approved after the date of the enactment of this subsection, and if such
application contains reports of new clinical investigations (other than bioavailability studies) essential
to the approval of the application and conducted or sponsored by the applicant, the Secretary may not
make the approval of an application submitted under this subsection for the conditions of approval of
such drug in the subsection (b) application effective before the expiration of three years from the date
of the approval of the application under subsection (b) for such drug.

(iv) If a supplement to an application approved under subsection (b) is approved after the date of the
enactment of this subsection, and the supplement contains reports of new clinical investigations (other
than bioavailability studies) essential to the approval of the supplement and conducted or sponsored
by the person submitting the supplement, the Secretary may not make the approval of an application
submitted under this subsection for a change approved in the supplement effective before the expiration
of three years from the date of the approval of the supplement under subsection (b).

(v) If an application (or supplement to an application) submitted under subsection (b) for a drug, which
includes an active ingredient (including any ester or salt of the active ingredient) that has been approved
in another application under subsection (b), was approved during the period beginning January 1, 1982,
and ending on the date of the enactment of this subsection, the Secretary may not make the approval
of an application submitted under this subsection which refers to the drug for which the subsection (b)
application was submitted or which refers to a change approved in a supplement to the subsection (b)
application effective before the expiration of two years from the date of enactment of this subsection.

(6) If a drug approved under this subsection refers in its approved application to a drug the approval of which
was withdrawn or suspended for grounds described in the first sentence of subsection (e) or was withdrawn or
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suspended under this paragraph or which, as determined by the Secretary, has been withdrawn from sale for
safety or effectiveness reasons, the approval of the drug under this subsection shall be withdrawn or suspended —

(A) for the same period as the withdrawal or suspension under subsection (e) or this paragraph, or

(B) if the listed drug has been withdrawn from sale, for the period of withdrawal from sale or, if earlier,
the period ending on the date the Secretary determines that the withdrawal from sale is not for safety or
effectiveness reasons.

(N —
A)—

(i) Within sixty days of the date of the enactment of this subsection, the Secretary shall publish and
make available to the public —

(@) a list in alphabetical order of the official and proprietary name of each drug which has been
approved for safety and effectiveness under subsection (c) before the date of the enactment of this
subsection;

(IT) the date of approval if the drug is approved after 1981 and the number of the application which
was approved; and

(IIT) whether in vitro or in vivo bioequivalence studies, or both such studies, are required for
applications filed under this subsection which will refer to the drug published.

(ii) Every thirty days after the publication of the first list under clause (i) the Secretary shall revise the
list to include each drug which has been approved for safety and effectiveness under subsection (c) or
approved under this subsection during the thirty-day period.

(iif) When patent information submitted under subsection (b) or (c) respecting a drug included on the
list is to be published by the Secretary, the Secretary shall, in revisions made under clause (ii), include
such information for such drug.

(B) A drug approved for safety and effectiveness under subsection (c) or approved under this subsection
shall, for purposes of this subsection, be considered to have been published under subparagraph (A) on the
date of its approval or the date of enactment, whichever is later.

(C) If the approval of a drug was withdrawn or suspended for grounds described in the first sentence of
subsection (¢) or was withdrawn or suspended under paragraph (6) or if the Secretary determines that a drug
has been withdrawn from sale for safety or effectiveness reasons, it may not be published in the list under
subparagraph (A) or, if the withdrawal or suspension occurred after its publication in such list, it shall be
immediately removed from such list —

(i) for the same period as the withdrawal or suspension under subsection (e) or paragraph (6), or

(ii) if the listed drug has been withdrawn from sale, for the period of withdrawal from sale or, if earlier,
the period ending on the date the Secretary determines that the withdrawal from sale is not for safety
or effectiveness reasons.

A notice of the removal shall be published in the Federal Register.
(8) For purposes of this subsection:
A)—

(i) The term “bioavailability” means the rate and extent to which the active ingredient or therapeutic
ingredient is absorbed from a drug and becomes available at the site of drug action.

(ii) For a drug that is not intended to be absorbed into the bloodstream, the Secretary may assess
bioavailability by scientifically valid measurements intended to reflect the rate and extent to which the
active ingredient or therapeutic ingredient becomes available at the site of drug action.

(B) A drug shall be considered to be bioequivalent to a listed drug if —

(i) the rate and extent of absorption of the drug do not show a significant difference from the rate and
extent of absorption of the listed drug when administered at the same molar dose of the therapeutic
ingredient under similar experimental conditions in either a single dose or multiple doses; or

(i) the extent of absorption of the drug does not show a significant difference from the extent of
absorption of the listed drug when administered at the same molar dose of the therapeutic ingredient
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under similar experimental conditions in either a single dose or multiple doses and the difference from
the listed drug in the rate of absorption of the drug is intentional, is reflected in its proposed labeling, is
not essential to the attainment of effective body drug concentrations on chronic use, and is considered
medically insignificant for the drug.

(C) For a drug that is not intended to be absorbed into the bloodstream, the Secretary may establish
alternative, scientifically valid methods to show bioequivalence if the alternative methods are expected to
detect a significant difference between the drug and the listed drug in safety and therapeutic effect.

(9) The Secretary shall, with respect to each application submitted under this subsection, maintain a record of —

(A) the name of the applicant,
(B) the name of the drug covered by the application,

(C) the name of each person to whom the review of the chemistry of the application was assigned and the
date of such assignment, and

(D) the name of each person to whom the bioequivalence review for such application was assigned and the
date of such assignment.

The information the Secretary is required to maintain under this paragraph with respect to an application
submitted under this subsection shall be made available to the public after the approval of such application.

(10) —

(A) If the proposed labeling of a drug that is the subject of an application under this subsection differs from
the listed drug due to a labeling revision described under clause (i), the drug that is the subject of such
application shall, notwithstanding any other provision of this Act, be eligible for approval and shall not be
considered misbranded under section 502 if—

(i) the application is otherwise eligible for approval under this subsection but for expiration of patent,
an exclusivity period, or of a delay in approval described in paragraph (5)(B)(iii), and a revision to the
labeling of the listed drug has been approved by the Secretary within 60 days of such expiration;

(ii) the labeling revision described under clause (i) does not include a change to the “Warnings’ section
of the labeling;

(iii) the sponsor of the application under this subsection agrees to submit revised labeling of the drug
that is the subject of such application not later than 60 days after the notification of any changes to such
labeling required by the Secretary; and

(iv) such application otherwise meets the applicable requirements for approval under this subsection.

(B) If, after a labeling revision described in subparagraph (A)(i), the Secretary determines that the continued
presence in interstate commerce of the labeling of the listed drug (as in effect before the revision described
in subparagraph (A)(i)) adversely impacts the safe use of the drug, no application under this subsection shall
be eligible for approval with such labeling.

11) —

(A) Subject to subparagraph (B), the Secretary shall prioritize the review of, and act within 8 months of

the date of the submission of, an original abbreviated new drug application submitted for review under this
subsection that is for a drug—

(i) for which there are not more than 3 approved drug products listed under paragraph (7) and for which
there are no blocking patents and exclusivities; or

(ii) that has been included on the list under section 506E.

(B) To qualify for priority review under this paragraph, not later than 60 days prior to the submission of an
application described in subparagraph (A) or that the Secretary may prioritize pursuant to subparagraph (D),
the applicant shall provide complete, accurate information regarding facilities involved in manufacturing
processes and testing of the drug that is the subject of the application, including facilities in corresponding
Type II active pharmaceutical ingredients drug master files referenced in an application and sites or
organizations involved in bioequivalence and clinical studies used to support the application, to enable
the Secretary to make a determination regarding whether an inspection of a facility is necessary. Such
information shall include the relevant (as determined by the Secretary) sections of such application, which

shall be unchanged relative to the date of the submission of such application, except to the extent that a
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change is made to such information to exclude a facility that was not used to generate data to meet any
application requirements for such submission and that is not the only facility intended to conduct one or more
unit operations in commercial production. Information provided by an applicant under this subparagraph
shall not be considered the submission of an application under this subsection.

(C) The Secretary may expedite an inspection or reinspection under section 704 of an establishment that

proposes to manufacture a drug described in subparagraph (A).
(D) Nothing in this paragraph shall prevent the Secretary from prioritizing the review of other applications

as the Secretary determines appropriate.

(12) The Secretary shall publish on the internet website of the Food and Drug Administration, and update at

least once every 6 months, a list of all drugs approved under subsection (c) for which all patents and periods of
exclusivity under this Act have expired and for which no application has been approved under this subsection.

(13) Upon the request of an applicant regarding one or more specified pending applications under this

subsection, the Secretary shall, as appropriate, provide review status updates indicating the categorical status of
the applications by each relevant review discipline.

(k) —

(1) In the case of any drug for which an approval of an application filed under subsection (b) or (j) is in effect,
the applicant shall establish and maintain such records, and make such reports to the Secretary, of data relating
to clinical experience and other data or information, received or otherwise obtained by such applicant with
respect to such drug, as the Secretary may by general regulation, or by order with respect to such application,
prescribe on the basis of a finding that such records and reports are necessary in order to enable the Secretary
to determine, or facilitate a determination, whether there is or may be ground for invoking subsection (e) of
this section. Regulations and orders issued under this subsection and under subsection (i) shall have due regard
for the professional ethics of the medical profession and the interests of patients and shall provide, where the
Secretary deems it to be appropriate, for the examination, upon request, by the persons to whom such regulations
or orders are applicable, of similar information received or otherwise obtained by the Secretary.

(2) Every person required under this section to maintain records, and every person in charge or custody thereof,
shall, upon request of an officer or employee designated by the Secretary, permit such officer or employee at all
reasonable times to have access to and copy and verify such records.

(3) AcTivE POSTMARKET RISK IDENTIFICATION. —

(A) DeFINITION. — In this paragraph, the term “data” refers to information with respect to a drug approved
under this section or under section 351 of the Public Health Service Act, including claims data, patient
survey data, standardized analytic files that allow for the pooling and analysis of data from disparate data
environments, and any other data deemed appropriate by the Secretary.

(B) DEVELOPMENT OF POSTMARKET Risk IDENTIFICATION AND ANALYSIS METHODS. — The Secretary shall,
not later than 2 years after the date of the enactment of the Food and Drug Administration Amendments Act
0f 2007, in collaboration with public, academic, and private entities —
(i) develop methods to obtain access to disparate data sources including the data sources specified in
subparagraph (C);
(ii) develop validated methods for the establishment of a postmarket risk identification and analysis
system to link and analyze safety data from multiple sources, with the goals of including, in aggregate —

(@) at least 25,000,000 patients by July 1, 2010; and
(II) at least 100,000,000 patients by July 1, 2012; and

(iii) convene a committee of experts, including individuals who are recognized in the field of protecting
data privacy and security, to make recommendations to the Secretary on the development of tools and
methods for the ethical and scientific uses for, and communication of, postmarketing data specified
under subparagraph (C), including recommendations on the development of effective research methods
for the study of drug safety questions.

(C) ESTABLISHMENT OF THE POSTMARKET RISK IDENTIFICATION AND ANALYSIS SYSTEM. —

(i) IN GENERAL. — The Secretary shall, not later than 1 year after the development of the risk identification
and analysis methods under subparagraph (B), establish and maintain procedures —
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(D) for risk identification and analysis based on electronic health data, in compliance with the regulations
promulgated under section 264(c) of the Health Insurance Portability and Accountability Act of 1996,
and in a manner that does not disclose individually identifiable health information in violation of
paragraph (4)(B);

(IT) for the reporting (in a standardized form) of data on all serious adverse drug experiences (as defined
in section 505—1(b)) submitted to the Secretary under paragraph (1), and those adverse events submitted
by patients, providers, and drug sponsors, when appropriate;

(IID) to provide for active adverse event surveillance using the following data sources, as available:

(aa) Federal health-related electronic data (such as data from the Medicare program and the health
systems of the Department of Veterans Affairs);

(bb) private sector health-related electronic data (such as pharmaceutical purchase data and health
insurance claims data); and

(cc) other data as the Secretary deems necessary to create a robust system to identify adverse events
and potential drug safety signals;

(IV) to identify certain trends and patterns with respect to data accessed by the system;

(V) to provide regular reports to the Secretary concerning adverse event trends, adverse event patterns,
incidence and prevalence of adverse events, and other information the Secretary determines appropriate,
which may include data on comparative national adverse event trends; and

(VD) to enable the program to export data in a form appropriate for further aggregation, statistical
analysis, and reporting.

(ii) TiIMELINESS OF REPORTING. — The procedures established under clause (i) shall ensure that such data are
accessed, analyzed, and reported in a timely, routine, and systematic manner, taking into consideration the
need for data completeness, coding, cleansing, and standardized analysis and transmission.

(iii) Private SECTOR RESOURCES. — To ensure the establishment of the active postmarket risk identification
and analysis system under this subsection not later than 1 year after the development of the risk identification
and analysis methods under subparagraph (B), as required under clause (i), the Secretary may, on a temporary
or permanent basis, implement systems or products developed by private entities.

(iv) CoMPLEMENTARY APPROACHES. — To the extent the active postmarket risk identification and analysis
system under this subsection is not sufficient to gather data and information relevant to a priority drug safety
question, the Secretary shall develop, support, and participate in complementary approaches to gather and
analyze such data and information, including —

(I) approaches that are complementary with respect to assessing the safety of use of a drug in domestic
populations not included, or underrepresented, in the trials used to approve the drug (such as older
people, people with comorbidities, pregnant women, or children); and

(IT) existing approaches such as the Vaccine Adverse Event Reporting System and the Vaccine Safety
Datalink or successor databases.

(V) AuTHORITY FOR CONTRACTS. — The Secretary may enter into contracts with public and private entities to
fulfill the requirements of this subparagraph.

(4) ADVANCED ANALYSIS OF DRUG SAFETY DATA. —

(A) Purrose. — The Secretary shall establish collaborations with public, academic, and private entities,
which may include the Centers for Education and Research on Therapeutics under section 912 of the Public
Health Service Act, to provide for advanced analysis of drug safety data described in paragraph (3)(C) and
other information that is publicly available or is provided by the Secretary, in order to —

(i) improve the quality and efficiency of postmarket drug safety risk-benefit analysis;

(i) provide the Secretary with routine access to outside expertise to study advanced drug safety
questions; and

(iii) enhance the ability of the Secretary to make timely assessments based on drug safety data.
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(B) Privacy. — Such analysis shall not disclose individually identifiable health information when presenting
such drug safety signals and trends or when responding to inquiries regarding such drug safety signals and
trends.

(C) PuBLic PROCESS FOR PRIORITY QUESTIONS.— Atleast biannually, the Secretary shall seek recommendations
from the Drug Safety and Risk Management Advisory Committee (or any successor committee) and from
other advisory committees, as appropriate, to the Food and Drug Administration on —
(i) priority drug safety questions; and
(ii) mechanisms for answering such questions, including through —
(I) active risk identification under paragraph (3); and
(IT) when such risk identification is not sufficient, postapproval studies and clinical trials under
subsection (0)(3).
(D) PROCEDURES FOR THE DEVELOPMENT OF DRUG SAFETY COLLABORATIONS. —
(i) IN GENERAL. — Not later than 180 days after the date of the establishment of the active postmarket risk

identification and analysis system under this subsection, the Secretary shall establish and implement
procedures under which the Secretary may routinely contract with one or more qualified entities to —

(I) classify, analyze, or aggregate data described in paragraph (3)(C) and information that is
publicly available or is provided by the Secretary;

(IT) allow for prompt investigation of priority drug safety questions, including —
(aa) unresolved safety questions for drugs or classes of drugs; and

(bb) for a newly-approved drugs, safety signals from clinical trials used to approve the drug
and other preapproval trials; rare, serious drug side effects; and the safety of use in domestic
populations not included, or underrepresented, in the trials used to approve the drug (such as
older people, people with comorbidities, pregnant women, or children);

(IIT) perform advanced research and analysis on identified drug safety risks;

(IV) focus postapproval studies and clinical trials under subsection (0)(3) more effectively on cases
for which reports under paragraph (1) and other safety signal detection is not sufficient to resolve
whether there is an elevated risk of a serious adverse event associated with the use of a drug; and

(V) carry out other activities as the Secretary deems necessary to carry out the purposes of this
paragraph.

(ii) REQUEST FOR SpECIFIC METHODOLOGY. — The procedures described in clause (i) shall permit the
Secretary to request that a specific methodology be used by the qualified entity. The qualified entity
shall work with the Secretary to finalize the methodology to be used.

(E) Usk oF ANaLYsEs. — The Secretary shall provide the analyses described in this paragraph, including the
methods and results of such analyses, about a drug to the sponsor or sponsors of such drug.

(F) QuALIFIED ENTITIES. —

(i) IN GENERAL. — The Secretary shall enter into contracts with a sufficient number of qualified entities
to develop and provide information to the Secretary in a timely manner.

(ii) QuaLiFicaTiON. — The Secretary shall enter into a contract with an entity under clause (i) only if the
Secretary determines that the entity has a significant presence in the United States and has one or more
of the following qualifications:

(I) The research, statistical, epidemiologic, or clinical capability and expertise to conduct and
complete the activities under this paragraph, including the capability and expertise to provide the
Secretary de-identified data consistent with the requirements of this subsection.

(IT) An information technology infrastructure in place to support electronic data and operational
standards to provide security for such data.

(IIT) Experience with, and expertise on, the development of drug safety and effectiveness research
using electronic population data.
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(IV) An understanding of drug development or risk/benefit balancing in a clinical setting.

(V) Other expertise which the Secretary deems necessary to fulfill the activities under this
paragraph.
(G) ConTtrACT REQUIREMENTS. — Each contract with a qualified entity under subparagraph (F)(i) shall
contain the following requirements:

(i) EnsuriNG Privacy. — The qualified entity shall ensure that the entity will not use data under this
subsection in a manner that —

(I) violates the regulations promulgated under section 264(c) of the Health Insurance Portability
and Accountability Act of 1996;

(II) violates sections 552 or 552a of title 5, United States Code, with regard to the privacy of
individually-identifiable beneficiary health information; or

(IID) discloses individually identifiable health information when presenting drug safety signals and
trends or when responding to inquiries regarding drug safety signals and trends.

Nothing in this clause prohibits lawful disclosure for other purposes.

(i) CoMPONENT OF ANOTHER ORGANIZATION. — If a qualified entity is a component of another
organization —

(I) the qualified entity shall establish appropriate security measures to maintain the confidentiality
and privacy of such data; and

(IT) the entity shall not make an unauthorized disclosure of such data to the other components of
the organization in breach of such confidentiality and privacy requirement.

(iii) TERMINATION OR NONRENEWAL. — If a contract with a qualified entity under this subparagraph is
terminated or not renewed, the following requirements shall apply:

(I) CONFIDENTIALITY AND PRIVACY PROTECTIONS. — The entity shall continue to comply with the
confidentiality and privacy requirements under this paragraph with respect to all data disclosed to
the entity.

(IT) DisposiTioN OF DaTa. — The entity shall return any data disclosed to such entity under this
subsection to which it would not otherwise have access or, if returning the data is not practicable,
destroy the data.

(H) CompeTITIVE PROCEDURES. — The Secretary shall use competitive procedures (as defined in section
4(5) of the Federal Procurement Policy Act) to enter into contracts under subparagraph (G).

(I) REVIEW OF CONTRACT IN THE EVENT OF A MERGER OR AcQUISITION. — The Secretary shall review the
contract with a qualified entity under this paragraph in the event of a merger or acquisition of the entity in
order to ensure that the requirements under this paragraph will continue to be met.

(J) CoorpiNaTION. — In carrying out this paragraph, the Secretary shall provide for appropriate
communications to the public, scientific, public health, and medical communities, and other key stakeholders,
and to the extent practicable shall coordinate with the activities of private entities, professional associations,
or other entities that may have sources of drug safety data.

(5) The Secretary shall —
(A) conduct regular (Per Sec. 3075 of the 21st Century Cures Act) screenings of the Adverse Event Reporting
System database and post a quarterly report on the Adverse Event Reporting System Web site of any new
safety information or potential signal of a serious risk identified by Adverse Event Reporting System within
the last quarter; and
(B) on an annual basis, review the entire backlog of postmarket safety commitments to determine which

commitments require revision or should be eliminated, report to the Congress on these determinations, and
assign start dates and estimated completion dates for such commitments; and

(C) make available on the Internet website of the Food and Drug Administration—

(i) guidelines, developed with input from experts qualified by scientific training and experience to
evaluate the safety and effectiveness of drugs, that detail best practices for drug safety surveillance
using the Adverse Event Reporting System; and

(ii) criteria for public posting of adverse event signals.
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) —
(1) Safety and effectiveness data and information which has been submitted in an application under

subsection (b) for a drug and which has not previously been disclosed to the public shall be made available
to the public, upon request, unless extraordinary circumstances are shown —

(A) if no work is being or will be undertaken to have the application approved,

(B) if the Secretary has determined that the application is not approvable and all legal appeals have been
exhausted,

(C) if approval of the application under subsection (¢) is withdrawn and all legal appeals have been
exhausted,

(D) if the Secretary has determined that such drug is not a new drug, or

(E) upon the effective date of the approval of the first application under subsection (j) which refers to
such drug or upon the date upon which the approval of an application under subsection (j) which refers
to such drug could be made effective if such an application had been submitted.

(2) AcTiON PACKAGE FOR APPROVAL. —

(A) ActioN PackaGe. — The Secretary shall publish the action package for approval of an application
under subsection (b) or section 351 of the Public Health Service Act on the Internet Web site of the Food
and Drug Administration —

(i not later than 30 days after the date of approval of such application for a drug no active ingredient
(including any ester or salt of the active ingredient) of which has been approved in any other
application under this section or section 351 of the Public Health Service Act; and

(ii) not later than 30 days after the third request for such action package for approval received under
section 552 of'title 5, United States Code, for any other drug.

(B) IMMEDIATE PUBLICATION OF SUMMARY REVIEW. — Notwithstanding subparagraph (A), the Secretary
shall publish, on the Internet Web site of the Food and Drug Administration, the materials described in

subparagraph (C)(iv) not later than 48 hours after the date of approval of the drug, except where such
materials require redaction by the Secretary.

(C) ConTENnTS. — An action package for approval of an application under subparagraph (A) shall be
dated and shall include the following:

(i) Documents generated by the Food and Drug Administration related to review of the application.

(ii) Documents pertaining to the format and content of the application generated during drug
development.

(iii) Labeling submitted by the applicant.

(iv) A summary review that documents conclusions from all reviewing disciplines about the drug,
noting any critical issues and disagreements with the applicant and within the review team and how
they were resolved, recommendations for action, and an explanation of any nonconcurrence with
review conclusions.

(v) The Division Director and Office Director’s decision document which includes —
(I) a brief statement of concurrence with the summary review;
(IT) a separate review or addendum to the review if disagreeing with the summary review; and
(III) a separate review or addendum to the review to add further analysis.

(vi) Identification by name of each officer or employee of the Food and Drug Administration who—
(I) participated in the decision to approve the application; and
(IT) consents to have his or her name included in the package.

(D) ReviEw. — A scientific review of an application is considered the work of the reviewer and shall
not be altered by management or the reviewer once final.

(E) ConFIDENTIAL INFORMATION. — This paragraph does not authorize the disclosure of any trade
secret, confidential commercial or financial information, or other matter listed in section 552(b) of
Title 5, United States Code.
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(m) For purposes of this section, the term “patent” means a patent issued by the United States Patent and Trademark
Office.

(n) —

(1) For the purpose of providing expert scientific advice and recommendations to the Secretary regarding a
clinical investigation of a drug or the approval for marketing of a drug under section 505 or section 351 of the
Public Health Service Act, the Secretary shall establish panels of experts or use panels of experts established
before the date of enactment of the Food and Drug Administration Modernization Act of 1997 [November 21,
1997 — Ed.], or both.

(2) The Secretary may delegate the appointment and oversight authority granted under section 1004 to a director
of a center or successor entity within the Food and Drug Administration.

(3) The Secretary shall make appointments to each panel established under paragraph (1) so that each panel shall
consist of —

(A) members who are qualified by training and experience to evaluate the safety and effectiveness of
the drugs to be referred to the panel and who, to the extent feasible, possess skill and experience in the
development, manufacture, or utilization of such drugs;

(B) members with diverse expertise in such fields as clinical and administrative medicine, pharmacy,
pharmacology, pharmacoeconomics, biological and physical sciences, and other related professions;

(C) a representative of consumer interests, and a representative of interests of the drug manufacturing
industry not directly affected by the matter to be brought before the panel; and

(D) two or more members who are specialists or have other expertise in the particular disease or condition
for which the drug under review is proposed to be indicated.

Scientific, trade, and consumer organizations shall be afforded an opportunity to nominate individuals for
appointment to the panels. No individual who is in the regular full-time employ of the United States and engaged
in the administration of thisAct may be a voting member of any panel. The Secretary shall designate one of the
members of each panel to serve as chairman thereof.

(4) The Secretary shall, as appropriate, provide education and training to each new panel member before such
member participates in a panel’s activities, including education regarding requirements under this Act and related
regulations of the Secretary, and the administrative processes and procedures related to panel meetings.

(5) Panel members (other than officers or employees of the United States), while attending meetings or
conferences of a panel or otherwise engaged in its business, shall be entitled to receive compensation for each
day so engaged, including traveltime, at rates to be fixed by the Secretary, but not to exceed the daily equivalent
of the rate in effect for positions classified above grade Gs-15 of the General Schedule. While serving away from
their homes or regular places of business, panel members may be allowed travel expenses (including per diem in
lieu of subsistence) as authorized by section 5703 of title 5, United States Code, for persons in the Government
service employed intermittently.

(6) The Secretary shall ensure that scientific advisory panels meet regularly and at appropriate intervals so that
any matter to be reviewed by such a panel can be presented to the panel not more than 60 days after the matter
is ready for such review. Meetings of the panel may be held using electronic communication to convene the
meetings.

(7) Within 90 days after a scientific advisory panel makes recommendations on any matter under its review,
the Food and Drug Administration official responsible for the matter shall review the conclusions and
recommendations of the panel, and notify the affected persons of the final decision on the matter, or of the
reasons that no such decision has been reached. Each such final decision shall be documented including the
rationale for the decision.

(0) POSTMARKET STUDIES AND CLINICAL TRIALS; LABELING. —

(1) IN GENERAL. — A responsible person may not introduce or deliver for introduction into interstate commerce
the new drug involved if the person is in violation of a requirement established under paragraph (3) or (4) with
respect to the drug.

(2) DerFiNtTIONS. — For purposes of this subsection:
(A) ResponsIBLE PERsON. — The term “responsible person” means a person who —

(i) has submitted to the Secretary a covered application that is pending; or
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(i) is the holder of an approved covered application.
(B) CoverRED APPLICATION. — The term “covered application” means —
(i) an application under subsection (b) for a drug that is subject to section 503(b); and

(i) an application under section 351 of the Public Health Service Act.

EEINNTS

(C) NEw SAFETY INFORMATION; SERIOUS Risk. — The terms “new safety information”, “serious risk”, and
“signal of a serious risk” have the meanings given such terms in section 505—1(b).

(3) Stupies AND CLINICAL TRIALS. —

(A) INn GENERAL. — For any or all of the purposes specified in subparagraph (B), the Secretary may, subject
to subparagraph (D), require a responsible person for a drug to conduct a postapproval study or studies of the
drug, or a postapproval clinical trial or trials of the drug, on the basis of scientific data deemed appropriate
by the Secretary, including information regarding chemically-related or pharmacologically-related drugs.

(B) Purposks ofF STubpy orR CLINICAL TriaL. — The purposes referred to in this subparagraph with respect
to a postapproval study or postapproval clinical trial are the following:

(i) To assess a known serious risk related to the use of the drug involved.
(ii) To assess signals of serious risk related to the use of the drug.
(i) To identify an unexpected serious risk when available data indicates the potential for a serious risk.

(C) ESTABLISHMENT OF REQUIREMENT AFTER APPROVAL OF COVERED APPLICATION. — The Secretary may
require a postapproval study or studies or postapproval clinical trial or trials for a drug for which an approved
covered application is in effect as of the date on which the Secretary seeks to establish such requirement only
if the Secretary becomes aware of new safety information.

(D) DETERMINATION by SECRETARY. —

(i) PostarprovaL Stupies. — The Secretary may not require the responsible person to conduct a study
under this paragraph, unless the Secretary makes a determination that the reports under subsection (k)(1)
and the active postmarket risk identification and analysis system as available under subsection (k)(3)
will not be sufficient to meet the purposes set forth in subparagraph (B).

(ii) PostaPPAROVAL CLINICAL TRiALS. — The Secretary may not require the responsible person to conduct
a clinical trial under this paragraph, unless the Secretary makes a determination that a postapproval
study or studies will not be sufficient to meet the purposes set forth in subparagraph (B).

(E) NortiricaTioN; TIMETABLES; PERIODIC REPORTS. —

(@) NotiricatioN. — The Secretary shall notify the responsible person regarding a requirement under
this paragraph to conduct a postapproval study or clinical trial by the target dates for communication of
feedback from the review team to the responsible person regarding proposed labeling and postmarketing
study commitments as set forth in the letters described in section 101(c) of the Food and Drug
Administration Amendments Act of 2007.

(i) TimeTaBLE; PERIODIC REPORTS. — For each study or clinical trial required to be conducted under
this paragraph, the Secretary shall require that the responsible person submit a timetable for completion
of the study or clinical trial. With respect to each study required to be conducted under this paragraph
or otherwise undertaken by the responsible person to investigate a safety issue, the Secretary shall
require the responsible person to periodically report to the Secretary on the status of such study
including whether any difficulties in completing the study have been encountered. With respect to each
clinical trial required to be conducted under this paragraph or otherwise undertaken by the responsible
person to investigate a safety issue, the Secretary shall require the responsible person to periodically
report to the Secretary on the status of such clinical trial including whether enrollment has begun, the
number of participants enrolled, the expected completion date, whether any difficulties completing
the clinical trial have been encountered, and registration information with respect to the requirements
under section 402(j) of the Public Health Service Act. If the responsible person fails to comply with
such timetable or violates any other requirement of this subparagraph, the responsible person shall be
considered in violation of this subsection, unless the responsible person demonstrates good cause for
such noncompliance or such other violation. The Secretary shall determine what constitutes good cause
under the preceding sentence.
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(F) DisputE REsoLuTiON. — The responsible person may appeal a requirement to conduct a study or clinical
trial under this paragraph using dispute resolution procedures established by the Secretary in regulation and
guidance.

(4) SAFETY LABELING CHANGES REQUESTED BY SECRETARY. —

(A) NEw SAFETY INFORMATION. — If the Secretary becomes aware of new safety information that the
Secretary believes should be included in the labeling of the drug, the Secretary shall promptly notify the
responsible person or, if the same drug approved under section 505(b) is not currently marketed, the holder
of an approved application under 505(j).

(B) Response To NotiricatioN. — Following notification pursuant to subparagraph (A), the responsible
person or the holder of the approved application under section 505(j) shall within 30 days —

(i) submit a supplement proposing changes to the approved labeling to reflect the new safety information,
including changes to boxed warnings, contraindications, warnings, precautions, or adverse reactions; or

(i) notify the Secretary that the responsible person or the holder of the approved application under
section 505(j) does not believe a labeling change is warranted and submit a statement detailing the
reasons why such a change is not warranted.

(C) Review. — Upon receipt of such supplement, the Secretary shall promptly review and act upon such
supplement. If the Secretary disagrees with the proposed changes in the supplement or with the statement
setting forth the reasons why no labeling change is necessary, the Secretary shall initiate discussions to reach
agreement on whether the labeling for the drug should be modified to reflect the new safety information,
and if so, the contents of such labeling changes.

(D) Discussions. — Such discussions shall not extend for more than 30 days after the response to the
notification under subparagraph (B), unless the Secretary determines an extension of such discussion period
is warranted.

(E) OrpER. — Within 15 days of the conclusion of the discussions under subparagraph (D), the Secretary may
issue an order directing the responsible person or the holder of the approved application under section 505(j)
to make such a labeling change as the Secretary deems appropriate to address the new safety information.
Within 15 days of such an order, the responsible person or the holder of the approved application under
section 505(j) shall submit a supplement containing the labeling change.

(F) Dispute ResoLuTioN. — Within 5 days of receiving an order under subparagraph (E), the responsible
person or the holder of the approved application under section 505(j) may appeal using dispute resolution
procedures established by the Secretary in regulation and guidance.

(G) Vioration. — If the responsible person or the holder of the approved application under section 505(j)
has not submitted a supplement within 15 days of the date of such order under subparagraph (E), and there
is no appeal or dispute resolution proceeding pending, the responsible person or holder shall be considered
to be in violation of this subsection. If at the conclusion of any dispute resolution procedures the Secretary
determines that a supplement must be submitted and such a supplement is not submitted within 15 days of
the date of that determination, the responsible person or holder shall be in violation of this subsection.

(H) PuBLic HEALTH THREAT. — Notwithstanding subparagraphs (A) through (F), if the Secretary concludes
that such a labeling change is necessary to protect the public health, the Secretary may accelerate the
timelines in such subparagraphs.

(I) RurLe oF ConstrRucTION. — This paragraph shall not be construed to affect the responsibility of the
responsible person or the holder of the approved application under section 505(j) to maintain its label in
accordance with existing requirements, including subpart B of part 201 and sections 314.70 and 601.12 of
title 21, Code of Federal Regulations (or any successor regulations).

(5) Non-DELEGATION. — Determinations by the Secretary under this subsection for a drug shall be made by
individuals at or above the level of individuals empowered to approve a drug (such as division directors within
the Center for Drug Evaluation and Research).

(p) Risk EVALUATION AND MITIGATION STRATEGY. —

(1) IN GENERAL. — A person may not introduce or deliver for introduction into interstate commerce a new drug
if —
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(A)(i) the application for such drug is approved under subsection (b) or (j) and is subject to section 503(b); or
(ii) the application for such drug is approved under section 351 of the Public Health Service Act; and

(B) a risk evaluation and mitigation strategy is required under section 505—-1 with respect to the drug
and the person fails to maintain compliance with the requirements of the approved strategy or with other
requirements under section 505—1, including requirements regarding assessments of approved strategies.

(2) CerTAIN PosTMARKET STUDIES. — The failure to conduct a postmarket study under section 506, subpart H
of part 314, or subpart E of part 601 of title 21, Code of Federal Regulations (or any successor regulations), is
deemed to be a violation of paragraph (1).

(q) PETITIONS AND CIVIL ACTIONS REGARDING APPROVAL OF CERTAIN APPLICATIONS. —
(1) IN GENERAL. —

(A) DeETERMINATION. — The Secretary shall not delay approval of a pending application submitted under
subsection (b)(2) or (j) of this section or section 351(k) of the Public Health Service Act because of any
request to take any form of action relating to the application, either before or during consideration of the
request, unless —

(i) the request is in writing and is a petition submitted to the Secretary pursuant to section 10.30 or 10.35
of title 21, Code of Federal Regulations (or any successor regulations); and

(ii) the Secretary determines, upon reviewing the petition, that a delay is necessary to protect the public
health.

(B) Norrrication. — If the Secretary determines under subparagraph (A) that a delay is necessary with
respect to an application, the Secretary shall provide to the applicant, not later than 30 days after making
such determination, the following information:

(i) Notification of the fact that a determination under subparagraph (A) has been made.

(ii) If applicable, any clarification or additional data that the applicant should submit to the docket on
the petition to allow the Secretary to review the petition promptly.

(iii) A brief summary of the specific substantive issues raised in the petition which form the basis of
the determination.

(C) FormaT. — The information described in subparagraph (B) shall be conveyed via either, at the discretion
of the Secretary —

(i) a document; or
(ii) a meeting with the applicant involved.

(D) PuBLic DiscLosuRE. — Any information conveyed by the Secretary under subparagraph (C) shall
be considered part of the application and shall be subject to the disclosure requirements applicable to
information in such application.

(E) DENIAL BaseD oN INTENT TO DELAY. — If the Secretary determines that a petition or a supplement to
the petition was submitted with the primary purpose of delaying the approval of an application and the
petition does not on its face raise valid scientific or regulatory issues, the Secretary may deny the petition at
any point based on such determination. The Secretary may issue guidance to describe the factors that will
be used to determine under this subparagraph whether a petition is submitted with the primary purpose of
delaying the approval of an application.

(F) FinAL AGENcY AcTioN. — The Secretary shall take final agency action on a petition not later than 150
days after the date on which the petition is submitted. The Secretary shall not extend such period for any
reason, including —

(i) any determination made under subparagraph (A);

(ii) the submission of comments relating to the petition or supplemental information supplied by the
petitioner; or
(iii) the consent of the petitioner.

(G) ExtEnsioN oF 30-MontH Periop. — If the filing of an application resulted in first-applicant status under
subsection (j)(5)(D)(i)(IV) and approval of the application was delayed because of a petition, the 30-month
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period under such subsection is deemed to be extended by a period of time equal to the period beginning on
the date on which the Secretary received the petition and ending on the date of final agency action on the
petition (inclusive of such beginning and ending dates), without regard to whether the Secretary grants, in
whole or in part, or denies, in whole or in part, the petition.

(H) CertiricatioN. — The Secretary shall not consider a petition for review unless the party submitting such
petition does so in written form and the subject document is signed and contains the following certification:
‘I certify that, to my best knowledge and belief: (a) this petition includes all information and views upon
which the petition relies; (b) this petition includes representative data and/ or information known to the
petitioner which are unfavorable to the petition; and (c) I have taken reasonable steps to ensure that any
representative data and/or information which are unfavorable to the petition were disclosed to me. I further
certify that the information upon which I have based the action requested herein first became known to the
party on whose behalf this petition is submitted on or about the following date: —. If I received or expect to
receive payments, including cash and other forms of consideration, to file this information or its contents, I
received or expect to receive those payments from the following persons or organizations: — . I verify under
penalty of perjury that the foregoing is true and correct as of the date of the submission of this petition.’,
with the date on which such information first became known to such party and the names of such persons or
organizations inserted in the first and second blank space, respectively.

(I) VeriricaTioN. — The Secretary shall not accept for review any supplemental information or comments
on a petition unless the party submitting such information or comments does so in written form and the
subject document is signed and contains the following verification: ‘I certify that, to my best knowledge
and belief: (a) I have not intentionally delayed submission of this document or its contents; and (b) the
information upon which I have based the action requested herein first became known to me on or about
. If T received or expect to receive payments, including cash and other forms of
consideration, to file this information or its contents, I received or expect to receive those payments from the
following persons or organizations: . I'verify under penalty of perjury that the foregoing
is true and correct as of the date of the submission of this petition.’, with the date on which such information
first became known to the party and the names of such persons or organizations inserted in the first and
second blank space, respectively.

(2) EXHAUSTION OF ADMINISTRATIVE REMEDIES. —

(A) FiNaL AGENCY AcTioN WITHIN 150 Days. — The Secretary shall be considered to have taken final
agency action on a petition if —

(i) during the 150-day period referred to in paragraph (1)(F), the Secretary makes a final decision within
the meaning of section 10.45(d) of title 21, Code of Federal Regulations (or any successor regulation); or

(ii) such period expires without the Secretary having made such a final decision.

(B) DismissAL ofF CERTAIN CiviL Actions. — If a civil action is filed against the Secretary with respect
to any issue raised in the petition before the Secretary has taken final agency action on the petition within
the meaning of subparagraph (A), the court shall dismiss without prejudice the action for failure to exhaust
administrative remedies.

(C) ApminNISTRATIVE RECORD. — For purposes of judicial review related to the approval of an application for
which a petition under paragraph (1) was submitted, the administrative record regarding any issue raised by
the petition shall include —

(i) the petition filed under paragraph (1) and any supplements and comments thereto:
(ii) the Secretary’s response to such petition, if issued; and

(iii) other information, as designated by the Secretary, related to the Secretary’s determinations regarding
the issues raised in such petition, as long as the information was considered by the agency no later than
the date of final agency action as defined under subparagraph (2)(A), and regardless of whether the
Secretary responded to the petition at or before the approval of the application at issue in the petition.

(3) ANnNuAL REPORT ON DELAYS IN APPROVALS PER PETITIONS. — The Secretary shall annually submit to the
Congress a report that specifies —

(A) the number of applications that were approved during the preceding 12-month period;

(B) the number of such applications whose effective dates were delayed by petitions referred to in paragraph (1)
during such period,
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(C) the number of days by which such applications were so delayed; and
(D) the number of such petitions that were submitted during such period.
(4) EXCEPTIONS. —
(A) This subsection does not apply to —
(i) a petition that relates solely to the timing of the approval of an application pursuant to subsection (j)
(5)(B)(iv); or

(ii) a petition that is made by the sponsor of an application and that seeks only to have the Secretary take
or refrain from taking any form of action with respect to that application.

(B) Paragraph (2) does not apply to a petition addressing issues concerning an application submitted pursuant
to section 351(k) of the Public Health Service Act.
(5) DEFINITIONS. —

(A) ArpLicaTiON. — For purposes of this subsection, the term “application” means an application submitted
under subsection (b)(2) or (j) of this section or section 351(k) of the Public Health Service Act.

(B) PeTITION. — For purposes of this subsection, other than paragraph (1)(A)(i), the term “petition” means
a request described in paragraph (1)(A)(1).
(r) POSTMARKET DRUG SAFETY INFORMATION FOR PATIENTS AND PROVIDERS. —
(1) EstaBLISHMENT. — Not later than 1 year after the date of the enactment of the Food and Drug Administration
Amendment Act of 2007, the Secretary shall improve the transparency of information about drugs and allow

patients and health care providers better access to information about drugs by developing and maintaining an
Internet Web site that —

(A) provides links to drug safety information listed in paragraph (2) for prescription drugs that are approved
under this section or licensed under section 351 of the Public Health Service Act; and

(B) improves communication of drug safety information to patients and providers.
(2) INTERNET WEB SITE. — The Secretary shall carry out paragraph (1) by —

(A) developing and maintaining a accessible, consolidated Internet Web site with easily searchable drug
safety information, including the information found on United States Government Internet Web sites, such
as the United States National Library of Medicine’s Daily Med and Medline Plus Web sites, in addition to
other such Web sites maintained by the Secretary;

(B) ensuring that the information provided on the Internet Web site is comprehensive and includes, when
available and appropriate —
(i) patient labeling and patient packaging inserts;

(ii) a link to a list of each drug, whether approved under this section or licensed under such section 351,
for which a Medication Guide, as provided for under part 208 of title 21, Code of Federal Regulations
(or any successor regulations), is required;

(iii) a link to the registry and results data bank provided for under subsections (i) and (j) of section 402
of the Public Health Services Act;

(iv) the most recent safety information and alerts issued by the Food and Drug Administration for drugs
approved by the Secretary under this section, such as product recalls, warning letters, and import alerts;

(v) publicly available information about implemented RiskMAPs and risk evaluation and mitigation
strategies under subsection (0);

(vi) guidance documents and regulations related to drug safety; and
(vii) other material determined appropriate by the Secretary;

(C) providing access to summaries of the assessed and aggregated data collected from the active surveillance
infrastructure under subsection (k)(3) to provide information of known and serious side-effects for drugs
approved under this section or licensed under such section 351;

(D) preparing and making publicly available on the Internet website established under paragraph (1) best
practices for drug safety surveillance activities for drugs approved under this section or section 351 of the
Public Health Service Act;
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(E) enabling patients, providers, and drug sponsors to submit adverse event reports through the Internet Web
site;

(F) providing educational materials for patients and providers about the appropriate means of disposing of
expired, damaged, or unusable medications; and

(G) supporting initiatives that the Secretary determines to be useful to fulfill the purposes of the Internet
Web site.

(3) PosTiNG oF DrRuG LABELING. — The Secretary shall post on the Internet Web site established under paragraph
(1) the approved professional labeling and any required patient labeling of a drug approved under this section or
licensed under such section 351 not later than 21 days after the date the drug is approved or licensed, including
in a supplemental application with respect to a labeling change.

(4) PrivatE SECTOR RESOURCES. — To ensure development of the Internet Web site by the date described in
paragraph (1), the Secretary may, on a temporary or permanent basis, implement systems or products developed
by private entities.

(5) AutHORITY FOR CONTRACTS. — The Secretary may enter into contracts with public and private entities to
fulfill the requirements of this subsection.

(6) REvIEW. — The Advisory Committee on Risk Communication under section 567 shall, on a regular basis,
perform a comprehensive review and evaluation of the types of risk communication information provided on the
Internet Web site established under paragraph (1) and, through other means, shall identify, clarify, and define
the purposes and types of information available to facilitate the efficient flow of information to patients and
providers, and shall recommend ways for the Food and Drug Administration to work with outside entities to help
facilitate the dispensing of risk communication information to patients and providers.

(s) REFERRAL TO Apvisory COMMITTEE. — Prior to the approval of a drug no active ingredient (including any ester
or salt of the active ingredient) of which has been approved in any other application under this section or section 351
of the Public Health Service Act, the Secretary shall —

(1) refer such drug to a Food and Drug Administration advisory committee for review at a meeting of such
advisory committee; or

(2) if the Secretary does not refer such a drug to a Food and Drug Administration advisory committee prior to the
approval of the drug, provide in the action letter on the application for the drug a summary of the reasons why
the Secretary did not refer the drug to an advisory committee prior to approval.

(t) DATABASE FOR AUTHORIZED GENERIC DRUGS. —
(1) IN GENERAL. —
(A) PuBLicATION. — The Commissioner shall —

(i) not later than 9 months after the date of the enactment of the Food and Drug Administration
Amendments Act of 2007, publish a complete list on the Internet Web site of the Food and Drug
Administration of all authorized generic drugs (including drug trade name, brand company manufacturer,
and the date the authorized generic drug entered the market); and

(ii) update the list quarterly to include each authorized generic drug included in an annual report
submitted to the Secretary by the sponsor of a listed drug during the preceding 3-month period.

(B) NoriricatioN. — The Commissioner shall notify relevant Federal agencies, including the Centers for
Medicare & Medicaid Services and the Federal Trade Commission, when the Commissioner first publishes
the information described in subparagraph (A) that the information has been published and that the
information will be updated quarterly.

(2) IncLusioN. — The Commissioner shall include in the list described in paragraph (1) each authorized generic
drug included in an annual report submitted to the Secretary by the sponsor of a listed drug after January 1, 1999.

(3) AutHoriZED GENERIC DRUG. — In this section, the term “authorized generic drug” means a listed drug (as
that term is used in subsection (j)) that —

(A) has been approved under subsection (¢); and

(B) is marketed, sold, or distributed directly or indirectly to retail class of trade under a different labeling,
packaging (other than repackaging as the listed drug in blister packs, unit doses, or similar packaging for use
in institutions), product code, labeler code, trade name, or trademark than the listed drug.
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(u) CeRTAIN DRUGS CONTAINING SINGLE ENANTIOMERS. —

(1) INn GENERAL. — For purposes of subsections (¢)(3)(E)(ii) and (j)(5)(F)(ii), if an application is submitted
under subsection (b) for a non-racemic drug containing as an active ingredient (including any ester or salt of
the active ingredient) a single enantiomer that is contained in a racemic drug approved in another application
under subsection (b), the applicant may, in the application for such non-racemic drug, elect to have the single
enantiomer not be considered the same active ingredient as that contained in the approved racemic drug, if —

(A)—
(i) the single enantiomer has not been previously approved except in the approved racemic drug; and
(i) the application submitted under subsection (b) for such non-racemic drug—

(I) includes full reports of new clinical investigations (other than bioavailability studies) — (aa)
necessary for the approval of the application under subsections (c) and (d); and (bb) conducted or
sponsored by the applicant; and

(IT) does not rely on any clinical investigations that are part of an application submitted under
subsection (b) for approval of the approved racemic drug; and

(B) the application submitted under subsection (b) for such non-racemic drug is not submitted for approval
of a condition of use —

(i) in a therapeutic category in which the approved racemic drug has been approved; or
(ii) for which any other enantiomer of the racemic drug has been approved.
(2) LIMITATION. —

(A) No AppPROVAL IN CERTAIN THERAPEUTIC CATEGORIES. — Until the date that is 10 years after the date of
approval of a non-racemic drug described in paragraph (1) and with respect to which the applicant has made
the election provided for by such paragraph, the Secretary shall not approve such non-racemic drug for any
condition of use in the therapeutic category in which the racemic drug has been approved.

(B) LaBELING. — Ifapplicable, the labeling of a nonracemic drug described in paragraph (1) and with respect
to which the applicant has made the election provided for by such paragraph shall include a statement that
the non-racemic drug is not approved, and has not been shown to be safe and effective, for any condition of
use of the racemic drug.

(3) DEFINITION. —

(A) INn GENERAL. — For purposes of this subsection, the term “therapeutic category” means a therapeutic
category identified in the list developed by the United States Pharmacopeia pursuant to section 1860D—4(b)
(3)(C)(i1) of the Social Security Act and as in effect on the date of the enactment of this subsection.

(B) PusLicaTioN By SECRETARY. — The Secretary shall publish the list described in subparagraph (A) and
may amend such list by regulation.

(4) AvaiLaBiLity. — The election referred to in paragraph (1) may be made only in an application that is
submitted to the Secretary after the date of the enactment of this subsection and before October 1, 2017 2022.

(v) AnTiBloTiC DRUGS SUBMITTED BEFORE NOVEMBER 21, 1997. —
(1) An1iBloTIC DRUGS APPROVED BEFORE NOVEMBER 21, 1997. —

(A) IN GEnErAL. — Notwithstanding any provision of the Food and Drug Administration Modernization
Act of 1997 or any other provision of law, a sponsor of a drug that is the subject of an application described
in subparagraph (B)(i) shall be eligible for, with respect to the drug, the 3-year exclusivity period referred
to under clauses (iii) and (iv) of subsection (¢)(3)(E) and under clauses (iii) and (iv) of subsection (j)(5)(F),
subject to the requirements of such clauses, as applicable.

(B) AppLICATION; ANTIBIOTIC DRUG DESCRIBED. —

(i) AppLicATION. — An application described in this clause is an application for marketing submitted
under this section after the date of the enactment of this subsection in which the drug that is the subject
of the application contains an antibiotic drug described in clause (ii).

(i) AnTiBIOTIC DRUG. — An antibiotic drug described in this clause is an antibiotic drug that was the
subject of an application approved by the Secretary under section 507 of this Act (as in effect before
November 21, 1997).
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(2) AnTiBiOTIC DRUGS SUBMITTED BEFORE NOVEMBER 21, 1997, BuT NOT APPROVED. —

(A) IN GENERAL. — Notwithstanding any provision of the Food and Drug Administration Modernization Act
of 1997 or any other provision of law, a sponsor of a drug that is the subject of an application described in
subparagraph (B)(i) may elect to be eligible for, with respect to the drug —

H—
(I) the 3-year exclusivity period referred to under clauses (iii) and (iv) of subsection (¢)(3)(E) and

under clauses (iii) and (iv) of subsection (j)(5)(F), subject to the requirements of such clauses, as
applicable; and

(IT) the 5-year exclusivity period referred to under clause (ii) of subsection (c¢)(3)(E) and under
clause (ii) of subsection (j)(5)(F), subject to the requirements of such clauses, as applicable; or

(i) a patent term extension under section 156 of title 35, United States Code, subject to the requirements
of such section.

(B) ArpLICATION; ANTIBIOTIC DRUG DESCRIBED. —

(i) AppLicATION. — An application described in this clause is an application for marketing submitted
under this section after the date of the enactment of this subsection in which the drug that is the subject
of the application contains an antibiotic drug described in clause (ii).

(i) AnTiBIOTIC DRUG. — An antibiotic drug described in this clause is an antibiotic drug that was the
subject of 1 or more applications received by the Secretary under section 507 of this Act (as in effect
before November 21, 1997), none of which was approved by the Secretary under such section.

(3) LIMITATIONS. —

(A) ExcrusiviTiEs AND EXTENsIONs. — Paragraphs (1)(A) and (2)(A) shall not be construed to entitle a drug
that is the subject of an approved application described in subparagraphs (1)(B)(i) or (2)(B)(i), as applicable,
to any market exclusivities or patent extensions other than those exclusivities or extensions described in
paragraph (1)(A) or (2)(A).

(B) Conbprrions of Use. — Paragraphs (1)(A) and (2)(A)(i) shall not apply to any condition of use for which
the drug referred to in subparagraph (1)(B)(i) or (2)(B)(i), as applicable, was approved before the date of the
enactment of this subsection.

(4) ArpLicATION OF CERTAIN Provisions. — Notwithstanding section 125, or any other provision, of the Food
and Drug Administration Modernization Act of 1997, or any other provision of law, and subject to the limitations
in paragraphs (1), (2), and (3), the provisions of the Drug Price Competition and Patent Term Restoration Act
of 1984 shall apply to any drug subject to paragraph (1) or any drug with respect to which an election is made
under paragraph (2)(A).

(W) DEADLINE FOR DETERMINATION ON CERTAIN PETITIONS. — The Secretary shall issue a final, substantive
determination on a petition submitted pursuant to subsection (b) of section 314.161 of title 21, Code of Federal
Regulations (or any successor regulations), no later than 270 days after the date the petition is submitted.

(x) DATE OF APPROVAL IN THE CASE OF RECOMMENDED CONTROLS UNDER THE CSA. —

(1) In GENErRAL. — In the case of an application under subsection (b) with respect to a drug for which the
Secretary provides notice to the sponsor that the Secretary intends to issue a scientific and medical evaluation
and recommend controls under the Controlled Substances Act, approval of such application shall not take effect
until the interim final rule controlling the drug is issued in accordance with section 201(j) of the Controlled
Substances Act.

(2) DatE oF ApprovaL. — For purposes of this section, with respect to an application described in paragraph (1),
the term “date of approval” shall mean the later of —

(A) the date an application under subsection (b) is approved under subsection (c); or
(B) the date of issuance of the interim final rule controlling the drug.
(v) CONTRAST AGENTS INTENDED FOR USE WITH APPLICABLE MEDICAL IMAGING DEVICES. —
(1) In GEneraL.—The sponsor of a contrast agent for which an application has been approved under this section

may submit a supplement to the application seeking approval for a new use following the authorization of a

premarket submission for an applicable medical imaging device for that use with the contrast agent pursuant to
section 520 1).
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charged with the premarket review of drugs may—
(A) consult with the center charged with the premarket review of devices; and

(B) review information and data submitted to the Secretary by the sponsor of an applicable medical imaging

device pursuant to section 515, 510(k), or 513(f)(2) so long as the sponsor of such applicable medical
imaging device has provided to the sponsor of the contrast agent a right of reference.

(3) DeriNiTIONS.—For purposes of this subsection—

(A) the term ‘new use’ means a use of a contrast agent that is described in the approved labeling of an
applicable medical imaging device described in section 520 but that is not described in the approved
labeling of the contrast agent; and

(B) the terms ‘applicable medical imaging device’ and ‘contrast agent” have the meanings given such terms
in section 520(p).

SEc. 505-1. [355-1] Risk EVALUATION AND MITIGATION STRATEGIES.
(a) SUBMISSION OF PROPOSED STRATEGY. —

(1) IntTiaL APPROVAL. — If the Secretary, in consultation with the office responsible for reviewing the drug and
the office responsible for postapproval safety with respect to the drug, determines that a risk evaluation and
mitigation strategy is necessary to ensure that the benefits of the drug outweigh the risks of the drug, and informs
the person who submits such application of such determination, then such person shall submit to the Secretary as
part of such application a proposed risk evaluation and mitigation strategy. In making such a determination, the
Secretary shall consider the following factors:

(A) The estimated size of the population likely to use the drug involved.

(B) The seriousness of the disease or condition that is to be treated with the drug.
(C) The expected benefit of the drug with respect to such disease or condition.
(D) The expected or actual duration of treatment with the drug.

(E) The seriousness of any known or potential adverse events that may be related to the drug and the
background incidence of such events in the population likely to use the drug.

(F) Whether the drug is a new molecular entity.
(2) POSTAPPROVAL REQUIREMENT. —

(A) IN GENERAL. — If the Secretary has approved a covered application (including an application approved
before the effective date of this section) and did not when approving the application require a risk evaluation
and mitigation strategy under paragraph (1), the Secretary, in consultation with the offices described in
paragraph (1), may subsequently require such a strategy for the drug involved (including when acting on a
supplemental application seeking approval of a new indication for use of the drug) if the Secretary becomes
aware of new safety information and makes a determination that such a strategy is necessary to ensure that
the benefits of the drug outweigh the risks of the drug.

(B) SuBmissioN oF PROPOSED STRATEGY. — Not later than 120 days after the Secretary notifies the holder of
an approved covered application that the Secretary has made a determination under subparagraph (A) with
respect to the drug involved, or within such other reasonable time as the Secretary requires to protect the
public health, the holder shall submit to the Secretary a proposed risk evaluation and mitigation strategy.

(3) ABBREVIATED NEW DRUG AppLicATIONS. — The applicability of this section to an application under section
505(j) is subject to subsection (i).

(@) Non-DELEGATION. — Determinations by the Secretary under this subsection for a drug shall be made by
individuals at or above the level of individuals empowered to approve a drug (such as division directors within
the Center for Drug Evaluation and Research).

(b) DEFINITIONS. — For purposes of this section:

(1) Apverse DruG ExPErRIENCE. — The term “adverse drug experience” means any adverse event associated with
the use of a drug in humans, whether or not considered drug related, including —

(A) an adverse event occurring in the course of the use of the drug in professional practice;

(B) an adverse event occurring from an overdose of the drug, whether accidental or intentional;
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(C) an adverse event occurring from abuse of the drug;
(D) an adverse event occurring from withdrawal of the drug; and
(E) any failure of expected pharmacological action of the drug.

(2) Coverep AppLicATION. — The term “covered application” means an application referred to in section
505(p)(1)(A).

(3) NEw SAfFETY INFORMATION. — The term “new safety information”, with respect to a drug, means information
derived from a clinical trial, an adverse event report, a postapproval study (including a study under section
505(0)(3)), or peer reviewed biomedical literature; data derived from the postmarket risk identification and
analysis system under section 505(k); or other scientific data deemed appropriate by the Secretary about —

(A) a serious risk or an unexpected serious risk associated with use of the drug that the Secretary has become
aware of (that may be based on a new analysis of existing information) since the drug was approved, since
the risk evaluation and mitigation strategy was required, or since the last assessment of the approved risk
evaluation and mitigation strategy for the drug; or

(B) the effectiveness of the approved risk evaluation and mitigation strategy for the drug obtained since the
last assessment of such strategy.

(@) SErIOUS ADVERSE DRUG EXPERIENCE. —
The term “serious adverse drug experience” is an adverse drug experience that —
(A) results in —
(i) death;

(ii) an adverse drug experience that places the patient at immediate risk of death from the adverse drug
experience as it occurred (not including an adverse drug experience that might have caused death had
it occurred in a more severe form);

(iii) inpatient hospitalization or prolongation of existing hospitalization;

(iv) a persistent or significant incapacity or substantial disruption of the ability to conduct normal life
functions; or

(v) a congenital anomaly or birth defect; or

(B) based on appropriate medical judgment, may jeopardize the patient and may require a medical or surgical
intervention to prevent an outcome described under subparagraph (A).

(5) SEr10US Risk. — The term “serious risk” means a risk of a serious adverse drug experience.

(6) SiGNAL OF A SErIOUs Risk. — The term “signal of a serious risk” means information related to a serious
adverse drug experience associated with use of a drug and derived from—

(A) a clinical trial;

(B) adverse event reports;

(C) a postapproval study, including a study under section 505(0)(3);

(D) peer-reviewed biomedical literature;

(E) data derived from the postmarket risk identification and analysis system under section 505(k)(4); or
(F) other scientific data deemed appropriate by the Secretary.

(7)ResponsIBLE PERsON. — The term “responsible person” means the person submitting a covered application or
the holder of the approved such application.

(8) UnexpECTED SERIOUS Risk. — The term “unexpected serious risk” means a serious adverse drug experience
that is not listed in the labeling of a drug, or that may be symptomatically and pathophysiologically related to
an adverse drug experience identified in the labeling, but differs from such adverse drug experience because of
greater severity, specificity, or prevalence.

(c) ConTENTS. — A proposed risk evaluation and mitigation strategy under subsection (a) shall —

(1) include the timetable required under subsection (d); and

(2) to the extent required by the Secretary, in consultation with the office responsible for reviewing the drug and
the office responsible for postapproval safety with respect to the drug, include additional elements described in
subsections (¢) and (f).
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(d) MinimaL STRATEGY. — For purposes of subsection (c)(1), the risk evaluation and mitigation strategy for a drug
shall require a timetable for submission of assessments of the strategy that —

()includes an assessment, by the date that is 18 months after the strategy is initially approved,;
(2)includes an assessment by the date that is 3 years after the strategy is initially approved;
(3 includes an assessment in the seventh year after the strategy is so approved; and
(@)subject to paragraphs (1), (2), and (3) —
(A) is at a frequency specified in the strategy;
(B) is increased or reduced in frequency as necessary as provided for in subsection (g)(4)(A); and

(C) is eliminated after the 3-year period described in paragraph (1) if the Secretary determines that serious
risks of the drug have been adequately identified and assessed and are being adequately managed.

(e) ApDITIONAL POTENTIAL ELEMENTS OF STRATEGY. —

(1)IN GENERAL. — The Secretary, in consultation with the offices described in subsection (c¢)(2), may under such
subsection require that the risk evaluation and mitigation strategy for a drug include 1 or more of the additional
elements described in this subsection if the Secretary makes the determination required with respect to each
element involved.

(2) MEDICATION GUIDE; PATIENT PACKAGE INSERT. — The risk evaluation and mitigation strategy for a drug may
require that, as applicable, the responsible person develop for distribution to each patient when the drug is
dispensed —

(A) a Medication Guide, as provided for under part 208 of title 21, Code of Federal Regulations (or any
successor regulations); and

(B) a patient package insert, if the Secretary determines that such insert may help mitigate a serious risk of
the drug.

(3 CommunicaTION PLaN. — The risk evaluation and mitigation strategy for a drug may require that the
responsible person conduct a communication plan to health care providers, if, with respect to such drug, the
Secretary determines that such plan may support implementation of an element of the strategy (including under
this paragraph). Such plan may include —

(A) sending letters to health care providers;

(B) disseminating information about the elements of the risk evaluation and mitigation strategy to encourage
implementation by health care providers of components that apply to such health care providers, or to
explain certain safety protocols (such as medical monitoring by periodic laboratory tests); or

(C) disseminating information to health care providers through professional societies about any serious risks
of the drug and any protocol to assure safe use:; or

(D) disseminating information to health care providers about drug formulations or properties, including

information about the limitations or patient care implications of such formulations or properties, and how
such formulations or properties may be related to serious adverse drug events associated with use of the drug.

(f) PROVIDING SAFE ACCESSs FOR PATIENTS TO DRruGs witH KNowN SERIOUS Risks THAT WouLD OTHERWISE BE
UNAVAILABLE. —

(1) ALLOoWING SAFE Acckss To DruGs witH KNown SERIOUS Risks. — The Secretary, in consultation with the
offices described in subsection (c)(2), may require that the risk evaluation and mitigation strategy for a drug
include such elements as are necessary to assure safe use of the drug, because of its inherent toxicity or potential
harmfulness, if the Secretary determines that —

(A) the drug, which has been shown to be effective, but is associated with a serious adverse drug experience,
can be approved only if, or would be withdrawn unless, such elements are required as part of such strategy
to mitigate a specific serious risk listed in the labeling of the drug; and

(B) for a drug initially approved without elements to assure safe use, other elements under subsections (c),
(d), and (e) are not sufficient to mitigate such serious risk.
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(2) ASSURING AcCESS AND MINIMIZING BURDEN. —
Such elements to assure safe use under paragraph (1) shall —
(A) be commensurate with the specific serious risk listed in the labeling of the drug;

(B) within 30 days of the date on which any element under paragraph (1) is imposed, be posted publicly by
the Secretary with an explanation of how such elements will mitigate the observed safety risk;

(C) considering such risk, not be unduly burdensome on patient access to the drug, considering in particular

(i) patients with serious or life-threatening diseases or conditions; and

(ii) patients who have difficulty accessing health care (such as patients in rural or medically underserved
areas); and

(D) to the extent practicable, so as to minimize the burden on the health care delivery system —
(i) conform with elements to assure safe use for other drugs with similar, serious risks; and

(ii) be designed to be compatible with established distribution, procurement, and dispensing systems
for drugs.

(3 ELEMENTS TO AsSURE SAFE Use. — The elements to assure safe use under paragraph (1) shall include 1 or
more goals to mitigate a specific serious risk listed in the labeling of the drug and, to mitigate such risk, may
require that —

(A) health care providers who prescribe the drug have particular training or experience, or are specially
certified (the opportunity to obtain such training or certification with respect to the drug shall be available
to any willing provider from a frontier area in a widely available training or certification method (including
an on-line course or via mail) as approved by the Secretary at reasonable cost to the provider);

(B) pharmacies, practitioners, or health care settings that dispense the drug are specially certified (the
opportunity to obtain such certification shall be available to any willing provider from a frontier area);

(C) the drug be dispensed to patients only in certain health care settings, such as hospitals;

(D) the drug be dispensed to patients with evidence or other documentation of safe-use conditions, such as
laboratory test results;

(E) each patient using the drug be subject to certain monitoring; or
(F) each patient using the drug be enrolled in a registry.

(4) IMPLEMENTATION SYSTEM. — The elements to assure safe use under paragraph (1) that are described in
subparagraphs (B), (C), and (D) of paragraph (3) may include a system through which the applicant is able to
take reasonable steps to —

(A) monitor and evaluate implementation of such elements by health care providers, pharmacists, and other
parties in the health care system who are responsible for implementing such elements; and

(B) work to improve implementation of such elements by such persons.

(5) EvaruatioN oF ELEMENTS TO ASSURE SAFE Use. — The Secretary, through the Drug Safety and Risk
Management Advisory Committee (or successor committee) or other advisory committee of the Food and Drug
Administration, shall —

(A) seek input from patients, physicians, pharmacists, and other health care providers about how elements to
assure safe use under this subsection for 1 or more drugs may be standardized so as not to be —

(i) unduly burdensome on patient access to the drug; and
(ii) to the extent practicable, minimize the burden on the health care delivery system;

(B) periodically evaluate, for 1 or more drugs, the elements to assure safe use of such drug to assess whether
the elements —

(i) assure safe use of the drug;
(ii) are not unduly burdensome on patient access to the drug; and

(iii) to the extent practicable, minimize the burden on the health care delivery system; and
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(C) considering such input and evaluations —
(i) issue or modify agency guidance about how to implement the requirements of this subsection; and
(ii) modify elements under this subsection for 1 or more drugs as appropriate.

(6) AppITIONAL MECHANISMS TO ASSURE ACCESS. — The mechanisms under section 561 to provide for expanded
access for patients with serious or life-threatening diseases or conditions may be used to provide access for
patients with a serious or life-threatening disease or condition, the treatment of which is not an approved use
for the drug, to a drug that is subject to elements to assure safe use under this subsection. The Secretary shall
promulgate regulations for how a physician may provide the drug under the mechanisms of section 561.

(7) Limitation. — No holder of an approved covered application shall use any element to assure safe use required
by the Secretary under this subsection to block or delay approval of an application under section 505(b) (2) or (j)
or to prevent application of such element under subsection (i)(1)(B) to a drug that is the subject of an abbreviated
new drug application.

(g) ASSESSMENT AND MODIFICATION OF APPROVED STRATEGY. —

(1) VoLuNTARY ASSESSMENTS. — After the approval of a risk evaluation and mitigation strategy under subsection
(a), the responsible person involved may, subject to paragraph (2), submit to the Secretary an assessment of the
approved strategy for the drug involved at any time.

(2) REQUIRED ASSESSMENTS. — A responsible person shall submit an assessment of the approved risk evaluation
and mitigation strategy for a drug —

(A) when submitting a supplemental application for a new indication for use under section 505(b) or under
section 351 of the Public Health Service Act, unless the drug is not subject to section 503(b) and the risk
evaluation and mitigation strategy for the drug includes only the timetable under subsection (d);

(B) when required by the strategy, as provided for in such timetable under subsection (d);

(C) within a time period to be determined by the Secretary, if the Secretary, in consultation with the offices
described in subsection (c¢)(2), determines that an assessment is needed to evaluate whether the approved
strategy should be modified to —

(i) ensure the benefits of the drug outweigh the risks of the drug; or
(ii) to minimize the burden on the health care delivery system of complying with the strategy.

(3) REQUIREMENTS FOR ASSESSMENTS. — An assessment under paragraph (1) or (2) of an approved risk evaluation
and mitigation strategy for a drug shall include, with respect to each goal included in the strategy, an assessment
of the extent to which the approved strategy, including each element of the strategy, is meeting the goal or
whether 1 or more such goals or such elements should be modified.

(4) MODIFICATION. —

(A) ON INITIATIVE OF RESPONSIBLE PERSON. — After the approval of a risk evaluation and mitigation strategy
by the Secretary, the responsible person may, at any time, submit to the Secretary a proposal to modify
the approved strategy. Such proposal may propose the addition, modification, or removal of any goal or
element of the approved strategy and shall include an adequate rationale to support such proposed addition,
modification, or removal of any goal or element of the strategy.

(B) ON INITIATIVE OF SECRETARY — After the approval of a risk evaluation and mitigation strategy by the
Secretary, the Secretary may, at any time, require a responsible person to submit a proposed modification
to the strategy within 120 days or within such reasonable time as the Secretary specifies, if the Secretary,
in consultation with the offices described in subsection (c)(2), determines that 1 or more goals or elements
should be added, modified, or removed from the approved strategy to —

(i) ensure the benefits of the drug outweigh the risks of the drug; or
(ii) minimize the burden on the health care delivery system of complying with the strategy.
(h) REVIEW OF PROPOSED STRATEGIES; REVIEW OF ASSESSMENTS AND MODIFICATIONS OF APPROVED STRATEGIES. —

(1) In GENERAL. — The Secretary, in consultation with the offices described in subsection (¢)(2), shall promptly
review each proposed risk evaluation and mitigation strategy for a drug submitted under subsection (a) and
each assessment of and proposed modification to an approved risk evaluation and mitigation strategy for a drug
submitted under subsection (g), and, if necessary, promptly initiate discussions with the responsible person about
such proposed strategy, assessment, or modification.
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(2) AcTION. —
(A) IN GENERAL. —

(i) TimerrRAME. — Unless the dispute resolution process described under paragraph (3) or (4) applies,
and, except as provided in clause (ii) or clause (iii) below, the Secretary, in consultation with the offices
described in subsection (c)(2), shall review and act on the proposed risk evaluation and mitigation
strategy for a drug or any proposed modification to any required strategy within 180 days of receipt of
the proposed strategy or modification.

(i) MiNnor MobiricaTions. — The Secretary shall review and act on a proposed minor modification, as
defined by the Secretary in guidance, within 60 days of receipt of such modification.

(iii) REMS MobiricATioN DUE TO SAFETY LABELING CHANGES. — Not later than 60 days after the
Secretary receives a proposed modification to an approved risk evaluation and mitigation strategy to
conform the strategy to approved safety labeling changes, including safety labeling changes initiated by
the responsible person in accordance with FDA regulatory requirements, or to a safety labeling change
that the Secretary has directed the holder of the application to make pursuant to section 505(0)(4), the
Secretary shall review and act on such proposed modification to the approved strategy.

(iv) Guibance. — The Secretary shall establish, through guidance, that responsible persons may
implement certain modifications to an approved risk evaluation and mitigation strategy following
notification to the Secretary.

(B) InacTION. — An approved risk evaluation and mitigation strategy shall remain in effect until the Secretary
acts, if the Secretary fails to act as provided under subparagraph (A).

(C) PuBLIic AvaILaBILITY. — Upon acting on a proposed risk evaluation and mitigation strategy or proposed
modification to a risk evaluation and mitigation strategy under subparagraph (A), the Secretary shall make
publicly available an action letter describing the actions taken by the Secretary under such subparagraph (A).

(3) Dispute REsoLUTION AT INITIAL APPROVAL. — If a proposed risk evaluation and mitigation strategy is
submitted under subsection (a)(1) in an application for initial approval of a drug and there is a dispute about
the strategy, the responsible person shall use the major dispute resolution procedures as set forth in the letters
described in section 101(c) of the Food and Drug Administration Amendments Act of 2007.

(4) DispuTE RESOLUTION IN ALL OTHER CASES. —
(A) REQUEST FOR REVIEW. —

(i) IN GENERAL. — The responsible person may, after the sponsor is required to make a submission under
subsection (a)(2) or (g), request in writing that a dispute about the strategy be reviewed by the Drug
Safety Oversight Board under subsection (j), except that the determination of the Secretary to require
a risk evaluation and mitigation strategy is not subject to review under this paragraph. The preceding
sentence does not prohibit review under this paragraph of the particular elements of such a strategy.

(ii) ScHEDULING. — Upon receipt of a request under clause (i), the Secretary shall schedule the dispute
involved for review under subparagraph (B) and, not later than 5 business days of scheduling the dispute
for review, shall publish by posting on the Internet or otherwise a notice that the dispute will be reviewed
by the Drug Safety Oversight Board.

(B) ScHEDULING REVIEW. — If a responsible person requests review under subparagraph (A), the Secretary

(i) shall schedule the dispute for review at 1 of the next 2 regular meetings of the Drug Safety Oversight
Board, whichever meeting date is more practicable; or

(i) may convene a special meeting of the Drug Safety Oversight Board to review the matter more
promptly, including to meet an action deadline on an application (including a supplemental application).

(C) AGREEMENT AFTER DISCUSSION OR ADMINISTRATIVE APPEALS. —

(i) FURTHER DISCUSSION OR ADMINISTRATIVE APPEALS. — A request for review under subparagraph (A)
shall not preclude further discussions to reach agreement on the risk evaluation and mitigation strategy,
and such a request shall not preclude the use of administrative appeals within the Food and Drug
Administration to reach agreement on the strategy, including appeals as described in the letters described
in section 101(c) of the Food and Drug Administration Amendments Act of 2007 for procedural or
scientific matters involving the review of human drug applications and supplemental applications that
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cannot be resolved at the divisional level. At the time a review has been scheduled under subparagraph
(B) and notice of such review has been posted, the responsible person shall either withdraw the request
under subparagraph (A) or terminate the use of such administrative appeals.

(ii) AGREEMENT TERMINATES DIsPUTE RESOLUTION. — At any time before a decision and order is issued
under subparagraph (G), the Secretary (in consultation with the offices described in subsection (c)
(2)) and the responsible person may reach an agreement on the risk evaluation and mitigation strategy
through further discussion or administrative appeals, terminating the dispute resolution process, and the
Secretary shall issue an action letter or order, as appropriate, that describes the strategy.

(D) MEETING OF THE BoARD. — At a meeting of the Drug Safety Oversight Board described in subparagraph
(B), the Board shall —

(i) hear from both parties via written or oral presentation; and
(ii) review the dispute.

(E) Recorp oF ProceepINGs. — The Secretary shall ensure that the proceedings of any such meeting
are recorded, transcribed, and made public within 90 days of the meeting. The Secretary shall redact the
transcript to protect any trade secrets and other information that is exempted from disclosure under section
552 of'title 5, United States Code, or section 552a of title 5, United States Code.

(F) RECOMMENDATION OF THE BoARD. — Not later than 5 days after any such meeting, the Drug Safety
Oversight Board shall provide a written recommendation on resolving the dispute to the Secretary. Not later
than 5 days after the Board provides such written recommendation to the Secretary, the Secretary shall make
the recommendation available to the public.

(G) ACTION BY THE SECRETARY. —

(i) ActioN LETTER. — With respect to a proposal or assessment referred to in paragraph (1), the
Secretary shall issue an action letter that resolves the dispute not later than the later of —

(I) the action deadline for the action letter on the application; or
(IT) 7 days after receiving the recommendation of the Drug Safety Oversight Board.

(ii) OrpER. — With respect to an assessment of an approved risk evaluation and mitigation strategy
under subsection (g)(1) or under any of subparagraphs (B) through (D) of subsection (g)(2), the
Secretary shall issue an order, which shall be made public, that resolves the dispute not later than 7 days
after receiving the recommendation of the Drug Safety Oversight Board.

(H) INacTiOoN. — An approved risk evaluation and mitigation strategy shall remain in effect until the
Secretary acts, if the Secretary fails to act as provided for under subparagraph (G).

(I) ErrecT oN AcTioN DEADLINE. — With respect to a proposal or assessment referred to in paragraph (1),
the Secretary shall be considered to have met the action deadline for the action letter on the application
if the responsible person requests the dispute resolution process described in this paragraph and if the
Secretary has complied with the timing requirements of scheduling review by the Drug Safety Oversight
Board, providing a written recommendation, and issuing an action letter under subparagraphs (B), (F), and
(G), respectively.

(J) DisQuaLiFicaTioN. — No individual who is an employee of the Food and Drug Administration and who
reviews a drug or who participated in an administrative appeal under subparagraph (C)(i) with respect to
such drug may serve on the Drug Safety Oversight Board at a meeting under subparagraph (D) to review a
dispute about the risk evaluation and mitigation strategy for such drug.

(K) AppitioNaL ExpPERTISE. — The Drug Safety Oversight Board may add members with relevant expertise
from the Food and Drug Administration, including the Office of Pediatrics, the Office of Women’s Health,
or the Office of Rare Diseases, or from other Federal public health or health care agencies, for a meeting
under subparagraph (D) of the Drug Safety Oversight Board.

(5) Usk orF Apvisory ComMiTTEES. — The Secretary may convene a meeting of 1 or more advisory committees
of the Food and Drug Administration to —

(A) review a concern about the safety of a drug or class of drugs, including before an assessment of the
risk evaluation and mitigation strategy or strategies of such drug or drugs is required to be submitted under
subparagraphs (B) or (C) of subsection (g)(2);

(B) review the risk evaluation and mitigation strategy or strategies of a drug or group of drugs; or
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(C) review a dispute under paragraph (3) or (4).
(6) PrROCESS FOR ADDRESSING DRUG CLASs EFFECTS. —

(A) IN GENERAL. — When a concern about a serious risk of a drug may be related to the pharmacological
class of the drug, the Secretary, in consultation with the offices described in subsection (c)(2), may defer
assessments of the approved risk evaluation and mitigation strategies for such drugs until the Secretary has
convened 1 or more public meetings to consider possible responses to such concern.

(B) Notice. — If the Secretary defers an assessment under subparagraph (A), the Secretary shall —

(i) give notice of the deferral to the holder of the approved covered application not later than 5 days
after the deferral;

(ii) publish the deferral in the Federal Register; and

(iii) give notice to the public of any public meetings to be convened under subparagraph (A), including
a description of the deferral.

(C) PuBLICc MEETINGS. — Such public meetings may include —
(i) 1 or more meetings of the responsible person for such drugs;

(ii) 1 or more meetings of 1 or more advisory committees of the Food and Drug Administration, as
provided for under paragraph (6); or

(iii) 1 or more workshops of scientific experts and other stakeholders.

(D) AcTion. — After considering the discussions from any meetings under subparagraph (A), the Secretary
may —

(i) announce in the Federal Register a planned regulatory action, including a modification to each risk
evaluation and mitigation strategy, for drugs in the pharmacological class;

(ii) seek public comment about such action; and
(iii) after seeking such comment, issue an order addressing such regulatory action.

(7) INTERNATIONAL CoORDINATION. — The Secretary, in consultation with the offices described in subsection
(¢)(2), may coordinate the timetable for submission of assessments under subsection (d), or a study or clinical
trial under section 505(0)(3), with efforts to identify and assess the serious risks of such drug by the marketing
authorities of other countries whose drug approval and risk management processes the Secretary deems
comparable to the drug approval and risk management processes of the United States. If the Secretary takes
action to coordinate such timetable, the Secretary shall give notice to the responsible person.

(8) Errect. — Use of the processes described in paragraphs (6) and (7) shall not be the sole source of delay of
action on an application or a supplement to an application for a drug.

(i) ABBREVIATED NEW DRUG APPLICATIONS. —

(1) IN GENERAL. — A drug that is the subject of an abbreviated new drug application under section 505(j) is
subject to only the following elements of the risk evaluation and mitigation strategy required under subsection
(a) for the applicable listed drug:

(A) A Medication Guide or patient package insert, if required under subsection (e) for the applicable listed
drug.

(B) Elements to assure safe use, if required under subsection (f) for the listed drug. A drug that is the subject
of an abbreviated new drug application and the listed drug shall use a single, shared system under subsection
(). The Secretary may waive the requirement under the preceding sentence for a drug that is the subject of
an abbreviated new drug application, and permit the applicant to use a different, comparable aspect of the
elements to assure safe use, if the Secretary determines that —

(i) the burden of creating a single, shared system outweighs the benefit of a single, system, taking into
consideration the impact on health care providers, patients, the applicant for the abbreviated new drug
application, and the holder of the reference drug product; or

(ii) an aspect of the elements to assure safe use for the applicable listed drug is claimed by a patent
that has not expired or is a method or process that, as a trade secret, is entitled to protection, and the
applicant for the abbreviated new drug application certifies that it has sought a license for use of an
aspect of the elements to assure safe use for the applicable listed drug and that it was unable to obtain
a license.
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A certification under clause (ii) shall include a description of the efforts made by the applicant for the abbreviated
new drug application to obtain a license. In a case described in clause (ii), the Secretary may seek to negotiate
a voluntary agreement with the owner of the patent, method, or process for a license under which the applicant
for such abbreviated new drug application may use an aspect of the elements to assure safe use, if required under
subsection (f) for the applicable listed drug, that is claimed by a patent that has not expired or is a method or
process that as a trade secret is entitled to protection.

(2) AcTION BY THE SECRETARY. — For an applicable listed drug for which a drug is approved under section 505(j),
the Secretary —

(A) shall undertake any communication plan to health care providers required under subsection (¢)(3) for
the applicable listed drug; and

(B) shall inform the responsible person for the drug that is so approved if the risk evaluation and mitigation
strategy for the applicable listed drug is modified.

(j) DRUG SAFETY OVERSIGHT BOARD. —
(1) IN GENERAL. — There is established a Drug Safety Oversight Board.
(2) ComposiTioN; MEETINGS. — The Drug Safety Oversight Board shall —

(A) be composed of scientists and health care practitioners appointed by the Secretary, each of whom is an
employee of the Federal Government;

(B) include representatives from offices throughout the Food and Drug Administration, including the offices
responsible for postapproval safety of drugs;

(C) include at least 1 representative each from the National Institutes of Health and the Department of
Health and Human Services (other than the Food and Drug Administration);

(D) include such representatives as the Secretary shall designate from other appropriate agencies that wish
to provide representatives; and

(E) meet at least monthly to provide oversight and advice to the Secretary on the management of important
drug safety issues.

(k) Warver IN PusLic HEaLTH EMERGENCIES.—The Secretary may waive any requirement of this section with respect
to a qualified countermeasure (as defined in section 319F-1(a)(2) of the Public Health Service Act) to which a
requirement under this section has been applied, if the Secretary determines that such waiver is required to mitigate
the effects of, or reduce the severity of, the circumstances under which—

(1) a determination described in subparagraph (A), (B), or (C) of section 564(b)(1) has been made by the
Secretary of Homeland Security, the Secretary of Defense, or the Secretary, respectively; or

(2) the identification of a material threat described in subparagraph (D) of section 564(b)(1) has been made
pursuant to section 319F-2 of the Public Health Service Act.

SEc. 505A. [355a] PepiaTRIC STUDIES OF DRUGS.

(a) DEFINITIONS. — As used in this section, the term “pediatric studies” or “studies” means at least one clinical
investigation (that, at the Secretary’s discretion, may include pharmacokinetic studies) in pediatric age groups
(including neonates in appropriate cases) in which a drug is anticipated to be used, and, at the discretion of the
Secretary, may include preclinical studies.

(b) MARKET ExcLusIVITY FOR NEW DRUGS. —

(1) INn GENERAL. — Except as provided in paragraph (2), if, prior to approval of an application that is submitted
under section 505(b)(1), the Secretary determines that information relating to the use of a new drug in the pediatric
population may produce health benefits in that population, the Secretary makes a written request for pediatric
studies (which shall include a timeframe for completing such studies), the applicant agrees to the request, such
studies are completed using appropriate formulations for each age group for which the study is requested within any
such timeframe, and the reports thereof are submitted and accepted in accordance with subsection ()3) (d)(4) —

(A)—
i —
(I) the period referred to in subsection (¢)(3)(E)(ii) of section 505, and in subsection (j)(5)(F)(ii) of

such section, is deemed to be five years and six months rather than five years, and the references in
subsections (¢)(3)(E)(ii) and (j)(5)(F)(ii) of such section to four years, to forty-eight months, and
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to seven and one-half years are deemed to be four and one-half years, fifty-four months, and eight
years, respectively; or

(IT) the period referred to in clauses (iii) and (iv) of subsection (c)(3)(E) of such section, and in
clauses (iii) and (iv) of subsection (j)(5)(F) of such section, is deemed to be three years and six
months rather than three years; and

(ii) if the drug is designated under section 526 for a rare disease or condition, the period referred to in
section 527(a) is deemed to be seven years and six months rather than seven years; and

B) —
(i) if the drug is the subject of —

(I) a listed patent for which a certification has been submitted under subsection (b)(2)(A)(ii) or (j)
(2)(A)(vii)(IT) of section 505 and for which pediatric studies were submitted prior to the expiration
of the patent (including any patent extensions); or

(IT) a listed patent for which a certification has been submitted under subsections (b)(2)(A)(iii) or
(3)(2)(A)(vii)(IIT) of section 505,

the period during which an application may not be approved under section 505(c)(3) or section 505(j)
(5)(B) shall be extended by a period of six months after the date the patent expires (including any patent
extensions); or

(ii) if the drug is the subject of a listed patent for which a certification has been submitted under
subsection (b)(2)(A)(iv) or (j)(2)(A)(vii)(IV) of section 505, and in the patent infringement litigation
resulting from the certification the court determines that the patent is valid and would be infringed, the
period during which an application may not be approved under section 505(c)(3) or section 505()(5)
(B) shall be extended by a period of six months after the date the patent expires (including any patent
extensions).

(2) Exception. — The Secretary shall not extend the period referred to in paragraph (1)(A) or (1)(B) if the
determination made under subsection (d)(3) is made later than 9 months prior to the expiration of such period.

(¢) MARKET EXCLUSIVITY FOR ALREADY-MARKETED DRUGS. —

(1) IN GENERAL. — Except as provided in paragraph (2), if the Secretary determines that information relating
to the use of an approved drug in the pediatric population may produce health benefits in that population and
makes a written request to the holder of an approved application under section 505(b)(1) for pediatric studies
(which shall include a timeframe for completing such studies), the holder agrees to the request, such studies are
completed using appropriate formulations for each age group for which the study is requested within any such
timeframe, and the reports thereof are submitted and accepted in accordance with subsection ()3} (d)(4) —

A)—
H—

(I) the period referred to in subsection (¢)(3)(E)(ii) of section 505, and in subsection (j)(5)(F)(ii) of
such section, is deemed to be five years and six months rather than five years, and the references in
subsections (c¢)(3)(E)(ii) and (j)(5)(F)(ii) of such section to four years, to forty-eight months, and
to seven and one-half years are deemed to be four and one-half years, fifty-four months, and eight
years, respectively; or

(IT) the period referred to in clauses (iii) and (iv) of subsection (c)(3)(D) of such section, and in
clauses (iii) and (iv) of subsection (j)(5)(F) of such section, is deemed to be three years and six
months rather than three years; and

(ii) if the drug is designated under section 526 for a rare disease or condition, the period referred to in
section 527(a) is deemed to be seven years and six months rather than seven years; and

(B) —
(i) if the drug is the subject of —

(I) a listed patent for which a certification has been submitted under subsection (b)(2)(A)(ii) or (j)
(2)(A)(vii)(II) of section 505 and for which pediatric studies were submitted prior to the expiration
of the patent (including any patent extensions); or

164

FOOD AND DRUG LAW INSTITUTE



Pub. L. No. 75-717, 52 Stat. 1040 (1938), as amended § 505A [355a]

(II) a listed patent for which a certification has been submitted under subsection (b)(2)(A)(iii) or (j)
(2)(A)(vii)(IIT) of section 505, the period during which an application may not be approved under
section 505(c)(3) or section 505(j) (5)(B)(ii) shall be extended by a period of six months after the
date the patent expires (including any patent extensions); or

(ii) if the drug is the subject of a listed patent for which a certification has been submitted under
subsection (b)(2)(A)(iv) or (j)(2)(A)(vii)(IV) of section 505, and in the patent infringement litigation
resulting from the certification the court determines that the patent is valid and would be infringed, the
period during which an application may not be approved under section 505(c)(3) or section 505()(5)

(B) shall be extended by a period of six months after the date the patent expires (including any patent
extensions).

(2) ExceprioN. — The Secretary shall not extend the period referred to in paragraph (1)(A) or (1)(B) if the
determination made under subsection ()3) (d)(4) is made later than 9 months prior to the expiration of such
period.

(d) ConpucT OF PEDIATRIC STUDIES. —
(1) REQUEST FOR STUDIES. —

(A) IN GENERAL. — The Secretary may, after consultation with the sponsor of an application for an
investigational new drug under section 505(i), the sponsor of an application for a new drug under section
505(b)(1), or the holder of an approved application for a drug under section 505(b)(1), issue to the sponsor
or holder a written request for the conduct of pediatric studies for such drug. In issuing such request, the
Secretary shall take into account adequate representation of children of ethnic and racial minorities. Such
request to conduct pediatric studies shall be in writing and shall include a timeframe for such studies and a
request to the sponsor or holder to propose pediatric labeling resulting from such studies. If a request under
this subparagraph does not request studies in neonates, such request shall include a statement describing the
rationale for not requesting studies in neonates.

(B) SINGLE WRITTEN REQUEST. — A single written request —
(i) may relate to more than one use of a drug; and
(ii) may include uses that are both approved and unapproved.
(2) WRITTEN REQUEST FOR PEDIATRIC STUDIES. —
(A) REQUEST AND RESPONSE. —

(i) IN GENERAL. — If the Secretary makes a written request for pediatric studies (including neonates, as
appropriate) under subsection (b) or (c), the applicant or holder, not later than 180 days after receiving
the written request, shall respond to the Secretary as to the intention of the applicant or holder to act on
the request by —

(I) indicating when the pediatric studies will be initiated, if the applicant or holder agrees to the
request; or

(IT) indicating that the applicant or holder does not agree to the request and stating the reasons for
declining the request.

(ii) DisAGREE WITH REQUEST. — If, on or after the date of the enactment of the Best Pharmaceuticals
for Children Act of 2007, the applicant or holder does not agree to the request on the grounds that it is
not possible to develop the appropriate pediatric formulation, the applicant or holder shall submit to the
Secretary the reasons such pediatric formulation cannot be developed.

(B) Apverse EVENT REPORTS. — An applicant or holder that, on or after the date of the enactment of the Best
Pharmaceuticals for Children Act of 2007, agrees to the request for such studies shall provide the Secretary,
at the same time as the submission of the reports of such studies, with all postmarket adverse event reports
regarding the drug that is the subject of such studies and are available prior to submission of such reports.

(3) Action oN SuBmissions. — The Secretary shall review and act upon a submission by a sponsor or holder of
a proposed pediatric study request or a proposed amendment to a written request for pediatric studies within 120
calendar days of the submission.

3) (4) MEETING THE STUDIES REQUIREMENT. — Not later than 180 days after the submission of the reports of

the studies, the Secretary shall accept or reject such reports and so notify the sponsor or holder. The Secretary’s
only responsibility in accepting or rejecting the reports shall be to determine, within the 180-day period, whether
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the studies fairly respond to the written request, have been conducted in accordance with commonly accepted
scientific principles and protocols, and have been reported in accordance with the requirements of the Secretary
for filing.

) (5) Errect oF SuBsecTION. — Nothing in this subsection alters or amends section 301(j) of this Act or section
552 of'title 5 or section 1905 of title 18, United States Code.

5) (6) ConsurraTioN.—With respect to a drug that is a qualified countermeasure (as defined in section 319F-
1 of the Public Health Service Act), a security countermeasure (as defined in section 319F-2 of the Public
Health Service Act), or a qualified pandemic or epidemic product (as defined in section 319F- 3 of the Public
Health Service Act), the Secretary shall solicit input from the Assistant Secretary for Preparedness and Response
regarding the need for and, from the Director of the Biomedical Advanced Research and Development Authority
regarding the conduct of, pediatric studies under this section.

(e) NoTICE OF DETERMINATIONS ON STUDIES REQUIREMENT. —

(1) IN GENERAL. — The Secretary shall publish a notice of any determination, made on or after the date of the
enactment of the Best Pharmaceuticals for Children Act of 2007, that the requirements of subsection (d) have
been met and that submissions and approvals under subsection (b)(2) or (j) of section 505 for a drug will be
subject to the provisions of this section. Such notice shall be published not later than 30 days after the date of
the Secretary’s determination regarding market exclusivity and shall include a copy of the written request made
under subsection (b) or (c).

(2) IpenTIFICATION OF CERTAIN DRUGS. — The Secretary shall publish a notice identifying any drug for which, on
or after the date of the enactment of the Best Pharmaceuticals for Children Act of 2007, a pediatric formulation
was developed, studied, and found to be safe and effective in the pediatric population (or specified subpopulation)
if the pediatric formulation for such drug is not introduced onto the market within one year after the date that the
Secretary publishes the notice described in paragraph (1). Such notice identifying such drug shall be published
not later than 30 days after the date of the expiration of such one year period.

(f) INTERNAL REVIEW OF WRITTEN REQUESTS AND PEDIATRIC STUDIES. —

(1) INTERNAL REVIEW. — The Secretary shall utilize the internal review committee established under section
505C to review all written requests issued on or after the date of the enactment of the Best Pharmaceuticals for
Children Act of 2007, in accordance with paragraph (2).

(2) Review oF WRITTEN REQUESTS. — The committee referred to in paragraph (1) shall review all written
requests issued pursuant to this section prior to being issued.

(3) ReviEw oF PepiaTrIC STUDIES. — The committee referred to in paragraph (1) may review studies conducted
pursuant to this section to make a recommendation to the Secretary whether to accept or reject such reports under

subsection ()3) (d)(4).

(4) Activity BY CommITTEE. — The committee referred to in paragraph (1) may operate using appropriate
members of such committee and need not convene all members of the committee.

(5) DocuMENTATION OF COMMITTEE ACTION. — For each drug, the committee referred to in paragraph (1) shall
document, for each activity described in paragraph (2) or (3), which members of the committee participated in
such activity.

(6) TracKING PEDIATRIC STUDIES AND LABELING CHANGES. — The Secretary, in consultation with the committee
referred to in paragraph (1), shall track and make available to the public, in an easily accessible manner, including
through posting on the Web site of the Food and Drug Administration —

(A) the number of studies conducted under this section and under section 4091 of the Public Health Service Act;

(B) the specific drugs and drug uses, including labeled and off-labeled indications, studied under such
sections;

(C) the types of studies conducted under such sections, including trial design, the number of pediatric
patients studied, and the number of centers and countries involved;

(D) the number of pediatric formulations developed and the number of pediatric formulations not developed
and the reasons such formulations were not developed;

(E) the labeling changes made as a result of studies conducted under such sections;

(F) an annual summary of labeling changes made as a result of studies conducted under such sections for
distribution pursuant to subsection (k)(2); and
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(G) information regarding reports submitted on or after the date of the enactment of the Best Pharmaceuticals
for Children Act of 2007.

(7) InrORMING INTERNAL REVIEW CommiTTEE. — The Secretary shall provide to the committee referred to in
paragraph (1) any response issued to an applicant or holder with respect to a proposed pediatric study request.

(g) Livitations. — Notwithstanding subsection (¢)(2), a drug to which the six-month period under subsection (b) or
(c) has already been applied —

(1) may receive an additional six-month period under subsection (¢)(1)(A)(i)(II) for a supplemental application if
all other requirements under this section are satisfied, except that such drug may not receive any additional such
period under subsection (¢)(1)(B); and

(2) may not receive any additional such period under subsection (c)(1)(A)(ii).

(h) ReLATIONSHIP TO PEDIATRIC RESEARCH REQUIREMENTS. — EXxclusivity under this section shall only be granted for
the completion of a study or studies that are the subject of a written request and for which reports are submitted and
accepted in accordance with subsection (d)3) (d)(4). Written requests under this section may consist of a study or
studies required under section 505B.

(i) LABELING CHANGES. —

(1) PriORITY STATUS FOR PEDIATRIC APPLICATIONS AND SUPPLEMENTS. — Any application or supplement to an
application under section 505 proposing a labeling change as a result of any pediatric study conducted pursuant
to this section —

(A) shall be considered to be a priority application or supplement; and
(B) shall be subject to the performance goals established by the Commissioner for priority drugs.
(2) DispuTE RESOLUTION. —

(A) REQUEST FOR LABELING CHANGE AND FAILURE TO AGREE. — If] on or after the date of the enactment of
the Best Pharmaceuticals for Children Act of 2007, the Commissioner determines that the sponsor and the
Commissioner have been unable to reach agreement on appropriate changes to the labeling for the drug that
is the subject of the application, not later than 180 days after the date of submission of the application —

(i) the Commissioner shall request that the sponsor of the application make any labeling change that the
Commissioner determines to be appropriate; and

(ii) if the sponsor of the application does not agree within 30 days after the Commissioner’s request to
Commissioner, the Commissioner shall refer the matter to the Pediatric Advisory Committee.

(B) AcTioN BY THE PEDIATRIC ADVISORY CoMMITTEE. — Not later than 90 days after receiving a referral
under subparagraph (A)(ii), the Pediatric Advisory Committee shall —

(i) review the pediatric study reports; and
(ii) make a recommendation to the Commissioner concerning appropriate labeling changes, if any.

(C) ConSsIDERATION OF RECOMMENDATIONS. — The Commissioner shall consider the recommendations of the
Pediatric Advisory Committee and, if appropriate, not later than 30 days after receiving the recommendation,
make a request to the sponsor of the application to make any labeling change that the Commissioner
determines to be appropriate.

(D) MisBrANDING. — If the sponsor of the application, within 30 days after receiving a request under
subparagraph (C), does not agree to make a labeling change requested by the Commissioner, the
Commissioner may deem the drug that is the subject of the application to be misbranded.

(E) No Errect oN AutHORITY. — Nothing in this subsection limits the authority of the United States to
bring an enforcement action under this Act when a drug lacks appropriate pediatric labeling. Neither course
of action (the Pediatric Advisory Committee process or an enforcement action referred to in the preceding
sentence) shall preclude, delay, or serve as the basis to stay the other course of action.

(j) OtHER LABELING CHANGES. — If, on or after the date of the enactment of the Best Pharmaceuticals for Children Act
0f 2007, the Secretary determines that a pediatric study conducted under this section does or does not demonstrate that
the drug that is the subject of the study is safe and effective, including whether such study results are inconclusive, in
pediatric populations or subpopulations, the Secretary shall order the labeling of such product to include information
about the results of the study and a statement of the Secretary’s determination.
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(K) DISSEMINATION OF PEDIATRIC INFORMATION. —

(1) In GENERAL. — Not later than 210 days after the date of submission of a report on a pediatric study under
this section, the Secretary shall make available to the public the medical, statistical, and clinical pharmacology
reviews of pediatric studies conducted under subsection (b) or (c).

(2) DiSSEMINATION OF INFORMATION REGARDING LABELING CHANGES. — Beginning on the date of the enactment
of the Best Pharmaceuticals for Children Act of 2007, the Secretary shall include as a requirement of a written
request that the sponsors of the studies that result in labeling changes that are reflected in the annual summary
developed pursuant to subsection (f)(6)(F) distribute, at least annually (or more frequently if the Secretary
determines that it would be beneficial to the public health), such information to physicians and other health care
providers.

(3) ErrecT oF SussecTiON. — Nothing in this subsection alters or amends section 301(j) of this Act or section
552 of'title 5 or section 1905 of title 18, United States Code.

(I) ApvERSE EVENT REPORTING. —

(1) RePORTING IN FirsT 18-MonTH PERIOD. — Beginning on the date of the enactment of the Best Pharmaceuticals
for Children Act of 2007, during the 18-month period beginning on the date a labeling change is approved
pursuant to subsection (i), the Secretary shall ensure that all adverse event reports that have been received for
such drug (regardless of when such report was received) are referred to the Office of Pediatric Therapeutics
established under section 6 of the Best Pharmaceuticals for Children Act (Public Law 107-109). In considering
the reports, the Director of such Office shall provide for the review of the reports by the Pediatric Advisory
Committee, including obtaining any recommendations of such Committee regarding whether the Secretary
should take action under this Act in response to such reports.

(2) REPORTING IN SUBSEQUENT PERIODS. — Following the 18-month period described in paragraph (1), the Secretary
shall, as appropriate, refer to the Office of Pediatric Therapeutics all pediatric adverse event reports for a drug
for which a pediatric study was conducted under this section. In considering such reports, the Director of such
Office may provide for the review of such reports by the Pediatric Advisory Committee, including obtaining any
recommendation of such Committee regarding whether the Secretary should take action in response to such reports.

(3) PrRESERVATION OF AUTHORITY. — Nothing in this subsection shall prohibit the Office of Pediatric Therapeutics
from providing for the review of adverse event reports by the Pediatric Advisory Committee prior to the 18-month
period referred to in paragraph (1), if such review is necessary to ensure safe use of a drug in a pediatric
population.

(4) Errect. — The requirements of this subsection shall supplement, not supplant, other review of such adverse
event reports by the Secretary.

(m) CLARIFICATION OF INTERACTION OF MARKET Excrusivity UNDER THiS SECTION AND MARKET EXcLUSIVITY
AWARDED TO AN APPLICANT FOR APPROVAL OF A DRUG UNDER SEcTION 505(j). — If a 180-day period under section
505()(5)(B)(iv) overlaps with a 6-month exclusivity period under this section, so that the applicant for approval of
a drug under section 505(j) entitled to the 180-day period under that section loses a portion of the 180-day period to
which the applicant is entitled for the drug, the 180-day period shall be extended from —

(1) the date on which the 180-day period would have expired by the number of days of the overlap, if the 180-day
period would, but for the application of this subsection, expire after the 6-month exclusivity period; or

(2) the date on which the 6-month exclusivity period expires, by the number of days of the overlap if the 180-day
period would, but for the application of this subsection, expire during the six-month exclusivity period.

(n) REFERRAL IF PEDIATRIC STUDIES NOT SUBMITTED. —

(1) In GENERAL. — Beginning on the date of the enactment of the Best Pharmaceuticals for Children Act of 2007,
if pediatric studies of a drug have not been submitted by the date specified in the written request issued or if the
applicant or holder does not agree to the request under subsection (d) and if the Secretary, through the committee
established under section 505C, determines that there is a continuing need for information relating to the use of the
drug in the pediatric population (including neonates, as appropriate), the Secretary shall carry out the following:

(A) For a drug for which a listed patent has not expired, or for which a period of exclusivity eligible for
extension under subsection (b)(1) or (c)(1) of this section or under subsection (m)(2) or (m)(3) of section
351 of the Public Health Service Act has not ended, make a determination regarding whether an assessment
shall be required to be submitted under section 505B(b).

(B) For a drug that has no unexpired listed patents and for which no unexpired periods of exclusivity eligible
for extension under subsection (b)(1) or (¢)(1) of this section or under subsection (m)(2) or (m)(3) of section
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351 of the Public Health Service Act apply, the Secretary shall refer the drug for inclusion on the list
established under section 4091 of the Public Health Service Act for the conduct of studies.

(C) For a drug that is a qualified countermeasure (as defined in section 319F-1 of the Public Health Service
Act), a security countermeasure (as defined in section 319F-2 of the Public Health Service Act), or a
qualified pandemic or epidemic product (as defined in section 319F-3 of such Act), in addition to any action
with respect to such drug under subparagraph (A) or (B), the Secretary shall notify the Assistant Secretary
for Preparedness and Response and the Director of the Biomedical Advanced Research and Development
Authority of all pediatric studies in the written request issued by the Commissioner of Food and Drugs.

(2) PusLic Notice. — The Secretary shall give the public notice of a decision under paragraph (1)(A) not to
require an assessment under section 505B and the basis for such decision.

(3) ErrecT OF SusecTiON. — Nothing in this subsection alters or amends section 301(j) of this Act or section
552 of'title 5 or section 1905 of title 18, United States Code.

(0) PRoMPT APPROVAL OF DRUGS UNDER-SECTHON-505G) WHEN PEDIATRIC INFORMATION 1S ADDED TO LABELING. —

(1) GENERAL RULE. — A drug for which an application has been submitted or approved under seetion-505G)
subsection (b)(2) or (j) of section 505 shall not be considered ineligible for approval under that section or
misbranded under section 502 on the basis that the labeling of the drug omits a pediatric indication or any other
aspect of labeling pertaining to pediatric use when the omitted indication or other aspect is protected by patent
or by exclusivity under clause (iii) or (iv) of section 505(j)(5)(F), clause (iii) or (iv) of section 505(c)(3)(E), or
section 527(a), or by an extension of such exclusivity under this section or section 505E.

(2) LaBeLING. — Notwithstanding clauses (iii) and (iv) of section 505(j)(5)(F), clauses (iii) and (iv) of section
505(c)(3)(E), or section 527, the Secretary may require that the labeling of a drug approved undersection-505(G)
pursuant to an application submitted under subsection (b)(2) or (j) of section 505 that omits a pediatric indication
or other aspect of labeling as described in paragraph (1) include —

(A) a statement that, because of marketing exclusivity for a manufacturer—
(i) the drug is not labeled for pediatric use; or

(ii) in the case of a drug for which there is an additional pediatric use not referred to in paragraph (1),
the drug is not labeled for the pediatric use under paragraph (1); and

(B) a statement of any appropriate pediatric contraindications, warnings, precautions, or other information
that the Secretary considers necessary to assure safe use.

(3) PRESERVATION OF PEDIATRIC EXCLUSIVITY AND OTHER PRrOVISIONS. — This subsection does not affect —
(A) the availability or scope of exclusivity under this-section; —
(i) this section;
(ii) section 505 for pediatric formulations: or
(iii) section 527;
(B) the availability or scope of exclusivity-undersection-505forpediatric formulations; an extension to any

such exclusivity, including an extension under this section or section 505E;

(C) the questlon of the e11g1b111ty for approval e#anyLappheaﬂeiﬂmdepsee&enégé@—that—emany—eﬂqer

3 § £ under
section 505 of any a hcatlon descrlbed in subsectlon b)(2) or of such sectlon that omits any other

aspect of labeling protected by exclusivity under —
(i) clause (iii) or (iv) of section 505(G)(5)(F);
(ii) clause (iii) or (iv) of section 505(c)(3)(E); or
(iii) section 527(a); or
(D) except as expressly provided in paragraphs (1) and (2), the operation of section 505.

SEC.____. [355b] ADVERSE-EVENT REPORTING.

(a) Not later than one year after January 4, 2002, the Secretary of Health and Human Services shall promulgate a
final rule requiring that the labeling of each drug for which an application is approved under section 505 of this Act
(regardless of the date on which approved) include the toll-free number maintained by the Secretary for the purpose
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of receiving reports of adverse events regarding drugs and a statement that such number is to be used for reporting
purposes only, not to receive medical advice. With respect to the final rule:

(1) The rule shall provide for the implementation of such labeling requirement in a manner that the Secretary
considers to be most likely to reach the broadest consumer audience.

(2) In promulgating the rule, the Secretary shall seek to minimize the cost of the rule on the pharmacy profession.

(3) The rule shall take effect not later than 60 days after the date on which the rule is promulgated.
(b) —

(1) During the one year beginning on the date on which a drug receives a period of market exclusivity under
section 505Aof this Act, any report of an adverse event regarding the drug that the Secretary of Health and Human
Services receives shall be referred to the Office of Pediatric Therapeutics established under 21 U.S.C. 393a. In
considering the report, the Director of such Office shall provide for the review of the report by the Pediatric
Advisory Committee, including obtaining any recommendations of such subcommittee regarding whether the
Secretary should take action under the Federal Food, Drug, and Cosmetic Act in response to the report.

(2) Paragraph (1) may not be construed as restricting the authority of the Secretary of Health and Human Services
to continue carrying out the activities described in such paragraph regarding a drug after the one-year period
described in such paragraph regarding the drug has expired.

SEc. 505B. [355¢] ResearcH INTO PEDIATRIC USES FOR DRUGS AND BioLoGicaL ProbucCTs.
(a) NEw Drucs anp BroLogicar Probucts. —
1) InG

A) GENERAL REQUIREMENTS. — Except with respect to an application for which subparagraph (B) applies
a person that submits, on or after the date of the enactment of the Pediatric Research Equity Act of 2007, an
application (or supplement to an application) for a drug —

(A) (i) under section 505 for a new active ingredient, new indication, new dosage form, new dosing
regimen, or new route of administrations-er ; or

B) (ii) under section 351 of the Public Health Service Act (42 U.S.C. 262) for a new active ingredient,
new indication, new dosage form, new dosing regimen, or new route of administration,

shall submit with the application the assessments described in paragraph (2).

(B) CERTAIN MOLECULARLY TARGETED CANCER INDICATIONS. — A person that submits, on or after the date

that is 3 years after the date of enactment of the FDA Reauthorization Act of 2017, an original application
for a new active ingredient under section 505 of this Act or section 351 of the Public Health Service Act

shall submit with the application reports on the investigation described in paragraph (3) if the drug or

biological product that is the subject of the application is —

(i) intended for the treatment of an adult cancer; and
(ii) directed at a molecular target that the Secretary determines to be substantially relevant to the growth
or progression of a pediatric cancer.

(2) ASSESSMENTS. —

(A) IN GENERAL. — The assessments referred to in paragraph (1) (1)(A) shall contain data, gathered using
appropriate formulations for each age group for which the assessment is required, that are adequate —

(i) to assess the safety and effectiveness of the drug or the biological product for the claimed indications
in all relevant pediatric subpopulations; and

(ii) to support dosing and administration for each pediatric subpopulation for which the drug or the
biological product is safe and effective.

(B) SimiLAR CoOURSE OF DISEASE OR SIMILAR EFFECT OF DRUG OR BioLocgicaL Probuct. —

(i) In GENERAL. — Ifthe course of the disease and the effects of the drug are sufficiently similar in adults
and pediatric patients, the Secretary may conclude that pediatric effectiveness can be extrapolated from
adequate and well-controlled studies in adults, usually supplemented with other information obtained
in pediatric patients, such as pharmacokinetic studies.
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(ii) ExTraPOLATION BETWEEN AGE GROUPS. — A study may not be needed in each pediatric age group
if data from one age group can be extrapolated to another age group.

(iii) INFORMATION ON EXTRAPOLATION. — A brief documentation of the scientific data supporting the
conclusion under clauses (i) and (ii) shall be included in any pertinent reviews for the application under
section 505 of this Act or section 351 of the Public Health Service Act (42 U.S.C. 262).

(3) MoLECULARLY TARGETED PEDIATRIC CANCER INVESTIGATION. —

A) IN GENERAL. — With respect to a drug or biological product described in paragraph (1)(B), the

investigation described in this paragraph is a molecularly targeted pediatric cancer investigation, which shall
be designed to yield clinically meaningful pediatric study data, gathered using appropriate formulations for
each age group for which the study is required, regarding dosing, safety, and preliminary efficacy to inform

potential pediatric labeling.

B) EXTRAPOLATION OF DATA. — Paragraph (2)(B) shall apply to investigations described in this paragraph to

the same extent and in the same manner as paragraph (2)(B) applies with respect to the assessments required
under paragraph (1)(A).

C) DEFERRALS AND WAIVERS. — Deferrals and waivers under paragraphs (4) and (5) shall apply to
investigations described in this paragraph to the same extent and in the same manner as such deferrals and
waivers apply with respect to the assessments under paragraph (2)(B).

3) (4) DEFERRAL. —
(A) In GENERAL. — On the initiative of the Secretary or at the request of the applicant, the Secretary may
defer submission of some or all assessments required under paragraph-1) paragraph (1)(A) or reports on the
investigation required under paragraph (1)(B) until a specified date after approval of the drug or issuance of
the license for a biological product if —

(i) the Secretary finds that —

(I) the drug or biological product is ready for approval for use in adults before pediatric studies are
complete;

(II) pediatric studies should be delayed until additional safety or effectiveness data have been
collected; or

(IIT) there is another appropriate reason for deferral; and
(ii) the applicant submits to the Secretary —

(I) certification of the grounds for deferring the assessments assessments or reports on the
investigation;
(IT) a pediatric study plan as described in subsection (e);

(IIT) evidence that the studies are being conducted or will be conducted with due diligence and at
the earliest possible time; and

(IV) a timeline for the completion of such studies.
(B) DEFERRAL EXTENSION. —

(i) IN GENERAL. — On the initiative of the Secretary or at the request of the applicant, the Secretary
may grant an extension of a deferral approved under subparagraph (A) for submission of some or all
assessments required under paragraph—«1) paragraph (1)(A) or reports on the investigation required
under paragraph (1)(B) if —

(I) the Secretary determines that the conditions described in subclause (I) or (IIT) of subparagraph
(A)(i) continue to be met; and

(IT) the applicant submits a new timeline under subparagraph (A)(ii)(IV) and any significant
updates to the information required under subparagraph (A)(ii).

(ii) TiminGg Anp INnFormATION. — If the deferral extension under this subparagraph is requested by the
applicant, the applicant shall submit the deferral extension request containing the information described
in this subparagraph not less than 90 days prior to the date that the deferral would expire. The Secretary
shall respond to such request not later than 45 days after the receipt of such letter. If the Secretary grants
such an extension, the specified date shall be the extended date. The sponsor of the required assessment
under paragraph-(H paragraph (1)(A) or reports on the investigation under paragraph (1)(B) shall not
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be issued a letter described in subsection (d) unless the specified or extended date of submission for
such required studies has passed or if the request for an extension is pending. For a deferral that has
expired prior to the date of enactment of the Food and Drug Administration Safety and Innovation
Act or that will expire prior to 270 days after the date of enactment of such Act, a deferral extension
shall be requested by an applicant not later than 180 days after the date of enactment of such Act. The
Secretary shall respond to any such request as soon as practicable, but not later than 1 year after the date
of enactment of such Act. Nothing in this clause shall prevent the Secretary from updating the status of
a study or studies publicly if components of such study or studies are late or delayed.

(C) ANNUAL REVIEW. —

(i) IN GENERAL. — On an annual basis following the approval of a deferral under subparagraph (A), the
applicant shall submit to the Secretary the following information:

(I) Information detailing the progress made in conducting pediatric studies.

(IT) If no progress has been made in conducting such studies, evidence and documentation that
such studies will be conducted with due diligence and at the earliest possible time.

(III) Projected completion date for pediatric studies.
(IV) The reason or reasons why a deferral or deferral extension continues to be necessary.

(ii) PuBLic AvarLaBiLITY. — Not later than 90 days after the submission to the Secretary of the
information submitted through the annual review under clause (i), the Secretary shall make available to
the public in an easily accessible manner, including through the Internet Web site of the Food and Drug
Administration —

(I) such information;

(IT) the name of the applicant for the product subject to the assessment assessment or investigation;

(IID) the date on which the product was approved; and
(IV) the date of each deferral or deferral extension under this paragraph for the product.

@ (5) WAIVERS. —

(A) FuLL Warver. — On the initiative of the Secretary or at the request of an applicant, the Secretary
shall grant a full waiver, as appropriate, of the requirement to submit assessments assessments or reports
on the investigation for a drug or biological product under this subsection if the applicant certifies and the

Secretary finds that —

(i) necessary studies are impossible or highly impracticable (because, for example, the number of
patients is so small or the patients are geographically dispersed);

(ii) there is evidence strongly suggesting that the drug or biological product would be ineffective or
unsafe in all pediatric age groups; or

(iii) the drug or biological product —
(I) does not represent a meaningful therapeutic benefit over existing therapies for pediatric patients;
and
(II) is not likely to be used in a substantial number of pediatric patients.

(B) ParTiaL WAIVER. — On the initiative of the Secretary or at the request of an applicant, the Secretary
shall grant a partial waiver, as appropriate, of the requirement to submit assessments assessments or reports
on the investigation for a drug or biological product under this subsection with respect to a specific pediatric

age group if the applicant certifies and the Secretary finds that —

(i) necessary studies are impossible or highly impracticable (because, for example, the number of
patients in that age group is so small or patients in that age group are geographically dispersed);

(ii) there is evidence strongly suggesting that the drug or biological product would be ineffective or
unsafe in that age group;

(iii) the drug or biological product —
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(I) does not represent a meaningful therapeutic benefit over existing therapies for pediatric patients
in that age group; and

(IT) is not likely to be used by a substantial number of pediatric patients in that age group; or
(iv) the applicant can demonstrate that reasonable attempts to produce a pediatric formulation necessary
for that age group have failed.

(C) Pepiatric FormuLAaTION NoT PossiBLE. — If a partial waiver is granted on the ground that it is not
possible to develop a pediatric formulation, the waiver shall cover only the pediatric groups requiring that
formulation. An applicant seeking such a partial waiver shall submit to the Secretary documentation detailing
why a pediatric formulation cannot be developed and, if the waiver is granted, the applicant’s submission
shall promptly be made available to the public in an easily accessible manner, including through posting on
the Web site of the Food and Drug Administration.

(D) LABELING REQUIREMENT. — If the Secretary grants a full or partial waiver because there is evidence that
a drug or biological product would be ineffective or unsafe in pediatric populations, the information shall be
included in the labeling for the drug or biological product.

(b) MARKETED DRUGS AND BioLogicaL ProbucTts. —

(1) INn GENERAL. — The Secretary may (by order in the form of a letter) require the sponsor or holder of an
approved application for a drug under section 505 or the holder of a license for a biological product under section
351 of the Public Health Service Act to submit by a specified date the assessments described in subsection (a)
(2), if the Secretary finds that —

A)—

(i) the drug or biological product is used for a substantial number of pediatric patients for the labeled
indications; and

(ii) adequate pediatric labeling could confer a benefit on pediatric patients;

(B) there is reason to believe that the drug or biological product would represent a meaningful therapeutic
benefit over existing therapies for pediatric patients for 1 or more of the claimed indications; or

(C) the absence of adequate pediatric labeling could pose a risk to pediatric patients.
(2) WAIVERS. —

(A) FuLL WaIVER. — At the request of an applicant, the Secretary shall grant a full waiver, as appropriate,
of the requirement to submit assessments under this subsection if the applicant certifies and the Secretary
finds that —

(i) necessary studies are impossible or highly impracticable (because, for example, the number of
patients in that age group is so small or patients in that age group are geographically dispersed); or

(ii) there is evidence strongly suggesting that the drug or biological product would be ineffective or
unsafe in all pediatric age groups.

(B) PARTIAL WAIVER. — At the request of an applicant, the Secretary shall grant a partial waiver, as
appropriate, of the requirement to submit assessments under this subsection with respect to a specific
pediatric age group if the applicant certifies and the Secretary finds that —

(i) necessary studies are impossible or highly impracticable (because, for example, the number of
patients in that age group is so small or patients in that age group are geographically dispersed);

(ii) there is evidence strongly suggesting that the drug or biological product would be ineffective or
unsafe in that age group;

(i) —
(I) the drug or biological product —

(aa) does not represent a meaningful therapeutic benefit over existing therapies for pediatric
patients in that age group; and

(bb) is not likely to be used in a substantial number of pediatric patients in that age group; and
(IT) the absence of adequate labeling could not pose significant risks to pediatric patients; or

(iv) the applicant can demonstrate that reasonable attempts to produce a pediatric formulation necessary
for that age group have failed.
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(C) Pepiatric FormuLATION NOT PossiBLE. — If a waiver is granted on the ground that it is not possible to
develop a pediatric formulation, the waiver shall cover only the pediatric groups requiring that formulation.
An applicant seeking either a full or partial waiver shall submit to the Secretary documentation detailing
why a pediatric formulation cannot be developed and, if the waiver is granted, the applicant’s submission
shall promptly be made available to the public in an easily accessible manner, including through posting on
the Web site of the Food and Drug Administration.

(D) LABELING REQUIREMENT. — If the Secretary grants a full or partial waiver because there is evidence that
a drug or biological product would be ineffective or unsafe in pediatric populations, the information shall be
included in the labeling for the drug or biological product.

(3) ErrecT oF SuBsecTIiON. — Nothing in this subsection alters or amends section 301(j) of this Act or section
552 of'title 5 or section 1905 of title 18, United States Code.

(¢) MEANINGFUL THERAPEUTIC BENEFIT. — For the purposes of paragraph (4)(A)(iii)(I) and (4)(B)(iii)(I) of subsection
(a) and paragraphs (1)(B) and (2)(B)(iii)(I)(aa) of subsection (b), a drug or biological product shall be considered to
represent a meaningful therapeutic benefit over existing therapies if the Secretary determines that—

(1) if approved, the drug or biological product could represent an improvement in the treatment, diagnosis,
or prevention of a disease, compared with marketed products adequately labeled for that use in the relevant
pediatric population; or

(2) the drug or biological product is in a class of products or for an indication for which there is a need for
additional options.

(d) SUBMISSION OF ASSESSMENTS ASSESSMENTS AND REPORTS ON THE INVESTIGATION. — If a person fails to submit a
required assessment described in subsection (a)2) (a)(2) or the investigation described in subsection (a)(3), fails to
meet the applicable requirements in subsection )3) (a)(4), or fails to submit a request for approval of a pediatric
formulation described in subsection (a) or (b), in accordance with applicable provisions of subsections (a) and (b),
the following shall apply:

(1) Beginning 270 days after the date of enactment of the Food and Drug Administration Safety and Innovation
Act, the Secretary shall issue a noncompliance letter to such person informing them of such failure to submit
or meet the requirements of the applicable subsection. Such letter shall require the person to respond in writing
within 45 calendar says of issuance of such letter. Such response may include the person’s request for a deferral
extension if applicable. Such letter and the person’s written response to such letter shall be made publicly available
on the Internet Web site of the Food and Drug Administration 60 calendar days after issuance, with redactions for
any trade secrets and confidential commercial information. If the Secretary determines that the letter was issued
in error, the requirements of this paragraph shall not apply. The Secretary shall inform the Pediatric Advisory
Committee of letters issued under this paragraph and responses to such letters.

(2) The drug or biological product that is the subject of an assessment described in subsection (a)}2) (a)(2) or
the investigation described in subsection (a)(3), applicable requirements in subsection {a}3) (a)(4), or request
for approval of a pediatric formulation, may be considered misbranded solely because of that failure and subject
to relevant enforcement action (except that the drug or biological product shall not be subject to action under
section 303), but such failure shall not be the basis for a proceeding —

(A) to withdraw approval for a drug under section 505(e); or
(B) to revoke the license for a biological product under section 351 of the Public Health Service Act.
(e) PEpIATRIC STUDY PLANS. —

(1) INn GENERAL. — An applicant subject to subsection (a) shall submit to the Secretary an initial pediatric study
plan prior to the submission of the assessments described under subsection (a)}2) (a)(2) or the investigation
described in subsection (a)(3).

(2) TIMING; CONTENT; MEETING MEETINGS. —
(A) TimING. — An applicant shall submit the initial pediatric study plan under paragraph (1) —

(i) before the date on which the applicant submits the assessments under subsection (a}2) (a)(2) or the
investigation described in subsection (a)(3); and

(ii) not later than —

(I) 60 calendar days after the date of the end-of-Phase 2 meeting (as such term is used in section
312.47 of title 21, Code of Federal Regulations, or successor regulations); or

(IT) such other time as may be agreed upon between the Secretary and the applicant.
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Nothing in this section shall preclude the Secretary from accepting the submission of an initial pediatric
study plan earlier than the date otherwise applicable under this subparagraph.

(B) Content ofF INmmiaL PepiaTRic STUDY PLAN. — The initial pediatric study plan shall include

(i) an outline of the pediatric study or studies that the applicant plans to conduct (including, to the extent
practicable study objectives and design, age groups, relevant endpoints, and statistical approach);

(ii) any request for a deferral, partial waiver, or waiver under this section, if applicable, along with any
supporting information; and

(iii) other information specified in the regulations promulgated under paragraph (7).
(C) Meerve MEETINGS. — The Secretary —

(i) shall meet with
er-than 90 en

the applicant to-di

(I) if requested by the applicant with respect to a drug or biological product that is intended to treat
a serious or life-threatening disease or condition, to discuss preparation of the initial pediatric study
plan, not later than the end-of-Phase 1 meeting (as such term is used in section 312.82(b) of title
21, Code of Federal Regulations, or successor regulations) or within 30 calendar days of receipt of
such request, whichever is later;

(II) to discuss the initial pediatric study plan as soon as practicable, but not later than 90 calendar
days after the receipt of such plan under subparagraph (A); and

(IID) to discuss the bases for the deferral under subsection (a)(4) or a full or partial waiver under
subsection (a)(5);

(ii) may determine that a written response to the initial pediatric study plan is sufficient to communicate
comments on the initial pediatric study plan, and that no meeting under clause (i)(II) is necessary; and

(iii) if the Secretary determines that no meeting under clause (i)(II) is necessary, shall so notify the
applicant and provide written comments of the Secretary as soon as practicable, but not later than 90
calendar days after the receipt of the initial pediatric study plan.

(3) AGrEED INITIAL PEDIATRIC STUDY PLAN. — Not later than 90 calendar days following the meeting under
paragraph 2}SE (2)(C)(H)AD) or the receipt of a written response from the Secretary under paragraph (2)(C)(iii),
the applicant shall document agreement on the initial pediatric study plan in a submission to the Secretary
marked “Agreed Initial Pediatric Study Plan”, and the Secretary shall confirm such agreement to the applicant in
writing not later than 30 calendar days of receipt of such agreed initial pediatric study plan.

(4) DEFERRAL AND WAIVER. — If the agreed initial pediatric study plan contains a request from the applicant for
a deferral, partial waiver, or waiver under this section, the written confirmation under paragraph (3) shall include
a recommendation from the Secretary as to whether such request meets the standards under paragraphs (3) or
(4) of subsection (a).

(5) AMENDMENTS TO THE AGREED INITIAL PEDIATRIC STUDY PLAN. — At the initiative of the Secretary or the
applicant, the agreed initial pediatric study plan may be amended at any time. The requirements of paragraph (2)
(C) shall apply to any such proposed amendment in the same manner and to the same extent as such requirements
apply to an initial pediatric study plan under paragraph (1). The requirements of paragraphs (3) and (4) shall
apply to any agreement resulting from such proposed amendment in the same manner and to the same extent as
such requirements apply to an agreed initial pediatric study plan.

(6) INTERNAL ComMITTEE. — The Secretary shall consult the internal committee under section 505C on the
review of the initial pediatric study plan, agreed initial pediatric study plan, and any significant amendments to
such plans.

(7) REQUIRED RULEMAKING. — Not later than 1 year after the date of enactment of the Food and Drug Administration
Safety and Innovation Act, the Secretary shall promulgate proposed regulations and issue guidance to implement
the provisions of this subsection.

(f) REVIEW OF PEDIATRIC STUDY PLANS, ASSESSMENTS, DEFERRALS, DEFERRAL EXTENSIONS, AND WAIVERS. —

STATUTORY SUPPLEMENT 175



§ 505B [355(] Federal Food, Drug, and Cosmetic Act

(1) Review. — Beginning not later than 30 days after the date of the enactment of the Pediatric Research
Equity Act of 2007, the Secretary shall utilize the internal committee established under section 505C to provide
consultation to reviewing divisions on initial pediatric study plans, agreed initial pediatric study plans and
any significant amendments to such plans, and assessments prior to approval of an application or supplement
for which a pediatric assessment is required under this section and all deferral, deferral extension, and waiver
requests granted pursuant to this section.

(2) Activity BY CommITTEE. — The committee referred to in paragraph (1) may operate using appropriate
members of such committee and need not convene all members of the committee.

(3) DocuMENTATION OF COMMITTEE AcCTION. — For each drug or biological product, the committee referred
to in paragraph (1) shall document, for each activity described in paragraph (4) or (5), which members of the
committee participated in such activity.

(4) ReEviEw ofF PEDIATRIC STUDY PLANS, ASSESSMENTS, DEFERRALS, DEFERRAL EXTENSIONS, AND WAIVERS.
— Consultation on initial pediatric study plans, agreed initial pediatric study plans, and assessments by the
committee referred to in paragraph (1) pursuant to this section shall occur prior to approval of an application
or supplement for which a pediatric assessment is required under this section. The committee shall review all
requests for deferrals, deferral extensions, and waivers from the requirement to submit a pediatric assessment
granted under this section and shall provide recommendations as needed to reviewing divisions, including with
respect to whether such a supplement, when submitted, shall be considered for priority review.

(5) RETROSPECTIVE REVIEW OF PEDIATRIC ASSESSMENTS, DEFERRALS, AND WAIVERS. — Not later than 1 year after
the date of the enactment of the Pediatric Research Equity Act of 2007, the committee referred to in paragraph
(1) shall conduct a retrospective review and analysis of a representative sample of assessments submitted and
deferrals and waivers approved under this section since the enactment of the Pediatric Research Equity Act of
2003. Such review shall include an analysis of the quality and consistency of pediatric information in pediatric
assessments and the appropriateness of waivers and deferrals granted. Based on such review, the Secretary shall
issue recommendations to the review divisions for improvements and initiate guidance to industry related to the
scope of pediatric studies required under this section.

(6) TRACKING OF ASSESSMENTS AND LABELING CHANGES. — The Secretary, in consultation with the committee
referred to in paragraph (1), shall track and make available to the public in an easily accessible manner, including
through posting on the Web site of the Food and Drug Administration —

(A) the number of assessments conducted under this section;
(B) the specific drugs and biological products and their uses assessed under this section;

(C) the types of assessments conducted under this section, including trial design, the number of pediatric
patients studied, and the number of centers and countries involved;

(D) aggregated on an annual basis —

(i) the total number of deferrals and deferral extensions requested and granted under this section and, if
granted, the reasons for each such deferral or deferral extension;

(ii) the timeline for completion of the assessments;
(iii) the number of assessments completed and pending; and

(iv) the number of postmarket noncompliance letters issued pursuant to subsection (d), and the recipients
of such letters;

(E) the number of waivers requested and granted under this section and, if granted, the reasons for the waivers;

(F) the number of pediatric formulations developed and the number of pediatric formulations not developed
and the reasons any such formulation was not developed;

(G) the labeling changes made as a result of assessments conducted under this section;

(H) an annual summary of labeling changes made as a result of assessments conducted under this section
for distribution pursuant to subsection (h)(2);

(I) an annual summary of information submitted pursuant to subsection (a)(3)(B); and

(J) the number of times the committee referred to in paragraph (1) made a recommendation to the Secretary
under paragraph (4) regarding priority review, the number of times the Secretary followed or did not follow
such a recommendation, and, if not followed, the reasons why such a recommendation was not followed.

(g) LABELING CHANGES. —
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(1) DispuTE RESOLUTION. —

(A) REQUEST FOR LABELING CHANGE AND FAILURE TO AGREE. — If, on or after the date of the enactment of the
Pediatric Research Equity Act of 2007, the Commissioner determines that a sponsor and the Commissioner
have been unable to reach agreement on appropriate changes to the labeling for the drug that is the subject
of the application or supplement, not later than 180 days after the date of the submission of the application
or supplement that receives a priority review or 330 days after the date of the submission of an application
or supplement that receives a standard review —

(i) the Commissioner shall request that the sponsor of the application make any labeling change that the
Commissioner determines to be appropriate; and

(ii) if the sponsor does not agree within 30 days after the Commissioner’s request to make a labeling
change requested by the Commissioner, the Commissioner shall refer the matter to the Pediatric
Advisory Committee.

(B) AcTioN BY THE PEDIATRIC ADVISORY CoMMITTEE. — Not later than 90 days after receiving a referral
under subparagraph (A)(ii), the Pediatric Advisory Committee shall—

(i) review the pediatric study reports; and
(ii) make a recommendation to the Commissioner concerning appropriate labeling changes, if any.

(C) CoNSIDERATION OF RECOMMENDATIONS. — The Commissioner shall consider the recommendations of the
Pediatric Advisory Committee and, if appropriate, not later than 30 days after receiving the recommendation,
make a request to the sponsor of the application or supplement to make any labeling changes that the
Commissioner determines to be appropriate.

(D) MisBraNDING. — If the sponsor of the application or supplement, within 30 days after receiving a
request under subparagraph (C), does not agree to make a labeling change requested by the Commissioner,
the Commissioner may deem the drug that is the subject of the application or supplement to be misbranded.

(E) No ErrecT oN AuTHORITY. — Nothing in this subsection limits the authority of the United States to
bring an enforcement action under this Act when a drug lacks appropriate pediatric labeling. Neither course
of action (the Pediatric Advisory Committee process or an enforcement action referred to in the preceding
sentence) shall preclude, delay, or serve as the basis to stay the other course of action.

(2) OTHER LABELING CHANGES. — If, on or after the date of the enactment of the Pediatric Research Equity Act
of 2007, the Secretary makes a determination that a pediatric assessment conducted under this section does
or does not demonstrate that the drug that is the subject of such assessment is safe and effective in pediatric
populations or subpopulations, including whether such assessment results are inconclusive, the Secretary shall
order the labeling of such product to include information about the results of the assessment and a statement of
the Secretary’s determination.

(h) DISSEMINATION OF PEDIATRIC INFORMATION. —

(1) IN GENERAL. — Not later than 210 days after the date of submission of an application (or supplement to an
application) that contains a pediatric assessment under this section, if the application (or supplement) receives
a priority review, or not later than 330 days after the date of submission of an application (or supplement to an
application) that contains a pediatric assessment under this section, if the application (or supplement) receives
a standard review, the Secretary shall make available to the public in an easily accessible manner the medical,
statistical, and clinical pharmacology reviews of such pediatric assessments, and shall post such assessments on
the Web site of the Food and Drug Administration.

(2) DiSSEMINATION OF INFORMATION REGARDING LABELING CHANGES. — Beginning on the date of the enactment
of the Pediatric Research Equity Act of 2007, the Secretary shall require that the sponsors of the assessments that
result in labeling changes that are reflected in the annual summary developed pursuant to subsection (f)(6) (H)
distribute such information to physicians and other health care providers.

(3) ErrecT oF SuBsecTION. — Nothing in this subsection shall alter or amend section 301(j) of this Act or section
552 of'title 5 or section 1905 of title 18, United States Code.

(i) ADVERSE EVENT REPORTING. —

(1) RerorTING IN FirsT 18-MoNTH PERIOD. — Beginning on the date of the enactment of the Pediatric Research
Equity Act of 2007, during the 18-month period beginning on the date a labeling change is made pursuant to
subsection (g), the Secretary shall ensure that all adverse event reports that have been received for such drug
(regardless of when such report was received) are referred to the Office of Pediatric Therapeutics. In considering
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such reports, the Director of such Office shall provide for the review of such reports by the Pediatric Advisory
Committee, including obtaining any recommendations of such committee regarding whether the Secretary
should take action under this Act in response to such reports.

(2) REPORTING IN SUBSEQUENT PERIODS. — Following the 18-month period described in paragraph (1), the
Secretary shall, as appropriate, refer to the Office of Pediatric Therapeutics all pediatric adverse event reports for
a drug for which a pediatric study was conducted under this section. In considering such reports, the Director of
such Office may provide for the review of such reports by the Pediatric Advisory Committee, including obtaining
any recommendation of such Committee regarding whether the Secretary should take action in response to such
reports.

(3) PRESERVATION OF AUTHORITY. — Nothing in this subsection shall prohibit the Office of Pediatric Therapeutics
from providing for the review of adverse event reports by the Pediatric Advisory Committee prior to the 18-month
period referred to in paragraph (1), if such review is necessary to ensure safe use of a drug in a pediatric
population.

(4) Errect. — The requirements of this subsection shall supplement, not supplant, other review of such adverse
event reports by the Secretary.

(j) Score oF AutHORITY. — Nothing in this section provides to the Secretary any authority to require a pediatric
assessment of any drug or biological product, or any assessment regarding other populations or uses of a drug or
biological product, other than the pediatric assessments described in this section.

(k) RELATION TO ORPHAN DRUGS. —

(1) IN GENERAL; EXEMPTION FOR ORPHAN INDICATIONS. — Unless the Secretary requires otherwise by regulation
and except as provided in paragraph (2), this section does not apply to any drug or biological product for an
indication for which orphan designation has been granted under section 526.

(2) ArpLICABILITY DESPITE ORPHAN DESIGNATION OF CERTAIN INDIcATIONS. — This section shall apply with

respect to a drug or biological product for which an indication has been granted orphan designation under
526 if the investigation described in subsection (a)(3) applies to the drug or biological product as described in

subsection (a)(1)(B).

(I) NEw ACTIVE INGREDIENT. —

(1) NoN-INTERCHANGEABLE BiosiMiLAR BroLocicAL Propuct. — A biological product that is biosimilar to a
reference product under section 351 of the Public Health Service Act, and that the Secretary has not determined
to meet the standards described in subsection (k)(4) of such section for interchangeability with the reference
product, shall be considered to have a new active ingredient under this section.

(2) INTERCHANGEABLE BrosiMiLAR BioLogGicAL Probuct. — A biological product that is interchangeable with a
reference product under section 351 of the Public Health Service Act shall not be considered to have a new active
ingredient under this section.

(m) List oF PRIMARY MOLECULAR TARGETS. —

(1) IN GENERAL. — Within one year of the date of enactment of the FDA Reauthorization Act of 2017, the
Secretary shall establish and update regularly, and shall publish on the internet website of the Food and Drug
Administration —

(A) a list of molecular targets considered, on the basis of data the Secretary determines to be adequate,
to be substantially relevant to the growth and progression of a pediatric cancer, and that may trigger the
requirements under this section; and

(B) a list of molecular targets of new cancer drugs and biological products in development for which pediatric
cancer study requirements under this section will be automatically waived.

(2) ConsuLratioN. — In establishing the lists described in paragraph (1), the Secretary shall consult the
National Cancer Institute, members of the internal committee under section 505C, and the Pediatric Oncology
Subcommittee of the Oncologic Drugs Advisory Committee, and shall take into account comments from the
meeting under subsection (c¢).

(3) RuLE or ConsTRUCTION. — Nothing in paragraph (1) shall be construed —
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(A) to require the inclusion of a molecular target on the list published under such paragraph as a condition
for triggering the requirements under subsection (a)(1)(B) with respect to a drug or biological product
directed at such molecular target; or

(B) to authorize the disclosure of confidential commercial information, as prohibited under section 301(j)
of this Act or section 1905 of title 18, United States Code.

SEc. 505B-1. [355c-1] REPORT.

(a) INn GENERAL — Not later than four years after the date of enactment of this Act* and every five years thereafter,
the Secretary shall prepare and submit to the Committee on Health, education, Labor, and Pensions of the Senate and
the Committee on Energy and Commerce of the House of Representatives, and make publicly available, including
through posting on the Internet Web site of the Food and Drug Administration, a report on the implementation of
sections 505A and 505B of the Federal Food, Drug, and Cosmetic Act (21 U.S.C. 355a, 355¢).

(b) ContENTS. — Each report under subsection (a) shall include —

(1) an assessment of the effectiveness of sections S05A and 505B of the Federal Food, Drug, and Cosmetic Act
in improving information about pediatric uses for approved drugs and biological products, including the number
and type of labeling changes made since the date of enactment of this Act and the importance of such uses in the
improvement of the health of children;

(2) the number of required studies under such section 505B that have not been met the initial deadline provided
under such section 50B, including —

(A) the number of deferrals and deferral extensions granted and the reasons such extensions were granted;
(B) the number of waivers and partial waivers granted; and
(C) the number of letters issued under subsection (d) of such section 505B;

(3) an assessment of the timeliness and effectiveness of pediatric study planning since the date of enactment of
this Act, including the number of initial pediatric study plans not submitted in accordance with the requirements
of subsection (e) of such section 505B and any resulting rulemaking;

(4) the number of written requests issued, accepted, and declined under such section 5S05A since the date of

enactment of this Act, and a listing of any important gaps in pediatric information as a result of such declined
requests;

(5) a description and current status of referrals made under subsection (n) of such section 505A;

(6) an assessment of the effectiveness of studying biological products in pediatric populations under such sections
505A and 505B and section 4091 of the Public Health Service Act (42 U.S.C. 284m);

(7)(A) the efforts made by the Secretary to increase the number of studies conducted in the neonatal population
(including efforts made to encourage the conduct of appropriate studies in neonates by companies with products
that have sufficient safety and other information to make the conduct of the studies ethical and safe); and

(B) the results of such efforts;

(8)(A) the number and importance of drugs and biological products for children with cancer that are being tested
as a result of the programs under such sections 505A and 505B and under section 4091 of the Public Health
Service Act; and

(B) any recommendations for modifications to such programs that would lead to new and better therapies for
children with cancer, including a detailed rationale for each recommendation;

(9) any recommendations for modification to such programs that would improve pediatric drug research and
increase pediatric labeling of drugs and biological products;

(10) an assessment of the successes of and limitations to studying drugs for rare diseases under such sections
505A and 505B; and

* “Act” as referenced here refers to the Food and Drug Administration Safety and Innovation Act (FDASIA).
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(11) an assessment of the impact of the amendments to such section 505B made by the FDA Reauthorization Act
of 2017 on pediatric research and labeling of drugs and biological products and pediatric labeling of molecularly
targeted drugs and biological products for the treatment of cancer;

(12) an assessment of the efforts of the Secretary to implement the plan developed under section 505C-1 of the
Federal Food, Drug, and Cosmetic Act, regarding earlier submission of pediatric studies under sections 505A and
505B of such Act and section 351(m) of the Public Health Service Act, including —

(A) the average length of time after the approval of an application under section 505(b)(1) of the Federal
Food, Drug, and Cosmetic Act (21 U.S.C. 355(b)(1)) or section 351(a) of the Public Health Service Act
(42 U.S.C. 262(a)) before studies conducted pursuant to such section 505A, 505B, or section 351(m) are
completed, submitted, and incorporated into labeling;

(B) the average length of time after the receipt of a proposed pediatric study request before the Secretary
responds to such request;

(C) the average length of time after the submission of a proposed pediatric study request before the Secretary
issues a written request for such studies;

(D) the number of written requests issued for each investigational new drug or biological product prior to the
submission of an application under section 505(b)(1) of the Federal Food, Drug, and Cosmetic Act or section
351(a) of the Public Health Service Act; and

(E) the average number, and range of numbers, of amendments to written requests issued, and the time the
Secretary requires to review and act on proposed amendments to written requests;

(13) a list of sponsors of applications or holders of approved applications who received exclusivity under such
section 505A or such section 351(m) after receiving a letter issued under such section 505B(d)(1) for any drug
or biological product before the studies referred to in such letter were completed and submitted;

(14) a list of assessments and investigations required under such section 505B;

(15) how many requests under such section 505A for molecular targeted cancer drugs, as defined by subsection
(a)(1)(B) of such section 505B, approved prior to 3 years after the date of enactment of the FDA Reauthorization
Act of 2017, have been issued by the Food and Drug Administration, and how many such requests have been
completed; and

(16) the Secretary’s assessment of the overall impact of the amendments made by section 504 of the FDA

Reauthorization Act of 2017 on the conduct and effectiveness of pediatric cancer research and the orphan drug
program, as well any subsequent recommendations.

(¢) STAKEHOLDER COMMENT. — At least 180 days prior to the submission of each report under subsection (a), the
Secretary shall consult with representatives of patient groups (including pediatric patient groups), consumer groups,
regulated industry, academia, and other interested parties to obtain any recommendations or information relevant to
the report including suggestions for modifications that would improve pediatric drug research and pediatric labeling
of drugs and biological products.

SEc. 505C. [355d] INTERNAL COMMITTEE FOR REVIEW OF PEDIATRIC PLANS, ASSESSMENTS, DEFERRALS, DEFERRAL
EXTENSIONS, AND WAIVERS.

The Secretary shall establish an internal committee within the Food and Drug Administration to carry out the
activities as described in sections 505A(f) and 505B(f). Such internal committee shall include employees of the
Food and Drug Administration, with expertise in pediatrics (including representation from the Office of Pediatric
Therapeutics), biopharmacology, statistics, chemistry, legal issues, pediatric ethics, neonatology, and the appropriate
expertise pertaining to the pediatric product under review, such as expertise in child and adolescent psychiatry;
psychiatry or pediatric rare diseases, and other individuals designated by the Secretary.

SEc. 505D. [355¢] PHARMACEUTICAL SECURITY.

(a) IN GENERAL. — The Secretary shall develop standards and identify and validate effective technologies for
the purpose of securing the drug supply chain against counterfeit, diverted, subpotent, substandard, adulterated,
misbranded, or expired drugs.
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(b) STANDARDS DEVELOPMENT. —

(1) In GeneraL. — The Secretary shall, in consultation with the agencies specified in paragraph (4),
manufacturers, distributors, pharmacies, and other supply chain stakeholders, prioritize and develop standards
for the identification, validation, authentication, and tracking and tracing of prescription drugs.

(2) StanDARDIZED NUMERAL IDENTIFIER. — Not later than 30 months after the date of the enactment of the
Food and Drug Administration Amendments Act of 2007, the Secretary shall develop a standardized numerical
identifier (which, to the extent practicable, shall be harmonized with international consensus standards for such
an identifier) to be applied to a prescription drug at the point of manufacturing and repackaging (in which case
the numerical identifier shall be linked to the numerical identifier applied at the point of manufacturing) at the
package or pallet level, sufficient to facilitate the identification, validation, authentication, and tracking and
tracing of the prescription drug.

(3) Promising TecuNoLocies. — The standards developed under this subsection shall address promising
technologies, which may include —

(A) radio frequency identification technology;

(B) nanotechnology;

(C) encryption technologies; and

(D) other track-and-trace or authentication technologies.

(4) INTERAGENCY COLLABORATION. — In carrying out this subsection, the Secretary shall consult with Federal
health and security agencies, including —

(A) the Department of Justice;

(B) the Department of Homeland Security;

(C) the Department of Commerce; and

(D) other appropriate Federal and State agencies.
(c) INsPECTION AND ENFORCEMENT. —

(1) IN GENERAL. — The Secretary shall expand and enhance the resources and facilities of agency components
of the Food and Drug Administration involved with regulatory and criminal enforcement of this Act to secure
the drug supply chain against counterfeit, diverted, subpotent, substandard, adulterated, misbranded, or expired
drugs including biological products and active pharmaceutical ingredients from domestic and foreign sources.

(2) Activities. — The Secretary shall undertake enhanced and joint enforcement activities with other Federal
and State agencies, and establish regional capacities for the validation of prescription drugs and the inspection
of the prescription drug supply chain.

(d) DeFiNiTION. — In this section, the term “prescription drug” means a drug subject to section 503(b)(1).

SEc. 505E. [355f] ExTENsION OoF ExcLusIviTy PERIOD FOR NEW QUALIFIED INFECTIOUS DISEASE PRODUCTS.

(a) ExTension. — If the Secretary approves an application pursuant to section 505 for a drug that has been designated
as a qualified infectious disease product under subsection (d), the 4- and 5-year periods described in subsections
(©)(3)(E)(i) and (§)(5)(F)(i1) of section 505, the 3-year periods described in clauses (iii) and (iv) of subsection
(¢)(3)(A) and clauses (iii) and (iv) of subsection (j)(5)(F) of section 505, or the 7-year period described in section 527,
as applicable, shall be extended by 5 years.

(b) ReLATION TO PEDIATRIC EXCLUSIVITY. — Any extension under subsection (a) of a period shall be in addition to any
extension of the period under section 505A with respect to the drug.

(¢) LimitaTions. — Subsection (a) does not apply to the approval of —

(1) a supplement to an application under section 505(b) for any qualified infectious disease product for which an
extension described in subsection (a) is in effect or has expired;

(2) a subsequent application filed with respect to a product approved under section 505 for a change that results
in a new indication, route of administration, dosing schedule, dosage form, delivery system, delivery device, or
strength; or

(3) a product that does not meet the definition of a qualified infectious disease product under subsection (g)
based upon its approved uses.
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(d) DESIGNATION. —

(1) In GENERAL. — The manufacturer or sponsor of a drug may request the Secretary to designate a drug as a
qualified infectious disease product at any time before the submission of an application under section 505(b) for
such drug. The Secretary shall, not later than 60 days after the submission of such a request, determine whether
the drug is a qualified infectious disease product.

(2) Limrtation. — Except as provided in paragraph (3), a designation under this subsection shall not be withdrawn
for any reason, including modification to the list of qualifying pathogens under subsection (f)(2)(C).

(3) Revocartion oF DEsigNaTiON. — The Secretary may revoke a designation of a drug as a qualified infectious
disease product if the Secretary finds that the request for such designation contained an untrue statement of
material fact.

(e) REGULATIONS. —

(1) INn GENERAL. — Not later than 2 years after the date of enactment of the Food and Drug Administration Safety
and Innovation Act, the Secretary shall adopt final regulations implementing this section, including developing
the list of qualifying pathogens described in subsection ().

(2) ProceEDURE. — In promulgating a regulation implementing this section, the Secretary shall —
(A) issue a notice of proposed rulemaking that includes the proposed regulation;
(B) provide a period of not less than 60 days for comments on the proposed regulation; and
(C) publish the final regulation not less than 30 days before the effective date of the regulation.

(3) RestricTioNs. — Notwithstanding any other provision of law, the Secretary shall promulgate regulations
implementing this section only as described in paragraph (2), except that the Secretary may issue interim
guidance for sponsors seeking designation under subsection (d) prior to the promulgation of such regulations.

(4) DesigNaTION PRIOR TO REGULATIONS. — The Secretary shall designate drugs as qualified infection disease
products under subsection (d) prior to the promulgation of regulations under this subsection, if such drugs meet
the definition of a qualified infection disease product described in subsection (g).

(f) QUALIFYING PATHOGEN. —

(1) DeFINITION. — In this section, the term “qualifying pathogen” means a pathogen identified and listed by the
Secretary under paragraph (2) that has the potential to pose a serious threat to public health, such as —

(A) resistant gram positive pathogens, including methicillin-resistant Staphylococcus aureus, vancomycin-
resistant Staphylococcus aureus, and vancomycin-resistant enterococcus;

(B) multi-drug resistant gram negative bacteria, including Acinetobacter, Klebsiella, Pseudomonas, and E.
coli species;

(C) multi-drug resistant tuberculosis; and
(D) Clostridium difficile.
(2) LisT OF QUALIFYING PATHOGENS. —

(A) IN GENERAL. — The Secretary shall establish and maintain a list of qualifying pathogens, and shall make
public the methodology for developing such list.

(B) ConsipErATIONS. — In establishing and maintaining the list of pathogens described in this section, the
Secretary shall —

(i) consider —
(I) the impact on the public health due to drug-resistant organisms in humans;
(IT) the rate of growth of drug-resistant organisms in humans;
(IIT) the increase in resistance rates in humans; and
(IV) the morbidity and mortality in humans; and

(ii) consult with experts in infectious diseases and antibiotic resistance, including the Centers for
Disease Control and Prevention, the Food and Drug Administration, medical professionals, and the
clinical research community.
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(C) Review. — Every 5 years, or more often as needed, the Secretary shall review, provide modifications to,
and publish the list of qualifying pathogens under subparagraph (A) and shall by regulation revise the list as
necessary, in accordance with subsection (e).

(g) QuaLiriep INFECTIOUS DIsEASE PRODUCT. — The term “qualified infectious disease product” means an antibacterial
or antifungal drug for human use intended to treat serious or life-threatening infections, including those caused by —

(1) an antibacterial or antifungal resistant pathogen, including novel or emerging infectious pathogens; or

(2) qualifying pathogens listed by the Secretary under subsection (f).

Skc. 505F. [355g] UriLizING REAL WORLD EVIDENCE.
(a) IN GENerAL.—The Secretary shall establish a program to evaluate the potential use of real world evidence—
(1) to help to support the approval of a new indication for a drug approved under section 505(¢e); and
(2) to help to support or satisfy postapproval study requirements.

(b) RearL WorLp EvipEnce DerFINED.—In this section, the term “real world evidence” means data regarding the
usage, or the potential benefits or risks, of a drug derived from sources other than randomized traditional clinical
trials.

(c) PROGRAM FRAMEWORK.—

(1) INn GENERAL.—Not later than 2 years after the date of enactment of the 21st Century Cures Act [December
13, 2016 —Ed.], the Secretary shall establish a draft framework for implementation of the program under this
section.

(2) ContEnTs OF FRAMEWORK.—The framework shall include information describing—

(A) the sources of real world evidence, including ongoing safety surveillance, observational studies,
registries, claims, and patient-centered outcomes research activities;

(B) the gaps in data collection activities;
(C) the standards and methodologies for collection and analysis of real world evidence; and

(D) the priority areas, remaining challenges, and potential pilot opportunities that the program established
under this section will address.

(3) CONSULTATION.—

(A) IN GENERAL.—In developing the program framework under this subsection, the Secretary shall consult
with regulated industry, academia, medical professional organizations, representatives of patient advocacy
organizations, consumer organizations, disease research foundations, and other interested parties.

(B) Process.—The consultation under subparagraph (A) may be carried out through approaches such as—

(i) a public-private partnership with the entities described in such subparagraph in which the Secretary
may participate;

(ii) a contract, grant, or other arrangement, as the Secretary determines appropriate, with such a
partnership or an independent research organization; or

(iii) public workshops with the entities described in such subparagraph.

(d) ProGram IMPLEMENTATION.—The Secretary shall, not later than 2 3 years after the date of enactment of the 21st
Century Cures Act [December 13, 2016 —Ed.] and in accordance with the framework established under subsection
(c), implement the program to evaluate the potential use of real world evidence.

(e) Guipancke FoR INpusTRY.—The Secretary shall—

(1) utilize the program established under subsection (a), its activities, and any subsequent pilots or written
reports, to inform a guidance for industry on—

(A) the circumstances under which sponsors of drugs and the Secretary may rely on real world evidence for
the purposes described in paragraphs (1) and (2) of subsection (a); and

(B) the appropriate standards and methodologies for collection and analysis of real world evidence submitted
for such purposes;
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(2) not later than 5 years after the date of enactment of the 21st Century Cures Act [December 13, 2016 —Ed.],
issue draft guidance for industry as described in paragraph (1); and

(3) not later than 18 months after the close of the public comment period for the draft guidance described in
paragraph (2), issue revised draft guidance or final guidance.

(f) RULE oF CONSTRUCTION.—

(1) IN GENERAL.—Subject to paragraph (2), nothing in this section prohibits the Secretary from using real world
evidence for purposes not specified in this section, provided the Secretary determines that sufficient basis exists
for any such nonspecified use.

(2) STANDARDS OF EVIDENCE AND SECRETARY’S AUTHORITY.—This section shall not be construed to alter—
(A) the standards of evidence under—

(i) subsection (c) or (d) of section 505, including the substantial evidence standard in such subsection
(d); or

(ii) section 351(a) of the Public Health Service Act; or

(B) the Secretary’s authority to require postapproval studies or clinical trials, or the standards of evidence
under which studies or trials are evaluated.

SEc. 506. [356] Fast TraCK PrODUCTS.

(a) DESIGNATION OF A DRUG AS A BREAKTHROUGH THERAPY., —

(1) INn GENERAL. — The Secretary shall, at the request of the sponsor of a drug, expedite the development
and review of such drug if the drug is intended, alone or in combination with 1 or more other drugs, to treat a
serious or life-threatening disease or condition and preliminary clinical evidence indicates that the drug may
demonstrate substantial improvement over existing therapies on 1 or more clinically significant endpoints, such
as substantial treatment effects observed early in clinical development. (In this section, such a drug is referred
to as a “breakthrough therapy”.)

(2) REQUEST FOR DESIGNATION. — The sponsor of a drug may request the Secretary to designate the drug as a
breakthrough therapy. A request for the designation may be made concurrently with, or at any time after, the
submission of an application for the investigation of the drug under section 505(i) or section 351(a)(3) of the
Public Health Service Act.

(3) DESIGNATION. —

(A) INn GENERAL. — Not later than 60 calendar days after the receipt of a request under paragraph (2), the
Secretary shall determine whether the drug that is the subject of the request meets the criteria described in
paragraph (1). If the Secretary finds that the drug meets the criteria, the Secretary shall designate the drug
as a breakthrough therapy and shall take such actions as are appropriate to expedite the development and
review of the application for approval of such drug.

(B) Actions. — The actions to expedite the development and review of an application under subparagraph
(A) may include, as appropriate —

(i) holding meetings with the sponsor and the review team throughout the development of the drug;

(i) providing timely advice to, and interactive communication with, the sponsor regarding the
development of the drug to ensure that the development program to gather the nonclinical and clinical
data necessary for approval is as efficient as practicable;

(iii) involving senior managers and experienced review staff, as appropriate, in a collaborative, cross-
disciplinary review;

(iv) assigning a cross-disciplinary project lead for the Food and Drug Administration review team to
facilitate an efficient review of the development program and to serve as a scientific liaison between
the review team and the sponsor; and

(v) taking steps to ensure that the design of the clinical trials is as efficient as practicable, when
scientifically appropriate, such as by minimizing the number of patients exposed to a potentially less
efficacious treatment.
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(b) DESIGNATION OF DRUG As A Fast TRACK PrRODUCT. —

(1) In GENERAL. — The Secretary shall, at the request of the sponsor of a new drug, facilitate the development
and expedite the review of such drug if it is intended, whether alone or in combination with one or more other
drugs, for the treatment of a serious or life-threatening condition, and it demonstrates the potential to address
unmet medical needs for such a disease or condition, or if the Secretary designates the drug as a qualified
infectious disease product under section 505E(d). (In this section, such a drug is referred to as a “fast track
product”.)

(2) REQUEST FOR DESIGNATION. — The sponsor of a new drug may request the Secretary to designate the drug as a
fast track product. A request for the designation may be made concurrently with, or at any time after, submission
of an application for the investigation of the drug under section 505(i) or section 351(a)(3) of the Public Health
Service Act.

(3) DesigNaTION. — Within 60 calendar days after the receipt of a request under paragraph (2), the Secretary
shall determine whether the drug that is the subject of the request meets the criteria described in paragraph (1). If
the Secretary finds that the drug meets the criteria, the Secretary shall designate the drug as a fast track product
and shall take such actions as are appropriate to expedite the development and review of the application for
approval of such product.

(¢) ACCELERATED APPROVAL OF A DRUG FOR A SERIOUS OR LIFE-THREATENING DISEASE OR CONDITION, INCLUDING A
Fast Track Probuct. —

(1) IN GENERAL. —

(A) AcCELERATED APPROVAL. — The Secretary may approve an application for approval of a product for
a serious or life-threatening disease or condition, including a fast track product, under section 505(c) or
section 351(a) of the Public Health Service Act upon a determination that the product has an effect on a
surrogate endpoint that is reasonably likely to predict clinical benefit, or on a clinical endpoint that can
be measured earlier than irreversible morbidity or mortality, that is reasonably likely to predict an effect
on irreversible morbidity or mortality or other clinical benefit, taking into account the severity, rarity, or
prevalence of the condition and the availability or lack of alternative treatments. The approval described in
the preceding sentence is referred to in this section as ‘accelerated approval’.

(B) EvipENcE. — The evidence to support that an endpoint is reasonably likely to predict clinical benefit
under subparagraph (A) may include epidemiological, pathophysiological, therapeutic, pharmacologic, or
other evidence developed using biomarkers, for example, or other scientific methods or tools.

(2) LivitaTion. — Approval of a product under this subsection may be subject to 1 or both of the following
requirements:

(A) That the sponsor conduct appropriate postapproval studies to verify and describe the predicted effect on
irreversible morbidity or mortality or other clinical benefit.

(B) That the sponsor submit copies of all promotional materials related to the product during the preapproval
review period and, following approval and for such period thereafter as the Secretary determines to be
appropriate, at least 30 days prior to dissemination of the materials.

(3) ExPEpITED WITHDRAWAL OF APPROVAL. — The Secretary may withdraw approval of a product approved
under accelerated approval using expedited procedures (as prescribed by the Secretary in regulations which shall
include an opportunity for an informal hearing) if —

(A) the sponsor fails to conduct any required post-approval study of the drug with due diligence;

(B) a study required to verify and describe the predicted effect on irreversible morbidity or mortality or other
clinical benefit of the product fails to verify and describe such effect or benefit;

(C) other evidence demonstrates that the product is not safe or effective under the conditions of use; or
(D) the sponsor disseminates false or misleading promotional materials with respect to the product.
(d) REVIEW OF INCOMPLETE APPLICATIONS FOR APPROVAL OF A FasT TRACK PRODUCT. —

(1) In GENERAL. — If the Secretary determines, after preliminary evaluation of clinical data submitted by the
sponsor, that a fast track product may be effective, the Secretary shall evaluate for filing, and may commence
review of portions of, an application for the approval of the product before the sponsor submits a complete
application. The Secretary shall commence such review only if the applicant —
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(A) provides a schedule for submission of information necessary to make the application complete; and
(B) pays any fee that may be required under section 736.

(2) ExcepTiON. — Any time period for review of human drug applications that has been agreed to by the Secretary
and that has been set forth in goals identified in letters of the Secretary (relating to the use of fees collected under
section 736 to expedite the drug development process and the review of human drug applications) shall not apply
to an application submitted under paragraph (1) until the date on which the application is complete.

(e) CONSTRUCTION. —

(1) Purroste. — The amendments made by the Food and Drug Administration Safety and Innovation Act and the
21st Century Cures Act to this section are intended to encourage the Secretary to utilize innovative and flexible
approaches to the assessment of products under accelerated approval for treatments for patients with serious or
life-threatening diseases or conditions and unmet medical needs.

(2) ConstrucTiON. — Nothing in this section shall be construed to alter the standards of evidence under
subsection (c¢) or (d) of section 505 (including the substantial evidence standard in section 505(d) of this Act or
under section 351(a) of the Public Health Service Act). Such sections and standards of evidence apply to the
review and approval of products under this section, including whether a product is safe and effective. Nothing
in this section alters the ability of the Secretary to rely on evidence that does not come from adequate and well-
controlled investigations for the purpose of determining whether an endpoint is reasonably likely to predict
clinical benefit as described in subsection (b)(1)(B).

(f) AwarenEss ErFrorts. — The Secretary shall —

(1) develop and disseminate to physicians, patient organizations, pharmaceutical and biotechnology companies,
and other appropriate persons a description of the provisions of this section applicable to breakthrough therapies,
accelerated approval, and fast track products; and

(2) establish a program to encourage the development of surrogate and clinical endpoints, including biomarkers,
and other scientific methods and tools that can assist the Secretary in determining whether the evidence submitted
in an application is reasonably likely to predict clinical benefit for serious or life-threatening conditions for
which significant unmet medical needs exist.

(g) REGENERATIVE ADVANCED THERAPY.—

(1) In GEneraL.—The Secretary, at the request of the sponsor of a drug, shall facilitate an efficient development
program for, and expedite review of, such drug if the drug qualifies as a regenerative advanced therapy under the
criteria described in paragraph (2).

(2) CriTeriA.—A drug is eligible for designation as a regenerative advanced therapy under this subsection if—
(A) the drug is a regenerative medicine therapy (as defined in paragraph (8));
(B) the drug is intended to treat, modify, reverse, or cure a serious or life-threatening disease or condition; and

(C) preliminary clinical evidence indicates that the drug has the potential to address unmet medical needs
for such a disease or condition.

(3) REQUEST FOR DEsiGNATION.—The sponsor of a drug may request the Secretary to designate the drug as
a regenerative advanced therapy concurrently with, or at any time after, submission of an application for the
investigation of the drug under section 505(i) of this Act or section 351(a)(3) of the Public Health Service Act.

(4) DesiGNaTION.—Not later than 60 calendar days after the receipt of a request under paragraph (3), the Secretary
shall determine whether the drug that is the subject of the request meets the criteria described in paragraph (2). If
the Secretary determines that the drug meets the criteria, the Secretary shall designate the drug as a regenerative
advanced therapy and shall take such actions as are appropriate under paragraph (1). If the Secretary determines
that a drug does not meet the criteria for such designation, the Secretary shall include with the determination a
written description of the rationale for such determination.

(5) Actions.—The sponsor of a regenerative advanced therapy shall be eligible for the actions to expedite
development and review of such therapy under subsection (a)(3)(B), including early interactions to discuss any
potential surrogate or intermediate endpoint to be used to support the accelerated approval of an application for
the product under subsection (c).

(6) Access To EXPEDITED APPROVAL PATHWAYS.—An application for a regenerative advanced therapy under
section 505(b)(1) of this Act or section 351(a) of the Public Health Service Act may be—
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(A) eligible for priority review, as described in the Manual of Policies and Procedures of the Food and Drug
Administration and goals identified in the letters described in section 101(b) of the Prescription Drug User
Fee Amendments of 2012; and

(B) eligible for accelerated approval under subsection (c), as agreed upon pursuant to subsection (a)(3)(B),
through, as appropriate—

(i) surrogate or intermediate endpoints reasonably likely to predict long-term clinical benefit; or

(ii) reliance upon data obtained from a meaningful number of sites, including through expansion to
additional sites, as appropriate.

(7) PostapPrOVAL REQUIREMENTS.—The sponsor of a regenerative advanced therapy that is granted accelerated
approval and is subject to the postapproval requirements under subsetction (¢) may, as appropriate, fulfill such
requirements, as the Secretary may require, through—

(A) the submission of clinical evidence, clinical studies, patient registries, or other sources of real world
evidence, such as electronic health records;

(B) the collection of larger confirmatory data sets, as agreed upon pursuant to subsection (a)(3)(B); or
(C) postapproval monitoring of all patients treated with such therapy prior to approval of the therapy.

(8) DeFiNiTION.—FoOr purposes of this section, the term “regenerative medicine therapy” includes cell therapy,
therapeutic tissue engineering products, human cell and tissue products, and combination products using any
such therapies or products, except for those regulated solely under section 361 of the Public Health Service Act
and part 1271 of title 21, Code of Federal Regulations.

(h) LiMiTED POPULATION PATHWAY FOR ANTIBACTERIAL AND ANTIFUNGAL DRUGS.—

(1) In GENeraL.— The Secretary may approve an antibacterial or antifungal drug, alone or in combination with
one or more other drugs, as a limited population drug pursuant to this subsection only if—

(A) the drug is intended to treat a serious or life-threatening infection in a limited population of patients
with unmet needs;

(B) the standards for approval under section 505(c) and (d), or the standards for licensure under section 351
of the Public Health Service Act, as applicable, are met; and

(C) the Secretary receives a written request from the sponsor to approve the drug as a limited population
drug pursuant to this subsection.

(2) BeneriT-Risk ConsiDERATION.—The Secretary’s determination of safety and effectiveness of an antibacterial
or antifungal drug shall reflect the benefit-risk profile of such drug in the intended limited population, taking
into account the severity, rarity, or prevalence of the infection the drug is intended to treat and the availability
or lack of alternative treatment in such limited population. Such drug may be approved under this subsection
notwithstanding a lack of evidence to fully establish a favorable benefit-risk profile in a population that is
broader than the intended limited population.

(3) AppitioNAL REQUIREMENTS.—A drug approved under this subsection shall be subject to the following
requirements, in addition to any other applicable requirements of this Act:

(A) LaBeLing.—To indicate that the safety and effectiveness of a drug approved under this subsection has
been demonstrated only with respect to a limited population—

(i) all labeling and advertising of an antibacterial or antifungal drug approved under this subsection
shall contain the statement “Limited Population” in a prominent manner and adjacent to, and not more
prominent than—

(I) the proprietary name of such drug, if any; or

(II) if there is no proprietary name, the established name of the drug, if any, as defined in section
503(e)(3), or, in the case of a drug that is a biological product, the proper name, as defined by
regulation; and

(ii) the prescribing information for the drug required by section 201.57 of title 21, Code of Federal
Regulations (or any successor regulation) shall also include the following statement: “This drug is
indicated for use in a limited and specific population of patients.”

(B) PromoTIONAL MATERIAL.—The sponsor of an antibacterial or antifungal drug subject to this subsection
shall submit to the Secretary copies of all promotional materials related to such drug at least 30 calendar
days prior to dissemination of the materials.
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(4) OTHER PrROGRAMS.—A sponsor of a drug that seeks approval of a drug under this subsection may also seek
designation or approval, as applicable, of such drug under other applicable sections or subsections of this Act or
the Public Health Service Act.

(5) Guipance.—Not later than 18 months after the date of enactment of the 21st Century Cures Act [December
13, 2016 —Ed.], the Secretary shall issue draft guidance describing criteria, processes, and other general
considerations for demonstrating the safety and effectiveness of limited population antibacterial and antifungal
drugs. The Secretary shall publish final guidance within 18 months of the close of the public comment period on
such draft guidance. The Secretary may approve antibacterial and antifungal drugs under this subsection prior to
issuing guidance under this paragraph.

(6) Apvice.—The Secretary shall provide prompt advice to the sponsor of a drug for which the sponsor seeks
approval under this subsection to enable the sponsor to plan a development program to obtain the necessary data
for such approval, and to conduct any additional studies that would be required to gain approval of such drug for
use in a broader population.

(7) TErRMINATION OF LimitaTions.—If, after approval of a drug under this subsection, the Secretary approves a
broader indication for such drug under section 505(b) or section 351(a) of the Public Health Service Act, the
Secretary may remove any postmarketing conditions, including requirements with respect to labeling and review
of promotional materials under paragraph (3), applicable to the approval of the drug under this subsection.

(8) RuLEks or ConsTrucTION.—Nothing in this subsection shall be construed to alter the authority of the Secretary
to approve drugs pursuant to this Act or section 351 of the Public Health Service Act, including the standards of
evidence and applicable conditions for approval under such Acts, the standards of approval of a drug under such
Acts, or to alter the authority of the Secretary to monitor drugs pursuant to such Acts.

(9) REPORTING AND ACCOUNTABILITY.—

(A) BienniAL RePorRTING.—The Secretary shall report to Congress not less often than once every 2 years
on the number of requests for approval, and the number of approvals, of an antibacterial or antifungal drug
under this subsection.

(B) GAO Rerort.—Not later than December 2021, the Comptroller General of the United States shall
submit to the Committee on Energy and Commerce of the House of Representatives and the Committee on
Health, Education, Labor and Pensions of the Senate a report on the coordination of activities required under
section 319E of the Public Health Service Act. Such report shall include a review of such activities, and the
extent to which the use of the pathway established under this subsection has streamlined premarket approval
for antibacterial or antifungal drugs for limited populations, if such pathway has functioned as intended, if
such pathway has helped provide for safe and effective treatment for patients, if such premarket approval
would be appropriate for other categories of drugs, and if the authorities under this subsection have affected
antibacterial or antifungal resistance.

. . [356-1] AcCELERATED APPROVAL OF PRIORITY COUNTERMEASURES.

(a) The Secretary of Health and Human Services may designate a priority countermeasure as a fast-track product
pursuant to section 506 or as a device granted review priority pursuant to section 515(d)(5). Such a designation may
be made prior to the submission of —

(1) a request for designation by the sponsor or applicant; or

(2) an application for the investigation of the drug under section 505(i) or section 351(a)(3) of the Public Health
Service Act.

Nothing in this subsection shall be construed to prohibit a sponsor or applicant from declining such a designation.

(b) A drug for which approval is sought under section 505(b) or section 351 of the Public Health Service Act on the
basis of evidence of effectiveness that is derived from animal studies pursuant to section 123 may be designated as a
fast track product for purposes of this section.

(¢) A priority countermeasure that is a drug or biological product shall be considered a priority drug or biological
product for purposes of performance goals for priority drugs or biological products agreed to by the Commissioner
of Food and Drugs.

(d) For purposes of this title:
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(1) The term “priority countermeasure” has the meaning given such term in section 247d-6(h)(4) of Title 42.

(2) The term “priority drugs or biological products” means a drug or biological product that is the subject of a
drug or biologics application referred to in section 101(4) of the Food and Drug Administration Modernization
Act of 1997.

SEC. 506A. [356a] MANUFACTURING CHANGES.

(a) INn GENERAL. — With respect to a drug for which there is in effect an approved application under section 505 or 512
or a license under section 351 of the Public Health Service Act, a change from the manufacturing process approved
pursuant to such application or license may be made, and the drug as made with the change may be distributed, if —

(1) the holder of the approved application or license (referred to in this section as a “holder”) has validated the
effects of the change in accordance with subsection (b); and

@2 —
(A) in the case of a major manufacturing change, the holder has complied with the requirements of subsection
(c); or

(B) in the case of a change that is not a major manufacturing change, the holder complies with the applicable
requirements of subsection (d).

(b) VaLipatioN oF EFrects oF CHANGES. — For purposes of subsection (a)(1), a drug made with a manufacturing
change (whether a major manufacturing change or otherwise) may be distributed only if, before distribution of the
drug as so made, the holder involved validates the effects of the change on the identity, strength, quality, purity, and
potency of the drug as the identity, strength, quality, purity, and potency may relate to the safety or effectiveness of
the drug.

(¢) MAJOR MANUFACTURING CHANGES. —

(1) REQUIREMENT OF SUPPLEMENTAL APPLICATION. — For purposes of subsection (a)(2)(A), a drug made with a
major manufacturing change may be distributed only if, before the distribution of the drug as so made, the holder
involved submits to the Secretary a supplemental application for such change and the Secretary approves the
application. The application shall contain such information as the Secretary determines to be appropriate, and
shall include the information developed under subsection (b) by the holder in validating the effects of the change.

(2) CHANGES QUALIFYING AS MAJOR CHANGES. — For purposes of subsection (a)(2)(A), a major manufacturing
change is a manufacturing change that is determined by the Secretary to have substantial potential to adversely
affect the identity, strength, quality, purity, or potency of the drug as they may relate to the safety or effectiveness
of a drug. Such a change includes a change that —

(A) is made in the qualitative or quantitative formulation of the drug involved or in the specifications in the
approved application or license referred to in subsection (a) for the drug (unless exempted by the Secretary
by regulation or guidance from the requirements of this subsection);

(B) is determined by the Secretary by regulation or guidance to require completion of an appropriate clinical
study demonstrating equivalence of the drug to the drug as manufactured without the change; or

(C) is another type of change determined by the Secretary by regulation or guidance to have a substantial
potential to adversely affect the safety or effectiveness of the drug.

(d) OTHER MANUFACTURING CHANGES. —

(1) In GeEneEraL. — For purposes of subsection (a)(2)(B), the Secretary may regulate drugs made with
manufacturing changes that are not major manufacturing changes as follows:

(A) The Secretary may in accordance with paragraph (2) authorize holders to distribute such drugs without
submitting a supplemental application for such changes.

(B) The Secretary may in accordance with paragraph (3) require that, prior to the distribution of such drugs,
holders submit to the Secretary supplemental applications for such changes.

(C) The Secretary may establish categories of such changes and designate categories to which subparagraph
(A) applies and categories to which subparagraph (B) applies.

(2) CHANGES NOT REQUIRING SUPPLEMENTAL APPLICATION. —

(A) SuBmissioN OF REPORT. — A holder making a manufacturing change to which paragraph (1)(A) applies
shall submit to the Secretary a report on the change, which shall contain such information as the Secretary
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determines to be appropriate, and which shall include the information developed under subsection (b) by the
holder in validating the effects of the change. The report shall be submitted by such date as the Secretary
may specify.

(B) AuTtHORITY REGARDING ANNUAL REPORTS. — In the case of a holder that during a single year makes
more than one manufacturing change to which paragraph (1)(A) applies, the Secretary may in carrying out
subparagraph (A) authorize the holder to comply with such subparagraph by submitting a single report for
the year that provides the information required in such subparagraph for all the changes made by the holder
during the year.

(3) CHANGES REQUIRING SUPPLEMENTAL APPLICATION, —

(A) SuBMISSION OF SUPPLEMENTAL APPLICATION. — The supplemental application required under paragraph
(1)(B) for a manufacturing change shall contain such information as the Secretary determines to be
appropriate, which shall include the information developed under subsection (b) by the holder in validating
the effects of the change.

(B) AUTHORITY FOR DISTRIBUTION. — In the case of a manufacturing change to which paragraph (1)(B) applies:

(i) The holder involved may commence distribution of the drug involved 30 days after the Secretary
receives the supplemental application under such paragraph, unless the Secretary notifies the holder
within such 30-day period that prior approval of the application is required before distribution may be
commenced.

(ii) The Secretary may designate a category of such changes for the purpose of providing that, in the
case of a change that is in such category, the holder involved may commence distribution of the drug
involved upon the receipt by the Secretary of a supplemental application for the change.

(iii) If the Secretary disapproves the supplemental application, the Secretary may order the manufacturer
to cease the distribution of the drugs that have been made with the manufacturing change.

506B. [356b] REPORTS OF POSTMARKETING STUDIES.
(a) SUBMISSION —

(1) IN GENERAL. — A sponsor of a drug that has entered into an agreement with the Secretary to conduct a
postmarketing study of the drug shall submit to the Secretary, within 1 year after the approval of such drug and
annually thereafter until the study is completed or terminated, a report of the progress of the study or the reasons
for the failure of the sponsor to conduct the study. The report shall be submitted in such form as is prescribed by
the Secretary in regulations issued by the Secretary.

(2) AGREEMENTS PRrIOR TO EFFECTIVE DATE. — Any agreements entered into between the Secretary and a sponsor
of a drug, prior to the date of enactment of the Food and Drug Administration Modernization Act of 1997
[November 21, 1997 — Ed.], to conduct a postmarketing study of a drug shall be subject to the requirements of
paragraph (1). An initial report for such an agreement shall be submitted within 6 months after the date of the
issuance of the regulations under paragraph (1).

(b) CoNSIDERATION OF INFORMATION As PuBLIc INFORMATION. — Any information pertaining to a report described in
subsection (a) shall be considered to be public information to the extent that the information is necessary —

(1) to identify the sponsor; and

(2) to establish the status of a study described in subsection (a) and the reasons, if any, for any failure to carry
out the study.

(c¢) Status ofF STupiES AND REPORTS. — The Secretary shall annually develop and publish in the Federal Register a
report that provides information on the status of the postmarketing studies —

(1) that sponsors have entered into agreements to conduct; and
(2) for which reports have been submitted under subsection (a)(1).

(d) DiscLosure. — If a sponsor fails to complete an agreed upon study required by this section by its original or
otherwise negotiated deadline, the Secretary shall publish a statement on the Internet site of the Food and Drug
Administration stating that the study was not completed and, if the reasons for such failure to complete the study were
not satisfactory to the Secretary, a statement that such reasons were not satisfactory to the Secretary.
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(e) NotrricatioN. — With respect to studies of the type required under section 506(c)(2)(A) or under section 314.510
or 601.41 of title 21, Code of Federal Regulations, as each of such sections was in effect on the day before the
effective date [October 1, 2002 — Ed.] of this subsection, the Secretary may require that a sponsor who, for reasons
not satisfactory to the Secretary, fails to complete by its deadline a study under any of such sections of such type for
a drug or biological product (including such a study conducted after such effective date) notify practitioners who
prescribe such drug or biological product of the failure to complete such study and the questions of clinical benefit,
and, where appropriate, questions of safety, that remain unanswered as a result of the failure to complete such study.
Nothing in this subsection shall be construed as altering the requirements of the types of studies required under
section 506(c)(2)(A) or under section 314.510 or 601.41 of title 21, Code of Federal Regulations, as so in effect, or
as prohibiting the Secretary from modifying such sections of title 21 of such Code to provide for studies in addition
to those of such type.

506C. [356¢] DISCONTINUANCE OR INTERRUPTION IN THE PRODUCTION OF LIFE-SAVING DRUGS.
(a) IN GENERAL. — A manufacturer of a drug —
(1) that is —
(A) life-supporting;
(B) life-sustaining; or

(C) intended for use in the prevention or treatment of a debilitating disease or condition, including any such
drug used in emergency medical care or during surgery; and

(2) that is not a radio pharmaceutical drug product or any other product as designated by the Secretary,

shall notify the Secretary, in accordance with subsection (b), of a permanent discontinuance in the manufacture of the
drug or an interruption of the manufacture of the drug that is likely to lead to a meaningful disruption in the supply
of that drug in the United States, and the reasons for such discontinuance or interruption.

(b) TimiNG. — A notice required under subsection (a) shall be submitted to the Secretary —
(1) at least 6 months prior to the date of the discontinuance or interruption; or
(2) if compliance with paragraph (1) is not possible, as soon as practicable.

(c) DistriBuTioN. — To the maximum extent practicable, the Secretary shall distribute, through such means
as the Secretary deems appropriate, information on the discontinuance or interruption of the manufacture of the
drugs described in subsection (a) to appropriate organizations, including physician, health provider, and patient
organizations, as described in section S06E.

(d) ConrmenTIALITY. — Nothing in this section shall be construed as authorizing the Secretary to disclose any
information that is a trade secret or confidential information subject to section 552(b)(4) of title 5, United States
Code, or section 1905 of title 18, United States Code.

(e) CoORDINATION WITH ATTORNEY GENERAL. — Not later than 30 days after the receipt of a notification described in
subsection (a), the Secretary shall —

(1) determine whether the notification pertains to a controlled substance subject to a production quota under
section 306 of the Controlled Substances Act; and

(2) if necessary, as determined by the Secretary —
(A) notify the Attorney General that the Secretary has received such a notification;

(B) request that the Attorney General increase the aggregate and individual production quotas under section
306 of the Controlled Substances Act applicable to such controlled substance and any ingredient therein
to a level the Secretary deems necessary to address a shortage of a controlled substance based on the best
available market data; and

(C) if the Attorney General determines that the level requested is not necessary to address a shortage of a
controlled substance, the Attorney General shall provide to the Secretary a written response detailing the
basis for the Attorney General’s determination.

The Secretary shall make the written response provided under subparagraph (C) available to the public on the
Internet Web site of the Food and Drug Administration.

(f) FAILURE To MEET REQUIREMENTS. — If a person fails to submit information required under subsection (a) in
accordance with subsection (b) —
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(1) the Secretary shall issue a letter to such person information such person of such failure;

(2) not later than 30 calendar days after the issuance of the letter under paragraph (1), the person who receives
such letter shall submit to the Secretary a written response to such letter setting forth the basis for noncompliance
and providing information required under subsection (a); and

(3) not later than 45 calendar days after the issuance of a letter under paragraph (1), the Secretary shall make
such letter and any response to such letter under paragraph (2) available to the public on the Internet Web site
of the Food and Drug Administration, with appropriate redactions made to protect information described in
subsection (d), except that, if the Secretary determines that the letter under paragraph (1) was issued in error or,
after review of such response, the person had a reasonable basis for not notifying as required under subsection
(a), the requirements of this paragraph shall not apply.

(g) ExpEDITED INsPECTIONS AND REVIEWS. — If, based on notifications described in subsection (a) or any other
relevant information, the Secretary concludes that there is, or is likely to be, a drug shortage of a drug described in
subsection (a), the Secretary may —

(1) expedite the review of a supplement to a new drug application submitted under section 505(b), an abbreviated
new drug application submitted under section 505(j), or a supplement to such an application submitted under
section 505(j), that could help mitigate or prevent such shortage; or

(2) expedite an inspection or reinspection of an establishment that could help mitigate or prevent such drug
shortage.

(h) DeFiNiTIONS. — For purposes of this section —
(1) the term “drug” —
(A) means a drug (as defined in section 201(g)) that is intended for human use and that is subject to section
503(b)(1); and
(B) does not include biological products (as defined in section 351 of the Public Health Service Act), unless
otherwise provided by the Secretary in the regulations promulgated under subsection (i);

(2) the term “drug shortage” or “shortage”, with respect to a drug, means a period of time when the demand or
projected demand for the drug within the United States exceeds the supply of the drug; and

(3) the term “meaningful disruption” —

(A) means a change in production that is reasonably likely to lead to a reduction in the supply of a drug by
a manufacturer that is more than negligible and affects the ability of the manufacturer to fill orders or meet
expected demand for its product; and

(B) does not include interruptions in manufacturing due to matters such as routine maintenance or
insignificant changes in manufacturing so long as the manufacturer expects to resume operations in a short
period of time.

(i) REGULATIONS. —

(1) IN GENERAL. — Not later than 18 months after the date of enactment of the Food and Drug Administration
Safety and Innovation Act, the Secretary shall adopt a final regulation implementing this section.

(2) ConTENTS. — Such regulations shall define, for purposes of this section, the terms “life-supporting”, “life-
sustaining”, and “intended for use in the prevention or treatment of a debilitating disease or condition”.

(3) IncLusioN oF BioLoGicAL Probucts. —

(A) IN GENERAL. — The Secretary may by regulation apply this section to biological products (as defined
in section 351 of the Public Health Service Act), including plasma products derived from human plasma
protein and their recombinant analogs, if the Secretary determines such inclusion would benefit the public
health. Such regulation shall take into account any supply reporting programs and shall aim to reduce
duplicative notification.

(B) RULE FoR Vaccings. — If the Secretary applies this section to vaccines pursuant to subparagraph (A),
the Secretary shall —

(i) consider whether the notification requirement under subsection (a) may be satisfied by submitting a
notification to the Centers for Disease Control and Prevention under the vaccine shortage notification
program of such Centers; and

(ii) explain the determination made by the Secretary under clause (i) in the regulation.
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(4) ProcEDURE. — In promulgating a regulation implementing this section, the Secretary shall —
(A) issue a notice of proposed rulemaking that includes the proposed regulation;
(B) provide a period of not less than 60 days for comments on the proposed regulation; and
(C) publish the final regulation not less than 30 days before the regulation’s effective date.

(5) RestrIicTIONS. — Notwithstanding any other provision of Federal law, in implementing this section, the
Secretary shall only promulgate regulations as described in paragraph (4).

SEC. 506C-1. [356¢c-1] ANNUAL REPORTING ON DRUG SHORTAGES.

(a) ANNuAL REPORTS To CoNGRESS. — Not later than March 31 of each calendar year, the Secretary shall submit to
the Committee on Energy and Commerce of the House of Representatives and the Committee on Health, Education,
Labor, and Pensions of the Senate a report, with respect to the preceding calendar year, on drug shortages that —

(1) Specifies the number of manufacturers that submitted a notification to the Secretary under section 506C(a)
during such calendar year;

(2) describes the communication between the field investigators of the Food and Drug Administration and the
staff of the Center for Drug Evaluation and Research’s Office of Compliance and Drug Shortage Program,
including the Food and Drug Administration’s procedures for enabling and ensuring such communication;

3 —

(A) lists the major actions taken by the Secretary to prevent or mitigate the drug shortages described in
paragraph (7);

(B) in the list under subparagraph (A), includes —

(i) the number of applications and supplements for which the Secretary expedited review under section
506C(g)(1) during such calendar year; and

(ii) the number of establishment inspections or reinspections that the Secretary expedited under section
506C(g)(2) during such calendar year;

(4) describes the coordination between the Food and Drug Administration and the Drug Enforcement
Administration on efforts to prevent or alleviate drug shortages;

(5) identifies the number of and describes the instances in which the Food and Drug Administration exercised
regulatory flexibility and discretion to prevent or alleviate a drug shortage;

(6) lists the names of manufacturers that were issued letters under section 506C(f); and
(7) specifies the number of drug shortages occurring during such calendar year, as identified by the Secretary.

(b) TrREND ANALYsIS. — The Secretary is authorized to retain a third party to conduct a study, if the Secretary believes
such a study would help clarify the causes, trends, or solutions related to drug shortages.

(c) DeFINITION. — In this section, the term “drug shortage” or “shortage” has the meaning given such term in section
506C.

Skc. 506D. [356d] CoorpINATION; TAasK FORCE AND STRATEGIC PLAN.
(a) Task FORCE AND STRATEGIC PLAN. —
(1) IN GENERAL. —

(A) Task Force. — As soon as practicable after the date of enactment of the Food and Drug Administration
Safety and Innovation Act, the Secretary shall establish a task force to develop and implement a strategic
plan for enhancing the Secretary’s response to preventing and mitigating drug shortages.

(B) StrATEGIC PLAN. — The strategic plan described in subparagraph (A) shall include —
(i) plans for enhanced interagency and intra-agency coordination, communication, and decisionmaking;

(i) plans for ensuring that drug shortages are considered when the Secretary initiates a regulatory
action that could precipitate a drug shortage or exacerbate an existing drug shortage;

(iii) plans for effective communication with outside stakeholders, including who the Secretary should
alert about potential or actual drug shortages, how the communication should occur, and what types of
information should be shared;
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(iv) plans for considering the impact of drug shortages on research and clinical trials; and
(v) an examination of whether to establish a “qualified manufacturing partner program”, as described
in subparagraph (C).
(C) DEescripTiON OF PROGRAM. — In conducting the examination of a “qualified manufacturing partner
program” under subparagraph (B)(v), the Secretary —
(i) shall take into account that —

(I) a “qualified manufacturer”, for purposes of such program, would need to have the capability
and capacity to supply products determined or anticipated to be in shortage; and

(II) in examining the capability and capacity to supply products in shortage, the “qualified
manufacturer” could have a site that manufactures a drug listed under section S06E or have the
capacity to produce drugs in response to a shortage within a rapid timeframe; and

(ii) shall examine whether incentives are necessary to encourage the participation of “qualified
manufacturers” in such a program.

(D) ConsuLtaTion. — In carrying out this paragraph, the task force shall ensure consultation with the
appropriate offices within the Food and Drug Administration, including the Office of the Commissioner,
the Center for Drug Evaluation and Research, the Office of Regulatory Affairs, and employees within the
Department of Health and Human Services with expertise regarding drug shortages. The Secretary shall
engage external stakeholders and experts as appropriate.

(2) TimiNG. — Not later than 1 year after the date of enactment of the Food and Drug Administration Safety and
Innovation Act, the task force shall —

(A) publish the strategic plan described in paragraph (1); and
(B) submit such plan to Congress.

(b) CommunicatioN. — The Secretary shall ensure that, prior to any enforcement action or issuance of a warning
letter that the Secretary determines could reasonably be anticipated to lead to a meaningful disruption in the supply
in the United States of a drug described under section 506C(a), there is a communication with the appropriate office
of the Food and Drug Administration with expertise regarding drug shortages regarding whether the action or letter
could cause, or exacerbate, a shortage of the drug.

(c) ActioN. — If the Secretary determines, after the communication described in subsection (b), that an enforcement
action or a warning letter could reasonably cause or exacerbate a shortage of a drug described under section 506C(a),
then the Secretary shall evaluate the risks associated with the impact of such shortage upon patients and those risks
associated with the violation involved before taking such action or issuing such letter, unless there is imminent risk
of serious adverse health consequences or death to humans.

(d) RePORTING BY OTHER ENTITIES. — The Secretary shall identify or establish a mechanism by which health care
providers and other third-party organizations may report to the Secretary evidence of a drug shortage.

(e) REVIEW AND CoNsTRUCTION. — No determination, finding, action, or omission of the Secretary under this section
shall —

(1) be subject to judicial review; or
(2) be construed to establish a defense to an enforcement action by the Secretary.

(f) SunseT. — Subsections (a), (b), (c), and (e) shall cease to be effective on the date that is 5 years after the date of
enactment of the Food and Drug Administration Safety and Innovation Act.

506E. [356e] DRUG SHORTAGE LisT.

(a) EstaBLisHMENT. — The Secretary shall maintain an up-to-date list of drugs that are determined by the Secretary
to be in shortage in the United States.

(b) ContEnTs. — For each drug on such list, the Secretary shall include the following information:
(1) The name of the drug in shortage, including the National Drug Code number for such drug.
(2) The name of each manufacturer of such drug.

(3) The reason for the shortage, as determined by the Secretary, selecting from the following categories:
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(A) Requirements related to complying with good manufacturing practices.
(B) Regulatory delay.
(C) Shortage of an active ingredient.
(D) Shortage of an inactive ingredient component.
(E) Discontinuance of the manufacture of the drug.
(F) Delay in shipping of the drug.
(G) Demand increase for the drug.
(4) The estimated duration of the shortage as determined by the Secretary.
(c) PuBLIC AVAILABILITY. —

(1) In GENERAL. — Subject to paragraphs (2) and (3), the Secretary shall make the information in such list
publicly available.

(2) TrRADE SECRETS AND CONFIDENTIAL INFORMATION. — Nothing in this section alters or amends section 1905 of
title 18, United States Code, or section 552(b)(4) of title 5 of such Code.

(3) PuLic HEaLTH ExcepTION. — The Secretary may choose not to make information collected under this
section publicly available under paragraph (1) or section 506C(c) if the Secretary determines that disclosure of
such information would adversely affect the public health (such as by increasing the possibility of hoarding or
other disruption of the availability of drug products to patients).

SEcC. 506F. [356f] HosPITAL REPACKAGING OF DRUGS IN SHORTAGE.
(a) DerFINITIONS. — In this section:

(1) DruGg. — The term “drug” excludes any controlled substance (as such term is defined in section 102 of the
Controlled Substances Act).

(2) HEALTH SYsTEM. — The term “health system” means a collection of hospitals that are owned and operated by
the same entity and that share access to databases with drug order information for their patients.

(3) RepackaGe. — For the purposes of this section only, the term “repackage”, with respect to a drug, means to
divide the volume of a drug into smaller amounts in order to —

(A) extend the supply of a drug in response to the placement of the drug on a drug shortage list under section
506(E); and
(B) facilitate access to the drug by hospitals within the same health system.

(b) ExcrusioN FROM REGISTRATION. — Notwithstanding any other provision of this Act, a hospital shall not be

considered an establishment for which registration is required under section 510 solely because it repackages a drug
and transfers it to another hospital within the same health system in accordance with the conditions in subsection

(c) —

(1) during any period in which the drug is listed on the drug shortage list under section S06E; or

(2) during the 60-day period following any period described in paragraph (1).
(c¢) Conpitions. — Subsection (b) shall only apply to a hospital, with respect to the repackaging of a drug for transfer
to another hospital within the same health system, if the following conditions are met:

(1) DruG For INTRASYSTEM Use ONLY. — In no case may a drug that has been repackaged in accordance with
this section be sold or otherwise distributed by the health system or a hospital within the system to an entity or
individual that is not a hospital within such health system.

(2) CompLIANCE WITH STATE RULES. — Repackaging of a drug under this section shall be done in compliance
with applicable State requirements of each State in which the drug is repackaged and received.

(d) TermiNaTiON. — This section shall not apply on or after the date on which the Secretary issues final guidance
that clarifies the policy of the Food and Drug Administration regarding hospital pharmacies repackaging and safely
transferring repackaged drugs to other hospitals within the same health system during a drug shortage.
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506G. [356g] STANDARDS FOR REGENERATIVE MEDICINE AND REGENERATIVE ADVANCED THERAPIES.

(a) In GENerRAL.—Not later than 2 years after the date of enactment of the 21st Century Cures Act [December 13,
2016 —Ed.], the Secretary, in consultation with the National Institute of Standards and Technology and stakeholders
(including regenerative medicine and advanced therapies manufacturers and clinical trial sponsors, contract
manufacturers, academic institutions, practicing clinicians, regenerative medicine and advanced therapies industry
organizations, and standard setting organizations), shall facilitate an effort to coordinate and prioritize the development
of standards and consensus definition of terms, through a public process, to support, through regulatory predictability,
the development, evaluation, and review of regenerative medicine therapies and regenerative advanced therapies,
including with respect to the manufacturing processes and controls of such products.

(b) ACTIVITIES.—
(1) I~ GENERAL.—In carrying out this section, the Secretary shall continue to—

(A) identify opportunities to help advance the development of regenerative medicine therapies and
regenerative advanced therapies;

(B) identify opportunities for the development of laboratory regulatory science research and documentary
standards that the Secretary determines would help support the development, evaluation, and review of
regenerative medicine therapies and regenerative advanced therapies through regulatory predictability; and

(C) work with stakeholders, such as those described in subsection (a), as appropriate, in the development of
such standards.

(2) REGuULATIONS AND GUIDANCE.— Not later than 1 year after the development of standards as described in
subsection (a), the Secretary shall review relevant regulations and guidance and, through a public process, update
such regulations and guidance as the Secretary determines appropriate.

(c) DerFiNiTIONS.—For purposes of this section, the terms “regenerative medicine therapy” and “regenerative advanced
therapy” have the meanings given such terms in section 506(g).

506H. [356h] CoMPETITIVE GENERIC THERAPIES.

(a) IN GENERAL. — The Secretary may, at the request of an applicant of a drug that is designated as a competitive
generic therapy pursuant to subsection (b), expedite the development and review of an abbreviated new drug
application under section 505(j) for such drug.

(b) DESIGNATION PROCESS. —

(1) Reouest. — The applicant may request the Secretary to designate the drug as a competitive generic therapy.

(2) TimING. — A request under paragraph (1) may be made concurrently with, or at any time prior to, the
submission of an abbreviated new drug application for the drug under section 505(j).

(3) CriTEriA. — A drug is eligible for designation as a competitive generic therapy under this section if the
Secretary determines that there is inadequate generic competition.

(4) DEsigNATION. — Not later than 60 calendar days after the receipt of a request under paragraph (1), the
Secretary may —
(A) determine whether the drug that is the subject of the request meets the criteria described in paragraph
(3); and
(B) if the Secretary finds that the drug meets such criteria, designate the drug as a competitive generic
therapy.

(¢) Actions. — In expediting the development and review of an application under subsection (a), the Secretary may,

as requested by the applicant, take actions including the following:

(1) Hold meetings with the applicant and the review team throughout the development of the drug prior to
submission of the application for such drug under section 505(j).

(2) Provide timely advice to, and interactive communication with, the applicant regarding the development of
the drug to ensure that the development program to gather the data necessary for approval is as efficient as

practicable.

(3) Involve senior managers and experienced review staff, as appropriate, in a collaborative, coordinated review
of such application, including with respect to drug-device combination products and other complex products.
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(4) Assign a cross-disciplinary project lead —

(A) to facilitate an efficient review of the development program and application, including manufacturing
inspections; and
(B) to serve as a scientific liaison between the review team and the applicant.

(d) REPORTING REQUIREMENT. — Not later than one year after the date of the approval of an application under section
505(j) with respect to a drug for which the development and review is expedited under this section ,the sponsor of
such drug shall report to the Secretary on whether the drug has been marketed in interstate commerce since the date
of such approval.

(e) DEFINITIONS. — In this section:

(1) The term ‘generic drug’ means a drug that is approved pursuant to section 505(j).

(2) The term ‘inadequate generic competition” means, with respect to a drug, there is not more than one approved
drug on the list of drugs described in section 505(3)(7)(A) (not including drugs on the discontinued section of
such list) that is —

(A) the reference listed drug; or

(B) a generic drug with the same reference listed drug as the drug for which designation as a competitive
generic therapy is sought.

(3) The term ‘reference listed drug’ means the listed drug (as such term is used in section 505(j)) for the drug
involved.

5061. [356i] PRoMPT REPORTS OF MARKETING STATUS.

(a) NortrricatioN oF WitHpRAWAL. — The holder of an application approved under subsection (c) or (j) of section
505 shall notify the Secretary in writing 180 days prior to withdrawing the approved drug from sale, or if 180 days
is not practicable as soon as practicable but not later than the date of withdrawal. The holder shall include with such
notice the—

(1) National Drug Code;
(2) identity of the drug by established name and by proprietary name, if any;

(3) new drug application number or abbreviated application number;

(4) strength of the drug;

(5) date on which the drug is expected to no longer be available for sale; and

(6) reason for withdrawal of the drug.

(b) NotiricaTION OF DRUG NoT AVAILABLE FOR SALE.—The holder of an application approved under subsection (c)
or (j) shall notify the Secretary in writing within 180 calendar days of the date of approval of the drug if the drug will
not be available for sale within 180 calendar days of such date of approval. The holder shall include with such notice
the—

(1) identity of the drug by established name and by proprietary name, if any;

(2) new drug application number or abbreviated application number;

(3) strength of the drug;

(4) date on which the drug will be available for sale, if known; and

(5) reason for not marketing the drug after approval.

(¢) AppitioNnaAL ONE-TiME ReporT.—Within 180 days of the date of enactment of this section, all holders of
applications approved under subsection (c) or (j) of section 505 shall review the information in the list published
under subsection 505(;)(7)(A) and shall notify the Secretary in writing that—

(1) all of the application holder’s drugs in the active section of the list published under subsection 505(3)(7)(A)
are available for sale; or

(2) one or more of the application holder’s drugs in the active section of the list published under subsection
505(1)(7)(A) have been withdrawn from sale or have never been available for sale, and include with such notice
the information required pursuant to subsection (a) or (b), as applicable.
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(d) FAILURE To MEET REQUIREMENTS.—If a holder of an approved application fails to submit the information required
under subsection (a), (b), or (c), the Secretary may move the application holder’s drugs from the active section of the
list published under subsection 505(1)(7)(A) to the discontinued section of the list, except that the Secretary shall
remove from the list in accordance with subsection 505(3)(7)(C) drugs the Secretary determines have been withdrawn
from sale for reasons of safety of effectiveness.

(e) Uppates.—The Secretary shall update the list published under subsection 505(j)(7)(A) based on the information
provided under subsections (a), (b), and (c¢) by moving drugs that are not available for sale from the active section
to the discontinued section of the list, except that drugs the Secretary determines have been withdrawn from sale
for reasons of safety or effectiveness shall be removed from the list in accordance with subsection 505()(7)(C). The
Secretary shall make monthly updates to the list based on the information provided pursuant to subsections (a) and
(b), and shall update the list based on the information provided under subsection (c) as soon as practicable.

() LimrtatioN oN Use oF NoTICEs.—Any notice submitted under this section shall not be made public by the Secretary
and shall be used solely for the purpose of the updates described in subsection (¢).

507. [357] QuaLiricaTiON OF DRuG DEVELOPMENT TooLs.
(a) PROCESS FOR QUALIFICATION.—

(1) INn GENErRaL.—The Secretary shall establish a process for the qualification of drug development tools for a
proposed context of use under which—

(A)(i) a requestor initiates such process by submitting a letter of intent to the Secretary; and
(ii) the Secretary accepts or declines to accept such letter of intent;

(B)(i) if the Secretary accepts the letter of intent, a requestor submits a qualification plan to the Secretary; and
(ii) the Secretary accepts or declines to accept the qualification plan; and

(O)(i) if the Secretary accepts the qualification plan, the requestor submits to the Secretary a full qualification
package;

(ii) the Secretary determines whether to accept such qualification package for review; and

(iii) if the Secretary accepts such qualification package for review, the Secretary conducts such review
in accordance with this section.

(2) ACCEPTANCE AND REVIEW OF SUBMISSIONS.—

(A) IN GENERAL.—Subparagraphs (B), (C), and (D) shall apply with respect to the treatment of a letter of
intent, a qualification plan, or a full qualification package submitted under paragraph (1) (referred to in this
paragraph as “qualification submissions”).

(B) AccepTancE FacToRs; NoNacCEPTANCE.—The Secretary shall determine whether to accept a qualification
submission based on factors which may include the scientific merit of the qualification submission. A
determination not to accept a submission under paragraph (1) shall not be construed as a final determination
by the Secretary under this section regarding the qualification of a drug development tool for its proposed
context of use.

(C) PrioRITIZATION OF QUALIFICATION REVIEW.—The Secretary may prioritize the review of a full
qualification package submitted under paragraph (1) with respect to a drug development tool, based on
factors determined appropriate by the Secretary, including—

(i) as applicable, the severity, rarity, or prevalence of the disease or condition targeted by the drug
development tool and the availability or lack of alternative treatments for such disease or condition; and

(ii) the identification, by the Secretary or by biomedical research consortia and other expert stakeholders,
of such a drug development tool and its proposed context of use as a public health priority.

(D) ENGAGEMENT oF EXTERNAL ExpERTS.—The Secretary may, for purposes of the review of qualification
submissions, through the use of cooperative agreements, grants, or other appropriate mechanisms, consult
with biomedical research consortia and may consider the recommendations of such consortia with respect
to the review of any qualification plan submitted under paragraph (1) or the review of any full qualification
package under paragraph (3).

198

FOOD AND DRUG LAW INSTITUTE



Pub. L. No. 75-717, 52 Stat. 1040 (1938), as amended § 507 [357]

(3) REviEW OF FuLL QuALIFICATION PACKAGE.—The Secretary shall—
(A) conduct a comprehensive review of a full qualification package accepted under paragraph (1)(C); and
(B) determine whether the drug development tool at issue is qualified for its proposed context of use.

(4) QuavrrricatioN.— The Secretary shall determine whether a drug development tool is qualified for a proposed
context of use based on the scientific merit of a full qualification package reviewed under paragraph (3).

(b) EFFECT OF QUALIFICATION.—

(1) IN GENERAL.— A drug development tool determined to be qualified under subsection (a)(4) for a proposed
context of use specified by the requestor may be used by any person in such context of use for the purposes
described in paragraph (2).

(2) Usk oF A DruGc DEVELOPMENT TooL.— Subject to paragraph (3), a drug development tool qualified under
this section may be used for—

(A) supporting or obtaining approval or licensure (as applicable) of a drug or biological product (including
in accordance with section 506(c)) under section 505 of this Act or section 351 of the Public Health Service
Act; or

(B) supporting the investigational use of a drug or biological product under section 505(i) of this Act or
section 351(a)(3) of the Public Health Service Act.

(3) REsciss1ION OR MODIFICATION.—

(A) IN GENERAL.— The Secretary may rescind or modify a determination under this section to qualify a
drug development tool if the Secretary determines that the drug development tool is not appropriate for the
proposed context of use specified by the requestor. Such a determination may be based on new information
that calls into question the basis for such qualification.

(B) MEETING FOR REVIEW.— If the Secretary rescinds or modifies under subparagraph (A) a determination
to qualify a drug development tool, the requestor involved shall, on request, be granted a meeting with the
Secretary to discuss the basis of the Secretary’s decision to rescind or modify the determination before the
effective date of the rescission or modification.

(¢) TRANSPARENCY.—

(1) INn GENERAL.—Subject to paragraph (3), the Secretary shall make publicly available, and update on at least a
biannual basis, on the Internet website of the Food and Drug Administration the following:

(A) Information with respect to each qualification submission under the qualification process under
subsection (a), including—

(i) the stage of the review process applicable to the submission,
(ii) the date of the most recent change in stage status;

(iii) whether external scientific experts were utilized in the development of a qualification plan or the
review of a full qualification package; and

(iv) submissions from requestors under the qualification process under subsection (a), including any
data and evidence contained in such submissions, and any updates to such submissions.

(B) The Secretary’s formal written determinations in response to such qualification submissions.

(C) Any rescissions or modifications under subsection (b)(3) of a determination to qualify a drug development
tool.

(D) Summary reviews that document conclusions and recommendations for determinations to qualify drug
development tools under subsection (a).

(E) A comprehensive list of—
(i) all drug development tools qualified under subsection (a); and

(ii) all surrogate endpoints which were the basis of approval or licensure (as applicable) of a drug or
biological product (including in accordance with section 506(c)) under section 505 of this Act or section
351 of the Public Health Service Act.

(2) ReLATION TO TRADE SECRETS AcT.—Information made publicly available by the Secretary under paragraph
(1) shall be considered a disclosure authorized by law for purposes of section 1905 of title 18, United States Code.
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(3) ArpLicaBiLITY.—Nothing in this section shall be construed as authorizing the Secretary to disclose any
information contained in an application submitted under section 505 of this Act or section 351 of the Public
Health Service Act that is confidential commercial or trade secret information subject to section 552(b)(4) of
title 5, United States Code, or section 1905 of title 18, United States Code.

(d) RuLE oF ConsTrucTION.—Nothing in this section shall be construed—

(1) to alter the standards of evidence under subsection (c) or (d) of section 505, including the substantial evidence
standard in such subsection (d), or under section 351 of the Public Health Service Act (as applicable); or

(2) to limit the authority of the Secretary to approve or license products under this Act or the Public Health
Service Act, as applicable (as in effect before the date of the enactment of the 21st Century Cures Act).

(e) DerINITIONS.—In this section:

(1) BioMARKER.—The term “biomarker”™—

(A) means a characteristic (such as a physiologic, pathologic, or anatomic characteristic or measurement)
that is objectively measured and evaluated as an indicator of normal biologic processes, pathologic processes,
or biological responses to a therapeutic intervention; and

(B) includes a surrogate endpoint.

(2) BiomEepicAL REsEarRcH ConsorTiA.—The term “biomedical research consortia” means collaborative groups
that may take the form of public-private partnerships and may include government agencies, institutions of
higher education (as defined in section 101(a) of the Higher Education Act of 1965), patient advocacy groups,
industry representatives, clinical and scientific experts, and other relevant entities and individuals.

(3) CrLiNnicaL OutcoME AsSEsSMENT.—The term “clinical outcome assessment” means—

(A) a measurement of a patient’s symptoms, overall mental state, or the effects of a disease or condition on
how the patient functions; and

(B) includes a patient-reported outcome.

(4) ContexTt oF Use—The term “context of use” means, with respect to a drug development tool, the
circumstances under which the drug development tool is to be used in drug development and regulatory review.

(5) DruG DEVELOPMENT TooL.—The term “drug development tool” includes—
(A) a biomarker;
(B) a clinical outcome assessment; and

(C) any other method, material, or measure that the Secretary determines aids drug development and
regulatory review for purposes of this section.

(6) PaTiENT-REPORTED OuTcoME.—The term “patient-reported outcome” means a measurement based on a
report from a patient regarding the status of the patient’s health condition without amendment or interpretation
of the patient’s report by a clinician or any other person.

(7) QuariricatioN.—The terms “qualification” and “qualified” mean a determination by the Secretary that a
drug development tool and its proposed context of use can be relied upon to have a specific interpretation and
application in drug development and regulatory review under this Act.

(8) RequesTOoR.—The term “requestor” means an entity or entities, including a drug sponsor or a biomedical
research consortia, seeking to qualify a drug development tool for a proposed context of use under this section.

(9) SuRrROGATE EnpPOINT.—The term “surrogate endpoint” means a marker, such as a laboratory measurement,
radiographic image, physical sign, or other measure, that is not itself a direct measurement of clinical benefit,
and—

(A) is known to predict clinical benefit and could be used to support traditional approval of a drug or
biological product; or

(B) is reasonably likely to predict clinical benefit and could be used to support the accelerated approval of a
drug or biological product in accordance with section 506(c).
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508. [358] AuTHORITY TO DESIGNATE OFFICIAL NAMES.

(a) The Secretary may designate an official name for any drug or device if he determines that such action is necessary
or desirable in the interest of usefulness and simplicity. Any official name designated under this section for any drug
or device shall be the only official name of that drug or device used in any official compendium published after such
name has been prescribed or for any other purpose of this Act. In no event, however, shall the Secretary establish an
official name so as to infringe a valid trademark.

(b) Within a reasonable time after the effective date of this section, and at such other times as he may deem necessary,
the Secretary shall cause a review to be made of the official names by which drugs are identified in the official
United States Pharmacopeia, the official Homeopathic Pharmacopeia of the United States, and the official National
Formulary, and all supplements thereto, and at such times as he may deem necessary shall cause a review to be made
of the official names by which devices are identified in any official compendium (and all supplements thereto) to
determine whether revision of any of those names is necessary or desirable in the interest of usefulness and simplicity.

(c) Whenever he determines after any such review that
(1) any such official name is unduly complex or is not useful for any other reason,

(2) two or more official names have been applied to a single drug or device, or to two or more drugs which are
identical in chemical structure and pharmacological action and which are substantially identical in strength,
quality, and purity, or to two or more devices which are substantially equivalent in design and purpose or

(3) no official name has been applied to a medically useful drug or device,

he shall transmit in writing to the compiler of each official compendium in which that drug or drugs or device are
identified and recognized his request for the recommendation of a single official name for such drug or drugs or
device which will have usefulness and simplicity. Whenever such a single official name has been recommended
within one hundred and eighty days after such request, or the Secretary determines that any name so recommended
is not useful for any reason, he shall designate a single official name for such drug or drugs or device. Whenever he
determines that the name so recommended is useful, he shall designate that name as the official name of such drug
or drugs or device. Such designation shall be made as a regulation upon public notice and in accordance with the
procedure set forth in section 553 of title 5, United States Code.

(d) After such review, and at such other times as the Secretary may determine to be necessary or desirable, the
Secretary shall cause to be compiled, published, and publicly distributed a list which shall list all revised official
names of drugs or devices designated under this section and shall contain such descriptive and explanatory matter as
the Secretary may determine to be required for the effective use of those names.

(e) Upon a request in writing by any compiler of any official compendium that the Secretary exercise the authority
granted to him under section 508(a), he shall upon public notice and in accordance with the procedure set forth in
section 553 of'title 5, United States Code designate the official name of the drug or device for which the request is made.

509. [359] NONAPPLICABILITY TO COSMETICS.

This chapter, as amended by the Drug Amendments of 1962, shall not apply to any cosmetic unless such cosmetic is
also a drug or device or component thereof.

510. [360] REGISTRATION OF PRODUCERS OF DRUGS AND DEVICES.
(a) As used in this section —

(1) the term “manufacture, preparation, propagation, compounding, or processing” shall include repackaging
or otherwise changing the container, wrapper, or labeling of any drug package or device package in furtherance
of the distribution of the drug or device from the original place of manufacture to the person who makes final
delivery or sale to the ultimate consumer or user; and

(2) the term “name” shall include in the case of a partnership the name of each partner and, in the case of a
corporation, the name of each corporate officer and director, and the State of incorporation.

() —
(1) During the period beginning on October 1 and ending on December 31 of each year, every person who owns
or operates any establishment in any State engaged in the manufacture, preparation, propagation, compounding,
or processing of a drug or drugs shall register with the Secretary the name of such person, places of business

of such person, all such establishments, the unique facility identifier of each such establishment, and a point of
contact e-mail address.
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(2) During the period beginning on October 1 and ending on December 31 of each year, every person who owns
or operates any establishment in any State engaged in the manufacture, preparation, propagation, compounding,
or processing of a device or devices shall register with the Secretary his name, places of business, and all such
establishments.

(3) The Secretary shall specify the unique facility identifier system that shall be used by registrants under
paragraph (1). The requirement to include a unique facility identifier in a registration under paragraph (1) shall
not apply until the date that the identifier system is specified by the Secretary under the preceding sentence.

(¢) Every person upon first engaging in the manufacture, preparation, propagation, compounding, or processing of a
drug or drugs or a device or devices in any establishment which he owns or operates in any State shall immediately
register with the Secretary —

(1) with respect to drugs, the information described under subsection (b)(1); and
(2) with respect to devices, the information described under subsection (b)(2).

(d) Every person duly registered in accordance with the foregoing subsections of this section shall immediately
register with the Secretary any additional establishment which he owns or operates in any State and in which he begins
the manufacture, preparation, propagation, compounding, or processing of a drug or drugs or a device or devices.

(e) The Secretary may assign a registration number to any person or any establishment registered in accordance with
this section. The Secretary may also assign a listing number to each drug or class of drugs listed under subsection (j).
Any number assigned pursuant to the preceding sentence shall be the same as that assigned pursuant to the National
Drug Code. The Secretary may by regulation prescribe a uniform system for the identification of devices intended
for human use and may require that persons who are required to list such devices pursuant to subsection (j) shall list
such devices in accordance with such system.

(f) The Secretary shall make available for inspection, to any person so requesting, any registration filed pursuant to this
section; except that any list submitted pursuant to paragraph (3) of subsection (j) and the information accompanying
any list or notice filed under paragraph (1) or (2) of that subsection shall be exempt from such inspection unless the
Secretary finds that such an exemption would be inconsistent with protection of the public health.

(g) The foregoing subsections of this section shall not apply to —

(1) pharmacies which maintain establishments in conformance with any applicable local laws regulating the
practice of pharmacy and medicine and which are regularly engaged in dispensing prescription drugs or devices,
upon prescriptions of practitioners licensed to administer such drugs or devices to patients under the care of
such practitioners in the course of their professional practice, and which do not manufacture, prepare, propagate,
compound, or process drugs or devices for sale other than in the regular course of their business of dispensing or
selling drugs or devices at retail;

(2) practitioners licensed by law to prescribe or administer drugs or devices and who manufacture, prepare,
propagate, compound, or process drugs or devices solely for use in the course of their professional practice;

(3) persons who manufacture, prepare, propagate, compound, or process drugs or devices solely for use in
research, teaching, or chemical analysis and not for sale;

(4) any distributor who acts as a wholesale distributor of devices, and who does not manufacture, repackage,
process, or relabel a device; or

(5) such other classes of persons as the Secretary may by regulation exempt from the application of this section
upon a finding that registration by such classes of persons in accordance with this section is not necessary for
the protection of the public health.

In this subsection, the term “wholesale distributor” means any person (other than the manufacturer or the initial
importer) who distributes a device from the original place of manufacture to the person who makes the final delivery
or sale of the device to the ultimate consumer or user.

(h) INSPECTIONS. —

(1) In GenErRAL. — Every establishment that is required to be registered with the Secretary under this section
shall be subject to inspection pursuant to section 704.
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(2) Risk-BASED SCHEDULE FOR DEVICES. —

(A) In GENErRAL. — The Secretary, acting through one or more officers or employees duly designated by
the Secretary, shall inspect establishments described in paragraph (1) that are engaged in the manufacture,
propagation, compounding, or processing of a device or devices (referred to in this subsection as ‘device
establishments’) in accordance with a risk-based schedule established by the Secretary.

(B) FacTtoRrs AND CONSIDERATIONS. — In establishing the risk-based schedule under subparagraph (A), the
Secretary shall —

(i) apply, to the extent applicable for device establishments, the factors identified in paragraph (4); and

(ii) consider the participation of the device establishment, as applicable, in international device audit
programs _in which the United States participates or the United States recognizes for purposes of
inspecting device establishments.

(3) Risk-Basep ScHEDULE FOR DruGs. — The Secretary, acting through one or more officers or employees
duly designated by the Secretary, shall inspect establishments described in paragraph (1) that are engaged in
the manufacture, preparation, propagation, compounding, or processing of a drug or drugs (referred to in this
subsection as “drug establishments”) in accordance with a risk-based schedule established by the Secretary.

(4) Risk Factors. — In establishing a risk-based schedule under paragraph (2) or (3), the Secretary shall inspect
establishments according to the known safety risks of such establishments, which shall be based on the following
factors:

(A) The compliance history of the establishment.
(B) The record, history, and nature of the recalls linked to the establishment.

(C) The inherent risk of the drug or device manufactured, prepared, propagated, compounded, or processed
at the establishment.

(D) The inspection frequency and history of the establishment, including whether the establishment has been
inspected pursuant to section 704 within the last 4 years.

(E) Whether the establishment has been inspected by a foreign government or an agency of a foreign
government recognized under section 809.

(F) Any other criteria deemed necessary and appropriate by the Secretary for the purposes of allocating
inspection resources.

(5) ErrecT OF StATUS. — In determining the risk associated with an establishment for purposes of establishing
a risk-based schedule under paragraph (3), the Secretary shall not consider whether the drugs manufactured,
prepared, propagated, compounded, or processed by such establishment are drugs described in section 503(b).

(6) ANNUAL REPORT ON INSPECTIONS OF ESTABLISHMENTS. — Beginning in 2014, not later than Eebruary1 May 1
of each year, the Secretary shall make available on the Internet Web site of the Food and Drug Administration
a report regarding —

A)—
(i) the number of domestic and foreign establishments registered pursuant to this section in the previous
calendar year; and
(ii) the number of such domestic establishments and the number of such foreign establishments that the
Secretary inspected in the previous calendar year;
(B) with respect to establishments that manufacture, prepare, propagate, compound, or process an active
ingredient of a drug or a finished drug product, the number of each such type of establishment; and

(C) the percentage of the budget of the Food and Drug Administration used to fund the inspections described
under subparagraph (A).

®H—
(1) Every person who owns or operates any establishment within any foreign country engaged in the manufacture,

preparation, propagation, compounding, or processing of a drug or device that is imported or offered for import
into the United States shall, through electronic means in accordance with the criteria of the Secretary —
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(A) upon first engaging in any such activity, immediately submit a registration to the Secretary that includes

(i) with respect to drugs, the name and place of business of such person, all such establishments, the
unique facility identifier of each such establishment, a point of contact e-mail address, the name of the
United States agent of each such establishment, the name of each importer of such drug in the United
States that is known to the establishment, and the name of each person who imports or offers for import
such drug to the United States for purposes of importation; and

(ii) with respect to devices, the name and place of business of the establishment, the name of the United
States agent for the establishment, the name of each importer of such device in the United States that is
known to the establishment, and the name of each person who imports or offers for import such device
to the United States for purposes of importation; and

(B) each establishment subject to the requirements of subparagraph (A) shall thereafter register with the
Secretary during the period beginning on October 1 and ending on December 31 of each year.

(2) The establishment shall also provide the information required by subsection (j).

(3) The Secretary is authorized to enter into cooperative arrangements with officials of foreign countries to
ensure that adequate and effective means are available for purposes of determining, from time to time, whether
drugs or devices manufactured, prepared, propagated, compounded, or processed by an establishment described
in paragraph (1), if imported or offered for import into the United States, shall be refused admission on any of
the grounds set forth in section 810(a).

(4) The Secretary shall specify the unique facility identifier system that shall be used by registrants under
paragraph (1) with respect to drugs. The requirement to include a unique facility identifier in a registration under
paragraph (1) with respect to drugs shall not apply until the date that the identifier system is specified by the
Secretary under the preceding sentence.

0 —

(1) Every person who registers with the Secretary under subsection (b), (c), (d), or (i) shall, at the time of
registration under any such subsection, file with the Secretary a list of all drugs and a list of all devices and
a brief statement of the basis for believing that each device included in the list is a device rather than a drug
(with each drug and device in each list listed by its established name (as defined in section 502(e)) and by any
proprietary name) which are being manufactured, prepared, propagated, compounded, or processed by him for
commercial distribution and which he has not included in any list of drugs or devices filed by him with the
Secretary under this paragraph or paragraph (2) before such time of registration. Such list shall be prepared in
such form and manner as the Secretary may prescribe and shall be accompanied by —

(A) in the case of a drug contained in the applicable list and subject to section 505 or 512, or a device
intended for human use contained in the applicable list with respect to which a performance standard has
been established under section 514 or which is subject to section 515, a reference to the authority for the
marketing of such drug or device and a copy of all labeling for such drug or device;

(B) in the case of any other drug or device contained in an applicable list —

(i) which drug is subject to section 503(b)(1), or which device is a restricted device, a copy of all
labeling for such drug or device, a representative sampling of advertisements for such drug or device,
and, upon request made by the Secretary for good cause, a copy of all advertisements for a particular
drug product or device, or

(ii) which drug is not subject to section 503(b)(1) or which device is not a restricted device, the label
and package insert for such drug or device and a representative sampling of any other labeling for such
drug or device;

(C) in the case of any drug contained in an applicable list which is described in subparagraph (B), a
quantitative listing of its active ingredient or ingredients, except that with respect to a particular drug
product the Secretary may require the submission of a quantitative listing of all ingredients if he finds that
such submission is necessary to carry out the purposes of this Act;

(D) if the registrant filing a list has determined that a particular drug product or device contained in such
list is not subject to section 505 or 512, or the particular device contained in such list is not subject to a
performance standard established under section 514 or to section 515 or is not a restricted device, a brief
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statement of the basis upon which the registrant made such determination if the Secretary requests such a
statement with respect to that particular drug product or device; and

(E) in the case of a drug contained in the applicable list, the name and place of business of each manufacturer
of an excipient of the listed drug with which the person listing the drug conducts business, including
all establishments used in the production of such excipient, the unique facility identifier of each such
establishment, and a point of contact e-mail address for each such excipient manufacturer.

(2) Each person who registers with the Secretary under this section shall report to the Secretary, with regard to
drugs once during the month of June of each year and once during the month of December of each year, and
with regard to devices once each year during the period beginning on October 1 and ending on December 31, the
following information:

(A) A list of each drug or device introduced by the registrant for commercial distribution which has not
been included in any list previously filed by him with the Secretary under this subparagraph or paragraph
(1) of this subsection. A list under this subparagraph shall list a drug or device by its established name (as
defined in section 502(e)) and by any proprietary name it may have and shall be accompanied by the other
information required by paragraph (1).

(B) If since the date the registrant last made a report under this paragraph (or if he has not made a report under
this paragraph, since the effective date of this subsection [February 1, 1973 — Ed.]) he has discontinued
the manufacture, preparation, propagation, compounding, or processing for commercial distribution of a
drug or device included in a list filed by him under subparagraph (A) or paragraph (1); notice of such
discontinuance, the date of such discontinuance, and the identity (by established name (as defined in section
502(e)) and by any proprietary name) of such drug or device.

(C) If since the date the registrant reported pursuant to subparagraph (B) a notice of discontinuance he
has resumed the manufacture, preparation, propagation, compounding, or processing for commercial
distribution of the drug or device with respect to which such notice of discontinuance was reported; notice
of such resumption, the date of such resumption, the identity of such drug or device (by established name (as
defined in section 502(e)) and by any proprietary name), and the other information required by paragraph (1),
unless the registrant has previously reported such resumption to the Secretary pursuant to this subparagraph.

(D) Any material change in any information previously submitted pursuant to this paragraph or paragraph (1).
(3) The Secretary may also require each registrant under this section to submit a list of each drug product which

(A) the registrant is manufacturing, preparing, propagating, compounding, or processing for commercial
distribution, and

(B) contains a particular ingredient.

The Secretary may not require the submission of such a list unless he has made a finding that the submission of
such a list is necessary to carry out the purposes of this Act.

(4) The Secretary shall require persons subject to this subsection to use, for the purposes of this subsection,
the unique facility identifier systems specified under subsections (b)(3) and (i)(4) with respect to drugs. Such
requirement shall not apply until the date that the facility identifier system under subsection (b)(3) or (i)(4), as
applicable, is specified by the Secretary.

(k) Each person who is required to register under this section and who proposes to begin the introduction or delivery
for introduction into interstate commerce for commercial distribution of a device intended for human use shall, at
least ninety days before making such introduction or delivery, report to the Secretary or person who is accredited
under section 523(a) (in such form and manner as the Secretary shall by regulation prescribe) —

(1) the class in which the device is classified under section 513 or if such person determines that the device is
not classified under such section, a statement of that determination and the basis for such person’s determination
that the device is or is not so classified, and

(2) action taken by such person to comply with requirements under section 514 or 515 which are applicable to
the device.

A notification submitted under this subsection that contains clinical trial data for an applicable device clinical trial
(as defined in section 402(j)(1) of the Public Health Service Act) shall be accompanied by the certification required
under section 402(j)(5)(B) of such Act. Such certification shall not be considered an element of such notification.

(1)(1) A report under subsection (k) is not required for a device intended for human use that is exempted from the
requirements of this subsection under subsection (m) or is within a type that has been classified into class I under
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section 513. The exception established in the preceding sentence does not apply to any class I device that is intended
for a use which is of substantial importance in preventing impairment of human health, or to any class I device that
presents a potential unreasonable risk of illness or injury.

(2) Not later than 120 calendar days after the date of enactment of the 21st Century Cures Act [December 13, 2016
—Ed.] and at least once every 5 years thereafter, as the Secretary determines appropriate, the Secretary shall identify,
through publication in the Federal Register, any type of class I device that the Secretary determines no longer requires
a report under subsection (k) to provide reasonable assurance of safety and effectiveness. Upon such publication—

(A) each type of class I device so identified shall be exempt from the requirement for a report under
subsection (k); and

(B) the classification regulation applicable to each such type of device shall be deemed amended to
incorporate such exemption.

(m)—
(1) The Secretary shall—

(A) not later than 90 days after the date of enactment of the 21st Century Cures Act [December 13, 2016
—Ed.] and at least once every 5 years thereafter, as the Secretary determines appropriate—

(i) publish in the Federal Register a notice that contains a list of each type of class II device that the
Secretary determines no longer requires a report under subsection (k) to provide reasonable assurance
of safety and effectiveness; and

(ii) provide a period of not less than 60 calendar days for public comment beginning on the date of the
publication of such notice; and

(B) not later than 210 calendar days after the date of enactment of the 21st Century Cures Act [December
13, 2016 —Ed.], publish in the Federal Register a list representing the Secretary’s final determination with
respect to the devices contained in the list published under subparagraph (A).

(2) Beginning on the date that is 1 calendar day after the date of publication of the final list under paragraph
(1)(B), the Secretary may exempt a class II device from the requirement to submit a report under subsection
(k), upon the Secretary’s own initiative or a petition of an interested person, if the Secretary determines that
such report is not necessary to assure the safety and effectiveness of the device. The Secretary shall publish in
the Federal Register notice of the intent of the Secretary to exempt the device, or of the petition, and provide
a 60-calendar-day period for public comment. Within 120 days after the issuance of the notice in the Federal
Register, the Secretary shall publish an order in the Federal Register, that sets forth the final determination of
the Secretary regarding the exemption of the device that was the subject of the notice. If the Secretary fails to
respond to a petition within 180 days of receiving it, the petition shall be deemed to be granted.

(3) Upon publication of the final list under paragraph (1)(B)—

(A) each type of class II device so listed shall be exempt from the requirement for a report under subsection
(k); and

(B) the classification regulation applicable to each such type of device shall be deemed amended to
incorporate such exemption.

(n)—
(1) The Secretary shall review the report required in subsection (k) and make a determination under section
513(f)(1) not later than 90 days after receiving the report.

2 —
(A) Not later than 18 months after the date of enactment of this paragraph, the Secretary shall submit
to the Committee on Energy and Commerce of the House of Representatives and the Committee on
Health, Education, Labor, and Pensions of the Senate a report regarding when a premarket notification
under subsection (k) should be submitted for a modification or change to a legally marketed device. The
report shall include the Secretary’s interpretation of the following terms: “could significantly affect the
safety or effectiveness of the device,” “a significant change or modification in design, material, chemical
composition, energy source, or manufacturing process”, and “major change or modification in the intended
use of the device”. The report also shall discuss possible processes for industry to use to determine whether
anew submission under subsection (k) is required and shall analyze how to leverage existing quality systems
requirements to reduce premarket burden, facilitate continual device improvement, and provide reasonable
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(0) —

assurance of safety and effectiveness of modified devices. In developing such report, the Secretary shall
consider the input of interested stakeholders.

(B) The Secretary shall withdraw the Food and Drug Administration draft guidance entitled “Guidance for
Industry and FDA Staff — 510(k) Device Modifications: Deciding When to Submit a 510(k) for a Change
to an Existing Device”, dated July 27, 2011, and shall not use this draft guidance as part of, or for the basis
of, any premarket review or any compliance or enforcement decisions or actions. The Secretary shall not
issue —

(i) any draft guidance or proposed regulation that addresses when to submit a premarket notification
submission for changes and modifications made to a manufacturer’s previously cleared device before the
receipt by the Committee on Energy and Commerce of the House of Representatives and the Committee
on Health, Education, Labor, and Pensions of the Senate of the report required in subparagraph (A); and

(ii) any final guidance or regulation on that topic for one year after the date of receipt of such report
by the Committee on Energy and Commerce of the House of Representatives and the Committee on
Health, Education, Labor, and Pensions of the Senate.

(C) The Food and Drug Administration guidance entitled “Deciding When to Submit a 510(k) for a Change
to an Existing Device”, dated January 10, 1997, shall be in effect until the subsequent issuance of guidance
or promulgation, if appropriate, of a regulation described in subparagraph (B), and the Secretary shall
interpret such guidance in a manner that is consistent with the manner in which the Secretary has interpreted
such guidance since 1997.

(1) With respect to reprocessed single-use devices for which reports are required under subsection (k):

(A) The Secretary shall identify such devices or types of devices for which reports under such subsection
must, in order to ensure that the device is substantially equivalent to a predicate device, include validation
data, the types of which shall be specified by the Secretary, regarding cleaning and sterilization, and
functional performance demonstrating that the single-use device will remain substantially equivalent to its
predicate device after the maximum number of times the device is reprocessed as intended by the person
submitting the premarket notification. Within six months after enactment of this subsection, the Secretary
shall publish in the Federal Register a list of the types so identified, and shall revise the list as appropriate.
Reports under subsection (k) for devices or types of devices within a type included on the list are, upon
publication of the list, required to include such validation data.

(B) In the case of each report under subsection (k) that was submitted to the Secretary before the publication
of the initial list under subparagraph (A), or any revision thereof, and was for a device or type of device
included on such list, the person who submitted the report under subsection (k) shall submit validation data
as described in subparagraph (A) to the Secretary not later than nine months after the publication of the list.
During such nine-month period, the Secretary may not take any action under this Act against such device
solely on the basis that the validation data for the device have not been submitted to the Secretary. After
the submission of the validation data to the Secretary, the Secretary may not determine that the device is
misbranded under section 502(0) or adulterated under section 501(f)(1)(B), or take action against the device
under section 301(p) for failure to provide any information required by subsection (k) until

(i) the review is terminated by withdrawal of the submission of the report under subsection (k);
(ii) the Secretary finds the data to be acceptable and issues a letter; or
(iii) the Secretary determines that the device is not substantially equivalent to a predicate device.

Upon a determination that a device is not substantially equivalent to a predicate device, or if such submission
is withdrawn, the device can no longer be legally marketed.

(C) In the case of a report under subsection (k) for a device identified under subparagraph (A) that is of a
type for which the Secretary has not previously received a report under such subsection, the Secretary may,
in advance of revising the list under subparagraph (A) to include such type, require that the report include
the validation data specified in subparagraph (A).

(D) Section 502(0) applies with respect to the failure of a report under subsection (k) to include validation
data required under subparagraph (A).

(2) With respect to critical or semi-critical reprocessed single-use devices that, under subsection (1) or (m), are
exempt from the requirement of submitting reports under subsection (k):
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(A) The Secretary shall identify such devices or types of devices for which such exemptions should be
terminated in order to provide a reasonable assurance of the safety and effectiveness of the devices. The
Secretary shall publish in the Federal Register a list of the devices or types of devices so identified, and shall
revise the list as appropriate. The exemption for each device or type included on the list is terminated upon
the publication of the list. For each report under subsection (k) submitted pursuant to this subparagraph the
Secretary shall require the validation data described in paragraph (1)(A).

(B) For each device or type of device included on the list under subparagraph (A), a report under subsection
(k) shall be submitted to the Secretary not later than 15 months after the publication of the initial list, or a
revision of the list, whichever terminates the exemption for the device. During such 15-month period, the
Secretary may not take any action under this Act against such device solely on the basis that such report has
not been submitted to the Secretary. After the submission of the report to the Secretary the Secretary may
not determine that the device is misbranded under section 502(o) or adulterated under section 501(f)(1)(B),
or take action against the device under section 301(p) for failure to provide any information required by
subsection (k) until

(i) the review is terminated by withdrawal of the submission;
(ii) the Secretary determines by order that the device is substantially equivalent to a predicate device; or

(iii) the Secretary determines by order that the device is not substantially equivalent to a predicate
device. Upon a determination that a device is not substantially equivalent to a predicate device, the
device can no longer be legally marketed.

(C) In the case of semi-critical devices, the initial list under subparagraph (A) shall be published not later
than 18 months after the effective date of this subsection. In the case of critical devices, the initial list under
such subparagraph shall be published not later than six months after such effective date.

(D) Section 502(0) applies with respect to the failure to submit a report under subsection (k) that is required
pursuant to subparagraph (A), including a failure of the report to include validation data required in such
subparagraph.

(E) The termination under subparagraph (A) of an exemption under subsection (1) or (m) for a critical or
semi-critical reprocessed single-use device does not terminate the exemption under subsection (1) or (m) for
the original device.

(p) ELECTRONIC REGISTRATION AND LISTING. —

(1) INn GENERAL. — Registrations and listings under this section (including the submission of updated information)
shall be submitted to the Secretary by electronic means unless the Secretary grants a request for waiver of such
requirement because use of electronic means is not reasonable for the person requesting such waiver.

(2) ELecTRONIC DaATABASE. — Not later than 2 years after the Secretary specifies a unique facility identifier
system under subsections (b) and (i), the Secretary shall maintain an electronic database, which shall not
be subject to inspection under subsection (f), populated with the information submitted as described under
paragraph (1) that —
(A) enables personnel of the Food and Drug Administration to search the database by any field of information
submitted in a registration described under paragraph (1), or combination of such fields; and

(B) uses the unique facility identifier system to link with other relevant databases within the Food and Drug
Administration, including the database for submission of information under 801(r).

(3) Risk-BAsep INFORMATION AND CoORDINATION. — The Secretary shall ensure the accuracy and coordination
of relevant Food and Drug Administration databases in order to identify and inform risk-based inspections under
section 510(h).

(q) REUSABLE MEDICAL DEVICES. —

(1) In GENERAL. — Not later than 180 days after the date of enactment of the 21st Century Cures Act [December
13,2016 —Ed.], the Secretary shall identify and publish a list of reusable device types for which reports under
subsection (k) are required to include—

(A) instructions for use, which have been validated in a manner specified by the Secretary; and
(B) validation data, the types of which shall be specified by the Secretary;

regarding cleaning, disinfection, and sterilization, and for which a substantial equivalence determination
may be based.
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(2) Revision of THE List. — The Secretary shall revise the list under paragraph (2), as the Secretary determines
appropriate, with notice in the Federal Register.

(3) ConTENT OF REPORTS. — Reports under subsection (k) that are submitted after the publication of the list
described in paragraph (1), for devices or types of devices included on such list, shall include such instructions
for use and validation data.

SEc. 511. [360a] CLiNiCAL TRIAL GUIDANCE FOR ANTIBIOTIC DRUGS.

(a) INn GENERAL. — Not later than 1 year after the date of the enactment of this section, the Secretary shall issue
guidance for the conduct of clinical trials with respect to antibiotic drugs, including antimicrobials to treat acute
bacterial sinusitis, acute bacterial otitis media, and acute bacterial exacerbation of chronic bronchitis. Such guidance
shall indicate the appropriate models and valid surrogate markers.

(b) REviEw. — Not later than 5 years after the date of the enactment of this section, the secretary shall review and
update the guidance described under subsection (a) to reflect developments in scientific and medical information and
technology.

SEC. 511A. [360a-2] SuscePTIBILITY TEST INTERPRETIVE CRITERIA FOR MICROORGANISMS.
(a) PurrosE; IDENTIFICATION OF CRITERIA.—
(1) Purrose.— The purpose of this section is to clarify the Secretary’s authority to—

(A) efficiently update susceptibility test interpretive criteria for antimicrobial drugs when necessary for public
health, due to, among other things, the constant evolution of microorganisms that leads to the development
of resistance to drugs that have been effective in decreasing morbidity and mortality for patients, which
warrants unique management of antimicrobial drugs that is inappropriate for most other drugs in order to
delay or prevent the development of further resistance to existing therapies;

(B) provide for public notice of the availability of recognized interpretive criteria and interpretive criteria
standards; and

(C) clear under section 510(k), classify under section 513(f)(2), or approve under section 515, antimicrobial
susceptibility testing devices utilizing updated, recognized susceptibility test interpretive criteria to
characterize the in vitro susceptibility of particular bacteria, fungi, or other microorganisms, as applicable,
to antimicrobial drugs.

(2) InenTIFicATION OF CRITERIA.—The Secretary shall identify appropriate susceptibility test interpretive criteria
with respect to antimicrobial drugs—

(A) if such criteria are available on the date of approval of the drug under section 505 of this Act or licensure
of the drug under section 351 of the Public Health Service Act (as applicable), upon such approval or
licensure; or

(B) if such criteria are unavailable on such date, on the date on which such criteria are available for such
drug.

(3) Basks rFor INITIAL IDENTIFICATION.—The Secretary shall identify appropriate susceptibility test interpretive
criteria under paragraph (2), based on the Secretary’s review of, to the extent available and relevant—

(A) preclinical and clinical data, including pharmacokinetic, pharmacodynamic, and epidemiological data;

(B) the relationship of susceptibility test interpretive criteria to morbidity and mortality associated with the
disease or condition for which such drug is used; and

(C) such other evidence and information as the Secretary considers appropriate.
(b) SuscepTIBILITY TEST INTERPRETIVE CRITERIA WEBSITE.—

(1) IN GENERAL.— Not later than 1 year after the date of the enactment of the 21st Century Cures Act, the Secretary
shall establish, and maintain thereafter, on the website of the Food and Drug Administration, a dedicated website that
contains a list of any appropriate new or updated susceptibility test interpretive criteria standards and interpretive
criteria in accordance with paragraph (2) (referred to in this section as the “Interpretive Criteria Website”).

(2) LisTING OF SUSCEPTIBILITY TEST INTERPRETIVE CRITERIA STANDARDS AND INTERPRETIVE CRITERIA.—
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(A) IN GENERAL.— The list described in paragraph (1) shall consist of any new or updated susceptibility test
interpretive criteria standards that are—

(i) established by a nationally or internationally recognized standard development organization that—

(I) establishes and maintains procedures to address potential conflicts of interest and ensure
transparent decisionmaking;

(IT) holds open meetings to ensure that there is an opportunity for public input by interested parties,
and establishes and maintains processes to ensure that such input is considered in decisionmaking; and

(IID) permits its standards to be made publicly available, through the National Library of Medicine
or another similar source acceptable to the Secretary; and

(ii) recognized in whole, or in part, by the Secretary under subsection (c).

(B) OTHER List.—The Interpretive Criteria Website shall, in addition to the list described in subparagraph
(A), include a list of interpretive criteria, if any, that the Secretary has determined to be appropriate with
respect to legally marketed antimicrobial drugs, where—

(i) the Secretary does not recognize, in whole or in part, an interpretive criteria standard described under
subparagraph (A) otherwise applicable to such a drug;

(ii) the Secretary withdraws under subsection (c)(1)(A) recognition of a standard, in whole or in part,
otherwise applicable to such a drug;

(iii) the Secretary approves an application under section 505 of this Act or section 351 of the Public
Health Service Act, as applicable, with respect to marketing of such a drug for which there are no
relevant interpretive criteria included in a standard recognized by the Secretary under subsection (c); or

(iv) because the characteristics of such a drug differ from other drugs with the same active ingredient,
the interpretive criteria with respect to such drug—

(I) differ from otherwise applicable interpretive criteria included in a standard listed under
subparagraph (A) or interpretive criteria otherwise listed under this subparagraph; and

(IT) are determined by the Secretary to be appropriate for the drug.
(C) ReqQuIRED STATEMENTS.—The Interpretive Criteria Website shall include statements conveying—

(i) that the website provides information about the in vitro susceptibility of bacteria, fungi, or other
microorganisms, as applicable to a certain drug (or drugs);

(ii) that—

(D) the safety and efficacy of such drugs in treating clinical infections due to such bacteria, fungi,
or other microorganisms, as applicable, may or may not have been established in adequate and
well-controlled clinical trials in order for the susceptibility information described in clause (i) to
be included on the website; and

(IT) the clinical significance of such susceptibility information in such instances is unknown;

(iii) that the approved product labeling for specific drugs provides the uses for which the Secretary has
approved the product; and

(iv) any other information that the Secretary determines appropriate to adequately convey the meaning
of the data supporting the recognition or listing of susceptibility test interpretive criteria standards or
susceptibility test interpretive criteria included on the website.

(3) Norice.—Not later than the date on which the Interpretive Criteria Website is established, the Secretary shall
publish a notice of that establishment in the Federal Register.

(4) INAPPLICABILITY OF MISBRANDING PRrovision.—The inclusion in the approved labeling of an antimicrobial
drug of a reference or hyperlink to the Interpretive Criteria Website, in and of itself, shall not cause the drug to
be misbranded in violation of section 502.

(5) TrRADE SECRETS AND CONFIDENTIAL INFORMATION.—Nothing in this section shall be construed as authorizing
the Secretary to disclose any information that is a trade secret or confidential information subject to section
552(b)(4) of title 5, United States Code.

210

FOOD AND DRUG LAW INSTITUTE



Pub. L. No. 75-717, 52 Stat. 1040 (1938), as amended § 511A [360a-2]

(¢) RECOGNITION OF SUSCEPTIBILITY TEST INTERPRETIVE CRITERIA.—
(1) EVALUATION AND PUBLICATION.—

(A) IN GENERAL.—Beginning on the date of the establishment of the Interpretive Criteria Website, and at
least every 6 months thereafter, the Secretary shall—

(i) evaluate any appropriate new or updated susceptibility test interpretive criteria standards established
by a nationally or internationally recognized standard development organization described in subsection
(b)(2)(A)(0); and

(ii) publish on the public website of the Food and Drug Administration a notice—

(I) withdrawing recognition of any different susceptibility test interpretive criteria standard, in
whole or in part;

(IT) recognizing the new or updated standards;

(IIT) recognizing one or more parts of the new or updated interpretive criteria specified in such a
standard and declining to recognize the remainder of such standard; and

(IV) making any necessary updates to the lists under subsection (b)(2).

(B) UpoN ApPrOVAL OF A DruGc.—Upon the approval of an initial or supplemental application for an
antimicrobial drug under section 505 of this Act or section 351 of the Public Health Service Act, as applicable,
where such approval is based on susceptibility test interpre- tive criteria which differ from those contained
in a standard recognized, or from those otherwise listed, by the Secretary pursuant to this subsection, or for
which there are no relevant interpretive criteria standards recognized, or interpretive criteria otherwise listed,
by the Secretary pursuant to this subsection, the Secretary shall update the lists under subparagraphs (A)
and (B) of subsection (b)(2) to include the susceptibility test interpretive criteria upon which such approval
was based.

(2) Basks FOrR UPDATING INTERPRETIVE CRITERIA STANDARDS.— In evaluating new or updated susceptibility test
interpretive criteria standards under paragraph (1)(A), the Secretary may consider—

(A) the Secretary’s determination that such a standard is not applicable to a particular drug because the
characteristics of the drug differ from other drugs with the same active ingredient;

(B) information provided by interested third parties, including public comment on the annual compilation of
notices published under paragraph (3);

(C) any bases used to identify susceptibility test interpretive criteria under subsection (a)(2); and
(D) such other information or factors as the Secretary determines appropriate.

(3) AnnuaL ComriLatioN oF Notices.—Each year, the Secretary shall compile the notices published under
paragraph (1)(A) and publish such compilation in the Federal Register and provide for public comment. If
the Secretary receives comments, the Secretary shall review such comments and, if the Secretary determines
appropriate, update pursuant to this subsection susceptibility test interpretive criteria standards or criteria—

(A) recognized by the Secretary under this subsection; or
(B) otherwise listed on the Interpretive Criteria Website under subsection (b)(2).

(4) ReLATION TO SECTION 514(C).—Any susceptibility test interpretive standard recognized under this subsection
or any criteria otherwise listed under subsection (b)(2)(B) shall be deemed to be recognized as a standard by the
Secretary under section 514(c)(1).

(5) VoLuntarY Ust ofF INTERPRETIVE CRITERIA.—Nothing in this section prohibits a person from seeking
approval or clearance of a drug or device, or changes to the drug or the device, on the basis of susceptibility test
interpretive criteria which differ from those contained in a standard recognized, or from those otherwise listed,
by the Secretary pursuant to subsection (b)(2).

(d) ANTIMICROBIAL DRUG LABELING.—
(1) DRuGS MARKETED PRIOR TO ESTABLISHMENT OF INTERPRETIVE CRITERIA WEBSITE.—

(A) IN GENERAL.—With respect to an antimicrobial drug lawfully introduced or delivered for introduction into
interstate commerce for commercial distribution before the establishment of the Interpretive Criteria Website,
a holder of an approved application under section 505 of this Act or section 351 of the Public Health Service
Act, as applicable, for each such drug, not later than 1 year after establishment of the Interpretive Criteria
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Website described in subsection (b)(1), shall remove susceptibility test interpretive criteria, if any, and related
information from the approved drug labeling and replace it with a reference to the Interpretive Criteria Website.

(B) LaBeLING CHANGES.—The labeling changes required by this section shall be considered a minor change
under section 314.70 of title 21, Code of Federal Regulations (or any successor regulations) that may be
implemented through documentation in the next applicable annual report.

(2) DrRUGS MARKETED SUBSEQUENT TO ESTABLISHMENT OF INTERPRETIVE CRITERIA WEBSITE.—With respect
to antimicrobial drugs approved on or after the date of the establishment of the Interpretive Criteria Website
described in subsection (b)(1), the labeling for such a drug shall include, in lieu of susceptibility test interpretive
criteria and related information, a reference to such Website.

(e) SpECIAL CONDITION FOR MARKETING OF ANTIMICROBIAL SUSCEPTIBILITY TESTING DEVICES.—

(1) In GeneEraL.— Notwithstanding sections 501, 502, 505, 510, 513, and 515, if the conditions specified in
paragraph (2) are met (in addition to other applicable provisions under this chapter) with respect to an antimicrobial
susceptibility testing device described in subsection (f)(1), the Secretary may authorize the marketing of such
device for a use described in such subsection.

(2) ConDITIONS APPLICABLE TO ANTIMICROBIAL SUSCEPTIBILITY TESTING DEVICES.—The conditions specified in
this paragraph are the following:

(A) The device is used to make a determination of susceptibility using susceptibility test interpretive criteria
that are—

(i) included in a standard recognized by the Secretary under subsection (¢); or
(ii) otherwise listed on the Interpretive Criteria Website under subsection (b)(2).
(B) The labeling of such device includes statements conveying—

(i) that the device provides information about the in vitro susceptibility of bacteria, fungi, or other
microorganisms, as applicable to antimicrobial drugs;

(ii) that—
(I) the safety and efficacy of such drugs in treating clinical infections due to such bacteria, fungi, or
other microorganisms, as applicable, may or may not have been established in adequate and well-

controlled clinical trials in order for the device to report the susceptibility of such bacteria, fungi,
or other microorganisms, as applicable, to such drugs; and

(1) the clinical significance of such susceptibility information in those instances is unknown;

(iii) that the approved labeling for drugs tested using such a device provides the uses for which the
Secretary has approved such drugs; and

(iv) any other information the Secretary determines appropriate to adequately convey the meaning
of the data supporting the recognition or listing of susceptibility test interpretive criteria standards or
susceptibility test interpretive criteria described in subparagraph (A).

(C) The antimicrobial susceptibility testing device meets all other requirements to be cleared under section
510(k), classified under section 513(f)(2), or approved under section 515.

(f) DEFINITIONS.—In this section:

(1) The term “antimicrobial susceptibility testing device” means a device that utilizes susceptibility test
interpretive criteria to determine and report the in vitro susceptibility of certain microorganisms to a drug (or
drugs).

(2) The term “qualified infectious disease product” means a qualified infectious disease product designated
under section S05E(d).

(3) The term “susceptibility test interpretive criteria” means—

(A) one or more specific numerical values which characterize the susceptibility of bacteria or other
microorganisms to the drug tested; and

(B) related categorizations of such susceptibility, including categorization of the drug as susceptible,
intermediate, resistant, or such other term as the Secretary determines appropriate.

@ -
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(A) The term “antimicrobial drug” means, subject to subparagraph (B), a systemic antibacterial or antifungal
drug that—

(i) is intended for human use in the treatment of a disease or condition caused by a bacterium or fungus;
(ii) may include a qualified infectious disease product designated under section S05E(d); and
(iii) is subject to section 503(b)(1).
(B) If provided by the Secretary through regulations, such term may include—
(i) drugs other than systemic antibacterial and antifungal drugs; and

(ii) biological products (as such term is defined in section 351 of the Public Health Service Act) to the
extent such products exhibit antimicrobial activity.

(5) The term “interpretive criteria standard” means a compilation of susceptibility test interpretive criteria
developed by a standard development organization that meets the criteria set forth in subsection (b)(2)(A)(i).

(g) RuLE or ConsTrUCTION.—nothing in this section shall be construed to—

(1) alter the standards of evidence under subsection (c) or (d) of section 505 (including the substantial evidence
standard under section 505(d)) or under section 351 of the Public Health Service Act (as applicable); or

(2) with respect to clearing devices under section 510(k), classifying devices under section 513(f)(2), or approving
devices under section 515—

(A) apply with respect to any drug, device, or biological product, in any context other than an antimicrobial
drug and an antimicrobial susceptibility testing device that uses susceptibility test interpretive criteria to
characterize and report the susceptibility of certain bacteria, fungi, or other microorganisms, as applicable,
to such drug to reflect patient morbidity and mortality in accordance with this section; or

(B) unless specifically stated, have any effect on authorities provided under other sections of this Act,
including any regulations issued under such sections.

SEc. 512. [360b] NEw ANIMAL DRUGS.
(a) —

(1) A new animal drug shall, with respect to any particular use or intended use of such drug, be deemed unsafe
for purposes of section 501(a)(5) and section 402(a)(2)(C)(ii) unless —

(A) there is in effect an approval of an application filed pursuant to subsection (b) with respect to such use or
intended use of such drug, and such drug, its labeling, and such use conform to such approved application;

(B) there is in effect a conditional approval of an application filed pursuant to section 571 with respect to
such use or intended use of such drug, and such drug, its labeling, and such use conform to such conditionally
approved application; or

(C) there is in effect an index listing pursuant to section 572 with respect to such use or intended use of such
drug in a minor species, and such drug, its labeling, and such use conform to such index listing.

A new animal drug shall also be deemed unsafe for such purposes in the event of removal from the establishment
of a manufacturer, packer, or distributor of such drug for use in the manufacture of animal feed in any State
unless at the time of such removal such manufacturer, packer, or distributor has an unrevoked written statement
from the consignee of such drug, or notice from the Secretary, to the effect that, with respect to the use of such
drug in animal feed, such consignee

(i) holds a license issued under subsection (m) and has in its possession current approved labeling for
such drug in animal feed; or

(ii) will, if the consignee is not a user of the drug, ship such drug only to a holder of a license issued
under subsection (m).

(2) An animal feed bearing or containing a new animal drug shall, with respect to any particular use or intended
use of such animal feed be deemed unsafe for purposes of section 501(a)(6) unless —

(A) there is in effect —
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(i) an approval of an application filed pursuant to subsection (b) with respect to such drug, as used in
such animal feed, and such animal feed and its labeling, distribution, holding, and use conform to such
approved application;

(ii) a conditional approval of an application filed pursuant to section 571 with respect to such drug, as
used in such animal feed, and such animal feed and its labeling, distribution, holding, and use conform
to such conditionally approved application; or

(iii) an index listing pursuant to section 572 with respect to such drug, as used in such animal feed, and
such animal feed and its labeling, distribution, holding, and use conform to such index listing; and

(B) such animal feed is manufactured at a site for which there is in effect a license issued pursuant to
subsection (m)(1) to manufacture such animal feed.

(3) A new animal drug or an animal feed bearing or containing a new animal drug shall not be deemed unsafe for
the purposes of section 501(a)(5) or (6) if such article is for investigational use and conforms to the terms of an
exemption in effect with respect thereto under section 512(j).

“4)—

(A) Except as provided in subparagraph (B), if an approval of an application filed under subsection (b) is
in effect with respect to a particular use or intended use of a new animal drug, the drug shall not be deemed
unsafe for the purposes of paragraph (1) and shall be exempt from the requirements of section 502(f) with
respect to a different use or intended use of the drug, other than a use in or on animal feed, if such use or
intended use —

(i) is by or on the lawful written or oral order of a licensed veterinarian within the context of a
veterinarian-client-patient relationship, as defined by the Secretary; and

(ii) is in compliance with regulations promulgated by the Secretary that establish the conditions for such
different use or intended use.

The regulations promulgated by the Secretary under clause (ii) may prohibit particular uses of an animal
drug and shall not permit such different use of an animal drug if the labeling of another animal drug that
contains the same active ingredient and which is in the same dosage form and concentration provides for
such different use.

(B) If the Secretary finds that there is a reasonable probability that a use of an animal drug authorized under
subparagraph (A) may present a risk to the public health, the Secretary may —

(i) establish a safe level for a residue of an animal drug when it is used for such different use authorized
by subparagraph (A); and

(ii) require the development of a practical, analytical method for the detection of residues of such drug
above the safe level established under clause (i).

The use of an animal drug that results in residues exceeding a safe level established under clause (i) shall be
considered an unsafe use of such drug under paragraph (1). Safe levels may be established under clause (i)
either by regulation or order.

(C) The Secretary may by general regulation provide access to the records of veterinarians to ascertain any
use or intended use authorized under subparagraph (A) that the Secretary has determined may present a risk
to the public health.

(D) If the Secretary finds, after affording an opportunity for public comment, that a use of an animal drug
authorized under subparagraph (A) presents a risk to the public health or that an analytical method required
under subparagraph (B) has not been developed and submitted to the Secretary, the Secretary may, by order,
prohibit any such use.

(5) If the approval of an application filed under section 505 is in effect, the drug under such application shall not
be deemed unsafe for purposes of paragraph (1) and shall be exempt from the requirements of section 502(f) with
respect to a use or intended use of the drug in animals if such use or intended use —

(A) is by or on the lawful written or oral order of a licensed veterinarian within the context of a veterinarian-
client-patient relationship, as defined by the Secretary; and

(B) is in compliance with regulations promulgated by the Secretary that establish the conditions for the use
or intended use of the drug in animals.
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(6) For purposes of section 402(a)(2)(D) [probably should read “402(a)(2)(C)(ii)” — Ed.] a use or intended use of
a new animal drug shall not be deemed unsafe under this section if the Secretary establishes a tolerance for such
drug and any edible portion of any animal imported into the United States does not contain residues exceeding
such tolerance. In establishing such tolerance, the Secretary shall rely on data sufficient to demonstrate that a
proposed tolerance is safe based on similar food safety criteria used by the Secretary to establish tolerances
for applications for new animal drugs filed under subsection (b)(1). The Secretary may consider and rely on
data submitted by the drug manufacturer, including data submitted to appropriate regulatory authorities in any
country where the new animal drug is lawfully used or data available from a relevant international organization,
to the extent such data are not inconsistent with the criteria used by the Secretary to establish a tolerance for
applications for new animal drugs filed under subsection (b)(1). For purposes of this paragraph, “relevant
international organization” means the Codex Alimenterius Commission or other international organization
deemed appropriate by the Secretary. The Secretary may, under procedures specified by regulation, revoke a
tolerance established under this paragraph if information demonstrates that the use of the new animal drug under
actual use conditions results in food being imported into the United States with residues exceeding the tolerance
or if scientific evidence shows the tolerance to be unsafe.

(b) —

(1) Any person may file with the Secretary an application with respect to any intended use or uses of a new
animal drug. Such person shall submit to the Secretary as a part of the application

(A) full reports of investigations which have been made to show whether or not such drug is safe and
effective for use;

(B) a full list of the articles used as components of such drug;
(C) a full statement of the composition of such drug;

(D) a full description of the methods used in, and the facilities and controls used for, the manufacture,
processing, and packing of such drug;

(E) such samples of such drug and of the articles used as components thereof, of any animal feed for use
in or on which such drug is intended, and of the edible portions or products (before or after slaughter) of
animals to which such drug (directly or in or on animal feed) is intended to be administered, as the Secretary
may require;

(F) specimens of the labeling proposed to be used for such drug, or in case such drug is intended for use in
animal feed, proposed labeling appropriate for such use, and specimens of the labeling for the drug to be
manufactured, packed, or distributed by the applicant;

(G) a description of practicable methods for determining the quantity, if any, of such drug in or on food, and
any substance formed in or on food, because of its use; and

(H) the proposed tolerance or withdrawal period or other use restrictions for such drug if any tolerance or
withdrawal period or other use restrictions are required in order to assure that the proposed use of such drug
will be safe.

The applicant shall file with the application the patent number and the expiration date of any patent which claims
the new animal drug for which the applicant filed the application or which claims a method of using such drug
and with respect to which a claim of patent infringement could reasonably be asserted if a person not licensed
by the owner engaged in the manufacture, use, or sale of the drug. If an application is filed under this subsection
for a drug and a patent which claims such drug or a method of using such drug is issued after the filing date but
before approval of the application, the applicant shall amend the application to include the information required
by the preceding sentence. Upon approval of the application, the Secretary shall publish information submitted
under the two preceding sentences.

(2) Any person may file with the Secretary an abbreviated application for the approval of a new animal drug. An
abbreviated application shall contain the information required by subsection (n).

(3) Any person intending to file an application under paragraph (1), section 571, or a request for an investigational
exemption under subsection (j) shall be entitled to one or more conferences prior to such submission to reach
an agreement acceptable to the Secretary establishing a submission or an investigational requirement, which
may include a requirement for a field investigation. A decision establishing a submission or an investigational
requirement shall bind the Secretary and the applicant or requester unless
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(A) the Secretary and the applicant or requester mutually agree to modify the requirement, or

(B) the Secretary by written order determines that a substantiated scientific requirement essential to the
determination of safety or effectiveness of the animal drug involved has appeared after the conference.

No later than 25 calendar days after each such conference, the Secretary shall provide a written order setting
forth a scientific justification specific to the animal drug and intended uses under consideration if the agreement
referred to in the first sentence requires more than one field investigation as being essential to provide substantial
evidence of effectiveness for the intended uses of the drug. Nothing in this paragraph shall be construed as
compelling the Secretary to require a field investigation.

(c)—

(1) Within one hundred and eighty days after the filing of an application pursuant to subsection (b), or such
additional period as may be agreed upon by the Secretary and the applicant, the Secretary shall either

(A) issue an order approving the application if he then finds that none of the grounds for denying approval
specified in subsection (d) applies, or

(B) give the applicant notice of an opportunity for a hearing before the Secretary under subsection (d) on
the question whether such application is approvable. If the applicant elects to accept the opportunity for a
hearing by written request within thirty days after such notice, such hearing shall commence not more than
ninety days after the expiration of such thirty days unless the Secretary and the applicant otherwise agree.
Any such hearing shall thereafter be conducted on an expedited basis and the Secretary’s order thereon shall
be issued within ninety days after the date fixed by the Secretary for filing final briefs.

(2)—
(A) Subject to subparagraph (C), the Secretary shall approve an abbreviated application for a drug unless
the Secretary finds —

(i) the methods used in, or the facilities and controls used for, the manufacture, processing, and packing
of the drug are inadequate to assure and preserve its identity, strength, quality, and purity;

(i) the conditions of use prescribed, recommended, or suggested in the proposed labeling are not
reasonably certain to be followed in practice or, except as provided in subparagraph (B), information
submitted with the application is insufficient to show that each of the proposed conditions of use or
similar limitations (whether in the labeling or published pursuant to subsection (i)) have been previously
approved for the approved new animal drug referred to in the application;

(iii) information submitted with the application is insufficient to show that the active ingredients are the

same as those of the approved new animal drug referred to in the application;

(iv) —
(I) if the application is for a drug whose active ingredients, route of administration, dosage form,
strength, or use with other animal drugs in animal feed is the same as the active ingredients, route
of administration, dosage form, strength, or use with other animal drugs in animal feed of the
approved new animal drug referred to in the application, information submitted in the application
is insufficient to show that the active ingredients, route of administration, dosage form, strength, or
use with other animal drugs in animal feed is the same as that of the approved new animal drug, or

(1) if the application is for a drug whose active ingredients, route of administration, dosage form,
strength, or use with other animal drugs in animal feed is different from that of the approved new
animal drug referred to in the application, no petition to file an application for the drug with
the different active ingredients, route of administration, dosage form, strength, or use with other
animal drugs in animal feed was approved under subsection (n)(3);

(v) if the application was filed pursuant to the approval of a petition under subsection (n)(3), the
application did not contain the information required by the Secretary respecting the active ingredients,
route of administration, dosage form, strength, or use with other animal drugs in animal feed which is not
the same;

(vi) information submitted in the application is insufficient to show that the drug is bioequivalent to the
approved new animal drug referred to in the application, or if the application is filed under a petition
approved pursuant to subsection (n)(3), information submitted in the application is insufficient to show
that the active ingredients of the new animal drug are of the same pharmacological or therapeutic class
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as the pharmacological or therapeutic class of the approved new animal drug and that the new animal
drug can be expected to have the same therapeutic effect as the approved new animal drug when used
in accordance with the labeling;

(vii) information submitted in the application is insufficient to show that the labeling proposed for
the drug is the same as the labeling approved for the approved new animal drug referred to in the
application except for changes required because of differences approved under a petition filed under
subsection (n)(3), because of a different withdrawal period, or because the drug and the approved new
animal drug are produced or distributed by different manufacturers;

(viii) information submitted in the application or any other information available to the Secretary shows
that

(I) the inactive ingredients of the drug are unsafe for use under the conditions prescribed,
recommended, or suggested in the labeling proposed for the drug,

(IT) the composition of the drug is unsafe under such conditions because of the type or quantity of
inactive ingredients included or the manner in which the inactive ingredients are included, or

(IID) in the case of a drug for food producing animals, the inactive ingredients of the drug or its
composition may be unsafe with respect to human food safety;

(ix) the approval under subsection (b)(1) of the approved new animal drug referred to in the application
filed under subsection (b)(2) has been withdrawn or suspended for grounds described in paragraph (1)
of subsection (e), the Secretary has published a notice of a hearing to withdraw approval of the approved
new animal drug for such grounds, the approval under this paragraph of the new animal drug for which
the application under subsection (b)(2) was filed has been withdrawn or suspended under subparagraph
(G) for such grounds, or the Secretary has determined that the approved new animal drug has been
withdrawn from sale for safety or effectiveness reasons;

(x) the application does not meet any other requirement of subsection (n); or
(xi) the application contains an untrue statement of material fact.

(B) If the Secretary finds that a new animal drug for which an application is submitted under subsection
(b)(2) is bioequivalent to the approved new animal drug referred to in such application and that residues of
the new animal drug are consistent with the tolerances established for such approved new animal drug but
at a withdrawal period which is different than the withdrawal period approved for such approved new animal
drug, the Secretary may establish, on the basis of information submitted, such different withdrawal period as
the withdrawal period for the new animal drug for purposes of the approval of such application for such drug.

(C) Within 180 days of the initial receipt of an application under subsection (b)(2) or within such additional
period as may be agreed upon by the Secretary and the applicant, the Secretary shall approve or disapprove
the application.

(D) The approval of an application filed under subsection (b)(2) shall be made effective on the last applicable
date determined under the following:

(i) If the applicant only made a certification described in clause (i) or (ii) of subsection (n)(1)(G) or in
both such clauses, the approval may be made effective immediately.

(ii) If the applicant made a certification described in clause (iii) of subsection (n)(1)(G), the approval
may be made effective on the date certified under clause (iii).

(iii) If the applicant made a certification described in clause (iv) of subsection (n)(1)(G), the approval
shall be made effective immediately unless an action is brought for infringement of a patent which is
the subject of the certification before the expiration of 45 days from the date the notice provided under
subsection (n)(2)(B)(i) is received. If such an action is brought before the expiration of such days, the
approval shall be made effective upon the expiration of the 30 month period beginning on the date of the
receipt of the notice provided under subsection (n)(2)(B) or such shorter or longer period as the court
may order because either party to the action failed to reasonably cooperate in expediting the action,
except that if before the expiration of such period —

(I) the court decides that such patent is invalid or not infringed, the approval shall be made effective
on the date of the court decision,
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(IT) the court decides that such patent has been infringed, the approval shall be made effective on
such date as the court orders under section 271(e)(4)(A) of title 35, United States Code, or

(III) the court grants a preliminary injunction prohibiting the applicant from engaging in the
commercial manufacture or sale of the drug until the court decides the issues of patent validity and
infringement and if the court decides that such patent is invalid or not infringed, the approval shall
be made effective on the date of such court decision.

In such an action, each of the parties shall reasonably cooperate in expediting the action. Until the
expiration of 45 days from the date the notice made under subsection (n)(2)(B) is received, no action
may be brought under section 2201 of title 28, United States Code, for a declaratory judgment with
respect to the patent. Any action brought under section 2201 shall be brought in the judicial district
where the defendant has its principal place of business or a regular and established place of business.

(iv) If the application contains a certification described in clause (iv) of subsection (n)(1)(G) and is
for a drug for which a previous application has been filed under this subsection containing such a
certification, the application shall be made effective not earlier than 180 days after —

(I) the date the Secretary receives notice from the applicant under the previous application of the
first commercial marketing of the drug under the previous application, or

(IT) the date of a decision of a court in an action described in subclause (III) [probably should be
“clause (iii)(IIT1)” — Ed.] holding the patent which is the subject of the certification to be invalid
or not infringed,

whichever is earlier.

(E) If the Secretary decides to disapprove an application, the Secretary shall give the applicant notice of an
opportunity for a hearing before the Secretary on the question of whether such application is approvable. If
the applicant elects to accept the opportunity for hearing by written request within 30 days after such notice,
such hearing shall commence not more than 90 days after the expiration of such 30 days unless the Secretary
and the applicant otherwise agree. Any such hearing shall thereafter be conducted on an expedited basis and
the Secretary’s order thereon shall be issued within 90 days after the date fixed by the Secretary for filing
final briefs.

F) —

(i) If an application submitted under subsection (b)(1) for a drug, no active ingredient (including
any ester or salt of the active ingredient) of which has been approved in any other application under
subsection (b)(1), is approved after the date of the enactment of this paragraph, no application may be
submitted under subsection (b)(2) which refers to the drug for which the subsection (b)(1) application
was submitted before the expiration of 5 years from the date of the approval of the application under
subsection (b)(1), except that such an application may be submitted under subsection (b)(2) after the
expiration of 4 years from the date of the approval of the subsection (b)(1) application if it contains
a certification of patent invalidity or noninfringement described in clause (iv) of subsection (n)(1)
(G). The approval of such an application shall be made effective in accordance with subparagraph (B)
except that, if an action for patent infringement is commenced during the one-year period beginning 48
months after the date of the approval of the subsection (b) application, the 30 month period referred to
in subparagraph (D)(iii) shall be extended by such amount of time (if any) which is required for seven
and one-half years to have elapsed from the date of approval of the subsection (b) application.

(ii) If an application submitted under subsection (b)(1) for a drug, which includes an active ingredient
(including any ester or salt of the active ingredient) that has been approved in another application
approved under such subsection, is approved after the date of enactment of this paragraph, and if such
application contains substantial evidence of the effectiveness of the drug involved, any studies of animal
safety, or, in the case of food producing animals, human food safety studies (other than bioequivalence
studies or residue depletion studies, except residue depletion studies for minor uses or minor species)
required for the approval of the application and conducted or sponsored by the applicant, the Secretary
may not make the approval of an application submitted under subsection (b)(2) for the conditions of
approval of such drug in the subsection (b)(1) application effective before the expiration of 3 years from
the date of the approval of the application under subsection (b)(1) for such drug.

(iii) If a supplement to an application approved under subsection (b)(1) is approved after the date of
enactment of this paragraph, and the supplement contains substantial evidence of the effectiveness of
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the drug involved, any studies of animal safety, or, in the case of food producing animals, human food
safety studies (other than bioequivalence studies or residue depletion studies, except residue depletion
studies for minor uses or minor species) required for the approval of the supplement and conducted or
sponsored by the person submitting the supplement, the Secretary may not make the approval of an
application submitted under subsection (b)(2) for a change approved in the supplement effective before
the expiration of 3 years from the date of the approval of the supplement.

(iv) An applicant under subsection (b)(1) who comes within the provisions of clause (i) of this
subparagraph as a result of an application which seeks approval for a use solely in non-food producing
animals, may elect, within 10 days of receiving such approval, to waive clause (i) of this subparagraph,
in which event the limitation on approval of applications submitted under subsection (b)(2) set forth in
clause (ii) of this subparagraph shall be applicable to the subsection (b)(1) application.

(v) If an application (including any supplement to a new animal drug application) submitted under
subsection (b)(1) for a new animal drug for a food-producing animal use, which includes an active
ingredient (including any ester or salt of the active ingredient) which has been the subject of a waiver
under clause (iv) is approved after the date of enactment of this paragraph [November 16, 1998 — Ed.],
and if the application contains substantial evidence of the effectiveness of the drug involved, any studies
of animal safety, or human food safety studies (other than bioequivalence studies or residue depletion
studies, except residue depletion studies for minor uses or minor species) required for the new approval
ofthe application and conducted or sponsored by the applicant, the Secretary may not make the approval
of an application (including any supplement to such application) submitted under subsection (b)(2) for
the new conditions of approval of such drug in the subsection (b)(1) application effective before the
expiration of five years from the date of approval of the application under subsection (b)(1) for such
drug. The provisions of this paragraph shall apply only to the first approval for a food- producing animal
use for the same applicant after the waiver under clause (iv).

(G) If an approved application submitted under subsection (b)(2) for a new animal drug refers to a drug the
approval of which was withdrawn or suspended for grounds described in paragraph (1) or (2) of subsection ()
or was withdrawn or suspended under this subparagraph or which, as determined by the Secretary, has been
withdrawn from sale for safety or effectiveness reasons, the approval of the drug under this paragraph shall be
withdrawn or suspended —

(i) for the same period as the withdrawal or suspension under subsection (¢) or this subparagraph, or

(ii) if the approved new animal drug has been withdrawn from sale, for the period of withdrawal from
sale or, if earlier, the period ending on the date the Secretary determines that the withdrawal from sale
is not for safety or effectiveness reasons.

(H) For purposes of this paragraph:

(i) The term “bioequivalence” means the rate and extent to which the active ingredient or therapeutic
ingredient is absorbed from a new animal drug and becomes available at the site of drug action.

(ii) A new animal drug shall be considered to be bioequivalent to the approved new animal drug referred
to in its application under subsection (n) if —

(I) the rate and extent of absorption of the drug do not show a significant difference from the rate
and extent of absorption of the approved new animal drug referred to in the application when
administered at the same dose of the active ingredient under similar experimental conditions in
either a single dose or multiple doses;

(IT) the extent of absorption of the drug does not show a significant difference from the extent of
absorption of the approved new animal drug referred to in the application when administered at
the same dose of the active ingredient under similar experimental conditions in either single dose
or multiple doses and the difference from the approved new animal drug in the rate of absorption
of the drug is intentional, is reflected in its proposed labeling, is not essential to the attainment of
effective drug concentrations in use, and is considered scientifically insignificant for the drug in
attaining the intended purposes of its use and preserving human food safety; or

(III) in any case in which the Secretary determines that the measurement of the rate and extent of
absorption or excretion of the new animal drug in biological fluids is inappropriate or impractical,
an appropriate acute pharmacological effects test or other test of the new animal drug and, when
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deemed scientifically necessary, of the approved new animal drug referred to in the application in
the species to be tested or in an appropriate animal model does not show a significant difference
between the new animal drug and such approved new animal drug when administered at the same
dose under similar experimental conditions.

If the approved new animal drug referred to in the application for a new animal drug under subsection (n) is
approved for use in more than one animal species, the bioequivalency information described in subclauses
(I), (II), and (III) shall be obtained for one species, or if the Secretary deems appropriate based on scientific
principles, shall be obtained for more than one species. The Secretary may prescribe the dose to be used in
determining bioequivalency under subclause (I), (II), or (IIT). To assure that the residues of the new animal
drug will be consistent with the established tolerances for the approved new animal drug referred to in the
application under subsection (b)(2) upon the expiration of the withdrawal period contained in the application
for the new animal drug, the Secretary shall require bioequivalency data or residue depletion studies of the
new animal drug or such other data or studies as the Secretary considers appropriate based on scientific
principles. If the Secretary requires one or more residue studies under the preceding sentence, the Secretary
may not require that the assay methodology used to determine the withdrawal period of the new animal
drug be more rigorous than the methodology used to determine the withdrawal period for the approved new
animal drug referred to in the application. If such studies are required and if the approved new animal drug,
referred to in the application for the new animal drug for which such studies are required, is approved for use
in more than one animal species, such studies shall be conducted for one species, or if the Secretary deems
appropriate based on scientific principles, shall be conducted for more than one species.

(3) If the patent information described in subsection (b)(1) could not be filed with the submission of an
application under subsection (b)(1) because the application was filed before the patent information was required
under subsection (b)(1) or a patent was issued after the application was approved under such subsection, the
holder of an approved application shall file with the Secretary the patent number and the expiration date of
any patent which claims the new animal drug for which the application was filed or which claims a method
of using such drug and with respect to which a claim of patent infringement could reasonably be asserted if
a person not licensed by the owner engaged in the manufacture, use, or sale of the drug. If the holder of an
approved application could not file patent information under subsection (b)(1) because it was not required at
the time the application was approved, the holder shall file such information under this subsection not later than
30 days after the date of the enactment of this sentence [November 16, 1988 — Ed.], and if the holder of an
approved application could not file patent information under subsection (b)(1) because no patent had been issued
when an application was filed or approved, the holder shall file such information under this subsection not later
than 30 days after the date the patent involved is issued. Upon the submission of patent information under this
subsection, the Secretary shall publish it.

(4) A drug manufactured in a pilot or other small facility may be used to demonstrate the safety and effectiveness
of the drug and to obtain approval for the drug prior to manufacture of the drug in a larger facility, unless
the Secretary makes a determination that a full scale production facility is necessary to ensure the safety or
effectiveness of the drug.

(d)—

(1) If the Secretary finds, after due notice to the applicant in accordance with subsection (c) and giving him an
opportunity for a hearing, in accordance with said subsection, that —

(A) the investigations, reports of which are required to be submitted to the Secretary pursuant to subsection
(b), do not include adequate tests by all methods reasonably applicable to show whether or not such drug is
safe for use under the conditions prescribed, recommended, or suggested in the proposed labeling thereof;

(B) the results of such tests show that such drug is unsafe for use under such conditions or do not show that
such drug is safe for use under such conditions;

(C) the methods used in, and the facilities and controls used for, the manufacture, processing, and packing
of such drug are inadequate to preserve its identity, strength, quality, and purity;

(D) upon the basis of the information submitted to him as part of the application, or upon the basis of
any other information before him with respect to such drug, he has insufficient information to determine
whether such drug is safe for use under such conditions;

(E) evaluated on the basis of the information submitted to him as part of the application and any other
information before him with respect to such drug, there is a lack of substantial evidence that the drug will
have the effect it purports or is represented to have under the conditions of use prescribed, recommended, or
suggested in the proposed labeling thereof;
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(F) upon the basis of information submitted to the Secretary as part of the application or any other information
before the Secretary with respect to such drug, any use prescribed, recommended, or suggested in labeling
proposed for such drug will result in a residue of such drug in excess of a tolerance found by the Secretary
to be safe for such drug;

(G) the application failed to contain the patent information prescribed by subsection (b)(1);
(H) based on a fair evaluation of all material facts, such labeling is false or misleading in any particular; or

(I) such drug induces cancer when ingested by man or animal or, after tests which are appropriate for the
evaluation of the safety of such drug, induces cancer in man or animal, except that the foregoing provisions
of this subparagraph shall not apply with respect to such drug if the Secretary finds that, under the conditions
of use specified in proposed labeling and reasonably certain to be followed in practice

(i) such drug will not adversely affect the animals for which it is intended, and

(ii) no residue of such drug will be found (by methods of examination prescribed or approved by the
Secretary by regulations, which regulations shall not be subject to subsections (c), (d), and (h)), in
any edible portion of such animals after slaughter or in any food yielded by or derived from the living
animals;

he shall issue an order refusing to approve the application. If, after such notice and opportunity for hearing,
the Secretary finds that subparagraphs (A) through (I) do not apply, he shall issue an order approving the
application.

(2) In determining whether such drug is safe for use under the conditions prescribed, recommended, or suggested
in the proposed labeling thereof, the Secretary shall consider, among other relevant factors,

(A) the probable consumption of such drug and of any substance formed in or on food because of the use
of such drug,

(B) the cumulative effect on man or animal of such drug, taking into account any chemically or
pharmacologically related substance,

(C) safety factors which in the opinion of experts, qualified by scientific training and experience to evaluate
the safety of such drugs, are appropriate for the use of animal experimentation data, and

(D) whether the conditions of use prescribed, recommended, or suggested in the proposed labeling are
reasonably certain to be followed in practice.

Any order issued under this subsection refusing to approve an application shall state the findings upon which it
is based.

(3) As used in this section, the term “substantial evidence” means evidence consisting of one or more adequate
and well controlled investigations, such as —

(A) a study in a target species;
(B) a study in laboratory animals;

(C) any field investigation that may be required under this section and that meets the requirements of
subsection (b)(3) if a presubmission conference is requested by the applicant;

(D) a bioequivalence study; or
(E) an in vitro study;

by experts qualified by scientific training and experience to evaluate the effectiveness of the drug involved, on
the basis of which it could fairly and reasonably be concluded by such experts that the drug will have the effect
it purports or is represented to have under the conditions of use prescribed, recommended, or suggested in the
labeling or proposed labeling thereof.

(4) In a case in which an animal drug contains more than one active ingredient, or the labeling of the drug
prescribes, recommends, or suggests use of the drug in combination with one or more other animal drugs, and
the active ingredients or drugs intended for use in the combination have previously been separately approved
pursuant to an application submitted under section 512(b)(1) [probably should be “subsection (b)(1) — Ed.] for
particular uses and conditions of use for which they are intended for use in the combination —

(A) the Secretary shall not issue an order under paragraph (1)(A), (1)(B), or (1)(D) refusing to approve
the application for such combination on human food safety grounds unless the Secretary finds that the
application fails to establish that —
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(i) none of the active ingredients or drugs intended for use in the combination, respectively, at the
longest withdrawal time of any of the active ingredients or drugs in the combination, respectively,
exceeds its established tolerance; or

(ii) none of the active ingredients or drugs in the combination interferes with the methods of analysis
for another of the active ingredients or drugs in the combination, respectively;

(B) the Secretary shall not issue an order under paragraph (1)(A), (1)(B), or (1)(D) refusing to approve the
application for such combination on target animal safety grounds unless the Secretary finds that —

®—
(I) there is a substantiated scientific issue, specific to one or more of the active ingredients or animal
drugs in the combination, that cannot adequately be evaluated based on information contained in
the application for the combination (including any investigations, studies, or tests for which the
applicant has a right of reference or use from the person by or for whom the investigations, studies,
or tests were conducted); or

(IT) there is a scientific issue raised by target animal observations contained in studies submitted to
the Secretary as part of the application; and

(ii) based on the Secretary’s evaluation of the information contained in the application with respect to
the issues identified in clauses (i) (I) and (I), paragraph (1) (A), (B), or (D) apply;

(C) except in the case of a combination that contains a nontopical antibacterial ingredient or animal drug,
the Secretary shall not issue an order under paragraph (1)(E) refusing to approve an application for a
combination animal drug intended for use other than in animal feed or drinking water unless the Secretary
finds that the application fails to demonstrate that —

(i) there is substantial evidence that any active ingredient or animal drug intended only for the same
use as another active ingredient or animal drug in the combination makes a contribution to labeled
effectiveness;

(ii) each active ingredient or animal drug intended for at least one use that is different from all other
active ingredients or animal drugs used in the combination provides appropriate concurrent use for the
intended target population; or

(iii) where based on scientific information the Secretary has reason to believe the active ingredients or
animal drugs may be physically incompatible or have disparate dosing regimens, such active ingredients
or animal drugs are physically compatible or do not have disparate dosing regimens; and

(D) the Secretary shall not issue an order under paragraph (1)(E) refusing to approve an application for a
combination animal drug intended for use in animal feed or drinking water unless the Secretary finds that
the application fails to demonstrate that —

(i) there is substantial evidence that any active ingredient or animal drug intended only for the same
use as another active ingredient or animal drug in the combination makes a contribution to the labeled
effectiveness;

(ii) each of the active ingredients or animal drugs intended for at least one use that is different from all
other active ingredients or animal drugs used in the combination provides appropriate concurrent use
for the intended target population;

(iii) where a combination contains more than one nontopical antibacterial ingredient or animal drug,
there is substantial evidence that each of the nontopical antibacterial ingredients or animal drugs
makes a contribution to the labeled effectiveness, except that for purposes of this clause, antibacterial
ingredient or animal drug does not include the ionophore or arsenical classes of animal drugs; or

(iv) where based on scientific information the Secretary has reason to believe the active ingredients or
animal drugs intended for use in drinking water may be physically incompatible, such active ingredients
or animal drugs intended for use in drinking water are physically compatible.

(5) In reviewing an application that proposes a change to add an intended use for a minor use or a minor
species to an approved new animal drug application, the Secretary shall reevaluate only the relevant information
in the approved application to determine whether the application for the minor use or minor species can be
approved. A decision to approve the application for the minor use or minor species is not, implicitly or explicitly,
a reaffirmation of the approval of the original application.
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() —
(1) The Secretary shall, after due notice and opportunity for hearing to the applicant, issue an order
withdrawing approval of an application filed pursuant to subsection (b) with respect to any new animal drug
if the Secretary finds —

(A) that experience or scientific data show that such drug is unsafe for use under the conditions of
use upon the basis of which the application was approved or the condition of use authorized under
subsection (a)(4) (A);

(B) that new evidence not contained in such application or not available to the Secretary until after
such application was approved, or tests by new methods, or tests by methods not deemed reasonably
applicable when such application was approved, evaluated together with the evidence available to the
Secretary when the application was approved, shows that such drug is not shown to be safe for use under
the conditions of use upon the basis of which the application was approved or that subparagraph (I) of
paragraph (1) of subsection (d) applies to such drug;

(C) on the basis of new information before him with respect to such drug, evaluated together with the
evidence available to him when the application was approved, that there is a lack of substantial evidence
that such drug will have the effect it purports or is represented to have under the conditions of use
prescribed, recommended, or suggested in the labeling thereof;

(D) the patent information prescribed by subsection (¢)(3) was not filed within 30 days after the receipt
of written notice from the Secretary specifying the failure to file such information;

(E) that the application contains any untrue statement of a material fact; or

(F) that the applicant has made any changes from the standpoint of safety or effectiveness beyond the
variations provided for in the application unless he has supplemented the application by filing with the
Secretary adequate information respecting all such changes and unless there is in effect an approval of
the supplemental application. The supplemental application shall be treated in the same manner as the
original application.

If the Secretary (or in his absence the officer acting as Secretary) finds that there is an imminent hazard to the
health of man or of the animals for which such drug is intended, he may suspend the approval of such application
immediately, and give the applicant prompt notice of his action and afford the applicant the opportunity for an
expedited hearing under this subsection; but the authority conferred by this sentence to suspend the approval of
an application shall not be delegated.

(2) The Secretary may also, after due notice and opportunity for hearing to the applicant, issue an order withdrawing
the approval of an application with respect to any new animal drug under this section if the Secretary finds —

(A) that the applicant has failed to establish a system for maintaining required records, or has repeatedly or
deliberately failed to maintain such records or to make required reports in accordance with a regulation or
order under subsection (1), or the applicant has refused to permit access to, or copying or verification of,
such records as required by paragraph (2) of such subsection;

(B) that on the basis of new information before him, evaluated together with the evidence before him when
the application was approved, the methods used in, or the facilities and controls used for, the manufacture,
processing, and packing of such drug are inadequate to assure and preserve its identity, strength, quality,
and purity and were not made adequate within a reasonable time after receipt of written notice from the
Secretary specifying the matter complained of; or

(C) that on the basis of new information before him, evaluated together with the evidence before him when
the application was approved, the labeling of such drug, based on a fair evaluation of all material facts, is
false or misleading in any particular and was not corrected within a reasonable time after receipt of written
notice from the Secretary specifying the matter complained of.

(3) Any order under this subsection shall state the findings upon which it is based.

(f) Whenever the Secretary finds that the facts so require, he shall revoke any previous order under subsection (d),
(e), or (m) or section 571 (c), (d), or (e), refusing, withdrawing, or suspending approval of an application and shall
approve such application or reinstate such approval, as may be appropriate.

(g) Orders of the Secretary issued under this section, or section 571 (other than orders issuing, amending, or repealing
regulations) shall be served
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(1) in person by any officer or employee of the department designated by the Secretary or

(2) by mailing the order by registered mail or by certified mail addressed to the applicant or respondent at his last
known address in the records of the Secretary.

(h) An appeal may be taken by the applicant from an order of the Secretary refusing or withdrawing approval of an
application filed under subsection (b) or (m) of this section. The provisions of subsection (h) of section 505 of this
Act shall govern any such appeal.

(i) When a new animal drug application filed pursuant to subsection (b) or section 571 is approved, the Secretary
shall by notice, which upon publication shall be effective as a regulation, publish in the Federal Register the name and
address of the applicant and the conditions and indications of use of the new animal drug covered by such application,
including any tolerance and withdrawal period or other use restrictions and, if such new animal drug is intended for
use in animal feed, appropriate purposes and conditions of use (including special labeling requirements and any
requirement that an animal feed bearing or containing the new animal drug be limited to use under the professional
supervision of a licensed veterinarian) applicable to any animal feed for use in which such drug is approved, and
such other information, upon the basis of which such application was approved, as the Secretary deems necessary to
assure the safe and effective use of such drug. Upon withdrawal of approval of such new animal drug application or
upon its suspension or upon failure to renew a conditional approval under section 571, the Secretary shall forthwith
revoke or suspend, as the case may be, the regulation published pursuant to this subsection (i) insofar as it is based
on the approval of such application.

(j) To the extent consistent with the public health, the Secretary shall promulgate regulations for exempting from
the operation of this section new animal drugs, and animal feeds bearing or containing new animal drugs, intended
solely for investigational use by experts qualified by scientific training and experience to investigate the safety and
effectiveness of animal drugs. Such regulations may, in the discretion of the Secretary, among other conditions
relating to the protection of the public health, provide for conditioning such exemption upon the establishment and
maintenance of such records, and the making of such reports to the Secretary, by the manufacturer or the sponsor of
the investigation of such article, of data (including but not limited to analytical reports by investigators) obtained as
a result of such investigational use of such article, as the Secretary finds will enable him to evaluate the safety and
effectiveness of such article in the event of the filing of an application pursuant to this section. Such regulations,
among other things, shall set forth the conditions (if any) upon which animals treated with such articles, and any
products of such animals (before or after slaughter), may be marketed for food use.

(k) While approval of an application for a new animal drug is effective, a food shall not, by reason of bearing or

containing such drug or any substance formed in or on the food because of its use in accordance with such application

(including the conditions and indications of use prescribed pursuant to subsection (i)), be considered adulterated

within the meaning of clause (1) of section 402(a).

o—
(1) In the case of any new animal drug for which an approval of an application filed pursuant to subsection (b)
or section 571 is in effect, the applicant shall establish and maintain such records, and make such reports to the
Secretary, of data relating to experience, including experience with uses authorized under subsection (a)(4)(A),
and other data or information, received or otherwise obtained by such applicant with respect to such drug, or with
respect to animal feeds bearing or containing such drug, as the Secretary may by general regulation, or by order
with respect to such application, prescribe on the basis of a finding that such records and reports are necessary
in order to enable the Secretary to determine, or facilitate determination, whether there is or may be ground for
invoking subsection (e) or subsection (m)(4) of this section. Such regulation or order shall provide, where the
Secretary deems it to be appropriate, for the examination, upon request, by the persons to whom such regulation
or order is applicable, of similar information received or otherwise obtained by the Secretary.

(2) Every person required under this subsection to maintain records, and every person in charge or custody
thereof, shall, upon request of an officer or employee designated by the Secretary, permit such officer or employee
at all reasonable times to have access to and copy and verify such records.

(m) —

(1) Any person may file with the Secretary an application for a license to manufacture animal feeds bearing or
containing new animal drugs. Such person shall submit to the Secretary as part of the application

(A) a full statement of the business name and address of the specific facility at which the manufacturing is
to take place and the facility’s registration number,

(B) the name and signature of the responsible individual or individuals for that facility,
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(C) a certification that the animal feeds bearing or containing new animal drugs are manufactured and
labeled in accordance with the applicable regulations published pursuant to subsection (i) or for indexed new
animal drugs in accordance with the index listing published pursuant to section 572(e)(2) and the labeling
requirements set forth in section 572(h), and

(D) a certification that the methods used in, and the facilities and controls used for, manufacturing,
processing, packaging, and holding such animal feeds are in conformity with current good manufacturing
practice as described in section 501(a)(2)(B).

(2) Within 90 days after the filing of an application pursuant to paragraph (1), or such additional period as may
be agreed upon by the Secretary and the applicant, the Secretary shall

(A) issue an order approving the application if the Secretary then finds that none of the grounds for denying
approval specified in paragraph (3) applies, or

(B) give the applicant notice of an opportunity for a hearing before the Secretary under paragraph (3) on
the question whether such application is approvable. The procedure governing such a hearing shall be the
procedure set forth in the last two sentences of subsection (c)(1).

(3) If the Secretary, after due notice to the applicant in accordance with paragraph (2) and giving the applicant
an opportunity for a hearing in accordance with such paragraph, finds, on the basis of information submitted
to the Secretary as part of the application, on the basis of a preapproval inspection, or on the basis of any other
information before the Secretary —

(A) that the application is incomplete, false, or misleading in any particular;

(B) that the methods used in, and the facilities and controls used for, the manufacture, processing, and
packing of such animal feed are inadequate to preserve the identity, strength, quality, and purity of the new
animal drug therein; or

(C) that the facility manufactures animal feeds bearing or containing new animal drugs in a manner that
does not accord with the specifications for manufacture or labels animal feeds bearing or containing new
animal drugs in a manner that does not accord with the conditions or indications of use that are published
pursuant to subsection (i) or an index listing pursuant to section 572(e),

the Secretary shall issue an order refusing to approve the application. If, after such notice and opportunity
for hearing, the Secretary finds that subparagraphs (A) through (C) do not apply, the Secretary shall issue
an order approving the application. An order under this subsection approving an application for a license to
manufacture animal feeds bearing or containing new animal drugs shall permit a facility to manufacture only
those animal feeds bearing or containing new animal drugs for which there are in effect regulations pursuant
to subsection (i) or an index listing pursuant to section 572(e) relating to the use of such drugs in or on such
animal feed.

“4)—
(A) The Secretary shall, after due notice and opportunity for hearing to the applicant, revoke a license to
manufacture animal feeds bearing or containing new animal drugs under this subsection if the Secretary
finds —

(i) that the application for such license contains any untrue statement of a material fact; or

(ii) that the applicant has made changes that would cause the application to contain any untrue statements
of material fact or that would affect the safety or effectiveness of the animal feeds manufactured at the
facility unless the applicant has supplemented the application by filing with the Secretary adequate
information respecting all such changes and unless there is in effect an approval of the supplemental
application.

If the Secretary (or in the Secretary’s absence the officer acting as the Secretary) finds that there is an
imminent hazard to the health of humans or of the animals for which such animal feed is intended, the
Secretary may suspend the license immediately, and give the applicant prompt notice of the action and afford
the applicant the opportunity for an expedited hearing under this subsection; but the authority conferred by
this sentence shall not be delegated.

(B) The Secretary may also, after due notice and opportunity for hearing to the applicant, revoke a license
to manufacture animal feed under this subsection if the Secretary finds —
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(i) that the applicant has failed to establish a system for maintaining required records, or has repeatedly or
deliberately failed to maintain such records or to make required reports in accordance with a regulation
or order under paragraph (5)(A) of this subsection or section 504(a)(3)(A), or the applicant has refused
to permit access to, or copying or verification of, such records as required by subparagraph (B) of such
paragraph or section 504(a)(3)(B);

(ii) that on the basis of new information before the Secretary, evaluated together with the evidence
before the Secretary when such license was issued, the methods used in, or the facilities and controls
used for, the manufacture, processing, packing, and holding of such animal feed are inadequate to
assure and preserve the identity, strength, quality, and purity of the new animal drug therein, and were
not made adequate within a reasonable time after receipt of written notice from the Secretary, specifying
the matter complained of;

(iii) that on the basis of new information before the Secretary, evaluated together with the evidence
before the Secretary when such license was issued, the labeling of any animal feeds, based on a fair
evaluation of all material facts, is false or misleading in any particular and was not corrected within a
reasonable time after receipt of written notice from the Secretary specifying the matter complained of;
or

(iv) that on the basis of new information before the Secretary, evaluated together with the evidence
before the Secretary when such license was issued, the facility has manufactured, processed, packed,
or held animal feed bearing or containing a new animal drug adulterated under section 501(a)(6)
and the facility did not discontinue the manufacture, processing, packing, or holding of such animal
feed within a reasonable time after receipt of written notice from the Secretary specifying the matter
complained of.

(C) The Secretary may also revoke a license to manufacture animal feeds under this subsection if an applicant
gives notice to the Secretary of intention to discontinue the manufacture of all animal feed covered under
this subsection and waives an opportunity for a hearing on the matter.

(D) Any order under this paragraph shall state the findings upon which it is based.

(5) When a license to manufacture animal feeds bearing or containing new animal drugs has been issued —

(A) the applicant shall establish and maintain such records, and make such reports to the Secretary, or (at
the option of the Secretary) to the appropriate person or persons holding an approved application filed under
subsection (b), as the Secretary may by general regulation, or by order with respect to such application,
prescribe on the basis of a finding that such records and reports are necessary in order to enable the Secretary
to determine, or facilitate a determination, whether there is or may be ground for invoking subsection (e) or
paragraph (4); and

(B) every person required under this subsection to maintain records, and every person in charge or custody
thereof, shall, upon request of an officer or employee designated by the Secretary, permit such officer or
employee at all reasonable times to have access to and copy and verify such records.

(6) To the extent consistent with the public health, the Secretary may promulgate regulations for exempting
from the operation of this subsection facilities that manufacture, process, pack, or hold animal feeds bearing or
containing new animal drugs.

(n) —

(1) An abbreviated application for a new animal drug shall contain —

A)—

(i) except as provided in clause (ii), information to show that the conditions of use or similar limitations
(whether in the labeling or published pursuant to subsection (i)) prescribed, recommended, or suggested
in the labeling proposed for the new animal drug have been previously approved for a new animal drug
listed under paragraph (4) (hereinafter in this subsection referred to as an “approved new animal drug”),
and

(ii) information to show that the withdrawal period at which residues of the new animal drug will
be consistent with the tolerances established for the approved new animal drug is the same as the
withdrawal period previously established for the approved new animal drug or, if the withdrawal
period is proposed to be different, information showing that the residues of the new animal drug at the
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proposed different withdrawal period will be consistent with the tolerances established for the approved
new animal drug;

B)—

(i) information to show that the active ingredients of the new animal drug are the same as those of the
approved new animal drug, and

(ii) if the approved new animal drug has more than one active ingredient, and if one of the active
ingredients of the new animal drug is different from one of the active ingredients of the approved new
animal drug and the application is filed pursuant to the approval of a petition filed under paragraph (3)

(I) information to show that the other active ingredients of the new animal drug are the same as the
active ingredients of the approved new animal drug,

(IT) information to show either that the different active ingredient is an active ingredient of another
approved new animal drug or of an animal drug which does not meet the requirements of section
201(v), and

(IID) such other information respecting the different active ingredients as the Secretary may require;
©)—

(i) if the approved new animal drug is permitted to be used with one or more animal drugs in animal
feed, information to show that the proposed uses of the new animal drug with other animal drugs in
animal feed are the same as the uses of the approved new animal drug, and

(ii) if the approved new animal drug is permitted to be used with one or more other animal drugs in
animal feed, and one of the other animal drugs proposed for use with the new animal drug in animal
feed is different from one of the other animal drugs permitted to be used in animal feed with the
approved new animal drug, and the application is filed pursuant to the approval of a petition filed under
paragraph (3) —

(I) information to show either that the different animal drug proposed for use with the approved
new animal drug in animal feed is an approved new animal drug permitted to be used in animal
feed or does not meet the requirements of section 201(v) when used with another animal drug in
animal feed,

(II) information to show that other animal drugs proposed for use with the new animal drug in
animal feed are the same as the other animal drugs permitted to be used with the approved new
animal drug, and

(IIT) such other information respecting the different animal drug or combination with respect to
which the petition was filed as the Secretary may require,

(D) information to show that the route of administration, the dosage form, and the strength of the new animal
drug are the same as those of the approved new animal drug or, if the route of administration, the dosage
form, or the strength of the new animal drug is different and the application is filed pursuant to the approval
of a petition filed under paragraph (3), such information respecting the route of administration, dosage
form, or strength with respect to which the petition was filed as the Secretary may require;

(E) information to show that the new animal drug is bioequivalent to the approved new animal drug, except
that if the application is filed pursuant to the approval of a petition filed under paragraph (3) for the purposes
described in subparagraph (B) or (C), information to show that the active ingredients of the new animal
drug are of the same pharmacological or therapeutic class as the pharmacological or therapeutic class of the
approved new animal drug and that the new animal drug can be expected to have the same therapeutic effect
as the approved new animal drug when used in accordance with the labeling;

(F) information to show that the labeling proposed for the new animal drug is the same as the labeling
approved for the approved new animal drug except for changes required because of differences approved
under a petition filed under paragraph (3), because of a different withdrawal period, or because the new
animal drug and the approved new animal drug are produced or distributed by different manufacturers;

(G) the items specified in clauses (B) through (F) of subsection (b)(1);
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(H) a certification, in the opinion of the applicant and to the best of his knowledge, with respect to each
patent which claims the approved new animal drug or which claims a use for such approved new animal drug
for which the applicant is seeking approval under this subsection and for which information is required to be
filed under subsection (b)(1) or (¢)(3) —

(i) that such patent information has not been filed,
(ii) that such patent has expired,
(iii) of the date on which such patent will expire, or

(iv) that such patent is invalid or will not be infringed by the manufacture, use, or sale of the new animal
drug for which the application is filed; and

(D) if with respect to the approved new animal drug information was filed under subsection (b)(1) or (¢)(3)
for a method of use patent which does not claim a use for which the applicant is seeking approval of an
application under subsection (c)(2), a statement that the method of use patent does not claim such a use.

The Secretary may not require that an abbreviated application contain information in addition to that required by
subparagraphs (A) through (I).

2 —
(A) An applicant who makes a certification described in paragraph (1)(G)(iv) shall include in the application
a statement that the applicant will give the notice required by subparagraph (B) to —

(i) each owner of the patent which is the subject of the certification or the representative of such owner
designated to receive such notice, and

(ii) the holder of the approved application under subsection (c)(1) for the drug which is claimed by
the patent or a use of which is claimed by the patent or the representative of such holder designated to
receive such notice.

(B) The notice referred to in subparagraph (A) shall state that an application, which contains data from
bioequivalence studies, has been filed under this subsection for the drug with respect to which the certification
is made to obtain approval to engage in the commercial manufacture, use, or sale of such drug before the
expiration of the patent referred to in the certification. Such notice shall include a detailed statement of the
factual and legal basis of the applicant’s opinion that the patent is not valid or will not be infringed.

(C) If an application is amended to include a certification described in paragraph (1)(G)(iv), the notice
required by subparagraph (B) shall be given when the amended application is filed.

(3) If a person wants to submit an abbreviated application for a new animal drug —

(A) whose active ingredients, route of administration, dosage form, or strength differ from that of an
approved new animal drug, or

(B) whose use with other animal drugs in animal feed differs from that of an approved new animal drug,

such person shall submit a petition to the Secretary seeking permission to file such an application. The Secretary
shall approve a petition for a new animal drug unless the Secretary finds that —

(C) investigations must be conducted to show the safety and effectiveness, in animals to be treated with
the drug, of the active ingredients, route of administration, dosage form, strength, or use with other animal
drugs in animal feed which differ from the approved new animal drug, or

(D) investigations must be conducted to show the safety for human consumption of any residues in food
resulting from the proposed active ingredients, route of administration, dosage form, strength, or use with
other animal drugs in animal feed for the new animal drug which is different from the active ingredients,
route of administration, dosage form, strength, or use with other animal drugs in animal feed of the approved
new animal drug.

The Secretary shall approve or disapprove a petition submitted under this paragraph within 90 days of the date
the petition is submitted.

“4)—
A)—

(i) Within 60 days of the date of the enactment of this subsection, the Secretary shall publish and make
available to the public a list in alphabetical order of the official and proprietary name of each new

228 FOOD AND DRUG LAW INSTITUTE



Pub. L. No. 75-717, 52 Stat. 1040 (1938), as amended § 512 [360b]

animal drug which has been approved for safety and effectiveness before the date of the enactment of
this subsection.

(i) Every 30 days after the publication of the first list under clause (i) the Secretary shall revise the list
to include each new animal drug which has been approved for safety and effectiveness under subsection
(c) during the 30 day period.

(iif) When patent information submitted under subsection (b)(1) or (¢)(3) respecting a new animal drug
included on the list is to be published by the Secretary, the Secretary shall, in revisions made under
clause (ii), include such information for such drug.

(B) A new animal drug approved for safety and effectiveness before the date of the enactment of this
subsection or approved for safety and effectiveness under subsection (c¢) shall, for purposes of this subsection,
be considered to have been published under subparagraph (A) on the date of its approval or the date of
enactment, whichever is later.

(C) If the approval of a new animal drug was withdrawn or suspended under subsection (c)(2)(G) or for
grounds described in subsection (e) or if the Secretary determines that a drug has been withdrawn from
sale for safety or effectiveness reasons, it may not be published in the list under subparagraph (A) or, if the
withdrawal or suspension occurred after its publication in such list, it shall be immediately removed from
such list —

(i) for the same period as the withdrawal or suspension under subsection (¢)(2)(G) or (e), or

(i) if the listed drug has been withdrawn from sale, for the period of withdrawal from sale or, if earlier,
the period ending on the date the Secretary determines that the withdrawal from sale is not for safety
or effectiveness reasons.

A notice of the removal shall be published in the Federal Register.

(5) If an application contains the information required by clauses (A), (G), and (H) of subsection (b)(1) and such
information —

(A) is relied on by the applicant for the approval of the application, and

(B) is not information derived either from investigations, studies, or tests conducted by or for the applicant
or for which the applicant had obtained a right of reference or use from the person by or for whom the
investigations, studies, or tests were conducted,

such application shall be considered to be an application filed under subsection (b)(2).

(o) For purposes of this section, the term “patent” means a patent issued by the United States Patent and Trademark
Office.

(p) —

(1) Safety and effectiveness data and information which has been submitted in an application filed under
subsection (b)(1) or section 571(a) for a drug and which has not previously been disclosed to the public shall be
made available to the public, upon request, unless extraordinary circumstances are shown —

(A) if no work is being or will be undertaken to have the application approved,

(B) if the Secretary has determined that the application is not approvable and all legal appeals have been
exhausted,

(C) if approval of the application under subsection (c) is withdrawn and all legal appeals have been exhausted,
(D) if the Secretary has determined that such drug is not a new drug, or

(E) upon the effective date of the approval of the first application filed under subsection (b)(2) which refers
to such drug or upon the date upon which the approval of an application filed under subsection (b)(2) which
refers to such drug could be made effective if such an application had been filed.

(2) Any request for data and information pursuant to paragraph (1) shall include a verified statement by the
person making the request that any data or information received under such paragraph shall not be disclosed by
such person to any other person —

(A) for the purpose of, or as part of a plan, scheme, or device for, obtaining the right to make, use, or market,
or making, using, or marketing, outside the United States, the drug identified in the application filed under
subsection (b)(1) or section 571(a), and
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Skc.

(B) without obtaining from any person to whom the data and information are disclosed an identical verified
statement, a copy of which is to be provided by such person to the Secretary, which meets the requirements
of this paragraph.

(q) DATE OF APPROVAL IN THE CASE OF RECOMMENDED CONTROLS UNDER THE CSA

(1) IN GeENERAL. — In the case of an application under subsection (b) with respect to a drug for which the
Secretary provides notice to the sponsor that the Secretary intends to issue a scientific and medical evaluation
and recommend controls under the Controlled Substances Act, approval of such application shall not take effect
until the interim final rule controlling the drug is issued in accordance with section 201(j) of the Controlled
Substances Act.

(2) DatE oF ApProOVAL. — For purposes of this section, with respect to an application described in paragraph (1),
the term “date of approval” shall mean the later of—

(A) the date an application under subsection (b) is approved under subsection (c); or

(B) the date of issuance of the interim final rule controlling the drug.

513. [360c] CrAssiFICATION OF DEVICES INTENDED FOR HUMAN USE.
(a) DEVICE CLASSES. —
(1) There are established the following classes of devices intended for human use:
(A) Crass I, GENERAL CONTROLS. —

(i) A device for which the controls authorized by or under section 501, 502, 510, 516, 518, 519, or 520
or any combination of such sections are sufficient to provide reasonable assurance of the safety and
effectiveness of the device.

(ii) A device for which insufficient information exists to determine that the controls referred to in clause

(iii) are sufficient to provide reasonable assurance of the safety and effectiveness of the device or to
establish special controls to provide such assurance, but because it —

(I) is not purported or represented to be for a use in supporting or sustaining human life or for a use
which is of substantial importance in preventing impairment of human health, and

(II) does not present a potential unreasonable risk of illness or injury, is to be regulated by the
controls referred to in clause (i).

(B) Curass II, SpeciaL. ConTrROLs. — A device which cannot be classified as a class I device because
the general controls by themselves are insufficient to provide reasonable assurance of the safety and
effectiveness of the device, and for which there is sufficient information to establish special controls to
provide such assurance, including the promulgation of performance standards, postmarket surveillance,
patient registries, development and dissemination of guidelines (including guidelines for the submission of
clinical data in premarket notification submissions in accordance with section 510(k)), recommendations,
and other appropriate actions as the Secretary deems necessary to provide such assurance. For a device
that is purported or represented to be for a use in supporting or sustaining human life, the Secretary shall
examine and identify the special controls, if any, that are necessary to provide adequate assurance of safety
and effectiveness and describe how such controls provide such assurance.

(C) Cuass III, PREMARKET APPROVAL. — A device which because —
@) it
(I) cannot be classified as a class I device because insufficient information exists to determine that

the application of general controls are sufficient to provide reasonable assurance of the safety and
effectiveness of the device, and

(IT) cannot be classified as a class II device because insufficient information exists to determine
that the special controls described in subparagraph (B) would provide reasonable assurance of its
safety and effectiveness, and

(i) —
(I) is purported or represented to be for a use in supporting or sustaining human life or for a use
which is of substantial importance in preventing impairment of human health, or

(IT) presents a potential unreasonable risk of illness or injury,
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is to be subject, in accordance with section 515, to premarket approval to provide reasonable assurance of
its safety and effectiveness.

If there is not sufficient information to establish a performance standard for a device to provide reasonable
assurance of its safety and effectiveness, the Secretary may conduct such activities as may be necessary to
develop or obtain such information.

(2) For purposes of this section and sections 514 and 515, the safety and effectiveness of a device are to be
determined —

(A) with respect to the persons for whose use the device is represented or intended,

(B) with respect to the conditions of use prescribed, recommended, or suggested in the labeling of the
device, and

(C) weighing any probable benefit to health from the use of the device against any probable risk of injury
or illness from such use.

3 —

(A) Except as authorized by subparagraph (B), the effectiveness of a device is, for purposes of this section
and sections 514 and 515, to be determined, in accordance with regulations promulgated by the Secretary,
on the basis of well-controlled investigations, including 1 or more clinical investigations where appropriate,
by experts qualified by training and experience to evaluate the effectiveness of the device, from which
investigations it can fairly and responsibly be concluded by qualified experts that the device will have
the effect it purports or is represented to have under the conditions of use prescribed, recommended, or
suggested in the labeling of the device.

(B) If the Secretary determines that there exists valid scientific evidence (other than evidence derived from
investigations described in subparagraph (A)) —

(i) which is sufficient to determine the effectiveness of a device, and

(ii) from which it can fairly and responsibly be concluded by qualified experts that the device will have
the effect it purports or is represented to have under the conditions of use prescribed, recommended, or
suggested in the labeling of the device,

then, for purposes of this section and sections 514 and 515, the Secretary may authorize the effectiveness of
the device to be determined on the basis of such evidence.

(C) In making a determination of a reasonable assurance of the effectiveness of a device for which an

application under section 515 has been submitted, the Secretary shall consider whether the extent of data

that otherwise would be required for approval of the application with respect to effectiveness can be reduced

through reliance on postmarket controls.

D) —
(i) The Secretary, upon the written request of any person intending to submit an application under
section 515, shall meet with such person to determine the type of valid scientific evidence (within the
meaning of subparagraphs (A) and (B)) that will be necessary to demonstrate for purposes of approval
of an application the effectiveness of a device for the conditions of use proposed by such person. The
written request shall include a detailed description of the device, a detailed description of the proposed
conditions of use of the device, a proposed plan for determining whether there is a reasonable assurance
of effectiveness, and, if available, information regarding the expected performance from the device.
Within 30 days after such meeting, the Secretary shall specify in writing the type of valid scientific
evidence that will provide a reasonable assurance that a device is effective under the conditions of use
proposed by such person.

(ii) Any clinical data, including one or more well-controlled investigations, specified in writing by
the Secretary for demonstrating a reasonable assurance of device effectiveness shall be specified
as a result of a determination by the Secretary that such data are necessary to establish device
effectiveness. The Secretary shall consider, in consultation with the applicant, the least burdensome
appropriate means of evaluating device effectiveness that would have a reasonable likelihood of
resulting in approval.
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(iii) For purposes of clause (ii), the term “necessary” means the minimum required information that
would support a determination by the Secretary that an application provides reasonable assurance of the
effectiveness of the device.

(iv) Nothing in this subparagraph shall alter the criteria for evaluating an application for premarket
approval of a device.

(v) The determination of the Secretary with respect to the specification of valid scientific evidence
under clauses (i) and (ii) shall be binding upon the Secretary, unless such determination by the Secretary
could be contrary to the public health.

(b) CLASSIFICATION; CLASSIFICATION PANELS. —

(1) For purposes of —

(A) determining which devices intended for human use should be subject to the requirements of general
controls, performance standards, or premarket approval, and

(B) providing notice to the manufacturers and importers of such devices to enable them to prepare for the
application of such requirements to devices manufactured or imported by them,

the Secretary shall classify all such devices (other than devices classified by subsection (f)) into the classes
established by subsection (a). For the purpose of securing recommendations with respect to the classification
of devices, the Secretary shall establish panels of experts or use panels of experts established before the date of
the enactment of this section, or both. Section 14 of the Federal Advisory Committee Act shall not apply to the
duration of a panel established under this paragraph.

(2) The Secretary shall appoint to each panel established under paragraph (1) persons who are qualified by
training and experience to evaluate the safety and effectiveness of the devices to be referred to the panel and who,
to the extent feasible, possess skill in the use of, or experience in the development, manufacture, or utilization of,
such devices. The Secretary shall make appointments to each panel so that each panel shall consist of members
with adequately diversified expertise in such fields as clinical and administrative medicine, engineering,
biological and physical sciences, and other related professions. In addition, each panel shall include as nonvoting
members a representative of consumer interests and a representative of interests of the device manufacturing
industry. Scientific, trade, and consumer organizations shall be afforded an opportunity to nominate individuals
for appointment to the panels. No individual who is in the regular full-time employ of the United States and
engaged in the administration of this Act may be a member of any panel. The Secretary shall designate one of the
members of each panel to serve as chairman thereof.

(3) Panel members (other than officers or employees of the United States), while attending meetings or
conferences of a panel or otherwise engaged in its business, shall be entitled to receive compensation at rates
to be fixed by the Secretary, but not at rates exceeding the daily equivalent of the rate in effect for grade GS—18
of the General Schedule, for each day so engaged, including traveltime; and while so serving away from their
homes or regular places of business each member may be allowed travel expenses (including per diem in lieu of
subsistence) as authorized by section 5703 of title 5, United States Code, for persons in the Government service
employed intermittently.

(4) The Secretary shall furnish each panel with adequate clerical and other necessary assistance.
5

(A) Classification panels covering each type of device shall be scheduled to meet at such times as may be
appropriate for the Secretary to meet applicable statutory deadlines.

(B) When a device is specifically the subject of a review by a classification panel, the Secretary shall—
(i) ensure that adequate expertise is represented on the classification panel to assess—

(I) the disease or condition which the device is intended to cure, treat, mitigate, prevent, or diagnose;
and

(II) the technology of the device; and

(ii) provide an opportunity for the person whose device is specifically the subject of a panel review to
provide recommendations on the expertise needed among the voting members of the panel.
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(C) For the purposes of subparagraph (B)(i), the term “adequate expertise” means that the membership of
the classification panel includes—

(i) two or more voting members, with a speciality or other expertise clinically relevant to the device
under review; and

(ii) at least one voting member who is knowledgeable about the technology of the device.

(D) The Secretary shall provide an annual opportunity for patients, representatives of patients, and sponsors
of medical-device—submissions medical devices that may be specifically the subject of a review by a
classification panel to provide recommendations for individuals with appropriate expertise to fill voting
member positions on classification panels.

6 —

(A) Any person whose device is specifically the subject of review by a classification panel shall have,

(i) the same access to data and information submitted to a classification panel (except for data and
information that are not available for public disclosure under section 552 of title 5, United States Code)
as the Secretary;

(ii) the opportunity to submit, for review by a classification panel, information that is based on the
data or information provided in the application submitted under section 515 by the person, which
information shall be submitted to the Secretary for prompt transmittal to the classification panel;
and

(iii) the same opportunity as the Secretary to participate in meetings of the panel, including, subject
to the discretion of the panel chairperson, by designating a representative who will be provided a time
during the panel meeting to address the panel for the purpose of correcting misstatements of fact or
providing clarifying information, and permitting the person or representative to call on experts within
the person’s organization to address such specific issues in the time provided.

(B)
(i) Any meeting of a classification panel with respect to the review of a device shall—

(I) provide adequate time for initial presentations by the person whose device is specifically the
subject of such review and by the Secretary; and

(IT) encourage free and open participation by all interested persons.

(ii) Following the initial presentations described in clause (i), the panel may—
(I) Pose questions to a designated representative described in subparagraph (A)(iii); and
(IT) consider the responses to such questions in the panel’s review of the device.

(7) After receiving from a classification panel the conclusions and recommendations of the panel on a matter
that the panel has reviewed, the Secretary shall review the conclusions and recommendations, shall make a final
decision on the matter in accordance with section 515(d)(2), and shall notify the affected persons of the decision
in writing and, if the decision differs from the conclusions and recommendations of the panel, shall include the
reasons for the difference.

(8) A classification panel under this subsection shall not be subject to the annual chartering and annual report
requirements of the Federal Advisory Committee Act.

(¢) CLASSIFICATION PANEL ORGANIZATION AND OPERATION. —

(1) The Secretary shall organize the panels according to the various fields of clinical medicine and fundamental
sciences in which devices intended for human use are used. The Secretary shall refer a device to be classified
under this section to an appropriate panel established or authorized to be used under subsection (b) for its review
and for its recommendation respecting the classification of the device. The Secretary shall by regulation prescribe
the procedure to be followed by the panels in making their reviews and recommendations. In making their
reviews of devices, the panels, to the maximum extent practicable, shall provide an opportunity for interested
persons to submit data and views on the classification of the devices.
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@ —
(A) Upon completion of a panel’s review of a device referred to it under paragraph (1), the panel shall,
subject to subparagraphs (B) and (C), submit to the Secretary its recommendation for the classification of
the device. Any such recommendation shall

(i) contain
(I) a summary of the reasons for the recommendation,
(IT) a summary of the data upon which the recommendation is based, and

(IID) an identification of the risks to health (if any) presented by the device with respect to which
the recommendation is made, and

(i) to the extent practicable, include a recommendation for the assignment of a priority for the
application of the requirements of section 514 or 515 to a device recommended to be classified in class
IT or class III.

(B) A recommendation of a panel for the classification of a device in class I shall include a recommendation
as to whether the device should be exempted from the requirements of section 510, 519, or 520(f).

(C) In the case of a device which has been referred under paragraph (1) to a panel, and which —

(i) is intended to be implanted in the human body or is purported or represented to be for a use in
supporting or sustaining human life, and

(i) —
(I) has been introduced or delivered for introduction into interstate commerce for commercial
distribution before the date of enactment of this section, or

(II) is within a type of device which was so introduced or delivered before such date and is
substantially equivalent to another device within that type,

such panel shall recommend to the Secretary that the device be classified in class III unless the panel
determines that classification of the device in such class is not necessary to provide reasonable assurance
of its safety and effectiveness. If a panel does not recommend that such a device be classified in class I1I, it
shall in its recommendation to the Secretary for the classification of the device set forth the reasons for not
recommending classification of the device in such class.

(3) The panels shall submit to the Secretary within one year of the date funds are first appropriated for the
implementation of this section their recommendations respecting all devices of a type introduced or delivered
for introduction into interstate commerce for commercial distribution before the date of the enactment of this
section.

(d) CLASSIFICATION. —

(1) Upon receipt of a recommendation from a panel respecting a device, the Secretary shall publish in the
Federal Register the panel’s recommendation and a proposed regulation classifying such device and shall provide
interested persons an opportunity to submit comments on such recommendation and the proposed regulation.
After reviewing such comments, the Secretary shall, subject to paragraph (2), by regulation classify such device.

2 —
(A) A regulation under paragraph (1) classifying a device in class I shall prescribe which, if any, of the
requirements of section 510, 519 or 520(f) shall not apply to the device. A regulation which makes a
requirement of section 510, 519, or 520(f) inapplicable to a device shall be accompanied by a statement of
the reasons of the Secretary for making such requirement inapplicable.

(B) A device described in subsection (¢)(2)(C) shall be classified in class III unless the Secretary determines
that classification of the device in such class is not necessary to provide reasonable assurance of its safety
and effectiveness. A proposed regulation under paragraph (1) classifying such a device in a class other
than class III shall be accompanied by a full statement of the reasons of the Secretary (and supporting
documentation and data) for not classifying such device in such class and an identification of the risks to
health (if any) presented by such device.

(3) In the case of devices classified in class II and devices classified under this subsection in class III and
described in section 515(b)(1) the Secretary may establish priorities which, in his discretion, shall be used in
applying sections 514 and 515, as appropriate, to such devices.
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(e) CLASSIFICATION CHANGES. —

1 —
A)—

(i) Based on new information respecting a device, the Secretary may, upon the initiative of the Secretary
or upon petition of an interested person, change the classification of such device, and revoke, on account
of the change in classification, any regulation or requirement in effect under section 514 or 515 with
respect to such device, by administrative order published in the Federal Register following publication
of a proposed reclassification order in the Federal Register, a meeting of a device classification panel
described in subsection (b), and consideration of comments to a public docket, notwithstanding
subchapter II of chapter 5 of title 5, United States Code. The proposed reclassification order published
in the Federal Register shall set forth the proposed reclassification, and a substantive summary of the
valid scientific evidence concerning the proposed reclassification, including —

(I) the public health benefit of the use of the device, and the nature and, if known, incidence of the
risk of the device;

(II) in the case of a reclassification from class II to class III, why general controls pursuant to
subsection (a)(1)(A) and special controls pursuant to subsection (a)(1)(B) together are not sufficient
to provide a reasonable assurance of safety and effectiveness for such device; and

(IIT) in the case of reclassification from class III to class II, why general controls pursuant to
subsection (a)(1)(A) and special controls pursuant to subsection (a)(1)(B) together are sufficient to
provide a reasonable assurance of safety and effectiveness for such device.

(ii) An order under this subsection changing the classification of a device from Class III to class I may
provide that such reclassification shall not take effect until the effective date of a performance standard
established under section 514 for such device.

(B) Authority to issue such administrative order shall not be delegated below the Director of the Center for
Devices and Radiological Health, acting in consultation with the Commissioner.

(2) By an order issued under paragraph (1), the Secretary may change the classification of a device from
class IIT —

(A) to class II if the Secretary determines that special controls would provide reasonable assurance of the
safety and effectiveness of the device and that general controls would not provide reasonable assurance of
the safety and effectiveness of the device, or

(B) to class I if the Secretary determines that general controls would provide reasonable assurance of the
safety and effectiveness of the device.

(f) IntT1AL CLASSIFICATION AND RECLASSIFICATION OF CERTAIN DEVICES. —

(1) Any device intended for human use which was not introduced or delivered for introduction into interstate
commerce for commercial distribution before the date of the enactment of this section is classified in class 111
unless —

(A) the device —
(i) is within a type of device

(I) which was introduced or delivered for introduction into interstate commerce for commercial
distribution before such date and which is to be classified pursuant to subsection (b), or

(IT) which was not so introduced or delivered before such date and has been classified in class I or
I, and

(ii) is substantially equivalent to another device within such type;

(B) the Secretary in response to a petition submitted under paragraph (3) has classified such device in class
I orll; or

(C) the device is classified pursuant to a request submitted under paragraph (2).

A device classified in class III under this paragraph shall be classified in that class until the effective date of an
order of the Secretary under paragraph (2) or (3) classifying the device in class I or II.
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) —
A)—

(i) Any person who submits a report under section 510(k) for a type of device that has not been previously
classified under this Act, and that is classified into class III under paragraph (1), may request, after
receiving written notice of such a classification, the Secretary to classify the device.

(ii) In lieu of submitting a report under section 510(k) and submitting a request for classification under
clause (i) for a device, if a person determines there is no legally marketed device upon which to base a
determination of substantial equivalence (as defined in subsection (i)), a person may submit a request
under this clause for the Secretary to classify the device.

(iii) Upon receipt of a request under clause (i) or (ii), the Secretary shall classify the device subject to
the request under the criteria set forth in subparagraphs (A) through (C) of subsection (a)(1) within 120
days.

(iv) Notwithstanding clause (iii), the Secretary may decline to undertake a classification request
submitted under clause (ii) if the Secretary identifies a legally marketed device that could provide
a reasonable basis for review of substantial equivalence under paragraph (1), or when the Secretary
determines that the device submitted is not of low to moderate risk or that general controls would be
inadequate to control the risks and special controls to mitigate the risks cannot be developed.

(v) The person submitting the request for classification under this subparagraph may recommend to the
Secretary a classification for the device and shall, if recommending classification in class II, include
in the request an initial draft proposal for applicable special controls, as described in subsection (a)
(1)(B), that are necessary, in conjunction with general controls, to provide reasonable assurance of
safety and effectiveness and a description of how the special controls provide such assurance. Any such
request shall describe the device and provide detailed information an reasons for the recommended
classification.

(B) —
(i) The Secretary shall by written order classify the device involved. Such classification shall be the

initial classification of the device for purposes of paragraph (1) and any device classified under this
paragraph shall be a predicate device for determining substantial equivalence under paragraph (1).

(ii) A device that remains in Class III under this subparagraph shall be deemed to be adulterated within
the meaning of section 501(f)(1)(B) until approved under section 515 or exempted from such approval
under section 520(g).

(C) Within 30 days after the issuance of an order classifying a device under this paragraph, the Secretary
shall publish a notice in the Federal Register announcing such classification.

3 —
(A) The Secretary may initiate the reclassification of a device classified into class III under paragraph (1) of
this subsection or the manufacturer or importer of a device classified under paragraph (1) may petition the
Secretary (in such form and manner as he shall prescribe) for the issuance of an order classifying the device
in class I or class II. Within thirty days of the filing of such a petition, the Secretary shall notify the petitioner
of any deficiencies in the petition which prevent the Secretary from making a decision on the petition.

B) —
(i) Upon determining that a petition does not contain any deficiency which prevents the Secretary
from making a decision on the petition, the Secretary may for good cause shown refer the petition to
an appropriate panel established or authorized to be used under subsection (b). A panel to which such
a petition has been referred shall not later than ninety days after the referral of the petition make a

recommendation to the Secretary respecting approval or denial of the petition. Any such recommendation
shall contain

(I) a summary of the reasons for the recommendation,
(IT) a summary of the data upon which the recommendation is based, and

(IID) an identification of the risks to health (if any) presented by the device with respect to which
the petition was filed.
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In the case of a petition for a device which is intended to be implanted in the human body or which
is purported or represented to be for a use in supporting or sustaining human life, the panel shall
recommend that the petition be denied unless the panel determines that the classification in class IIT of
the device is not necessary to provide reasonable assurance of its safety and effectiveness. If the panel
recommends that such petition be approved, it shall in its recommendation to the Secretary set forth its
reasons for such recommendation.

(ii) The requirements of paragraphs (1) and (2) of subsection (c) (relating to opportunities for
submission of data and views and recommendations respecting priorities and exemptions from sections
510, 519, and 520(f)) shall apply with respect to consideration by panels of petitions submitted under
subparagraph (A).

©—

(i) Within ninety days from the date the Secretary receives the recommendation of a panel respecting a
petition (but not later than 210 days after the filing of such petition) the Secretary shall by order deny or
approve the petition. If the Secretary approves the petition, the Secretary shall order the classification
of the device into class I or class II in accordance with the criteria prescribed by subsection (a)(1)(A) or
(a)(1)(B). In the case of a petition for a device which is intended to be implanted in the human body or
which is purported or represented to be for a use in supporting or sustaining human life, the Secretary
shall deny the petition unless the Secretary determines that the classification in class III of the device
is not necessary to provide reasonable assurance of its safety and effectiveness. An order approving
such petition shall be accompanied by a full statement of the reasons of the Secretary (and supporting
documentation and data) for approving the petition and an identification of the risks to health (if any)
presented by the device to which such order applies.

(ii) The requirements of paragraphs (1) and (2)(A) of subsection (d) (relating to publication of
recommendations, opportunity for submission of comments, and exemption from sections 510, 519 and
520(f)) shall apply with respect to action by the Secretary on petitions submitted under subparagraph
(A).

(4) If a manufacturer reports to the Secretary under section 510(k) that a device is substantially equivalent to
another device —

(A) which the Secretary has classified as a class III device under subsection (b),

(B) which was introduced or delivered for introduction into interstate commerce for commercial distribution
before December 1, 1990, and

(C) for which no final regulation requiring premarket approval has been promulgated under section 515(b),
the manufacturer shall certify to the Secretary that the manufacturer has conducted a reasonable search of all
information known or otherwise available to the manufacturer respecting such other device and has included
in the report under section 510(k) a summary of and a citation to all adverse safety and effectiveness data
respecting such other device and respecting the device for which the section 510(k) report is being made and
which has not been submitted to the Secretary under section 519. The Secretary may require the manufacturer
to submit the adverse safety and effectiveness data described in the report.

(5) The Secretary may not withhold a determination of the initial classification of a device under paragraph (1)
because of a failure to comply with any provision of this Act unrelated to a substantial equivalence decision,
including a finding that the facility in which the device is manufactured is not in compliance with good
manufacturing requirements as set forth in regulations of the Secretary under section 520(f) (other than a finding
that there is a substantial likelihood that the failure to comply with such regulations will potentially present a
serious risk to human health).

(ﬁ):
(A) Subject to the succeeding subparagraphs of this paragraph, the Secretary shall, by written order, classify
an accessory under this section based on the risks of the accessory when used as intended and the level of
regulatory controls necessary to provide a reasonable assurance of safety and effectiveness of the accessory,
notwithstanding the classification of any other device with which such accessory is intended to be used.

(B) The classification of any accessory distinct from another device by regulation or written order issued
prior to December 13, 2016, shall continue to apply unless and until the accessory is reclassified by the
Secretary, notwithstanding the classification of any other device with which such accessory is intended to
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be used. Nothing in this paragraph shall preclude the Secretary’s authority to initiate the classification of an
accessory through regulation or written order, as appropriate.

(C)—
(i) In the case of a device intended to be used with an accessory, where the accessory has been included
in an application for premarket approval of such device under section 515 or a report under section
510(k) for clearance of such device and the Secretary has not classified such accessory distinctly from

another device in accordance with subparagraph (A), the person filing the application or report (as
applicable) at the time such application or report is filed —

(I) may include a written request for the proper classification of the accessory pursuant to
subparagraph (A);

(ID) shall include in any such request such information as may be necessary for the Secretary to
evaluate, based on the least burdensome approach, the appropriate class for the accessory under
subsection (a); and

(II0) shall, if the request under subclause (1) is requesting classification of the accessory in class I,
include in the application an initial draft proposal for special controls, if special controls would be
required pursuant to subsection (a)(1)(B).

(ii) The Secretary’s response under section 515(d) or section 510(n) (as applicable) to an application
or report described in clause (i) shall also contain the Secretary’s granting or denial of the request for
classification of the accessory involved.

(iii) The Secretary’s evaluation of an accessory under clause (i) shall constitute an order establishing a
new classification for such accessory for the specified intended use or uses of such accessory and for
any accessory with the same intended use or uses as such accessory.

(D) For accessories that have been granted marketing authorization as part of a submission for another
device with which the accessory involved is intended to be used, through an application for such other device
under section 515(¢), a report under section 510(k), or a request for classification under paragraph (2) of this
subsection, the following shall apply:

(i) Not later than the date that is one year after the date of enactment of the FDA Reauthorization Act of
2017 and at least once every 5 years thereafter, and as the Secretary otherwise determines appropriate,
pursuant to this paragraph, the Secretary shall publish in the Federal Register a notice proposing a list
of such accessories that the Secretary determines may be suitable for a distinct classification in class
I and the proposed regulations for such classifications. In developing such list, the Secretary shall
consider recommendations from sponsors of device submissions and other stakeholders for accessories
to be included on such list. The notices shall provide for a period of not less than 60 calendar days for
public comment. Within 180 days after the end of the comment period, the Secretary shall publish in the
Federal Register a final action classifying such suitable accessories into class 1.

(ii) A manufacturer or importer of an accessory that has been granted such marketing authorization may
submit to the Secretary a written request for the appropriate classification of the accessory based on
the risks and appropriate level of regulatory controls as described in subparagraph (A), and shall, if the
request is requesting classification of the accessory in class II, include in the submission an initial draft
proposal for special controls, if special controls would be required pursuant to subsection (a)(1)(B). Such
request shall include such information as may be necessary for the Secretary to evaluate, based on the
least burdensome approach, the appropriate class for the accessory under subsection (a). The Secretary
shall provide an opportunity for a manufacturer or importer to meet with appropriate personnel of
the Food and Drug Administration to discuss the appropriate classification of such accessory prior to
submitting a written request under this clause for classification of the accessory.

(iii) The Secretary shall respond to a request made under clause (ii) not later than 85 calendar days after
receiving such request by issuing a written order classifying the accessory or denying the request. If
the Secretary does not agree with the recommendation for classification submitted by the manufacturer
or importer, the response shall include a detailed description and justification for such determination.
Within 30 calendar days after granting such a request, the Secretary shall publish a notice in the Federal
Register announcing such response.
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(E) Nothing in this paragraph may be construed as precluding a manufacturer of an accessory of a new type
from using the classification process described in subsection (f)(2) to obtain classification of such accessory
in accordance with the criteria and requirements set forth in that subsection.

(g) InrormATION. — Within sixty days of the receipt of a written request of any person for information respecting the
class in which a device has been classified or the requirements applicable to a device under this Act, the Secretary
shall provide such person a written statement of the classification (if any) of such device and the requirements of this
Act applicable to the device.

(h) DeFiNiTIONS. — For purposes of this section and sections 501, 510, 514, 515, 516, 519, and 520 —

(1) areference to “general controls” is a reference to the controls authorized by or under sections 501, 502, 510,
516, 518, 519, and 520,

(2) a reference to “class I,” “class II,” or “class III” is a reference to a class of medical devices described in
subparagraph (A), (B), or (C) of subsection (a)(1), and

(3) areference to a “panel under section 513” is a reference to a panel established or authorized to be used under
this section.

(i) SUBSTANTIAL EQUIVALENCE. —

®H—
(A) For purposes of determinations of substantial equivalence under subsection (f) and section 520(1), the
term “substantially equivalent” or “substantial equivalence” means, with respect to a device being compared
to a predicate device, that the device has the same intended use as the predicate device and that the Secretary
by order has found that the device —

(i) has the same technological characteristics as the predicate device, or

(i) —
(I) has different technological characteristics and the information submitted that the device is
substantially equivalent to the predicate device contains information, including appropriate clinical

or scientific data if deemed necessary by the Secretary or a person accredited under section 523,
that demonstrates that the device is as safe and effective as a legally marketed device, and

(IT) does not raise different questions of safety and effectiveness than the predicate device.

(B) For purposes of subparagraph (A), the term “different technological characteristics” means, with respect
to a device being compared to a predicate device, that there is a significant change in the materials, design,
energy source, or other features of the device from those of the predicate device.

(C) To facilitate reviews of reports submitted to the Secretary under section 510(k), the Secretary shall
consider the extent to which reliance on postmarket controls may expedite the classification of devices
under subsection (f)(1) of this section.

D) —
(i) Whenever the Secretary requests information to demonstrate that devices with differing technological
characteristics are substantially equivalent, the Secretary shall only request information that is necessary
to making substantial equivalence determinations. In making such request, the Secretary shall consider
the least burdensome means of demonstrating substantial equivalence and request information
accordingly.

(i) For purposes of clause (i), the term “necessary” means the minimum required information that
would support a determination of substantial equivalence between a new device and a predicate device.

(iii) Nothing in this subparagraph shall alter the standard for determining substantial equivalence
between a new device and a predicate device.

(E) —
(i) Any determination by the Secretary of the intended use of a device shall be based upon the proposed
labeling submitted in a report for the device under section 510(k). However, when determining
that a device can be found substantially equivalent to a legally marketed device, the director of the

organizational unit responsible for regulating devices (in this subparagraph referred to as the “Director”)
may require a statement in labeling that provides appropriate information regarding a use of the device
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not identified in the proposed labeling if, after providing an opportunity for consultation with the person
who submitted such report, the Director determines and states in writing —

(I) that there is a reasonable likelihood that the device will be used for an intended use not identified
in the proposed labeling for the device; and

(IT) that such use could cause harm.
(ii) Such determination shall —

(I) be provided to the person who submitted the report within 10 days from the date of the
notification of the Director’s concerns regarding the proposed labeling;

(IT) specify the limitations on the use of the device not included in the proposed labeling; and

(IID) find the device substantially equivalent if the requirements of subparagraph (A) are met and if
the labeling for such device conforms to the limitations specified in subclause (II).

(iii) The responsibilities of the Director under this subparagraph may not be delegated.
(iv) [Repealed.]

(F) Not later than 270 days after the date of the enactment of the Food and Drug Administration Modernization
Actof 1997 [November 21, 1997 — Ed.], the Secretary shall issue guidance specifying the general principles
that the Secretary will consider in determining when a specific intended use of a device is not reasonably
included within a general use of such device for purposes of a determination of substantial equivalence
under subsection (f) or section 520(1).

(2) A device may not be found to be substantially equivalent to a predicate device that has been removed from
the market at the initiative of the Secretary or that has been determined to be misbranded or adulterated by a
judicial order.

3 —
(A) As part of a submission under section 510(k) respecting a device, the person required to file a premarket
notification under such section shall provide an adequate summary of any information respecting safety and
effectiveness or state that such information will be made available upon request by any person.

(B) Any summary under subparagraph (A) respecting a device shall contain detailed information regarding
data concerning adverse health effects and shall be made available to the public by the Secretary within 30
days of the issuance of a determination that such device is substantially equivalent to another device.

(j) TRAINING AND OVERSIGHT OF LEAST BURDENSOME REQUIREMENTS. —

(1) The Secretary shall—

(A) ensure that each employee of the Food and Drug Administration who is involved in the review of
premarket submissions, including supervisors, receives training regarding the meaning and implementation
of the least burdensome requirements under subsections (a)(3)(D) and (i)(1)(D) of this section and section
515(c)(5); and

(B) periodically assess the implementation of the least burdensome requirements, including the employee
training under subparagraph (A), to ensure that the least burdensome requirements are fully and consistently
applied.

(2) Not later than 18 months after the date of enactment of the 21st Century Cures Act [December 13, 2016
—Ed.], the ombudsman for any organizational unit of the Food and Drug Administration responsible for the
premarket review of devices shall—

(A) conduct an audit of the training described in paragraph (1)(A), including the effectiveness of such
training in implementing the least burdensome requirements;

(B) include in such audit interviews of persons who are representatives of the device industry regarding their
experiences in the device premarket review process, including with respect to the application of the least
burdensome concepts to premarket review and decision-making;

(C) include in such audit a list of the measurement tools the Secretary uses to assess the implementation
of the least burdensome requirements, including under paragraph (1)(B) and section 517A(a)(3), and may
also provide feedback on the effectiveness of such tools in the implementation of the least burdensome
requirements;

240

FOOD AND DRUG LAW INSTITUTE



Pub. L. No. 75-717, 52 Stat. 1040 (1938), as amended § 514 [360d]

(D) summarize the findings of such audit in a final audit report; and
(E) within 30 calendar days of completion of such final audit report, make such final audit report available—

(i) to the Committee on Health, Education, Labor, and Pensions of the Senate and the Committee on
Energy and Commerce of the House of Representatives; and

(ii) on the Internet website of the Food and Drug Administration.

SEC. 514. [360d] PERFORMANCE STANDARDS.
(a) PROVISIONS OF STANDARDS. —

(1) The special controls required by section 513(a)(1)(B) shall include performance standards for a class 11 device
if the Secretary determines that a performance standard is necessary to provide reasonable assurance of the
safety and effectiveness of the device. A class III device may also be considered a class II device for purposes of
establishing a standard for the device under subsection (b) if the device has been reclassified as a class II device
under an administrative order under section 513(e) (or a regulation promulgated under such section prior to the
date of enactment of the Food and Drug Administration Safety and Innovation Act) but such order (or regulation)
provides that the reclassification is not to take effect until the effective date of such a standard for the device.

(2) A performance standard established under subsection (b) for a device —
(A) shall include provisions to provide reasonable assurance of its safe and effective performance;
(B) shall, where necessary to provide reasonable assurance of its safe and effective performance, include —

(i) provisions respecting the construction, components, ingredients, and properties of the device and its
compatibility with power systems and connections to such systems,

(ii) provisions for the testing (on a sample basis or, if necessary, on an individual basis) of the device
or, if it is determined that no other more practicable means are available to the Secretary to assure the
conformity of the device to the standard, provisions for the testing (on a sample basis or, if necessary,
on an individual basis) by the Secretary or by another person at the direction of the Secretary,

(iii) provisions for the measurement of the performance characteristics of the device,

(iv) provisions requiring that the results of each or of certain of the tests of the device required to be
made under clause (ii) show that the device is in conformity with the portions of the standard for which
the test or tests were required, and

(v) a provision requiring that the sale and distribution of the device be restricted but only to the extent
that the sale and distribution of a device may be restricted under a regulation under section 520(e); and

(C) shall, where appropriate, require the use and prescribe the form and content of labeling for the proper
installation, maintenance, operation, and use of the device.

(3) The Secretary shall provide for periodic evaluation of performance standards established under subsection (b)
to determine if such standards should be changed to reflect new medical, scientific, or other technological data.

(4) In carrying out his duties under this subsection and subsection (b), the Secretary shall, to the maximum extent
practicable —

(A) use personnel, facilities, and other technical support available in other Federal agencies,

(B) consult with other Federal agencies concerned with standard-setting and other nationally or internationally
recognized standard-setting entities, and

(C) invite appropriate participation, through joint or other conferences, workshops, or other means, by
informed persons representative of scientific, professional, industry, or consumer organizations who in his
judgment can make a significant contribution.

(b) ESTABLISHMENT OF A STANDARD. —
1 —

(A) The Secretary shall publish in the Federal Register a notice of proposed rulemaking for the establishment,
amendment, or revocation of any performance standard for a device.

(B) A notice of proposed rulemaking for the establishment or amendment of a performance standard for a
device shall —
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(i) set forth a finding with supporting justification that the performance standard is appropriate and
necessary to provide reasonable assurance of the safety and effectiveness of the device,

(ii) set forth proposed findings with respect to the risk of illness or injury that the performance standard
is intended to reduce or eliminate,

(iii) invite interested persons to submit to the Secretary, within 30 days of the publication of the
notice, requests for changes in the classification of the device pursuant to section 513(e) based on new
information relevant to the classification, and

(iv) invite interested persons to submit an existing performance standard for the device, including a
draft or proposed performance standard, for consideration by the Secretary.

(C) A notice of proposed rulemaking for the revocation of a performance standard shall set forth a finding
with supporting justification that the performance standard is no longer necessary to provide reasonable
assurance of the safety and effectiveness of a device.

(D) The Secretary shall provide for a comment period of not less than 60 days.

(2) If, after publication of a notice in accordance with paragraph (1), the Secretary receives a request for a change
in the classification of the device, the Secretary shall, within 60 days of the publication of the notice, after
consultation with the appropriate panel under section 513, either deny the request or give notice of an intent to
initiate such change under section 513(e).

Q) —

(A) After the expiration of the period for comment on a notice of proposed rulemaking published under
paragraph (1) respecting a performance standard and after consideration of such comments and any report
from an advisory committee under paragraph (5), the Secretary shall

(i) promulgate a regulation establishing a performance standard and publish in the Federal Register
findings on the matters referred to in paragraph (1), or

(ii) publish a notice terminating the proceeding for the development of the standard together with the
reasons for such termination.

If a notice of termination is published, the Secretary shall (unless such notice is issued because the device is
a banned device under section 516) initiate a proceeding under section 513(e) to reclassify the device subject
to the proceeding terminated by such notice.

(B) A regulation establishing a performance standard shall set forth the date or dates upon which the
standard shall take effect, but no such regulation may take effect before one year after the date of its
publication unless

(i) the Secretary determines that an earlier effective date is necessary for the protection of the public
health and safety, or

(ii) such standard has been established for a device which, effective upon the effective date of the
standard, has been reclassified from class III to class II.

Such date or dates shall be established so as to minimize, consistent with the public health and safety,
economic loss to, and disruption or dislocation of, domestic and international trade.

@ —

(A) The Secretary, upon his own initiative or upon petition of an interested person may by regulation,
promulgated in accordance with the requirements of paragraphs (1), (2), and (3)(B) of this subsection,
amend or revoke a performance standard.

(B) The Secretary may declare a proposed amendment of a performance standard to be effective on and
after its publication in the Federal Register and until the effective date of any final action taken on such
amendment if he determines that making it so effective is in the public interest. A proposed amendment
of a performance standard made so effective under the preceding sentence may not prohibit, during the
period in which it is so effective, the introduction or delivery for introduction into interstate commerce
of a device which conforms to such standard without the change or changes provided by such proposed
amendment.
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) —
(A) The Secretary —

(i) may on his own initiative refer a proposed regulation for the establishment, amendment, or revocation
of a performance standard, or

(ii) shall, upon the request of an interested person which demonstrates good cause for referral and
which is made before the expiration of the period for submission of comments on such proposed
regulation refer such proposed regulation, to an advisory committee of experts, established pursuant to
subparagraph (B) for a report and recommendation with respect to any matter involved in the proposed
regulation which requires the exercise of scientific judgment.

If a proposed regulation is referred under this subparagraph to an advisory committee, the Secretary shall
provide the advisory committee with the data and information on which such proposed regulation is based.
The advisory committee shall, within sixty days of the referral of a proposed regulation and after independent
study of the data and information furnished to it by the Secretary and other data and information before it,
submit to the Secretary a report and recommendation respecting such regulation, together with all underlying
data and information and a statement of the reason or basis for the recommendation. A copy of such report
and recommendation shall be made public by the Secretary.

(B) The Secretary shall establish advisory committees (which may not be panels under section 513) to
receive referrals under subparagraph (A). The Secretary shall appoint as members of any such advisory
committee persons qualified in the subject matter to be referred to the committee and of appropriately
diversified professional background, except that the Secretary may not appoint to such a committee any
individual who is in the regular full-time employ of the United States and engaged in the administration of
this Act. Each such committee shall include as nonvoting members a representative of consumer interests
and a representative of interests of the device manufacturing industry. Members of an advisory committee
who are not officers or employees of the United States, while attending conferences or meetings of their
committee or otherwise serving at the request of the Secretary, shall be entitled to receive compensation
at rates to be fixed by the Secretary, which rates may not exceed the daily equivalent of the rate in effect
for grade Gs—18 of the General Schedule, for each day (including traveltime) they are so engaged; and
while so serving away from their homes or regular places of business each member may be allowed travel
expenses, including per diem in lieu of subsistence, as authorized by section 5703 of title 5 of the United
States Code for persons in the Government service employed intermittently. The Secretary shall designate
one of the members of each advisory committee to serve as chairman thereof. The Secretary shall furnish
each advisory committee with clerical and other assistance, and shall by regulation prescribe the procedures
to be followed by each such committee in acting on referrals made under subparagraph (A).

(c) RECOGNITION OF A STANDARD. —

®—
(A) In addition to establishing a performance standard under this section, the Secretary shall, by publication
in the Federal Register (or, with respect to a susceptibility test interpretive criteria standard under section
511A, by posting on the Interpretive Criteria Website in accordance with such section), recognize all or part
of an appropriate standard established by a nationally or internationally recognized standard development
organization for which a person may submit a declaration of conformity in order to meet a premarket
submission requirement or other requirement under this Act to which such standard is applicable.

(B) If a person elects to use a standard recognized by the secretary under subparagraph (A) to meet the
requirements described in such subparagraph, the person shall provide a declaration of conformity to the
Secretary that certifies that the device is in conformity with such standard. A person may elect to use the
data, or information, other than data required by a standard recognized under subparagraph (A) to meet any
requirement regarding devices under this Act.

©
(i) Any person may submit a request for recognition under subparagraph (A) of all or part of an
appropriate standard established by a nationally or internationally recognized standard organization.

(ii) Not later than 60 calendar days after the Secretary receives such a request, the Secretary shall—

(I) make a determination to recognize all, part, or none of the standard that is the subject of the
request; and
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(IT) issue to the person who submitted such request a response in writing that states the Secretary’s
rationale for that determination, including the scientific, technical, regulatory, or other basis for
such determination.

(iii) The Secretary shall make a response issued under clause (ii)(Il) publicly available, in such a manner
as the Secretary determines appropriate.

(iv) The Secretary shall take such actions as may be necessary to implement all or part of a standard
recognized under clause (ii)(I), in accordance with subparagraph (A).

(D) The Secretary shall make publicly available, in such manner as the Secretary determines appropriate, the
rationale for recognition under subparagraph (A) of all, part, or none of a standard, including the scientific,
technical, regulatory, or other basis for the decision regarding such recognition.

(2) The Secretary may withdraw such recognition of a standard through publication of a notice in the Federal
Register if the Secretary determines that the standard is no longer appropriate for meeting a requirement regarding
devices under this Act.

3)—

(A) Subject to subparagraph (B), the Secretary shall accept a declaration of conformity that a device is in
conformity with a standard recognized under paragraph (1) unless the Secretary finds —

(i) that the data or information submitted to support such declaration does not demonstrate that the
device is in conformity with the standard identified in the declaration of conformity; or

(ii) that the standard identified in the declaration of conformity is not applicable to the particular device
under review.

(B) The Secretary may request, at any time, the data or information relied on by the person to make a
declaration of conformity with respect to a standard recognized under paragraph (1).

(C) A person making a declaration of conformity with respect to a standard recognized under paragraph (1)
shall maintain the data and information demonstrating conformity of the device to the standard for a period
of two years after the date of the classification or approval of the device by the Secretary or a period equal
to the expected design life of the device, whichever is longer.

(4) The Secretary shall provide to all employees of the Food and Drug Administration who review premarket
submissions for devices periodic training on the concept and use of recognized standards for purposes of meeting
a premarket submission requirement or other applicable requirement under this Act, including standards relevant
to an employee’s area of device review.

(d) P1LOT ACCREDITATION SCHEME FOR CONFORMITY ASSESSMENT.—

(1) In GENERAL.—The Secretary shall establish a pilot program under which—

(A) testing laboratories may be accredited, by accreditation bodies meeting criteria specified by the Secretary,
to assess the conformance of a device with certain standards recognized under this section; and

(B) subject to paragraph (2), determinations by testing laboratories so accredited that a device conforms

with such standard or standards shall be accepted by the Secretary for purposes of demonstrating such
conformity under this section unless the Secretary finds that a particular such determination shall not be so

accepted.

(2) SECRETARIAL REVIEW OF ACCREDITED LABORATORY DETERMINATIONS. — The Secretary may —

(A) review determinations by testing laboratories accredited pursuant to this subsection, including by
conducting periodic audits of such determinations or processes of accredited bodies or testing laboratories
and, following such review, taking additional measures under this Act, such as suspension or withdrawal of

accreditation of such testing laboratory under paragraph (1)(A) or requesting additional information with
respect to such device, as the Secretary determines appropriate; and

(B) if the Secretary becomes aware of information materially bearing on safety or effectiveness of a
device assessed for conformity by a testing laboratory so accredited, take such additional measures under
this Act as the Secretary determines appropriate, such as suspension or withdrawal of accreditation of
such testing laboratory under paragraph (1)(A), or requesting additional information with regard to such
device.
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(3) IMPLEMENTATION AND REPORTING. —

(A) PusLic MEETING. — The Secretary shall publish in the Federal Register a notice of a public meeting to be
held no later than September 30, 2018, to discuss and obtain input and recommendations from stakeholders
regarding the goals and scope of, and a suitable framework and procedures and requirements for, the pilot
program under this subsection.

(B) PiLot PrROGRAM GUIDANCE. — The Secretary shall —

(i) not later than September 30, 2019, issue draft guidance regarding the goals and implementation of
the pilot program under this subsection; and

(ii) not later than September 30, 2021, issue final guidance with respect to the implementation of such
program.
(C) PiLotr ProGgrAM INITIATION.—Not later than September 30, 2020, the Secretary shall initiate the pilot
program under this subsection.

(D) RerporT.—The Secretary shall make available on the internet website of the Food and Drug Administration

an annual report on the progress of the pilot program under this subsection.
(4) SunseT.—As of October 1, 2022—

(A) the authority for accreditation bodies to accredit testing laboratories pursuant to paragraph (1)(A) shall
cease to have force or effect;

(B) the Secretary—

(i) may not accept a determination pursuant to paragraph (1)(B) made by a testing laboratory after such
date; and

(ii) may accept such a determination made prior to such date;

(C) except for purposes of accepting a determination described in subparagraph (B)(ii), the Secretary
shall not continue to recognize the accreditation of testing laboratories accredited under paragraph (1)
(A); and

(D) the Secretary may take actions in accordance with paragraph (2) with respect to the determinations made

prior to such date and recognition of the accreditation of testing laboratories pursuant to determinations
made prior to such date.

SEC. 515. [360e] PREMARKET APPROVAL.
(a) GENERAL REQUIREMENT. — A class III device —

(1) which is subject to an order issued under subsection (b) (or a regulation promulgated under such subsection
prior to the date of enactment of the Food and Drug Administration Safety and Innovation Act); or

(2) which is a class III device because of section 513(f),

is required to have, unless exempt under section 520(g), an approval under this section of an application for premarket
approval or, as applicable, an approval under subsection (c)(2) of a report seeking premarket approval.

(b) ORDER TO REQUIRE PREMARKET APPROVAL. —
(1) In the case of a class III device which —

(A) was introduced or delivered for introduction into interstate commerce for commercial distribution before
the date of enactment of this section; or

(B)is
(i) of a type so introduced or delivered, and
(ii) is substantially equivalent to another device within that type;

the Secretary shall by administrative order following publication of a proposed order in the Federal Register, a
meeting of a device classification panel described in section 513(b), and consideration of comments from all
affected stakeholders, including patients, payors, and providers, notwithstanding subchapter 11 of chapter 5 of
title 5, United States Code, require that such device have an approval under this section of an application for
premarket approval. Authority to issue such administrative order shall not be delegated below the Director of the
Center for Devices and Radiological Health, acting in consultation with the Commissioner.
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(2) A proposed order required under paragraph (1) shall contain —
(A) the proposed order;

(B) proposed findings with respect to the degree of risk of illness or injury designed to be eliminated or
reduced by requiring the device to have an approved application for premarket approval and the benefit to
the public from use of the device;

(C) opportunity for the submission of comments on the proposed order and the proposed findings; and

(D) opportunity to request a change in the classification of the device based on new information relevant to
the classification of the device.

(3) After the expiration of the period for comment on a proposed order and proposed findings published under
paragraph (2), consideration of comments submitted on such proposed order and findings and a meeting of a
device classification panel described in section 513(b), the Secretary shall

(A) issue an administrative order under paragraph (1) and publish in the Federal Register findings on the
matters referred to in paragraph (2)(B), or

(B) publish a notice terminating the proceeding for the issuance of the administrative order together with the
reasons for such termination. If a notice of termination is published, the Secretary shall (unless such notice
is issued because the device is a banned device under section 516) initiate a proceeding under section 513(e)
to reclassify the device subject to the proceeding terminated by such notice.

(¢) APPLICATION FOR PREMARKET APPROVAL. —
(1) Any person may file with the Secretary an application for premarket approval for a class III device. Such an
application for a device shall contain —

(A) full reports of all information, published or known to or which should reasonably be known to the
applicant, concerning investigations which have been made to show whether or not such device is safe and
effective;

(B) a full statement of the components, ingredients, and properties and of the principle or principles of
operation, of such device;

(C) a full description of the methods used in, and the facilities and controls used for, the manufacture,
processing, and, when relevant, packing and installation of, such device;

(D) an identifying reference to any performance standard under section 514 which would be applicable
to any aspect of such device if it were a class II device, and either adequate information to show that
such aspect of such device fully meets such performance standard or adequate information to justify any
deviation from such standard;

(E) such samples of such device and of components thereof as the Secretary may reasonably require, except
that where the submission of such samples is impracticable or unduly burdensome, the requirement of this
subparagraph may be met by the submission of complete information concerning the location of one or more
such devices readily available for examination and testing;

(F) specimens of the labeling proposed to be used for such device;

(G) the certification required under section 402(j)(5)(B) of the Public Health Service Act (which shall not
be considered an element of such application); and

(H) such other information relevant to the subject matter of the application as the Secretary, with the
concurrence of the appropriate panel under section 513, may require.

2 —
(A) Any person may file with the Secretary a report seeking premarket approval for a class III device
referred to in subsection (a) that is a reprocessed single-use device. Such a report shall contain the following:

(i) The device name, including both the trade or proprietary name and the common or usual name.
(ii) The establishment registration number of the owner or operator submitting the report.
(iii) Actions taken to comply with performance standards under section 514.

(iv) Proposed labels, labeling, and advertising sufficient to describe the device, its intended use, and
directions for use.
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(v) Full reports of all information, published or known to or which should be reasonably known to the
applicant, concerning investigations which have been made to show whether or not the device is safe
or effective.

(vi) A description of the device’s components, ingredients, and properties.

(vii) A full description of the methods used in, and the facilities and controls used for, the reprocessing
and packing of the device.

(viii) Such samples of the device that the Secretary may reasonably require.

(ix) A financial certification or disclosure statement or both, as required by part 54 of title 21, Code of
Federal Regulations.

(x) A statement that the applicant believes to the best of the applicant’s knowledge that all data and
information submitted to the Secretary are truthful and accurate and that no material fact has been
omitted in the report.

(xi) Any additional data and information, including information of the type required in paragraph (1) for
an application under such paragraph, that the Secretary determines is necessary to determine whether
there is reasonable assurance of safety and effectiveness for the reprocessed device.

(xii) Validation data described in section 510(0)(1)(A) that demonstrates that the reasonable assurance
of the safety or effectiveness of the device will remain after the maximum number of times the device
is reprocessed as intended by the person submitting such report.

(B) In the case of a class III device referred to in subsection (a) that is a reprocessed single-use device:
(i) Subparagraph (A) of this paragraph applies in lieu of paragraph (1).

(ii) Subject to clause (i), the provisions of this section apply to a report under subparagraph (A) to the
same extent and in the same manner as such provisions apply to an application under paragraph (1).

(iii) Each reference in other sections of this Act to an application under this section, other than such a
reference in section 737 or 738, shall be considered to be a reference to a report under subparagraph
(A).

(iv) Each reference in other sections of this Act to a device for which an application under this section
has been approved, or has been denied, suspended, or withdrawn, other than such a reference in section
737 or 738, shall be considered to be a reference to a device for which a report under subparagraph (A)
has been approved, or has been denied, suspended, or withdrawn, respectively.

(3) Upon receipt of an application meeting the requirements set forth in paragraph (1), the Secretary —
(A) may on the Secretary’s own initiative, or

(B) shall, upon the request of an applicant unless the Secretary finds that the information in the application
which would be reviewed by a panel substantially duplicates information which has previously been reviewed
by a panel appointed under section 513,

refer such application to the appropriate panel under section 513 for study and for submission (within such
period as he may establish) of a report and recommendation respecting approval of the application, together
with all underlying data and the reasons or basis for the recommendation. Where appropriate, the Secretary shall
ensure that such panel includes, or consults with, one or more pediatric experts.

4 —
(A) Prior to the submission of an application under this subsection, the Secretary shall accept and review any
portion of the application that the applicant and the Secretary agree is complete, ready, and appropriate for
review, except that such requirement does not apply, and the Secretary has discretion whether to accept and
review such portion, during any period in which, under section 738¢h) 738(g), the Secretary does not have
the authority to collect fees under section 738(a).

(B) Each portion of a submission reviewed under subparagraph (A) and found acceptable by the Secretary
shall not be further reviewed after receipt of an application that satisfies the requirements of paragraph (1),
unless a significant issue of safety or effectiveness provides the Secretary reason to review such accepted
portion.

(C) Whenever the Secretary determines that a portion of a submission under subparagraph (A) is unacceptable,
the Secretary shall, in writing, provide to the applicant a description of any deficiencies in such portion and
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identify the information that is required to correct these deficiencies, unless the applicant is no longer
pursuing the application and such application shall include the certification required under section 402(j)(5)
(B) of the Public Health Service Act (which shall not be considered an element of such application).

> —
(A) In requesting additional information with respect to an application under this section, the Secretary shall
consider the least burdensome appropriate means necessary to demonstrate a reasonable assurance of device
safety and effectiveness.

(B) For purposes of subparagraph (A), the term “necessary” means the minimum required information that
would support a determination by the Secretary that an application provides a reasonable assurance of the
safety and effectiveness of the device.

(C) For purposes of this paragraph, the Secretary shall consider the role of postmarket information in
determining the least burdensome means of demonstrating a reasonable assurance of device safety and
effectiveness.

(D) Nothing in this paragraph alters the standards for premarket approval of a device.

(d) ACTION ON AN APPLICATION FOR PREMARKET APPROVAL. —

@ —
(A) As promptly as possible, but in no event later than one hundred and eighty days after the receipt of an
application under subsection (c¢) (except as provided in section 520(1)(3)(D)(ii) or unless, in accordance
with subparagraph (B)(i), an additional period as agreed upon by the Secretary and the applicant), the
Secretary, after considering the report and recommendation submitted under paragraph (2) of such
subsection, shall —

(i) issue an order approving the application if he finds that none of the grounds for denying approval
specified in paragraph (2) of this subsection applies; or

(i) deny approval of the application if he finds (and sets forth the basis for such finding as part of
or accompanying such denial) that one or more grounds for denial specified in paragraph (2) of this
subsection apply.

In making the determination whether to approve or deny the application, the Secretary shall rely on the
conditions of use included in the proposed labeling as the basis for determining whether or not there is a
reasonable assurance of safety and effectiveness, if the proposed labeling is neither false nor misleading.
In determining whether or not such labeling is false or misleading, the Secretary shall fairly evaluate all
material facts pertinent to the proposed labeling.

(B) —
(i) The Secretary may not enter into an agreement to extend the period in which to take action with
respect to an application submitted for a device subject to a regulation promulgated under subsection (b)
unless he finds that the continued availability of the device is necessary for the public health.

(ii) An order approving an application for a device may require as a condition to such approval that the
sale and distribution of the device be restricted but only to the extent that the sale and distribution of a
device may be restricted under a regulation under section 520(e).

(iii) The Secretary shall accept and review statistically valid and reliable data and any other information
from investigations conducted under the authority of regulations required by section 520(g) to make a
determination of whether there is a reasonable assurance of safety and effectiveness of a device subject
to a pending application under this section if —

(I) the data or information is derived from investigations of an earlier version of the device, the
device has been modified during or after the investigation (but prior to submission of an application
under subsection (c¢)) and such a modification of the device does not constitute a significant change
in the design or in the basic principles of operation of the device that would invalidate the data or
information; or

(IT) the data or information relates to a device approved under this section, is available for use
under this Act, and is relevant to the design and intended use of the device for which the application
is pending.
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(2) The Secretary shall deny approval of an application for a device if, upon the basis of the information submitted
to the Secretary as part of the application and any other information before him with respect to such device, the
Secretary finds that —

(A) there is a lack of a showing of reasonable assurance that such device is safe under the conditions of use
prescribed, recommended, or suggested in the proposed labeling thereof;

(B) there is a lack of a showing of reasonable assurance that the device is effective under the conditions of
use prescribed, recommended, or suggested in the proposed labeling thereof;

(C) the methods used in, or the facilities or controls used for, the manufacture, processing, packing, or
installation of such device do not conform to the requirements of section 520(f);

(D) based on a fair evaluation of all material facts, the proposed labeling is false or misleading in any
particular; or

(E) such device is not shown to conform in all respects to a performance standard in effect under section
514 compliance with which is a condition to approval of the application and there is a lack of adequate
information to justify the deviation from such standard.

Any denial of an application shall, insofar as the Secretary determines to be practicable, be accompanied by a
statement informing the applicant of the measures required to place such application in approvable form (which
measures may include further research by the applicant in accordance with one or more protocols prescribed by
the Secretary).

3 —
A)—

(i) The Secretary shall, upon the written request of an applicant, meet with the applicant, not later than
100 days after the receipt of an application that has been filed as complete under subsection (c), to
discuss the review status of the application.

(i) The Secretary shall, in writing and prior to the meeting, provide to the applicant a description of
any deficiencies in the application that, at that point, have been identified by the Secretary based on
an interim review of the entire application and identify the information that is required to correct those
deficiencies.

(iii) The Secretary shall notify the applicant promptly of —
(I) any additional deficiency identified in the application, or

(IT) any additional information required to achieve completion of the review and final action on
the application,

that was not described as a deficiency in the written description provided by the Secretary under clause (ii).

(B) The Secretary and the applicant may, by mutual consent, establish a different schedule for a meeting
required under this paragraph.

(4) An applicant whose application has been denied approval may, by petition filed on or before the thirticth
day after the date upon which he receives notice of such denial, obtain review thereof in accordance with
either paragraph (1) or (2) of subsection (g), and any interested person may obtain review, in accordance with
paragraph (1) or (2) of subsection (g), of an order of the Secretary approving an application.

) —
A)—

(i) A supplemental application shall be required for any change to a device subject to an approved
application under this subsection that affects safety or effectiveness, unless such change is a modification
in a manufacturing procedure or method of manufacturing and the holder of the approved application
submits a written notice to the Secretary that describes in detail the change, summarizes the data or
information supporting the change, and informs the Secretary that the change has been made under the
requirements of section 520(f).

(ii) The holder of an approved application who submits a notice under clause (i) with respect to
a manufacturing change of a device may distribute the device 30 days after the date on which the
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Secretary receives the notice, unless the Secretary within such 30-day period notifies the holder
that the notice is not adequate and describes such further information or action that is required
for acceptance of such change. If the Secretary notifies the holder that a supplemental application
is required, the Secretary shall review the supplement within 135 days after the receipt of the
supplement. The time used by the Secretary to review the notice of the manufacturing change shall
be deducted from the 135-day review period if the notice meets appropriate content requirements for
premarket approval supplements.

B) —
(i) Subject to clause (ii), in reviewing a supplement to an approved application, for an incremental

change to the design of a device that affects safety or effectiveness, the Secretary shall approve such
supplement if —

(I) nonclinical data demonstrate that the design modification creates the intended additional
capacity, function, or performance of the device; and

(IT) clinical data from the approved application and any supplement to the approved application
provide a reasonable assurance of safety and effectiveness for the changed device.

(ii) The Secretary may require, when necessary, additional clinical data to evaluate the design
modification of the device to provide a reasonable assurance of safety and effectiveness.

(e) WITHDRAWAL AND TEMPORARY SUSPENSION OF APPROVAL OF APPLICATION. —

(1) The Secretary shall, upon obtaining, where appropriate, advice on scientific matters from a panel or panels
under section 513, and after due notice and opportunity for informal hearing to the holder of an approved
application for a device, issue an order withdrawing approval of the application if the Secretary finds—

(A) that such device is unsafe or ineffective under the conditions of use prescribed, recommended, or
suggested in the labeling thereof;

(B) on the basis of new information before him with respect to such device, evaluated together with the
evidence available to him when the application was approved, that there is a lack of a showing of reasonable
assurance that the device is safe or effective under the conditions of use prescribed, recommended, or
suggested in the labeling thereof;

(C) that the application contained or was accompanied by an untrue statement of a material fact;
(D) that the applicant

(i) has failed to establish a system for maintaining records, or has repeatedly or deliberately failed to
maintain records or to make reports, required by an applicable regulation under section 519(a),

(ii) has refused to permit access to, or copying or verification of, such records as required by section 704, or
(iii) has not complied with the requirements of section 510;

(E) on the basis of new information before him with respect to such device, evaluated together with the
evidence before him when the application was approved, that the methods used in, or the facilities and
controls used for, the manufacture, processing, packing, or installation of such device do not conform with
the requirements of section 520(f) and were not brought into conformity with such requirements within a
reasonable time after receipt of written notice from the Secretary of nonconformity;

(F) on the basis of new information before him, evaluated together with the evidence before him when the
application was approved, that the labeling of such device, based on a fair evaluation of all material facts, is
false or misleading in any particular and was not corrected within a reasonable time after receipt of written
notice from the Secretary of such fact; or

(G) on the basis of new information before him, evaluated together with the evidence before him when the
application was approved, that such device is not shown to conform in all respects to a performance standard
which is in effect under section 514 compliance with which was a condition to approval of the application
and that there is a lack of adequate information to justify the deviation from such standard.

(2) The holder of an application subject to an order issued under paragraph (1) withdrawing approval of the
application may, by petition filed on or before the thirtieth day after the date upon which he receives notice of
such withdrawal, obtain review thereof in accordance with either paragraph (1) or (2) of subsection (g).
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(3) If, after providing an opportunity for an informal hearing, the Secretary determines there is reasonable
probability that the continuation of distribution of a device under an approved application would cause serious,
adverse health consequences or death, the Secretary shall by order temporarily suspend the approval of the
application approved under this section. If the Secretary issues such an order, the Secretary shall proceed
expeditiously under paragraph (1) to withdraw such application.

(f) Propuct DEVELOPMENT PROTOCOL. —

(1) In the case of a class III device which is required to have an approval of an application submitted under
subsection (¢), such device shall be considered as having such an approval if a notice of completion of testing
conducted in accordance with a product development protocol approved under paragraph (4) has been declared
completed under paragraph (6).

(2) Any person may submit to the Secretary a proposed product development protocol with respect to a device.
Such a protocol shall be accompanied by data supporting it. If, within thirty days of the receipt of such a
protocol, the Secretary determines that it appears to be appropriate to apply the requirements of this subsection
to the device with respect to which the protocol is submitted, the Secretary —

(A) may, at the initiative of the Secretary, refer the proposed protocol to the appropriate panel under section
513 for its recommendation respecting approval of the protocol; or

(B) shall so refer such protocol upon the request of the submitter, unless the Secretary finds that the proposed
protocol and accompanying data which would be reviewed by such panel substantially duplicate a product
development protocol and accompanying data which have previously been reviewed by such a panel.

(3) A proposed product development protocol for a device may be approved only if —

(A) the Secretary determines that it is appropriate to apply the requirements of this subsection to the device
in lieu of the requirement of approval of an application submitted under subsection (c); and

(B) the Secretary determines that the proposed protocol provides —
(i) a description of the device and the changes which may be made in the device,
(ii) a description of the preclinical trials (if any) of the device and a specification of

(I) the results from such trials to be required before the commencement of clinical trials of the
device, and

(IT) any permissible variations in preclinical trials and the results therefrom,
(iii) a description of the clinical trials (if any) of the device and a specification of

(I) the results from such trials to be required before the filing of a notice of completion of the
requirements of the protocol, and

(IT) any permissible variations in such trials and the results therefrom,

(iv) a description of the methods to be used in, and the facilities and controls to be used for, the
manufacture, processing, and when relevant, packing and 