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|. INTRODUCTION

The traffic on the information superhighway is being directed increasingly to con-
sumers and prescribers of pharmaceutical drugs, biologics, and medical devices. Doz-
ens of new home pages and web sites are popping up on the Internet and World Wide
Web (WWW) daily. Many of these promotional mediums are sponsored by drug and
device manufacturers. This information has become so prolific that a separate Pharma-
ceutical Information Network (PharminfoNet) now organizes and indexes private, gov-
ernment, and academic databases. These information sources span the spectrum from
government disseminators (including the National Institutes of Health (NIH), the Na-
tional Library of Medicine, the Agency for Health Care Policy and Research (AHCPR),
the Food and Drug Administration (FDA), and many others) to medical schools, patient
support groups, and pharmaceutical, biologic, and device manufacturers.

Nearly twenty-five percent of all Internet traffic is health reldtdgproximately
twenty-four percent of cancer patients, twenty-two percent of heart disease patients,
twenty-eight percent of diabetes patients, and thirty percent of AIDS patients are on-
line.2 Between 16,000,000 and 22,000,000 adult Americans use the Iitankethat
number is increasing at between ten to nineteen percent per hidude. incentives
exist to create and expand on-line information links. Physicians, patients, and man-
aged-care providers are relying more and more on personal computers (PCs) to access
information on the latest therapies. Within minutes up-to-date data can be accumulated
on a disease, existing treatments, adverse drug reports, potential new therapies, ongo-
ing investigational trials, and expanded access protocols for which a patient might be
eligible.

Both the FDA and Federal Trade Commission (FTC) have noticed these develop-
ments. This article focuses on actions likely to be taken by the’H&.FDA's con-
cerns have centered on the potential of drug and device manufacturers to promote prod-

“Mr. Scheineson is a Partner with the law firm of Reed Smith Shaw & McClay, Washington, D.C., and
was formerly FDA Associate Commissioner for Legislative Affairs.

* America’s House Call Network to Go On-Line By Yead, F-D-C Rrp. (“The Tan Sheet”), July 3,

1995, at 11.

21d. (citing theYankelovitch Monitgr

3 User statistics were calculated in August 1995 by Nielson Media Reséam@tRecount, Cyber
Census Still Confoundbl.Y. Times, Apr. 17, 1996, at D-1, col 5. The poll provoked an academic debate
that is still unresolved. Most researchers, however, agree on the 16,000,000 to 22,000,000 user range. A
more recent poll conducted between September 1995 and January 1996 by Louis Harris & Associates in
cooperation with the Baruch College School of Public Affairs estimated that 17,000,000 U.S. adults have
used the Internet (excluding solely e-mail usty.Hard to Untangle the Web of Usage Clajnfsain
DeALER, Feb. 19, 1996, at 6D.

4 New Forms of Political Participation; Caught in the Net; What to Make of User Estim&ast
PerspecTivE June-July 1996, at 36.

5 SeeMemorandum of Understanding, 36 Fed. Reg. 18,538 (Sept. 9, 1971). The FDA has primary
responsibility for reviewing advertising and promotion related to the marketing of prescription drug prod-
ucts (including biologics). The FDA also was given authority over the advertising and promotion of re-
stricted medical devices under the 1976 Medical Device Amendments. Pub. L. No. 94-295, 90 Stat. 539.
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ucts for uses not approved by it and contained within its approved labeling. An internal
FDA Internet working group continues to meet to discuss regulation and surveillance.
That group is composed primarily of officials from the FDA Center for Drug Evalua-
tion and Research (CDER) Division of Drug Marketing, Advertising, and Communica-
tions (DDMAC), the FDA Commissioner’s Office of Policy, and representatives of the
promotions and advertising policy staff from each FDA center.

This article examines the structures used currently by drug and device manufactur-
ers to promote products on the Internet and WWW. Those structures are analyzed under
the strictures of the Federal Food, Drug, and Cosmetic Act (FR@#yegulations,
and FDA policy guidance documents. Specific recommendations are made and conclu-
sions reached concerning the propriety of disseminating particular information using
this new information superhighway.

[I. CurrReNT FDA RecuLATORY PosiTiON
In order to stake a position in this area, the FDA has taken the following actions:

e Ithas begun to monitor manufacturers’ home pages using its limited resources (one
PC with access to the Internet and WWW within DDMAC) and several additional
PCs within its product centers.

e OnOctober 23, 1995, Robert Temple, CDER Associate Director for Medical Palicy,
suggested that although the format of drug promotions on the Internet might be
different, “I think the content aspects of it are more traditional than one might
imagine.® In the end, he said, “there is a message and somebody has written it.”

e On May 14, 1996, the FDA requested comments on suggested changes in its di-
rect-to-consumer promotions regulation, including letting FDA-approved patient
labeling replace “brief summarie®.1t also asked whether different disclosure
should be required for different media such as Intétnet.

Byron Tart, Director of the Center for Devices and Radiological Health (CDRH)
Promotion and Advertising Policy Staff, took the lead in this area by stating publicly, as
well as informally, that “we are leaning toward the fact that if you have information on
your home page, we see that probably more as labeling than adverfigtegdn-
nounced further that “we don’t see the Internet as any different from promotional litera-
ture” sent out directly by manufacturers, so “a good test for” manufacturers “would be

8 Pub. L. No. 75-717, 52 Stat. 1040 (1938), as amended 21 U.S.C. 88 301 et seq. (1994).

7 The FDA is most likely to regulate Internet use “inside the box” of its own advertising and labeling
regulations. This article analyzes that dimension of the issue. However, “technology is outpacing the law,”
according to Lance Hoffman of the Cyberspace Policy Center at George Washington Uniecsig,
Privacy and PowerWasH. TiMes, Aug. 19, 1996, at 8. The FDA may be well advised to withhold a tradi-
tional regulatory approach that may become irrelevant or obsolete before publication in final.

8 FDA Must Address Internet Advertising, Former Agency Commissioner Hayes Sufeests
Rep. (“The Pink Sheet”), Oct. 23, 1995, at 10 (October 19, 1995, FDA public meeting on direct-to-con-
sumer promotion).

91d.

1061 Fed. Reg. 24,314 (May 14, 1996). An advertisement of a prescription drug must include a brief
summary of the package insert. 21 C.F.R. § 201.1(4)(i)(a) (1996).

161 Fed. Reg. 24,316.

2 Device Information on Internet Home Pages Likely Constitutes Lab@liiyC Rer. (“The Gray
Sheet”), July 15, 1996, at I&W 5 (July 11, 1996, meeting sponsored by the Health Industry Manufacturers
Association).
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to say ‘would | send the information I'm putting on the Internet out on hard cdpy?"”

CDRH issued the first warning letter related to the Internet on March 7, 1996, to
U.S. Medical Products, Inc. in Austin, TeXA<DRH had reviewed the company’s
product information on its Internet and determined that the product description went
beyond its intended use as cleared in its 510(k) approval. The components of its knee
replacement system had been cleared for cemented use only; the information dissemi-
nated on Internet stated that the system was also available in forms suitable for “press
fit.”

The FDA held a public meeting of its Internet working group in October 1996 to
listen to additional presentations concerning Internet regulation or guidance. The agency
will issue informal guidance or notice-and-comment rulemaking in the future to address
what it has termed as “industry screaming for guidance in this &€hae’' FDA work-
ing group, however, will continue “in the learning mode” to monitor and meet periodi-
cally with Internet experts, manufacturers, consultants, and others to accumulate infor-
mation?®

Three other factors have worked to temporarily reduce the possibility of the FDA
challenging industry promotional practice. First, discovery continu&gashington
Legal Foundation v. Kessféin this case plaintiff has challenged the FDA's authority
to prohibit certain information dissemination practices as commercial speech protected
by the First Amendment of the U.S. Constitution.

Second, with regard to FDA reform legislation, Congress continues to examine
agency policy on restricting information dissemination by manufacturers, and is seek-
ing to negotiate a legislative solution with the FDA. Proposals in the 104th Congress
centered around permitting, in some form, manufacturer dissemination of peer-reviewed
scientific journal articles and medical texts that discuss unapproved uses of drugs,
biologics, and medical devices. Linked closely to this is an FDA proposal to streamline
the process of reviewing efficacy supplements. Congress is seeking a system designed
to meet the FDA's stated goal: to encourage submission of supplements by manufactur-
ers and reduce the number of additional uses of approved products for which applica-
tions are not submitted to the FDA.

Third, on May 13, 1996, the U.S. Supreme Court decided a landmark case defining
modern “commercial free speecl4 Liquormart v. Rhode Islaffdmay have direct
implications on the FDA's restrictions on disseminating scientific information. By unani-
mous decisiort the Court overturned a state law banning the advertisement of retail

81d.

14 Warning letter issued by FDA to U.S. Medical Products (Mar. 7, 1996). On July 11, 1996, Mr. Tart
reported a second warning letter concerning a “distributor of a particular device which was very aggressive
on the Internet in promoting the effectiveness of the device, which was way beyond the effectiveness which
had been cleared by the Agencipévice Information on Internet, supnote 12, at I&W 5.

15 FDA-Approved Patient Labeling Could Replace Brief Summary for Direct-to-CondaseF-D-

C Rer. (“The Pink Sheet”), May 20, 1996, at 9-10 (statement of llisa Bernstein, Senior Policy Advisor,
Office of Policy, FDA).

11d.

17880 F. Supp. 26 (D.D.C. 1995).

18116 S. Ct. 1495, 64 U.S.L.W. 4313 (U.S. May 13, 1996) (No. 94-1140).

19 All the Justices voted to overturn the Ist Circuit Court of Appeals which found “inherent merit” in
the states’ justification for the advertising ban; however, three concurring opinions were written. Justices
Stevens, Kennedy, Souter, and Ginsburg also concluded that although the First Amendment protects the
dissemination of truthful and nonmisleading commercial messages about lawful products and services to
ensure that consumers receive accurate information, states are authorized to regulate potentially deceptive
or overreaching advertising more freely than other forms of protected speech, and require less than strict
review of such regulations. 64 U.S. L.W. at 8-13.
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liquor prices, ruling that the First Amendment protects truthful and nonmisleading com-
mercial speech about lawful produét§trict scrutiny of the government'’s reasons for
abridging these rights will be applied. The government bears the burden of justifying an
advertising ban. The Court rejected Rhode Island’s contentions that this ban made its
citizen’s drink less, and that the ban was not more extensive than necessary to serve this
stated intent.

Likewise, the FDA might be unsuccessful if it tries to defend restrictions on the
free dissemination of product information by a manufacturer on the Internet, as the least
restrictive way to prevent consumer use of prescription drugs or devices for unapproved
indications.

[1l. CommoN ELEMENTS oF MANUFACTURER WEB STES

The scope and sophistication of Internet home pages or WWW sites sponsored by
drug and device companies varies greatly. This technology and its substantive applica-
tion, however, remains in its infancy. Many sites are still under construction with large
data components remaining inaccessible. Companies are comparing databases and for-
mats with their on-line competitors, and may become more innovative if other competi-
tors move in that direction.

According to recent listings included on network indexes such as PharminfoNet,
approximately eighteen pharmaceutical manufacturers sponsor listed WWW sites. Many
of those sites are place holders with off-the-shelf information on company operations
taken from their most recent annual reports. Several more sophisticated sites are limited
to diagnostic and treatment information on disease states for which the company mar-
kets products (although those products generally are not mentioned). Only true “trail-
blazers” include descriptions of drug product lines and products in the development
pipeline.

Generally, information included in manufacturer home pages and WWW sites can
be divided into the following categories accessible by clicking a mouse on words on the
screen or locator bars:

A. General Corporate Information

This information generally includes: company backgrounders and mission state-
ments, organization charts and pictures of personnel or pictures of company production
facilities and laboratories, letters from the Chief Executive Officer, and chronologies or
timelines of milestones in company development. Some more highly developed data-
bases also include discussion of collaborations with government or universities, em-
ployee profiles, research and development objectives, and patient opportunities to re-
ceive experimental treatments or participate in clinical trial protocols.

B. Investor Relations Information

The core of the investor relations section is usually the prior year’s annual report.
Readers can scroll between narrative on performance, forecasts, investment advisor
projections, or financial statements and balance sheets. Market trends may be discussed.
Graphs or pie charts may be included that compare current performance to prior years,
the company to its competitors, or products by class or market share. Formats generally

2|d. at 9.
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have mirrored the annual report, including profiles of individual patients who have
benefited from manufacturer therapies.

C. Career Opportunities or Other Employment Information

Information is included to entice potential applicants to consider employment with
the sponsor company. Favorable descriptions of corporate campus-like culture, research
opportunities, service to the poor, and child care take top billing. Job listings are posted
on bulletin boards. Resumes according to prescribed formats and applications can be
completed and transmitted by e-mail. Announcements of job fairs and scientific semi-
nars in which companies plan to participate also are included in these sections.

D. News and Information Directed to the Media

Company press releases are posted in this section of their WWW sites contempo-
raneously with their release to create a centralized and reliable distribution source. Ar-
chives and indexes of other releases, press kits, and background materials also are in-
dexed and accessible. Data links are provided to other trade periodicals or databases
covering specific diseases, drugs, biologics, or devices. News rooms or news groups
are provided for the media to talk with one another or with company officials.

E. General Scientific and Disease Information

Basic information and “primers” are provided and addressed to laymen concerning
the processes and science used by the companies. Innovations invented by particular
companies are identified and discussed. Processes are explained including common
research and development techniques, cell culture (for biologics), recovery science,
analytical chemistry, and the patent process. Topics are archived and indexed, and may
change frequently to encourage return visits to the site. Secondary sources are refer-
enced, included in bibliographies, and may be accessed directly from the company
database.

Other databases include extensive medical encyclopedias or discussions of disease
states for which companies manufacturer effective therapies. These disease discussions
can be rotated in advance of, or immediately following, approval of a new therapy by
the FDA. For example, Merck highlighted “what everyone should know” about
chickenpox following approval of its new chickenpox vaccine, Vari¥dsollowing
direct-to-consumer advertising rules, Merck included a section entitled “can chickenpox
be avoided?” thus informing consumers they should ask their doctor about new “pre-
ventative measures against chickenpox in children, teens and adults.” Another section
of the same file contained a consumer questionnaire to evaluate “Hepatitis B — Are
You at Risk?” Merck manufactures a new vaccine to treat that disease. No mention of
the vaccine was made.

F. Product Information
Approximately one-third of manufacturer-sponsored home pages surveyed included

product information. Some listed only approved products manufactured and marketed
by the company and their approved indications, in separate files marked “medicines,”

21 Seehttp://www.merck.com (Internet home page of Merck & Co., Inc., Vaccine Division).



702 Foobp anD DruG Law JOURNAL VoL. 51

“drugs,” or “products.” Others included drug or device summaries resembling patient
package inserts or MedGuid@sogether with brief summaries or full disclosure label-

ing accessible by clicking on highlighted words at the bottom of the page entitled “product
insert information.” Other subfiles, accessible from the main drug file, provide infor-
mation concerning patient assistance programs for those who need drugs but cannot
afford them, or patient registries. A reference section contains a bibliography of jour-
nals, medical texts, and other published studies of the drug or disease condition.

G. Product Pipeline Information

Detailed descriptions of drugs under development and not yet approved by the
FDA are included in only a few home pages under “product pipeline” categories. Some
summarize the FDA investigational new drug (IND) and drug development processes
in detail. Others describe on-going research by disease classification. Products are cat-
egorized within Phase |, Phase I, or Phase Ill development with a disclaimer that none
of the drugs have been approved by the FDA as safe or effective. Possible uses are
related generally, such as “may be useful to treat cancer patients so they can tolerate
higher doses of anti-cancer treatment.” Details may be included of trial locations, entry
criteria, and investigator contacts.

H. Special Programs and Collaborations

The special program category generally has highlighted or linked users to other on-
line services produced by the sponsor. For example, Genentech operates a database
entitled “Access Excellence” that links high school biology teachers to state-of-the-art
scientific instruction, news, and chatrooms so that lesson plans and teaching innova-
tions can be shared. All Internet users can access the full range of the scientific pro-
gramming. For example, Merck links users to the Medco database, its mail order phar-
maceutical benefit manager, and to managed care testimonials concerning its pharmacy
management expertise.

IV. OverviEw oF ReLATED GOVERNMENT, AcADEMIC, MEDICAL, AND
PatieEnT GrRouP DATABASES

For several years, following the legislative mandates of Congress, the NIH and
other components of the Public Health Service have compiled vast cancer and AIDS-
related databases that have been integrated into the on-line information superhighway.
These WWW sites frequently include links to the National Library of Medicine’s on-
line databases (e.g., MEDLINE). Specifically, NIH and the FDA operate the AIDS
Clinical Trials Information Service (ACTIS}.The National Cancer Institute operates

2260 Fed. Reg. 44,182 (Aug. 24, 1995).

23 Created by the Omnibus Programs Extension Act of 1988, Pub. L. No. 100-607, 102 Stat. 3048
(codified at 42 U.S.C. 8300cc-17(d) (1994)), following recommendations of the Presidential Commission
on the HIV Epidemic. The program includes a toll free 800 phone number (1-800-TRIALS-A) and a data
bank of clinical trial information compiled for and accessible to all on-line users through MEDLINE. The
legislative intent for the program was to inform physicians, researchers, support groups, and AIDS patients
and their families of the availability and status of investigational new medicines. The data includes a regis-
try of all clinical trials conducted by public and private sponsors under INDs, as well as a description of
treatment INDs, protocol design, site locations, investigators, inclusion-exclusion criteria, enrollment infor-
mation, phone numbers, trial phases, and preliminary results. It is updated weekly. ACTIS also produces a
database of biomedical information on AIDS-related drugs. Any information provided about a drug used in
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the Physician Data Query System (PDQ), which contains peer-reviewed statements on
anti-cancer drugs and records of over 9600 clinical t@sth on-line services con-

tain information on drugs not yet approved, or approved for one use while listed for
other uses not approved by the FDA. This information is based on requests for volun-
tary information from the drug industry.

Hundreds of other databases that describe drugs and devices have been added to
the Internet and WWW. Many of these are indexed through PharminfoNet and similar
indexing programs. Some function as interactive physician and consumer drug refer-
ences sponsored by consumer groups and trade publications that are browsable by ge-
neric and trade names. Others function as drug information services and updates of
medical literature sponsored by universities and medical sctools.

A final category of related databases involve specific diseases and are sponsored
on home pages by patient support groups such as the American Heart Association, the
American Cancer Society, and many other groups.

Mr. Tart has stated that, while the FDA is evaluating the links from a manufacturer
home page to other sites on which off-label uses are discussed, it probably will not see
a problem unless a manufacturer “link[s] to a specific site where all they do is talk about
the off-label use of a product, then we would think that you would be responsible for
that.™®

V. STATEMENT OF ISSUES

Some components of manufacturer WWW sites may be types of information com-
piled in traditional printed materials used to market drugs, biologics, and devices. This
information can include annual reports, brochures, detailing pieces, and professional
labels.

Dr. Temple properly has stated that “the format of drug promotions on the Internet
might be different.?” The audience is much broader and often beyond the control of the
information disseminator. Using the Internet, the language of a product brochure does
not remain in a doctor’s office to be reviewed by the practitioner and his patients. It
travels to an audience across the country and around the world, and may be by any
person with a PC or lap-top computer. For example, a Hopi Indian medicine man may
access information on active ingredients or indicated uses to administer a
pharmaceutical’'s herbal base to a suffering child. A pharmacy student could use scien-
tific information to supplement course curricula or study for exams. A university inves-

clinical trials is made available voluntarily by government and manufacturing sponsors including: adverse
effects, pharmacology, and dosage forms. The system is operated by Aspen Systems, a private information
consulting firm in Rockville, Maryland.

24 Established pursuant to the National Cancer Act of 1971, Pub. L. No. 92-218, § 407, 85 Stat. 881,
882 (codified at 42 U.S.C. § 285a-2), the PDQ system is an on-line database accessible to physicians
through the National Library of Medicine (with limited access to certain topics by patients) on the Internet
(http://wwwicic.nci.nih). The database contains peer-reviewed statements on anti-cancer drugs that are
updated monthly by five editorial boards of oncology specialists.

25 SeeUniversity of Maryland Drug Information Service (UMDI) (established to aid health-care pro-
fessionals and consumers with unanswered medical and pharmaceutical questions); Sci. Med. Pharmacy
Newsgroup (to provide pharmacists with a forum for discussion of the teaching and practice of the profes-
sion); University of Wisconsin Drug Formulary; Medical College of the University of Wisconsin Antibiot-
ics Utilization Guidelines; lowa Drug Information Service; and other institutional sponsored services in-
cluding University of Kentucky College of Pharmacy, USC School of Medicine, Mass General Hospital,
and the University of Texas.

26 Device Information on the Internetupranote 12, at I&W 6.

27 FDA Must Address Internet Advertisimgupranote 8, at 10.
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tigator could use published trial data as a historical control in testing an alternative

therapy. A foreign competitor could adopt label language, or expand indicated uses, in
a new application or product insert. A foreign patient could use a product for an indica-

tion approved in the United States, but not yet approved in his or her home country. The
opportunities are endless.

This dynamic medium moves static text into three dimensions. In order to cultivate
a broad audience, graphics likely will accompany the text, thus making the text interac-
tive. For example, a graphic of the fictional “Marcus Welby” could provide indicated
uses or dosing information, and the mechanism of action of a monoclonal antibody may
be illustrated with a moving model. Text can be accessed selectively so that risk factors
or disclaimers, for example, can be by-passed. A chat room allows patients and their
families to exchange advice and information, or to ask questions of an expert panel.
Complementary guidelines or endorsements of professional medical groups can be ac-
cessed from other databases sponsored by those organizations (occasionally compiled
using grants from the manufacturer).

If the FDA chooses to venture beyond review of labeling text into the dynamics of
an interactive user, it could move beyond its usual regulatory expertise and possibly
discourage innovation. Few studies are available on which to base judgments regarding
user behavior. Interactive elements, in turn, could increase utilization of product label-
ing and the sophistication of the patient community.

The FDA and the regulated community has raised the following specific issues:

e Istheinformation most commonly included in a manufacturer home page or WWW
site advertising, promotional labeling, or something else? Does a manufacturer
need to provide a paper copy of Internet information to the FDA using Form FDA
2253 when that information is accessible to the FDA on-line? Must the FDA be
notified each time text is updated or the format is rearranged?

« Can simplified product-specific patient information be used in lieu of the standard
“brief summary” or full disclosure product insert? In what form? Can the labeling
be included in a separate site? Because the Internet and the WWW are accessible
to all users, including consumers, must a sponsor comply with the direct-to-con-
sumer rules for all information segments even if the information is intended for
investors, physicians, insurers, or other audiences? Are fair balance requirements
evaluated by the file as a whole or on each computer screen of text?

» |s the selection of information on a home page considered solicited or unsolicited
for purposes of adhering to labeling requirements, and under what circumstances?

e Under what circumstances can a manufacturer include product information, pipe-
line information, financial information, or press releases.

e Under what circumstances can interactive graphic representations of a product’s
chemistry, physiology, or mechanisms of action be used?

e Towhat extentis information exchanged in chat rooms included in a manufacturer-
sponsored site attributed to the manufacturer? Under what circumstances can sci-
entific employees of a manufacturer answer questions or otherwise participate?

* What references can be made to scientific literature, or databases sponsored inde-
pendently by government, medical, or patient groups that contain information on
unapproved uses of a product? Can links to related sites be provided?

e Under what circumstances can information on international approvals or uses not
yet approved in the United States be accessible to U.S. audiences?
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VI. ANALYSIS OF ISSUES
A. Is This Advertising or Promotional Labeling?

The FDA has authority to determine the content of drug “labeling” and deem a
product misbrande®.The definition of “labeling® in the FDCA has been expanded
by the FDA to include most written, printed, or graphic matter that supplements or
explains a drug product, regardless of whether it physically accompanies the ffroduct.

The FDA was given authority over prescription drug advertisements in the Drug
Amendments of 1962,although no definition of “advertisement” was provided. The
FDA subsequently has issued regulations interpreting advertisements to include adver-
tisements published in journals, periodicals, and newspapers, as well as broadcasts
through media such as radio, television, and telephone communicatfossparate
regulation applies to promotion of an INDA sponsor or investigator, or their agent, is
not permitted to represent that such a drug is safe or effective for its investigated use, or
otherwise promote the drdjAn exception exists for the “full exchange of scientific
information.’®

If the FDA intends to regulate Internet transmissions, it must first determine whether
these communications, or any portion of them, are “advertising” or “labeling.” If they
are labeling, part 201 of title 21 of t®de of Federal Regulatioapplies® if they are
advertising, part 202 of the regulations applieghis distinction has been lost in the
informal guidance provided by DDMAC that requires all promotional materials be fairly
balanced in both content and format regardless of whether it is advertising or 1&beling.
At a minimum, Internet sites may be required to contain “full disclosure” (the full ap-
proved package insert) required for labeling, as opposed to the “brief summary” of side
effects, contraindications, and effectiveness required of advertisethents.

While no decision has been made by the agency, the most recent statement by
CDRH Promotions and Advertising Policy Director Byron Tart indicates that the FDA
views “[home page information] probably more as labeling than adverti€ifgnis
interpretation is consistent with the intent of the written on-line information that is product
specific to “supplement or explain the drug product.” Implicit in the FDA's statement is
that the space available for text on the Internet is much more expansive than the finite
and expensive advertising space in written publications or on broadcast media.

%21 U.S.C. § 352(n).

2 “Labeling” is defined under section 201(m) of the FDCA as “written, printed, or graphic matter (1)
upon or (2) accompanying [the produdd. § 321(m). A “label” is defined under section 201(k) as “writ-
ten, printed or graphic matter upon the immediate container” of a ldru® 321(k).

30 SeeKodel v. U.S., 335 U.S. 345 (1948). Dietary supplement literature was shipped separately from
the container or packaging. The U.S. Supreme Court held that no physical attachment was necessary. Book-
lets and drugs are part of an integrated distribution progchrat 350.

31 The advertising provision of the Amendments, commonly known as the Kefauver-Harris Amend-
ments, were codified at section 501(n) of the Act. 21 U.S.C. § 351(n).

%221 C.F.R. 8§ 202.1(I)(1) (1996).

%1d. 8 312.7(a). An IND is defined as “a new drug . . . that is used in a clinical investigédio®.”
312.3(b).

%1d. 8 312.7(a).

s1d.

%1d. § 201.1 et seq

s71d.

38 DDMAC, FDA CurRENT IssuesanD Procebures(1994).See als@1 C.F.R. § 202.1(e)(6), (7).

% See?2l C.F.R. § 202.1(e).

‘0 FDA Must Address Internet Advertisingipra note 8, at 10.
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Even though biologics and drugs are regulated under slightly different statutes, the
FDA's Center for Biologics Evaluation and Research (CBER) and CDRH apply prin-
ciples substantially identical to CDER-DDMACE.

B. Requirement to Submit Information to the FDA

For already approved new drugs, FDA regulations state, and CDER has taken the
position that, advertising and promotional labeling materials must be submitted rou-
tinely at the time of first us&.This does not require preclearance or FDA approval
before the information is used. Copies of advertising and labeling are required to be
submitted routinely via FDA Form 2253 and a copy of approved lab8lRrgclearance
is required only in “extraordinary circumstances” as defined by CDER, or if a company
wants an opinion in advance of Ué€@ccasionally, such preclearance is mandated in a
consent decree if a company has violated the agency’s promotional rules and the FDA
has gone to court to enforce its requirements.

In the case of a pending approval of a new drug, CDER has expanded its regulatory
authority by requesting review of all advertising and promotional material intended to
launch a product. This material generally is requested to be submitted voluntarily by a
company. Because a company wants favorable exercise of the FDA's discretion to ap-
prove a new drug application as quickly as possible, most companies comply with the
agency’s request.

Finally, in the case of a drug application considered under the FDA's accelerated
approval regulations, sponsors are required to submit launch materials and all promo-
tional labeling and advertisements for review by the FDA at least thirty days before the
intended time of initial dissemination of labeling or the initial publication of the adver-
tisement, unless informed that that submission is not necésaaproval can be with-
drawn if a manufacturer fails to adhere to this requirement or if the promotional mate-
rials are false or misleadirigy.

In private discussions the FDA has taken the hypothetical position that because
drug consumers have on-line access to Internet information, the direct-to-consumer
advertising rules might apply to all information on-If#&or direct-to-consumer ad-
vertising the FDA has viewed advertising broadly as including any materials intended

“1Seeb8 Fed. Reg. 42,340 (Aug. 9, 1993). Notice of formation of CBER Advertising and Promotional
Labeling Staff (APLS) where CBER notes that its information review policies are “more consistent with
practices currently followed by CDER.” CDER rules and regulations also have provided the basis for regu-
lation of device promotion because those rules are more specific and fully developed. Devices are viewed as
different, however, by the APLS particularly regarding the need to educate and train physicians. Despite the
FDA's authority to regulate only advertising and promotion of “restricted” devices (with the FTC given the
jurisdiction to regulate other device advertising), no definition has been issued by regulation. 21 U.S.C. §
352(q), (r). CDRH also uses its additional labeling authority to regulate device promotion.

4221 C.F.R. § 314.81(b)(3)(i) (“The applicant shall submit specimens of mailing pieces and any other
labeling or advertising devised for promotion of the drug product at the time of initial dissemination of the
labeling and at the time of the initial publication of the advertisement for a prescription drug product.”).

43 1d. Form FDA-2253, “Transmittal for Advertisements and Promotional Labeling for Drugs for Hu-
man Use,” currently contains no category for on-line information. The FDA either will amend the form or
will argue that a print out of Internet information should be submitted, and that information breaks down
into one of the other established categories such as: brochures, promotional letters, literature reprints, or
similar documents.

“ FDCA 8§ 502(n), 21 U.S.C. 8§ 352(n).

%57 Fed. Reg. 58,942, 58,943 (Dec. 11, 1992).

“61d.

47 Meeting with officials at DDMAC (Feb. 29, 1995).
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for consumers including not only traditional print and electronic advertisements, but
also videotapes, cassettes, pamphlets, brochures, and any other printed material in-
tended to be seen or used by a consumer, and that mention directly or indirectly a
specific product made by the company sponsoring the advertis&imel91, DDMAC
reportedly requested informally that all direct-to-consumer materials be submitted for
preclearancé.In light of Washington Legal Foundatipwhich challenges this author-

ity, voluntary compliance has been requested by the agency. FDA spokespersons have
stated that it has asked manufacturers to submit informally direct-to-consumer material
for comment on a “voluntary basi¥.”

None of these formal and informal document review requirements contemplated
the Internet. The reason behind submitting promotional materials to the FDA is that the
agency would not otherwise have access to documents used in the field. This does not
apply to the Internet. Through careful monitoring, the FDA can access all information
disseminated through this medium. Because of this difference, the FDA may be open to
receiving written notice that a home page has been established and a copy of a
manufacturer’s Internet address.

Yet, if the FDA is to be taken at its word that Internet materials are to be treated the
same as any other promotion, a hard copy of all Internet materials related to drugs
should be submitted “voluntarily” to the agency with FDA Form 2253 under the re-
guirements stated in section 314.81(b)(3)(i) of title 21 ofxbée of Federal Regula-
tionsat the time the information becomes accessible to on-line users. In the meantime,
even if consumers can access this information, DDMAC has no expectation that
preclearance or comment are required. The FDA, however, is willing to comment on
any materials provided.

C. Use of Simplified Specific Product Information

If product information included on an Internet home page is treated as labeling and
not advertising, the brief summary requirements in the drug advertising regulations do
not apply?* Manufacturers may be required under the labeling regulations, however, to
include the full professional label for each product discussed. This can be accomplished
easily in home page design by including one file that contains the full product insert
information. An icon or highlighted phrase might be included within a product sum-
mary that would allow a reader to access the complete information.

The FDA probably would be prefer that a manufacturer provide a summary of
specific products directed at consumers. Since 1968, the FDA has attempted to require
manufacturer preparation of nontechnical labeling directed to consumers to be dispensed

48 FDA ADVERTISING AND PromoTioN ManuaL § 430 (1996).

“°1d. The FDA acknowledged this policy by stating that the “FDA had informally requested manufac-
turers to submit, on a voluntary basis, proposed DTC promotional labeling and advertising for review and
comment prior to use.” 61 Fed. Reg. at 24,314. DDMAC Guidance issued to the industry in July 1993,
however, omitted the word “voluntary” in stating that “DDMAC requests that application holders continue
to submit for pre-clearance all promotional labeling and advertising that are intended to be used in direct-to-
consumer promotion.” DDMAC, FDA GRENT IssUESAND ProcEDURES(1993).

50 FDA Must Address Internet Advertising, supae 8, at 10. The FDA further stated that “it appears
that the agency’s request that manufacturers obtain advice on proposed DTC materials has been misinter-
preted as a requirement. . . . FDA reiterates that it does not now require, nor has it ever required, manufac-
turers to submit DTC promotional labeling and advertising for preclearalace.”

5121 C.F.R. § 202.1(e) requires that all advertisements be accompanied by a “true statement of infor-
mation in a brief summary related to side effects, contraindications and effectiveness.”
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by pharmacists with a dri§Recent proposed regulations sought mandatory (and vol-
untary) preparation of medication guides (MedGuides) to promote proper consumer
use of prescription drugdThose regulations have been withdrawn, but industry now
must work with consumer groups and the medical community to improve consumer
information on prescription drugs.

These on-line product summaries must be “fairly balanced” in both content and
format>® Fair balance must be achieved “between information relating to side effects
and contraindications and information relating to effectiveness of the @iTige’FDA
will consider both the representations made and the extent to which the labeling fails to
reveal “material facts about potential consequences from product Usejliestion
remains whether each page of text must be balanced. Given the uniqueness of the Internet
where computer screens are various sizes, the FDA should adopt a reasonableness stan-
dard where balance is determined based on each article or section of text. In the past,
the FDA has assumed that a person will read completely a topical article. Given the
interactive nature of home pages where a reader can shift quickly between text sections,
the FDA may reconsider this informal “rule of thumb.” Companies, therefore, should
consider carefully how they format product summaries and how they break them into
topics. Negative information or warnings could be interlaced throughout a summary to
balance text pages, rather than being grouped separately or at the end of textual mate-
rial. Another technique could include a red “warning” stop sign or related graphic on
each text page that could transfer a user to a contraindication section.

Traditionally, companies have opposed requirements that they provide labeling
information directly to consumers in order to preserve the “learned intermediary doc-
trine.”™® This doctrin