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What’s your

favorite OTC
drug flavor?
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What’s a Drug, and an
OTC Drug?




A Drugis an ...

 article[] intended for use in the diagnosis, cure, mitigation,
treatment, or prevention of disease in man or other animals

« article[] (other than food) intended to affect the structure or
any function of the body of man or other animals

FDCA, Section 201(g)(1)



A Cosmetic is an ...

article[ ] 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

FDCA, Section 201(1)(1)



AFoodis an ...

article[ ] used for food or drink for man or other animals,
chewing gum

FDCA, Section 201(f)



Why did we

review these
definitions?




Combinations:

Cosmetic-Drug:
« Toothpaste, anticaries
« Moisturizer sunscreens

Food-Drug:
« Mentholated cough drop
» Baking soda (sodium bicarbonate)



Fun Fact!

A “food” OTC drug (such as mentholated cough drops and baking
soda) are subject to food cGMPs and the Preventive Control Rule,
not drug cGMPs.

21 C.F.R. 211.1(c)



suoniuiyaq aloN

Prescription

Not safe unless under a
practitioner’s supervision
because of its toxicity or
other potentiality for
harmful effect, or the
method of its use, or the
collateral measures
necessary to its use

Limited by the approval

Adeqguate Directions

Directions under which the
layman can use a drug safely
and for the purposes for
which it is intended.




What is “OTC” really about ...

OTC = how the drug is sold

OTC # how the product gets to market
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OTC Monographs ...
Administrative Orders




Requirements Solved by OTC Monographs

When is

, because the drug
is Generally Recognized as
Safe and Effective (GRASE or
GRAS/E) under the conditions
on the label

What are




OTC Monograph Equation

Condition(s) for Use
Active Ingredient(s)
[ 7esting?)

OTC WMovograph Drug




I’'m going to

HNEGE:
antacid!




Step 1: Find the
Monograph

Monographs are arranged by drug
categories

Food and Drug Administration, HHS

(2) Number and percent of filing
terminations issued within 90 daysg
submission of a safety and effectl
ness data submission;

(3) If applicable, number and percen
of feedback letters issued within 730
days from the date of filing:

(4) Number and percent of notices for
proposed rulemaking issued within
1,095 days from the date of filing;

(5) Number and percent of final rules
issued within 912 days of closing of the
docket of the proposed rulemaking; and

(6) Total number of TEAs submitted
under §330.14.

() Timelines for FDA review and ac-
tion. FDA will review and take an ac-
tion within the following timelines:

(1) Within 180 days of submission of a
TEA under §330.14(c), FDA will issue a
notice of eligibility or post to the
docket a letter of ineligibility, in ac-
cordance with §330.14(d) and (e).

(2) Within 90 days of submission of a
safety and effectiveness data submis-
sion, in accordance with §330.14(j). FDA
will issue a filing determination. The
date of filing begins the FDA timelines
in paragraphs (¢)(3) and (4) of this sec-
tion.

(3) Within 730 days from the date of
filing, if the condition is initially de-
termined not to be GRASE for OTC use
in the United States, FDA will inform
the sponsor and other interested per-
sons who have submitted data of its de-
termination by feedback letter in ac-
cordance with §330.14(g)(4).

(4) Within 1,095 days from the date of
filing of a safety and effectiveness data
submission, FDA will issue a notice of
proposed rulemaking to either:

(1) Include the condition in an appro-
priate OTC monograph(s), either by
amending an existing monograph(s) or
establishing a new monograph(s), if
necessary,; or

(ii) Include the condition in §310.502
of this chapter.

(5) Within 912 days of the closing of
the docket of the proposed rulemaking
under paragraph (c)4) of this section.
FDA will issue a final rule.

[81 FR 84477, Nov. 23, 2016]

§331.10

PART 331—ANTACID PRODUCTS
FOR OVER-THE-COUNTER (OTC)
HUMAN USE

Subpart A—General Provisions

Sec.
331.1 Scoptt

Subpart B—Active Ingredients

331.10 Antacid active ingredients.

331.11 Listing of specific active ingredients.

331.15 Combination with nonantacid active
ingredients.

Subpart C—Testing Procedures

331.20 Determination of percent contribu-
tion of active ingredients.
331.21 Test Modifications.

Subpart D—Labeling

331.30 Labeling of antacid products.
331.80 Professional labeling.

AUTHORITY: 21 U.S.C. 321, 351, 352, 353, 355,
360, 371.

SovrcE: 39 FR 19874, June 4, 1974, unless
otherwise noted.

Subpart A—General Provisions

§331.1 Scope.

An over-the-counter antacid product
in a form suitable for oral administra-
tion is generally recognized as safe and
effective and is not misbranded if it
meets each of the following conditions
and each of the general conditions es-
tablished in §330.1 of this chapter.

Subpart B—Active Ingredients

§331.10 Antacid active ingredients.

(a) The active antacid ingredients of
the product consist of one or more of
the ingredients permitted in §331.11
within any maximum daily dosage
limit established, each ingredient is in-
cluded at a level that contributes at
least 25 percent of the total acid neu-
tralizing capacity of the product, and
the finished product contains at least 5
meq of acid neutralizing capacity as
measured by the procedure provided in
the United States Pharmacopeia 23/Na-
tional Formulary 18. The method es-
tablished in §331.20 shall be used to de-
termine the percent contribution of
each antacid active ingredient.
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Step 2: Identify
the Active
Ingredients

Not only important to identify
relevant ingredient(s), but also the
concentration (usually) and other
useful information

§331L.N

{b) This section does not apply to an
antacid ingredient specifically added as
a corrective to prevent a laxative or
constipating effect.

(30 FR 19874, June 4, 1574, as amended at 61
FR 482 Feb. § 190§]

#331.11 Listing of specific active in-
gredients.

(a) Aluminum-containing active in-
gradients:

(1) Basic aluminum carbonate gel.

(2} Aluminum hydroxide (or as alu-
minum  hydroxide-hexitol stabilized
polymer, alominum hydroxide-magne-
sinm carbonate codried gel. aluminum
hydroxide-magnesinum trisilicate
codried gel, aluminum-hydroxide su-
croge powder hydrated).

(3} Dihydroxyaluminum amino-
acetate and dihydroxyaluminum ami-
noacetic acid.

4} Aluminum phosphate gel when
used as part of an antacid combination
product and contributing at least 25
percent of the total acid neutralizing
capacity; maximum daily dosage limit
is B grams.

(5) Dihydroxyaluminum sodinum ca
honate.

(b)) Bicarbonate-containing active
gradients: Bicarbonate ion; maxi
daily dosage limit 200 mEq. for pers
up to 60 years old and 100 mEq. for
sons 60 years or older.

(o) Bismuth-containing active ing
dients:

(1) Bismuth aluminate.

(2) Bismuth carbonate.

(3) Bismuth subcarbonate.

(4) Bismuth subgallate.

(5) Bismuth subnitrate.

(d) Caleinm-containing active ingre-
dients: Caleiom. as carbonate or phos-
phate; maximuom daily dosage limit 160
mEq. caleinm (eg.. B grams calcinm
carbonatel

(&) Citrate-containing active ingredi-
ants: Citrate ion, as citric acid or salt:
maximum daily dosage limit 8 grams.

(f) Glyeine {aminoacetic acid).

(g Magnesinm-containing active in-
gradients:

(1) Hydrate magnesium aluminate ac-
tivated sulfate.

(2) Magaldrate.

(3) Magnesium aluminosilicates.

(4) Magnesium carbonate.

(5) Magnesium glycinate.

21 CFR Ch. 1 (4-1-20 Edition)

(6) Magnesium hydroxide.

(T Magnesium oxide.

(8) Magnesium trizilicate.

ihy Milk solids, dried.

(i} Phosphate-containing active in-
gradients:

(1} Aluminum phosphate; maximuoam
daily dosage limit B grams.

(2} Mono or dibasic caleium  salt;
maximum daily dosage limit 2 grams.

(3} Tricaleinm phosphate: maximum
daily dosage limit 24 grams.

(j)} Potassinm-containing active in-
gradients:

i1y Potazsium bicarbonate (or car-
bonate when used as a component of an
effervescent preparation); maximum
daily dosage limit 200 mEqg. of bicar-
bonate ion for persons up to 60 years
old and 100 mEqg. of bicarbonate ion for
persons 60 years or older.

Sodium bicarbomate (or carbonate
en used as a component of an effer-
vescent preparation); maximuom daily
dosage limit 200 mEg. of zodiom for
persons up to 60 years old and 100 mEq.
of sodinm for persons 60 years or older,
and 200 mEqg. of bicarbonate ion for per-
sons up to 60 years old and 100 mEq. of
bicarbonate ion for persons 60 years or
older. That part of the warning re-
quired by §330.1{g), which states. “Keep
this and all drugs out of the reach of
children™ is not required on a product
ich contains only sodium bicarbon-
powder and which is intended pri-
£ uses.

(1) Bilicates:

(1) Magnesium aluminosilicates.

(2) Magnesium trizsilicate.

(m) Tartrate-containing active ingre-
dients. Tartaric acid or its salts; max-
imum daily dosage limit 200 mEq. (15
grams) of tartrate.

(30 FR 19874, June 4, 1574, as amended at 51
FR 27763, Aug. 1, 1886; 55 FR 18850, May 11,
1840]

§331.15 Combination with nonantacid
active ingredients.

(a) An antacid may contain any gen-
erally recognized asz safe and effective
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Step 3: Identify
the Labeling

§331.30

submitted will be subject to the disclo-
sure rules in part 20 of this chapter.

|61 Fh 4823, Feb_ & 1996]

Subpart D—Labeling

§321.30 Labeling of antacid products.

(a) Statement of idenfity. The labeling
of the product contains the establizshed
name of the drug, if any, and identifies
the product as an “‘antacid.””

by Imdicafions. The labeling of the
product states, under the heading “'In-
dications,”” the following: “‘For the re-
lief of" {optional, any or all of the fol-
lowing:} ““heartburn,” *“‘sour stomach.™
andor “‘acid indigestion’ (which maxy
be followed by the optional statement:)
“and wpset stomach associated with™
{optional, as appropriate) “this symp-
tom”™ or ‘“‘these symptoms.”" Other
truthful and nonmisleading state-
ments, describing only the indications
for use that have been established and
listed in this paragraph (b}, may also
be used, as provided in $330.1icM2) of
this chapter. subject to the provisions
of section 502 of the act relating to
misbranding and the prohibition in sec-
tion 301lid} of the act against the intro-
duction or delivery for introduction
into interstate commerce of unap-
proved new drugs in violation of sec-
tion 305(a) of the act.

(c) Warnings. The labeling of the
product contains the following warn-
ings. under the heading ““Warnings",
which may be combined but not rear-
ranged to eliminate duplicative words
or phrases if the resulting warning is
clear and understandable:

i1y “Do not take more than (max-
imum recommended daily dosage, bro-
ken down by ape groups if appropriate,
expressed in units such as tablets or
teaspoonfuls) in a 24-hour period, or
use the maximum dosage of this prod-
uct for more than 2 weeks, except
under the advice and supervision of a
physician.””

(2} For products which cause con-
stipation in § percent or more of per-
sons who take the maximum rec-
ommended dosage: “‘May cause con-
stipation.”

(3} For products which cause laxation
in & percent or more of persons who

15

§331.80

take the maximum recommended dos-
age: "May have laxative effect.”

(4} For productz containing more
than & gm per day lactose in a max-
imum daily dosage: Do not wase this
product except under advice and super-
vigion of a physician if you are allergic
to milk or milk products.”™

(dy Drug interociion precaution. The
labeling of the product contains the
following statement “'Ask a doctor or
pharmacist before use if you are [bul-
let]! presently taking a prescription
drug. Antacids may interact with cer-
tain prescription drugs.”

(&) Directions for wsze. The labeling of
the product containg the recommended
dosage, under the heading “‘Direc-
tions"", per time interval (e.g., every 4
hours) or time period (e.g.. 4 times a
day} broken down by age groaps if ap-
propriate, followed by “or as directed
by a physician.”™

ify Eremption from the general occi-
dental overdoge warning. The labaling
for antacid drug products containing
the active ingredients identified in
§331.11{a), (b}, and (d) through {(m): per-
mitted combinations of these ingredi-
ents provided for in §331.10; and any of
these ingredients or combinations of
thess ingredients in combination with
simethicone (identified in $§332.10 of
thisz chapter and provided for in
§331.15(e)), are exempt from the re-
quirement in §330.1ig) of this chapter
that the Ilabeling bear the gensral
warning statement “In case of acci-
dental overdose, seek professional as-
sistance or contact a poison control
center immadiately.” With the excep-
tion of sodium bicarbonate powder
products identified in §331.11(k)(1), the
labeling must continue to bear the first
part of the general warning in §330.1ig)
of this chapter, which states, “HKeep
thiz and all drugs out of the reach of
children.™

{g) [Reserved]

{hy The word “‘doctor’”™ may be sab-
stituted for the word “physician™ in

tEee §301.66{bu4) of thie chapter.

21 CFR Ch. | (4-1-20 Edition)

any of the labeling statements in this
zection.

(30 FR 19874, June 4, 1574, as amended at 47
FHR 38484, Aug. 31, 1982; 51 FR 16266, May 1,
106 51 FR 27763, Aug. 1, 1986 52 FR 74830,
Mar. 13, 19687; 55 FR 11581, Mar_ 29, 1%0; 58 FR
45208, Aug. 26, 15403 59 FR 605856, Nov. 25 1994;
61 FR 17406, Apr. 22 1906; 64 FR 15295 Mar_ 17,
1009; 66 FR 13734, Mar. 24, 2004]

§331.80 Professional labeling.

(&) The labeling of the product pro-
wvided to health professionals {(but not
to the gpeneral pablic):

(1) 8hall contain the neutralizing ca-
pacity of the prodouct as calculated
using the procedure set forth in United
States Pharmacopeia 23/National For-
mulary 18 expressed in terms of the
dosage recommended per minimum
time interval or, if the labeling rec-
ommends more than ons dosage. in
terms of the minimum dosage rec-
ommendead par minimum time interval.

(2} May contain an indication for the
symptomatic relief of hyperacidity as-
sociated with the diagnosis of peptic
uleer, gastritiz. peptic esophagitis, gas-
tric hyperacidity. and hiatal hernia.

{3y For products containing bagic alu-
minum carbonate gel identified in
F 331 I{al(l)—Indicafion. “‘For the
treatment, control. or management of
hyperphosphatemia, or for use with a
low phosphate dist to prevent forma-
tiomn of phosphate wurinary stones,
through the reduction of phosphates in
the serum and urine.”

(4y For products confoining aluminum
ideniified in §FII IIal—Warnings. (i)
Prolonged use of aluminum-containing
antacids in patients with renal failure
may result in or worsen dialysis osteo-
malacia. Elevated tissue aluminom
levels contribute to the development of
the dialyzis encephalopathy and osteo-
malacia syndromes. 8mall amounts of
aluminum are absorbed from the gas-
trointestinal tract and renal excretion
of aluminum is impaired in renal fail-
ure. Aluminum is not well removed by
dialy=is because it is bound to albumin
and transferrin, which do not eross di-
alyzis membranes. As a result, alu-
minum iz deposited in bone, and dialy-
sis osteomalacia may develop when
large amounts of aluminum are in-
gested orally by patients with impaired
renal function.

246



Step 3a: Identify
the Labeling

Don’t forget other labeling
requirements appear in 21 C.F.R.
Part 201 and elsewhere, including
guidances

Pt. 201

associated with the product without in-
dicating each active ingredient (the es-
tablished name and guantity of each
active ingredient are not required); the
dosage form; and the price charged for
a prescription for a specific gquantity of
the drug product.

(3) The reminder advertizsement or re-
minder labeling may also include other
written, printed, or graphic matter,
e.g., identification of professional or
convenience services provided by the
pharmacy: Provided, That such infor-
mation is neither false nor misleading
and contains no representation or sug-
gestion concerning the drug produact’s
safety, effectiveness, or indications for
use.

(4) The price stated in the reminder
advertisement or reminder labeling as
that charged for a prescription shall in-
clude all charges to the consumer in-
cluding, but not limited to, the cost of
the drug product, professional fees, and
handling fees, if any. Mailing fees and
delivery fees, if any, may be stated sep-
arately and without repetition.

{b) This exemption from §§201.100 and
202.1 of this chapter is applicable to all
prescription drug reminder labeling
and reminder advertisements solely in-
tended to provide consumers with in-
formation regarding the price charged
for prescriptions including price lists,
catalogs, and other promotional mate-
rial, whether mailed, posted in a phar-
macy, placed in a newspaper, or aired
on radio or television.

(c) Any reminder advertisement or
reminder labeling intended to provide
consumers with prescription price in-
formation which is not in compliance
with this section shall be the subject of
appropriate regulatory action. Such ac-
tion may be taken against the product
and/or the responsible person.

[40 FR 58799, Dec. 18, 1875]
PART 201—LABELING

Subpart A—General Labeling Provisions

Bec.

201.1 Druge: name and place of business of
manufacturer, packer, or distributor.
201.2 Druge and devices; National Drug Code

numbers.
201.5 Drugs: adequate directions for use.
201.6 Druge; migleading statements.
201.10 Drugs: statement of ingredients.

21 CFR Ch. | (4-1-19 Edition)

201.15 Druogs: prominence of required label
statements.

201.16 Drugs: Spanish-language version of
certain required statements.

201.17 Druogs; location of expiration date.

201.18 Drugs: significance of control num-
bers.

201.19 Druogs; nse of term ““infant".

201.20 Declaration of presence of FD&C Yel-
low No. b and/or FD&C Yellow No. 6 in
certain drugs for human use.

201.21 Declaration of presence of
phenyvlalanine as a component of aspar-
tame in over-the-counter and prescrip-
tion drugs for human use.

201.22 Prescription drugs containing sual-
fites; required warning statements.

201.23 Required pediatric studies.

201.24 Labeling for systemic antibacterial
drug products.

201.25 Bar code label requirements.

201.26 Exceptions or alternatives to labeling
requirements for human drug produocts
held by the Strategic National Stockpile.

Subpart B—Labeling Requirements for
Prescription Drugs and/or Insulin

201.50 Statement of identity.

201.51 Declaration of net guantity of con-
tents.

201.55 Statement of dosage.

201.56 Reguirements on content and format
of labeling for human prescription drug
and biological products.

201.57 Specific requirements on content and
format of labeling for human prescrip-
tion drug and biclogical products de-
soribed in § 201.56(H1).

201.58 Waiver of labeling requirements.

Subpart C—Labeling Requirements for
Over-the-Counter Drugs

201.60 Principal display panel.

201.61 Statement of identity.

201.62 Declaration of net guantity of con-
tente.

201.63 Pregnancy'breast-feeding warning.

201.64 Sodiom labeling.

201.66 Format and content requirements for
over-the-counter (OTC) drug product la-
beling.

201.70 Calciom labeling.

201,71 Magnesium labeling.

201.72 Potassiom labeling.

201.80 Specific requirements on content and
format of labeling for human prescrip-
tion druog and biclogical products; older
druogs not described in §201.56(b)1).

Subpart D—Exemptions From Adequate
Directions for Use

201,100 Prescription drugs for human use.
201.105 Veterinary drugs.
201.115 New drugs or new animal drugs.

PART 330—OVER-THE-COUNTER
(OTC) HUMAN DRUGS WHICH
ARE GENERALLY RECOGNIZED
AS SAFE AND EFFECTIVE AND
NOT MISBRANDED

Subpart A—General Provisions

Bec.

330.1 General conditions for general rec-
ognition asz safe, effective and not mis-
branded.

330.2 Preghancy-nursing warning.

330.8 Imprinting of solid oral dozage form
drug products.

320.5 Drug categories.



Step 4. Identify
Other Reguirements

Don’t forget sometimes there are
other requirements, like testing

Food and Drug Administration, HHS

nonantacid laxative ingredient to cor-
rect for constipation caused by the ant-
acid. No labeling claim of the laxative
effect may be used for sauch a product.

(h) An antacid may contain any gen-
arally recognized as safe and effective
analgesic ingredient{s). if it is indi-
cated for use solely for the concurrent
symptoms involved, e.g., headache and
acid indigestion, and is marketed inm a
form intended for ingestion as a solu-
tion.

() An antacid may contain any gen-
arally recognized as safe and effective
antiflatulent ingredient if it is indi-
cated for use solely for the concurrent
symptoms of s aszocinted with heart-

- . irestion.

bpart C—Testing Procedur

#331.20 Determination of percent con-
tribution of active ingredients.

To determine the percent contribu-
tion of an antacid active ingredient,
place an accarately weighed amount of
the antacid active ingredient equal to
the amount present in a unit doze of
the product into a 250-milliliter (mL)
beaker. If wetting is desired. add not
mare than & mL of aleohol (neatralized
to an apparent pH of 3.5), and mix to
wet the sample thoroughly., Add T0 mL
of water, and mix on a magnetic stirrer
at 300 +£30 r.p.m. for 1 minute. Analyze
the acid neutralizing capacity of the
sample according to the procedure pro-
vided in the United States Pharma-
copeia 23Natiomal Formulary 18 and
caloulate the percent contribution of
the antacid active ingredient in the
total product as follows:

Percent contribution = (Total mEBEqg.
ntacid Active Ingredient = 100)0{Tota
0. Antacid Product).

|61 FH Fab. B, 1996)

§331.21 Test mod

The formulation or mode of adminis-
tration of certain products may reguire
a modification of the United States
Pharmacopeia 23/Mational Formulary
18 acid neuntralizing capacity test. Any
proposed modification and the data to
support it shall be submitted as a peti-
tion under the rules established in
510.30 of this chapter. All information

AHLLONS.

§331.30

submitted will be subject to the disclo-
sure rules in part 20 of this chapter.

(61 FR 4823, Feb._ &, 1995]

Subpart D—Labeling

§331.30 Labheling of antacid products.

(a) Statement of idenfity. The labeling
of the product contains the established
name of the drug, if any, and identifies
the product as an “‘antacid.””

(b)) Imdicafions. The labeling of the
product states, nnder the heading “'In-
dications,”” the following: “For the re-
lief of” (optional, any or all of the fol-
lowing:) “heartbarn,” “‘sour stomach,”
and/or *‘acid indigestion™ (which may
be followed by the optional statement:)
“and upset stomach associated with”
{optional, as appropriate) '‘this symp-
or “‘these symptoms"" Other
thful and nonmisleading state-
ts, describing only the indications
s2 that have been establizhed and

ing and the prohibition in sec-
} of the act against the intro-
or delivery for introduction

into erstate commerce of unap-
praoved Bew drugs in violation of sec-
tion 5058 of the act.

() rmnings. The labeling of the
produ contains the following warn-

nder the heading ““Warnings™,
may be combined but not rear-
d to eliminate duplicative words
hrases if the resulting warning is
ar and understandable:

“Do not take more than (max-
imum recommended daily dosage, bro-
ken down by age groups if appropriate,
expressed in units such as tablets or
teagpoonfuls) in a 24-hour period, or
use the maximuom dosage of this prod-
uct for more than 2 weeks, except
under the advice and supervision of a
physician.””

{2y For products which cause con-
stipation in 5 percent or more of per-
sons who take the maximum rec-
ommended dosage: *“‘May cause con-
stipation.”

(3} For products which cause laxation
in & percent or more of persons who
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What If | make

an antacid
(sodium
bicarbonate)
and cough drop
(menthol)?




NO go

Can only make a combination if the

Monograph allows for it.

Otherwise makes it an unapproved

new drug

£331.15 Combination with nonantacid
active ingredients.

(a) An antacid may contain any gan-
arally recognized asz safe and effactive

nonantacid laxative ingredient to cor-
rect for constipation caused by the ant-
acid. No labeling claim of the laxative
effect may be used for such a prodoct.

(b) An antacid may contain any gen-
erally recognized as safe and effective
analgesic ingredientis), if it is indi-
cated for ause solely for the concurrent
symptoms invalved, e.g., headache and
acid indigestion, and is marketed in a
form intended for ingestion as a solu-
tiom.

(z) An antacid may contain any gen-
arally recognized as safe and effective
antiflatulent ingredient if it is indi-
cated for ase solely for the concurrent
symptoms of gas associated with heart-
burn., sour stomach or acid indigestion.



Product Development: Cough Drop

(b) Oral antitussive drug. A drug that
either is taken by mouth or is dis-
solved in the mouth in the form of a
lozenge and acts systemically to re-
lieve cough.

(b) Topical antitussives. (1) Camphor.
(2) Menthol.

(1) “Temporarily” (select one of the
following: “alleviates,”’ “calms,”
“‘controls,” ‘*decreases,” “*quiets,”
“reduces,” ‘‘relieves,”” or ‘‘suppresses’’)
“‘cough due to’ (select one of the fol-
lowing: ‘“‘minor bronchial irritation’ or
“minor throat and bronchial irrita-
tion”) (select one of the following: ‘“‘as
may occur with,” ‘“‘associated with,’’ or
“occurring with'’) (select one of the
following: **A cold"” or ‘‘the common
cold™) “*or inhaled irritants.”

(2) “Temporarily” (select one of the

following: “alleviates,” “‘calms,”
“‘controls,’’ ‘*decreases,’”’ “quiets,”
“reduces,” ‘‘relieves,”” or ‘‘suppresses’’)
“‘cough’ (select one of the following:
“‘as may occur with,” ‘‘associated

with,”’ or “‘occurring with’’) (select one
of the following: ““A cold,” ‘‘the com-

At AarlAd Y oA Y halad ivnvitarntoty




RUNNY/STUFFY NOSE NATURAL FLAVORS AND MOST REFRESHING

No go: makes it an unapproved Better be true (natural flavors),
new drug but not a Monograph issue

(g) Topical nasal decongestant drug. A
drug that when applied topically inside
the nose, in the form of drops, jellies,
or sprays, or when inhaled intranasally
reduces nasal congestion caused by
acute or chronic rhinitis.



Product Development: Cough Drop

(b) For products containing menthol
identified in §§341.14(b)(2) and 356.12(f) of
this chapter. The product contains 5 to
10 milligrams menthol. The labeling of
the product contains the established
name of the drug, if any, and identifies
the product as a “cuugh suppressant/
oral angsilrets antltusswe (cough

§341.74(c)(1), (c)(2), and (c)(
356 of this chapter. The diregti

Repea.t every 2 hours as needed or as
directed by a doctor. [bullet] children
under 2 vears of age: ask a doctor™.

330 350.1 to ANTIPERSPIRANT DRUG PRODUCTS FOR
350.60 OVER-THE-COUNTER HUMAN USE
352 352.1to SUNSCREEN DRUG PRODUCTS FOR OVER-

INDEFINITELY]

ANTICARIES DRUG PRODUCTS FOR OVER
THE-COUNTER HUMAN USE

MISCELLANEQUS INTERMNAL DRUG
PRODUCTS FOR OVER-THE-COUN
HUMAN USE

358 358.101 to MISCELLANEQUS EXTERNAL DRUG
358.760 PRODUCTS FOR OVER-THE-COUNTER
HUMAN USE
361 3681.1 PRESCRIFTION DREUGS FOR HUMAMN USE

GENERALLY RECOGNIZED AS SAFE AND
EFFECTIVE AND NOT MISERANDED: DRUGS
LUSED IN RESEARCH



Why can’t | find

the oral
anesthetic
Monograph in
the C.FR.?!




Backstory:

Kefauver Amendment (1962): Drugs must be safe “and
effective”

Issue: How to determine that OTC drugs are effective [and
appropriately labeled]?



Backstory Cont.

Solution: OTC Monograph Review

Identify ~300,000 OTC drugs in the market in 1972 and
categorize them

Analyze the effectiveness by active ingredient (~700 actives)
and conditions for use

Establish regulations that specify the active ingredient and
labeling



The Monograph’s 3 Step Plan

 Public Bkl

__f._f]'ANPR -) TFM =) M ECRR

Advance Notice Tentative Final Final Monograph
of Proposed Monograph
Rulemaking

Source: FDA, Monograph Reform is Here! (5/20/2020), slide 8



Category I: GRASE

What do the Category II: Not GRASE (usually

three categories [T
mean?




Backstory Cont.

FDA to Congress in 1977:

““Panel Reports with Proposed Monographs’’ for 17 additional cate-
gories are scheduled for publication during fiscal year 1978, along with
the tentative publication of ten final monographs. Monographs for all
categories are scheduled for completion by fiscal year 1983 and should
lead to definitive federal standards on ingredients and labeling claims
for all non-prescription drugs. As the final monographs are published,
FDA will begin to examine marketed products to assure compliance
and will take enforcement action as appropriate.

FDA to Congress in 2017:

Approximately one third of the monographs are not yet final, and several hundred individual
ingredients (monographs can include multiple ingredients) do not have a final determination of
safety and effectiveness. In addition, a number of planned safety labeling changes for monograph
ingredients have not yet taken place while similar changes have already been made to prescription

drugs containing the same ingredient. Finally, restrictions in the monograph system may discourage
manufacturers from innovating.
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Status of OTC Rulemakings

update the public and this webpage as we have additional information.

category pages organized chronologically.

however, please let us know so that we can correct it.
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Status of OTC Rulemakings

The Over-the-Counter (OTC) drug category web site contains Federal Register notices
organized by therapeutic category subtopics. Each web page also links to therapeutic
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Status of OTC Rulemakings

On March 27, 2020, the President signed the Over-the-Counter Monograph Safety, Innovation, and Reform Act into law. This act is intended to modernize the
process by which FDA regulates over-the-counter monograph drugs. The FDA is in the process of implementing the changes set forth in the act and will
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This rulemaking history site is intended as a research aid and is not an official FDA record.
We have tried to make these histories accurate and complete. Should you find an error,
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Federal Register / Vol. 48, No. 27 [ Tuesday, February 8, 1983 / Proposed Rules

DEPARTMENT OF HEALTH AND
HUMAN SERVICES

Food and Drug Administration
21CFR Part 348
[Docket No. 78N-0301]

External Analgesic Drug Products for
Over-the-Counter Human Use;
Tentative Final Monograph

AGENCY: Food and Drug Administration.
AcTion: Notice of proposed rulemaking.

summany: The Food and Drug
Administration (FDA) is issuing a notice
of proposed rulemaking in the form of a
tentative final monograph that would
establish conditions under which over-
the-counter (OTC) external analgesic
drug products are generally recognized
as gafe and effective and not
misbranded. FDA {s issuing this-notice
~f proposed rulemaking after

- “aring the report and

“~tions of the Advisory
an OTC Topical

" stirheumatic, Otic, Burn,
Q,Adw.:: "ty Prevention and Treatment
52, "dja&) '3'1?@,, sts and public comments on
at 4 ay dor, s motice or proposed
%og, g that was based on those

.ndations. This proposal is part
agoing review of OTC drug
ts conducted by FDA.,
i Written comments, object

4§ 330.10(a)(6) (21 CFR 330.10{a)(6)), an
advance notice of proposed rulemaking
1o establish a for OTC

In response to the advance notice of
proposed rulemaking, 1 trade
iation, 10

external analgesic drug products,
together with the recommendations of
the Advisory Review Panel on OTC
Tapical Analgesic, Antitheumalic, Otic,
Burn, and Sunburn Prevention and
Treatment Drug Products, which was the
advisory review panel ibl

drug 36
health professionals, and 4 consumers
submitled comments. se to the

recommendations on camphor-
containing drug products, one trade
iation, six drug

evaluating data on the active ingredients
in this drug class. Interested persons
were invited to submit comments by
March 6, 1980. Reply comments in
response to comments filed in the initial
comment period could be submitted by
April 3, 1980

In a notice published in the Federal
Register of September 26, 1980 (45 FR
63878), the agency advised that it had
reopened the administrative record for
OTC external analgésic drug products to
allow for consideration of
recommendations on camphor-
containing drug products that had been
received from the Advisory Review
Panel on OTC Miscellaneous External
Drug Products after the date the
administrative record previously had
officially closed. The agency concluded
that the Miscollaneous External Panel's
recommendations should be available to
the agency in developing a proposed
regulation on external analgesic drug
products in the form of o tentative final

monograj
s with § the

28t for oral hearing before the
smissioner of Food and Drugs on the
sposed regulation by April 11, 1983.
2w data by February 8, 1984. -
omments on the new data by April 9,
1984. These dales are consistent with
the time periods specified in the
agency's final rule revising the
procedural regulations for reviewing and
classifying OTC drugs, published in the
Federal Register of Seplember 29, 1981
(46 FR 47730). Written comments on the
agency's economic impact determination
by June 8, 1983.
ADDRESS: Written comments, objections,
or request for oral hearing to the Docket
Mansgement Branch (HFA-805), Food
and Drug Administration , Rm. 4-6:
5600 Fishers Lane, Rockville, MD 20857.
New data and comments on new data
should also be addressed to the Dockets
Management Branch. .

data and information considered by.the
Panel were put on public display in the
Dockets Management Branch (HFA-
305), Food and Drug Administration
(address above). after deletion of a
small amount of trade secret
information. Data and information
received after the administrative record
was reopened have also been put on
display in the Dockets Management
Branch, -

‘The advance notice of proposed
rulemaking, which was published in the
Federal Register on December 4, 1970 (34
FR 69768), was designated is &
“proposed monograph” in order to
conform to terminology used in the OTC
drug review regulations (21 CFR 330.10).
Similarly, the present document'is
designated in the OTC drug review
regulations as a “tentative final
monograph.” lis legal status, however, is

FOR FURTHER
‘William E. Gilbertson, National Center
for Drugs and Biclogics (HFD-510), Food
and Drug Administration, 5600 Fishers
Lane, Rockville, MD 20857, 301-443—
48960,

SUPPLEMENTARY INFORMATION: In the
Federal Register of December 4, 1979 (44
FF 69768) FDA published, under

that of a proposed rule. In this tentative
final h (proposed rul A
states for the first time its position on
the establishment of a monograph for
OTC external analgesic drug products.
Final agency action on this matter will

" oceur with the publication at a future

date of a final monograph, which will be
a final rule ishi

one drug marketer submitted comments.
Copies of the comments received are
also on public display in the Dockets
Management Branch.

This proposal to establish Part 348 (21
CFR 348) constitutes FDA's tentative
adoption of the Panel's conclusions and
recommendations on OTC external
analgesic drug products as modified on
the basis of the comments received and
the agency's independent evaluation of
the Panel's report. Modifications have
been made for clarity and regulatory
accuracy and to reflect new information.
Such new information has been placed
on file in the Dockets Management
Branch (address above). These
modifications are reflected in the
following summary of the comments and
FDA's responses to them.

FDA published in the Federal Register
of September 29, 1981 (46 FR 47730) a
final rule revising the OTC procedural
regulations te conform to the decision in
Culler v. Kennedy, 475 F. Supp. 838
(D.D.C. 1879). The Court in Cutler held
that the OTC drug review regulations (21
CFR 330.10) were unlawful to the extent
that they authorized the marketing of
Category Il drugs after a final
monograph had been established.

Accordingly, this provision is now
deleted from the regulations. The
regulations now provide that any testing
necessary to resolve the safely an
effectiveness issues that formerly
resulted in a Category Il classification,
and submission to FDA of the results of
that testing or any other data, must be
done during the OTC drug rulemaking
process, before the establishment of a
final monograph (46 FR 47738).

Although it was not required to do so
under Cutler, FDA will no longer use the
terms “Category I," “Category 1" and
“Category lII" at the final monograph
stage in favor of the terms “monograph
canditions" (old Category 1) and
“nonmonograph conditions” (old
Categories Il and II1). This document
retains the concepts of Categories I, Il
and I at the lentative final monograph
stage.

The agency advises that the
conditions under which the drug
products that are subject to this
would be generally

a or
OTC external analgesic drug products.

recognized as safe and effective and not



Amending a Monograph

Requires engaging in the notice and comment process:
Proposed rule

Final rule
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NDA/ANDA

FDA notified the
NDA/ANDA holders,
either requiring or
requesting the change

Monograph

Encouraged including the
warning through a
guidance document,
despite the Monograph
being unfinished (TFM
Nov. 16, 1988)




Time and Extent Applications

Different mechanism to update the Monograph, primarily to
incorporate conditions outside of the U.S.

Two step process:

Step 1: material time and material extent?
Step 2: prove GRASE



Why learn

about the
Monographs
aren’t they
outdated?

Not quite.

The CARES Act transition to
Administrative Orders is built on
the Monograph process.



Administrative Orders

Monographs become Administrative Orders
Active ingredient-based system

Specifies conditions (such as labeling) to market the drug
without approval



Administrative Orders In Process

Industry-Initiated Order FDA-Initiated Order

I Requestor submits OMOR |

‘ FDA issues Proposed Order?

| Public comments on Proposed |
Order

I FDA issues Final Order! |

LFinal orders are final Agency actions subject to dispute resolution, administrative hearings, and judicial review.
20r interim final order under an expedited procedure



Exclusivity

18 month exclusivity when:

A new active ingredient not previously included in certain non-
prescription drugs without an NDA

A change in use that required new human data studies



OTC User Fees

Created under the CARES Act, called “Over-the-Counter
Monograph User Fee Act” (OMUFA)

Manufacturer Fees:
Monograph Drug Facility (MDF) Facility Fee
Contract Manufacturing Organization (CMO) Facility Fee

OTC Monograph Order Requests (OMOR)

Tier 1
Tier 2



The Meantime

Converted to Final Orders and thus can be marketed:
Final Monographs
Category I subject to a TFM

Not under a Final Order, but can be marketed:
Category I subject to ANPR
Category III subject to TFM

No longer allowed: Category II



3

OTC NDAs, Including Rx
to OTC Switch




Another Route — New Drug Approval

For not GRASE

Approaches:
Full NDA
NDA [Monograph] Deviation

Many common OTC drugs require an NDA/ANDA

Ibuprofen (brand name, Advil or Motrin)
Fexofenadine (brand name Allegra)
Ranitidine (brand name Zantac)



The Switch

A prescription drug switches to over-the-counter

How:
NDA holder files a supplement

Citizen petition to force a switch (see Section 503(b)(3))
FDA theoretically could do it on its own

Examples (yes that’s the same list):
Ibuprofen (brand name, Advil or Motrin)

Fexofenadine (brand name Allegra)
Ranitidine (brand name Zantac)



A

Behind-the-Counter




A Third-Option?

Not a prescription drug, but requires interacting with a
medical professional prior to purchase

Behind the Counter:

Pseudoephedrine (not for FDA reasons, but limit
methamphetamine production)

Plan B (previously)

FDA Draft Guidance: Innovative Approaches for
Nonprescription Drug Products (2018)



Wiley: The
Orange
Popcorn Cat

Help to lead to the Color Additive Amendment of 1960
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