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SUMMARY: The Food and Drug Administration (FDA) is publishing a final guidance entitled "Final Guidance on
Industry-Supported Scientific and Educational Activities" (hereinafter referred to as the final guidance). The agency
sought public comment on a draft version of this final guidance entitled "Draft Policy Statement on Industry-Supported
Scientific and Educational Activities" (hereinafter referred to as the draft policy statement), which was published in the
Federal Register on November 27, 1992; and on November 18, 1994, on a related citizen petition. The agency
considered the comments received and, where appropriate, revised the draft policy statement to create the final
guidance. The final guidance describes how industry may support scientific and educational activities without being
subject to regulation under the Federal Food, Drug, and Cosmetic Act (the act). The full text of the guidance is
published in this document.

DATES: Written comments on the guidance may be submitted at any time.

ADDRESSES: Submit written comments to the Dockets Management Branch (HFA-305), Food and Drug
Administration, 12420 Parklawn Dr., rm. 1-23, Rockville, MD 20857.

FOR FURTHER INFORMATION CONTACT:
For general questions about the guidance: Ilisa B. G. Bernstein, Office of Policy (HF-23), Food and Drug
Administration, 5600 Fishers Lane, Rockville, MD 20857, 301-827-3380, or via e-mail at IBernste@oc.fda.gov;

Regarding biological products: Toni M. Stifano, Center for Biologics Evaluation and Research (HFM-200), Food
and Drug Administration, 1401 Rockville Pike, Rockville, MD 20852-1448, 301-827-3028, or via e-mail at
stifano@cber.fda.gov;
Regarding medical device products: Byron L. Tart, Center for Device Evaluation and Radiologic Health (HFZ302), Food and Drug Administration, 2098 Gaither Rd., Rockville, MD 20850, 301-594-4639, or via e-mail at
bxt@cdrh.fda.gov;
Regarding human prescription drugs: Norman A. Drezin, Center for Drug Evaluation and Research (HFD-40),
Food and Drug Administration, 5600 Fishers Lane, rm. 17B-17, Rockville, MD 20857, 301-827-2831, or via e-mail at
drezinn@cder.fda.gov;
Regarding prescription animal drugs: Edward L. Spenser, Center for Veterinary Medicine (HFV-216), Food and
Drug Administration, 7500 Standish Pl., Rockville, MD 20855, 301-594-1722, or via e-mail at espenser@cvm.fda.gov.

SUPPLEMENTARY INFORMATION: In the Federal Register of November 27, 1992 (57 FR 56412), FDA
published the draft policy statement. As the agency noted in the introduction to the draft policy statement, these
activities may be subject to regulation under the labeling and advertising provisions of the act when they provide
information on FDA-regulated products marketed by the supporting companies.
As the introduction also noted, FDA traditionally has not sought to regulate industry-supported scientific and
educational activities that are otherwise independent and nonpromotional. Industry-supported scientific and educational
activities that are not independent and nonpromotional are not per se illegal, but they are subject to regulation.
FDA published the draft policy statement in response to requests from industry for guidance in this area. Prior to
publishing the draft policy statement, the agency engaged in an extensive outreach effort with scientific and health care
professionals, industry, consumer groups, and other Government agencies in an attempt to strike a proper balance
between the need for industry-supported dissemination of current scientific information and the need to ensure that
promotional activities by industry meet the requirements of the law.
Recognizing the importance and delicacy of this balance, the agency invited comments with regard to all issues
raised in the draft policy statement.
The agency received 152 comments, which included comments from academic and organized medicine, health
care professionals, industry and trade associations, public relations and advertising firms, and commercial continuing
education providers. FDA thoroughly considered these comments and revised the draft policy statement where
appropriate. In the Federal Register of November 18, 1994 (59 FR 59820), the agency sought comment on a citizen
petition (Docket No. 92N-0434/CP1) requesting that the agency withdraw the draft policy statement. The agency
received about 60 comments in response to this notice.
I. Highlights of the Final Guidance
In response to comments, the agency has made several revisions to the draft policy statement. First, the draft policy
statement has been modified to clarify that it is providing guidance on what the agency would look at in determining
independence. In doing so, rather than enumerating the elements of a written agreement, the final guidance presents the
ideas contained in the elements as factors the agency will consider in evaluating activities and determining
independence. Additionally, the text of "Other Factors in Determining Independence" indicia that were listed in section
II.B. of the draft policy statement (57 FR 56412 at 56414) are now included in the factors the agency will consider in
evaluating activities and determining independence. Second, although the final guidance has been modified to place less
emphasis on a written agreement between the supporting company and the provider, the agency continues to believe
that a written agreement is one way to document what measures were taken by the parties to maintain the independence
of the program.
In the final guidance, only 1 of the 10 elements of the written agreement presented in the draft policy statement
remains unchanged. The "Statement of Purpose" (section II.A.1. of the draft policy statement) has been deleted because
the final guidance lists the factors the agency will consider, rather than a suggested written agreement. The text of the
"Control of Content and Selection of Presenters and Moderators" (section II.A.2. of the draft policy statement) has been
modified slightly, but remains substantially unchanged. In the "Disclosure of Financial Relationships" (section II.A.3. of

the draft policy statement) a factor has been added indicating that when an activity includes discussion of unapproved
uses, there should be general disclosure of that fact. Additionally this discussion has been renamed "Disclosures," and
all factors that describe a disclosure are listed under this heading. The discussion concerning "Supporting Company
Involvement in Content" (section II.A.4. of the draft policy statement) has been incorporated into the factor concerning
"Control of Content and Selection of Presenters and Moderators" of the final guidance. The [*64075] discussion of
"Ancillary Promotional Activities" (section II.A.5. of the draft policy statement) has been narrowed so as to limit
promotional activities only in the room in which an activity takes place. The discussions concerning "Objectivity and
Balance" (section II.A.6.), "Limitations on Data" (section II.A.7. of the draft policy statement), and "Discussion of
Unapproved Uses" (section II.A.8. of the draft policy statement) have been deleted from the final guidance. The
"Opportunities for Debate" (section II.A.9. of the draft policy statement) has been renamed "Opportunities for
Discussion" to clarify its intent. The "Schedule of Activities" discussion (section II.A.10. of the draft policy statement)
has also been deleted from the final guidance.
Much of the draft policy statement's section entitled "Other Factors in Determining Independence" appears in the
final guidance, with a few modifications. First, the discussions concerning the "Provider" (section II.B.1. of the draft
policy statement) has been modified slightly, deleting the statement that discussed whether persons who are involved in
promotion of a company's products may function in the role as an independent provider. The discussion concerning
industry representatives help in logistical assistance (section II.B.2.a. of the draft policy statement) has been deleted
from final guidance. The "Suggestion of Presenters" discussion (section II.B.2.b. of the draft policy statement) has been
incorporated, in part, into the factor concerning "Control and Content and Selection of Presenters and Moderators" in
the final guidance. The discussion concerning "Focus on a Single Product" (section II.B.3.a. of the draft policy
statement) has been incorporated into the factor entitled "Focus of the Program" in the final guidance. The discussions
concerning "Multiple Performances" (section II.B.3.b. of the draft policy statement), "Audience Selection" (section
II.B.4.c.), "Dissemination" (section II.B.5.), and "Complaints" (section II.B.6.) remain substantially unchanged. The
"Gifts" (section II.B.4.a.) and "Emphasis on Noneducational Activities" (section II.B.4.b.) discussions have been
deleted from the final guidance. Finally, the discussion concerning "Misleading Title" (section II.B.4.d. of the draft
policy statement) has been incorporated into the factor concerning "Focus of the Program" in the final guidance.
In general, these revisions are intended to better focus the final guidance on the agency's core concerns-that the
provider develop the subject program independent from the influence of the supporting company, and that there is
disclosure of relationships between and among the supporting company, provider, presenters, and products discussed
that may be relevant to an assessment of the information presented. Thus, while the number of changes may be
significant, they do not change the fundamental intent of the final guidance to distinguish industry-supported scientific
and educational activities that are free from supporting company influence from those that are not.
II. Summary and Responses to Comments Received
A. General Comments
1. Several comments disputed the agency's assertion that industry-supported scientific and educational activities
traditionally have been viewed by the agency as subject to regulation under the act. They maintained that regulation of
these activities is an unwarranted expansion of agency authority and that the agency should specifically articulate the
basis for its regulatory authority.
FDA has long regulated drugs and devices (including biological products and animal drugs) based on the "intended
uses" for such products. Under section 201 of the act (21 U.S.C. 321), which defines the terms "drug" and "device," the
intended use of an article determines whether the article is a drug or device. In general, under the act and the Public
Health Service Act, a sponsor who wishes to market any new drug or biological product must demonstrate to FDA that
the product is safe and effective for each of its intended uses. (See sections 505(a) and 512(a) of the act (21 U.S.C.
355(a) and 360b(a)) and section 351 of the Public Health Service Act.) A sponsor who wishes to market a new medical
device must either demonstrate to FDA that there is a reasonable assurance that the device is safe and effective for each
of its intended uses or that it is substantially equivalent to (meaning, in part, that it has the same intended use as) another
device for which such a showing is not required. (See sections 510(k), 513(f) and (i), and 515(a) of the act (21 U.S.C.
360(k), 360c(f) and (i), and 360e(a)).) The package insert or product manual (approved professional labeling) which, for
approved and/or licensed products, physically accompanies the product, sets forth the uses for which the product has
been demonstrated to be safe and effective.

The "intended use" of a drug or device refers to the objective intent of the persons legally responsible for the
labeling of the product. This intent is determined by such persons' expressions or by the circumstances surrounding the
distribution of the article including, for example, labeling claims, advertising matter, or oral or written statements by
such persons or their representatives. (See 21 CFR 201.128 and 801.4.) The agency, thus, regulates products based not
only on information provided "with" the product (approved professional labeling), but also based on information
disseminated by or on behalf of manufacturers in other contexts, such as scientific and educational meetings and
symposia, books, reprints of articles from scientific journals, in part because all of these activities/materials can create
new intended uses for the products, which must be reflected in the approved labeling of the products.
The agency's focus on the manufacturer's characterization of its product in the marketplace is best reflected in the
statutory requirement that a drug or device shall be deemed to be misbranded unless its labeling bears adequate
directions for use. (See section 502(f)(1) of the act (21 U.S.C. 352(f)(1)).) The courts have agreed with the agency that
section 502(f)(1) of the act requires information not only on how a product is to be used (e.g., dosage and
administration), but also on all the intended uses of the product. (See Alberty Food Products Co. v. United States, 185
F.2d 321 (9th Cir. 1950) (drug product was misbranded because its labeling failed to state the intended use of the drug
(arthritis and rheumatism) as suggested by the company in newspaper advertisements); 21 CFR 201.5)) As previously
described, oral statements and materials presented at industry-supported scientific and educational activities may
provide evidence of a product's intended use. If these statements or materials promote a use that is inconsistent with the
product's approved labeling, the product is misbranded under section 502(f)(1) of the act for failure to bear labeling with
adequate directions for all intended uses. If it is a device, it is also adulterated because the listing of unapproved uses in
the labeling or advertising of an approved device results in an adulterated medical device under section 501(f) of the act,
and misbranded under section 502(o) of the act because premarket notification was not provided as required under
section 510(k) of the act.
FDA also finds support for its policy of examining a broad array of information disseminated by companies in the
general grant of authority over labeling and advertisements. Section [*64076] 201(m) of the act defines the term
"labeling" to include all "written, printed, or graphic" materials "accompanying" a regulated product. The Supreme
Court has agreed with the agency that this definition is not limited to materials that physically accompany a product. If
the material supplements, explains, or is otherwise textually related to a product, it is deemed to accompany the product
for purposes of section 201(m) of the act. (See Kordel v. United States, 335 U.S. 345 (1948).)
The agency has adopted a similar interpretation of the term "advertisement," which appears in section 502(n) of the
act (prescription drug advertisements) and 502(r) of the act (restricted device advertisements). Although the act does not
define the term "advertisement," section 502(n) and (r) of the act indicates that advertisements do not include materials
regulated as labeling. In addition, the legislative histories of the 1938 act and the 1962 amendments to the act support a
broad construction of what constitutes "advertising." Thus, the agency interprets the term "advertisement" to include
information (other than labeling) that originates from the same source as the product and that is intended to supplement
or explain the product. Prescription drug and restricted device advertisements that do not comply with section 502(n),
(q), or (r) of the act, or regulations issued thereunder, cause a prescription drug or restricted device to be misbranded.
2. Some comments contended that the policy will adversely affect the availability and quality of continuing
education for health care professionals. They maintained that the perception of regulatory risk on the part of supporting
companies, as well as administrative and financial burdens resulting from compliance with the policy, will cause
companies that have supported educational programs to redirect funds to lower risk, more efficient activities.
The agency recognizes the importance of continuing education for health care professionals and recognizes, as
well, the traditional role of industry in supporting such activities. With this final guidance, the agency has attempted to
address concerns raised by supporting companies, to describe factors the agency will consider in determining whether
an industry-supported activity is independent and not generally subject to regulation, and to accommodate industry's
need for predictability in these activities. The agency believes that the flexibility accorded companies in the final
guidance and in the agency's responses to these comments should provide a reasonable basis for continued support for
these activities. Decisions by companies involving allocation of resources for promotion and education are, of course,
affected by a variety of factors. The agency cannot ensure that companies will provide a given level of support for
professional education within the health care community.
B. The First Amendment

3. Several comments contended that the Draft Policy Statement on Industry-Supported Scientific and Educational
Activities (Draft Policy Statement) infringes upon the First Amendment to the Constitution. Some comments claimed
that the Draft Policy Statement infringed protections afforded to commercial speech.
The agency has considered the First Amendment in developing its policies on industry-supported scientific and
educational activities, and believes that the Draft Policy Statement and the Final Guidance are consistent with the First
Amendment's protection of freedom of expression. In producing these policy statements (guidance), FDA has sought to
accommodate the need for industry-supported scientific and educational activities and the statutory mandate to regulate
promotional activities (labeling and advertising) for drugs and devices in accordance with the act and the Public Health
Service Act.
1. The Regulation of Drugs and Devices
FDA's guidance on industry-supported scientific and educational activities describes the agency's regulation of
drugs and medical devices; it is not intended to regulate speech. It provides insight into the factors FDA will consider
when evaluating an industry-supported activity to determine whether it should be subject to regulation as labeling or
advertising, and, if so, to ensure that the activity does not misbrand or adulterate the subject drug or device. There are
three bases for this conclusion.
First, the guidance applies only to those company-supported activities that relate to the supporting company's
product(s) or to competing product(s). A company-supported activity that does not relate to the company's product, a
competing product, or suggest a use for the company's product would not be subject to regulation as a promotional
activity.
Second, the guidance distinguishes between company-supported activities that are independent of the promotional
influence of the supporting company and those that are not. As explained in the guidance, the agency does not seek to
regulate industry-supported activities that are independent and nonpromotional.
Third, the regulation of drugs and devices has an unavoidable effect on speech. As explained more fully in response
to Comment A.1, the act mandates that FDA regulate products as drugs or devices (including biological products and
animal drugs) based on the "intended uses" for such products.
Under section 201 of the act which defines, among other things, the terms "drug" and "device," the intended use of
an article determines whether the article is a drug or device. In general, under the act and the Public Health Service Act,
a sponsor who wishes to market any new drug or biological product must demonstrate to FDA that the product is safe
and effective for each of its intended uses (sections 505(a) and 512(a) of the act and section 351 of the Public Health
Service Act). A sponsor who wishes to market a new medical device must either demonstrate to FDA that there is a
reasonable assurance that the device is safe and effective for each of its intended uses or that it is substantially
equivalent to (meaning, in part, that it has the same intended use as) another device for which such a showing is not
required (sections 510(k), 513(f) and (i), and 515(a) of the act). In addition, all drugs and devices must bear labeling
with adequate directions for each intended use. If labeling for a drug or device fails to contain adequate directions for
each intended use, the drug or device is deemed to be misbranded (section 502(f)(1) of the act) and subject to seizure or
other enforcement actions. For approved or licensed products, the requirement that products bear labeling with adequate
directions for use is met by inclusion of the products' FDA-approved professional labeling (package insert or product
manual) that sets forth the uses for which the product has been approved/cleared as safe and effective.
The intended use of a drug or device refers to the objective intent of the persons legally responsible for the labeling
of the product.
The intent is determined by such persons' expressions or may be shown by the circumstances surrounding the
distribution of the article. This objective intent may, for example, be shown by labeling claims, advertising matter, or
oral or written statements by such persons or their representatives.
(21 CFR 201.128 and 801.4) (emphasis added); see e.g., Coyne Beahm, Inc., et al. v. United States Food and Drug
Administration, et al., 958 F. Supp. 1060 (M.D.N.C. 1997).
Accordingly, oral statements and materials presented at industry- [*64077] supported scientific and educational
activities may provide evidence of a product's intended use. If these statements or materials promote a use that has not
been approved by the agency (and therefore does not appear in the product's approved labeling), the product is
misbranded under section 502(f)(1) of the Act for failure to bear labeling with adequate directions for all intended uses

(21 CFR 201.5; Alberty Food Products Co. v. United States, 185 F.2d 321 (9th Cir. 1950)). The product may also be
misbranded if its labeling n1 or advertising is false or misleading (section 502(a), (n), and (q) of the act). If it is a
device, it is also adulterated because the listing of unapproved uses in the labeling or advertising of an approved device
results in an adulterated medical device under section 501(f) of the act, and misbranded under section 502(o) of the act
because premarket notification was not provided as required under section 510(k) of the act. n2 Thus, FDA's regulation
of intended uses for drugs and devices is essential to the regulation of such products. The safety and effectiveness of
drugs and devices cannot be evaluated in isolation from consideration of their intended uses.
n1 Section 201(m) of the act defines the term "labeling" to include all "written, printed, or graphic" materials
"accompanying" a regulated product. (See Kordel v. United States, 335 U.S. 345, 349-350 (1948).)
n2 It is a violation of the act to, among other things, introduce or deliver for introduction into interstate commerce a
misbranded or adulterated drug or device, or to cause the misbranding or adulteration of a drug or device while it is held
for sale after shipment in interstate commerce. (See e.g., sections 301(a) and (k) of the act.)
The Supreme Court "has recognized the strong governmental interest in certain forms of economic regulation, even
though such regulation may have an incidental effect on rights of speech * * *" (NAACP v. Claiborne Hardware Co.,
102 S.Ct. 3409, 3425 (1982)). (See also Ohralik v. Ohio State Bar Association, 98 S.Ct. 1912, 1919 (1978) (the
government "does not lose its power to regulate commercial activity deemed harmful to the public whenever speech is a
component of that activity").) Similarly, several lower courts have recognized that in certain areas of extensive Federal
regulation (securities, antitrust, transportation, trade, and labor), the Government may regulate communications of the
regulated parties without offending the First Amendment. In particular, SEC v. Wall Street Publishing Institute, Inc.,
851 F.2d 365 (D.C. Cir. 1988), cert. denied, 109 S.Ct. 1342 (1989), is most analogous to FDA's regulation of industrysupported scientific and educational activities.
The defendant in Wall Street Publishing published a stock market magazine that included feature articles profiling
individual companies and portraying the subject firms as appealing investment prospects. Some of the articles were
written by the featured company itself, others were written by public relations firms paid by the featured companies, and
still others were written by the editors of the magazine, who were paid by the featured companies. Because these
arrangements were not disclosed in the magazine, the Securities Exchange Commission (SEC) sought to enjoin the
publisher for violations of section 17(b) of the Securities Act of 1993, 15 U.S.C. 77q(b), which makes it unlawful to
describe a security for consideration without disclosing the existence of the consideration. The publisher challenged the
injunction on, among others, First Amendment grounds.
The court rejected the SEC's characterization of the feature articles as commercial speech and upheld the
government's efforts to regulate the magazine based on "the federal government's broad powers to regulate the security
industry" (Id. at 372 (footnote omitted)). According to the court, "[w]here the federal government extensively regulates
a field of economic activity, communication of the regulated parties often bears directly on the particular economic
objectives sought by the government, and regulation of such communications has been upheld" (Id. (citations omitted)).
This holding stems from the fact that "[i]f speech employed directly or indirectly to sell securities were totally
protected, any regulation of the securities market would be infeasible* * *." (Id. at 373; see also Id. at 374 n.9
("Requiring disclosure of a material fact in order to prevent investor misunderstanding is the very essence of federal
securities regulation."))
The court noted that:
[R]egulation of the exchange of information regarding securities is subject only to limited First Amendment
scrutiny. Speech relating to the purchase and sale of securities, in our view, forms a distinct category of communications
in which the government's power to regulate is at least as broad as with respect to the general rubric of commercial
speech * * * In areas of extensive federal regulation * * * we do not believe the Constitution requires the judiciary to
weigh the relative merits of particular regulatory objectives that impinge upon communications occurring within the
umbrella of an overall regulatory scheme.
Id. at 373. See also Home Box Office, Inc. v. FCC, 567 F.2d 9, 46 (D.C. Cir. 1977), cert. denied, 434 U.S. 829 (1977)
("[R]ules restricting speech do not necessarily abridge freedom of speech."); SEC v. Suter, 732 F.2d 1294 (7th Cir.
1984).
As with securities regulation, the Federal Government exerts extensive authority over the sale and promotion of
drugs and devices. Moreover, as previously explained, the Government's ability to regulate speech about these products,

like its need to regulate speech concerning the sale of securities, is essential to the regulation of drugs and devices. Yet
the regulation of drugs and devices, unlike the regulation of securities, clearly encompasses more than economic
activity; it protects consumer health and safety in an area where harm to the public can be direct and immediate.
Accordingly, First Amendment defenses have been raised and rejected in a number of FDA enforcement actions.
"Freedom of speech does not include the freedom to violate the labeling provisions of the Federal Food, Drug, and
Cosmetic Act" (United States v. Articles of Food * * * Clover Club Potato Chips, 67 F.R.D. 419, 424 (D. Idaho 1975)).
The First Amendment does not prohibit the seizure and condemnation of a book that is used to misbrand a product
(United States v. 8 Cartons, Containing "Plantation 'The Original' etc. Molasses", 103 F. Supp. 626, 628 (W.D.N.Y.
1951); United States v. Articles of Drug, 32 F.R.D. 32, 35 (S.D. Ill. 1963); but cf. United States v. 24 Bottles * *
*"Sterling Vinegar and Honey", 338 F.2d 157 (2d Cir. 1964) (book not used in immediate connection with sale of
product is not labeling and does not misbrand product)).
In conclusion, the act requires that FDA regulate drugs and devices based on their "intended use." The term
"intended use" is broadly defined to capture the manner in which a company characterizes its product in the
marketplace. The agency thus must examine the various means by which manufacturers and their representatives
provide information about their products to health care professionals and consumers, including statements and materials
presented at industry-supported scientific and educational activities, to determine whether the products are being
improperly promoted, and therefore misbranded or adulterated. Accordingly, FDA's ability to regulate the
communications at such activities is essential to the regulation of drugs and devices. In view of the fact that the
regulation of drugs and devices is an area of extensive federal regulation, the agency may regulate the communications
at industry-supported [*64078] scientific and educational activities without violating the First Amendment.
2. Commercial Speech
Assuming, contrary to the analysis just presented, that industry-supported scientific and educational activities
constitute protected speech, they are commercial speech and FDA's regulation of such activities does not violate the
First Amendment. Although the Supreme Court has furnished little explicit guidance as to how to determine whether
speech is commercial, it has provided some suggestion as to what factors are relevant when making a commercial
speech determination. (See Bolger v. Youngs Drug Products), 103 S.Ct. 2875 (1983) (concluding that informational
pamphlets are commercial speech based on a combination of three characteristics (conceded to be advertisements,
reference to a specific product, and economic motivation), but not suggesting that each of these characteristics is a
necessary element of commercial speech); S.U.N.Y. v. Fox, 109 S.Ct. 3028 (1989) (speech which proposes a
commercial transaction); Cincinnati v. Discovery Network, 113 S.Ct. 1505 (1993) (speech which proposes a
commercial transaction).) Furthermore, the Court has made clear that speech which does more than propose a
commercial transaction (linking a product to a current public debate or containing discussions of important public
issues) is not necessarily transformed into noncommercial speech (Central Hudson Gas & Electric Corp. v. Public Serv.
Comm'n, 100 S.Ct. 2343 (1980); Bolger, 103 S.Ct. at 2880-2881).
Applying the characteristics suggested in Bolger (advertisement, reference to a specific product, economic
motivation) or the test used in Fox and Discovery Network (speech which proposes a commercial transaction), industrysupported scientific and educational activities are commercial speech. The guidance at issue only applies to activities
that make reference to a specific product, and as explained below, the activities are economically motivated and propose
a commercial transaction. Drug and device companies sponsor such programs not only to encourage scientific
exchange, education, and corporate goodwill, but more importantly, to convince the audience to prescribe, purchase, or
otherwise use the products mentioned. A company-sponsored program that discusses use of a company product carries
with it, at the least, an implicit solicitation, and in many cases an explicit one (cf. Central Hudson, 100 S.Ct. at 2352
(suggesting that most businesses are unlikely to underwrite promotions that are of no interest to consumers); National
Commission on Egg Nutrition v. FTC, 570 F.2d 157 (7th Cir. 1977) (advertisement by egg industry trade association
claiming no relationship between eggs, cholesterol, and heart disease constitutes commercial speech)).
Indeed, a review of the medical literature on industry-supported scientific and educational activities demonstrates
that such activities are economically motivated and propose a commercial transaction. It is significant to note that the
number and cost of drug company-supported symposia have increased significantly over the years. In 1974, 16 drug
companies sponsored 7,519 symposia, at a cost of 6.5 million dollars. Roughly comparable figures showed that in 1988
the same companies sponsored 34,688 symposia at a cost exceeding 85.9 million dollars. n3 It is reasonable to conclude
that drug companies would not spend such large sums of money if they did not view these programs as an effective
means to promote their products. Numerous reports in the medical literature support this conclusion.

n3 Senate Labor and Human Resources Committee, Congressional Research Service, Survey of selected
pharmaceutical firms, Washington, DC, Government Printing Office, 1991.
In an article entitled "Physicians and the Pharmaceutical Industry: An Alliance with Unhealthy Aspects," 36
Perspectives in Biology and Medicine 376-394, 385 (Spring 1993), author Robert C. Noble describes industrysponsored symposia as, " an effective method for marketing new drugs," and explains that, " [t]he symposium, like the
promotional dinner, is frequently given a neutral title that disguises any promotional purpose * * *" (emphasis added).
(See also Lisa Bero, Alison Galbraith, and Drummond Rennie, "The Publication of Sponsored Symposiums in Medical
Journals," New England Journal of Medicine, 327:1135-1140, 1992 (demonstrating that published symposia were
promotional and not peer-reviewed, and those that were sponsored by a single company focused on single products, had
misleading titles, and featured unapproved drugs).)
It has also been suggested that drug companies will not provide financial support for scientific and educational
activities unless those activities in some way promote the supporting company's products. An editorial by Stephen E.
Goldfinger, in the New England Journal of Medicine, addressed the growing support and influence of the drug industry
in the education of physicians. According to Dr. Goldfinger:
The most acceptable kind of educational backing is the least available: donations to providers of continuing medical
education that are unrestricted with respect to program topics, speakers, or the backgrounds of the invited registrants.
When I have suggested this model to pharmaceutical directors who proclaim a genuine interest in supporting continuing
medical education, the usual response is a quizzical smile followed by a gentle reminder of the value of confining our
discussion to the realm of the possible. At a minimum, that realm usually requires the topic to be an area "of interest" to
the sponsor, meaning an area related to a product line in need of promotion.
Stephen E. Goldfinger, "A Matter of Influence" (Editorial), New England Journal of Medicine, pp. 1408-1409, 1409
(May 28, 1987).
Similarly, 2 years later, Eugene M. Bricker, wrote in the same journal that:
Most of the medical-service industry's marketing exercises are intended to be both educational and promotional,
and some are indeed broadly educational and of excellent quality. This does not alter the fact that promotion is their
basic objective; companies would not subsidize marketing methods unless they were rewarding.
Eugene M. Bricker, "Industrial Marketing and Medical Ethics" (Editorial), New England Journal of Medicine, pp. 16901692, 1691 (June 22, 1989). (See also Kenneth Miller, William A. Gouveia, Michael Barza, et al., "Undesirable
Marketing Practices in the Pharmaceutical Industry" (Letter to the Editor), New England Journal of Medicine, p. 54
(July 4, 1985) (Physician and pharmacist members of a hospital pharmacy committee expressing concern that drug
company grants to support educational functions, such as talks by visiting speakers, are sometimes clearly linked to a
request for the admission of a drug to the hospital's formulary or increased use of the product).)
Moreover, the results of a study by Marjorie A. Bowman and David L. Pearle, "Changes in Drug Prescribing
Patterns Related to Commercial Company Funding of Continuing Medical Education," Journal of Continuing
Education in the Health Professions, 8:13-20, 1988, confirm that industry-supported scientific and educational
activities propose a commercial transaction. Doctors Bowman and Pearle analyzed the drug prescribing patterns of
physicians attending three different continuing medical education (CME) courses, each of which was subsidized heavily
by a single, but different drug company. The course topics were directly related to a set of similar drugs from the same
class. Immediately prior to and 6 months after [*64079] each course, the physician attendees were asked to identify the
frequency of prescriptions written for the set of drugs. Despite the presumed independence of CME course content, in
all three courses the rate of prescribing for the drug of the sponsoring company increased the greatest in absolute terms,
while prescribing rates for the other drugs discussed in the program either decreased or did not increase as much. Thus,
company funding of such programs does appear to influence physicians' drug prescribing behavior in favor of the
sponsoring company's product. (See also Jerry Avorn, Milton Chen, and Robert Hartley, "Scientific and Commercial
Sources of Influence on the Prescribing Behavior of Physicians," American Journal of Medicine, 73:4-8, 1982
(demonstrating that commercial sources have greater influence over prescribing behavior than scientific sources of
information); Robert S. Stern, "Drug Promotion for an Unlabeled Indication-The Case of Topical Tretinoin," New
England Journal of Medicine," 331:1348-1349, 1994 (demonstrating that reports of company-sponsored studies and
promotional efforts, including symposia, were associated with a large increase in prescribing for an unapproved
indication).)

Thus, if industry-supported scientific and educational activities constitute protected speech, that speech is
"commercial speech" for purposes of constitutional analysis.
3. The Central Hudson Analysis
Over the past few decades, the Supreme Court has afforded commercial speech limited constitutional protection
(Virginia State Board of Pharmacy v. Virginia Citizens Consumer Council, Inc., 96 S.Ct. 1817 (1976); Central Hudson,
100 S.Ct. at 2343; 44 Liquormart, Inc. v. Rhode Island, 116 S.Ct. 1496 (1996)). In Central Hudson, the Supreme Court
established a four-prong test to determine whether limitations on commercial speech are constitutional. The test
inquires: (1) Whether the speech concerns lawful activity and is not misleading; (2) whether the asserted government
interest is substantial; (3) whether the limitation directly advances the governmental interest asserted; and (4) whether
the limitation is not more extensive than is necessary to serve that interest (Central Hudson, 100 S.Ct. at 2351).
Subsequently, in S.U.N.Y. v. Fox, 109 S.Ct. 3028 (1989), the Court clarified that the fourth prong of the Central Hudson
test is not a "least restrictive means" requirement; rather it requires that the restriction be "narrowly tailored" to serve
the asserted government interest. Narrow tailoring means "a fit that is not necessarily perfect, but reasonable" between
means and ends (Id. at 3035).
FDA's guidance on industry-supported scientific and educational activities satisfies all four prongs of the Central
Hudson test.
a. The first prong. Commercial speech that is false or misleading, or that concerns illegal activity, is not protected
by the First Amendment and may be banned (Zauderer v. Office of Disciplinary Counsel, 105 S.Ct. 2265, 2275 (1985);
Ibanez v. Board of Accountancy, 114 S.Ct. 2084, 2088 (1994)). Commercial speech is misleading when it is either
inherently likely to deceive or when experience has shown that the speech has in fact been deceptive (In Re R.M.J., 102
S.Ct. 929, 937 (1982)). Regulation of commercial speech that is not misleading, or that is only potentially misleading,
must satisfy the remaining prongs of the Central Hudson test.
As previously discussed, industry-supported scientific and educational activities that promote an unapproved
product, or promote an approved product for an unapproved use, create an unlawful product-a misbranded or
adulterated drug or device. Accordingly, industry-supported activities that promote unlawful products "concern illegal
activity" and may be prohibited.
Although FDA believes that most industry-supported scientific and educational activities are not inherently
misleading, they are clearly potentially misleading. The potential to mislead the listener (a health care professional) at
such an activity is heightened because the listener must not only determine whether the information presented is
scientifically sound, but also whether, or to what extent, the supporting company has influenced the presentation.
Evidence of bias in the content of industry-supported CME programs was demonstrated in a study conducted by
Marjorie A. Bowman. Dr. Bowman analyzed the content of two CME programs on calcium channel blocker drugs
(approved for treating high blood pressure) that were funded by different drug companies. In each case, the program
speakers mentioned positive effects more often in connection with the sponsoring company's drug and negative effects
more often with competitors' drugs. n4 A second study that analyzed the publication of industry-sponsored symposia in
medical journals concluded that the symposia were promotional in nature and not peer-reviewed, and those that were
sponsored by single pharmaceutical companies focused on single drug products, had misleading titles, and featured
unapproved drugs. n5 Additionally, there are numerous reports in the medical literature describing deceptive practices
in the design and delivery of industry-supported symposia. See e.g., Robert C. Noble, "Physicians and the
Pharmaceutical Industry: An Alliance with Unhealthy Aspects," 36 Perspectives in Biology and Medicine 376-394
(Spring 1993); "Pushing Drugs to Doctors," Consumer Reports, 57:87, Feb. 1992 (reporting on drug industry marketing
practices that mislead doctors).
n4 Marjorie A. Bowman, "The Impact of Drug Company Funding on the Content of Continuing Medical
Education," Mobius, 6:66-69, January 1986.
n5 Lisa Bero, Alison Galbraith, and Drummond Rennie, "The Publication of Sponsored Symposiums in Medical
Journals," New England Journal of Medicine, 327:1135-1140, 1992.
The potential to present misleading information at industry-supported activities is a particular concern when
unapproved uses are addressed. Usually, unapproved uses have not been vigorously evaluated, or if they have been
studied, the results are inconclusive. Thus, unapproved uses tend to lack the same degree of certainty and confidence as
FDA approved uses. In fact, the data that can identify risks associated with the unapproved use often do not exist, and

therefore complete information about the risks of the new use cannot be provided. This lack of data, of course, does not
make all discussions about unapproved uses misleading. However, it is important that the audience understand the
limitations on data supporting unapproved uses. The disclosure of such limitations, as recommended in the Final
Guidance, will help ensure that the audience understands the uncertainty associated with unapproved uses and not be
misled into thinking that such uses are safe and effective.
b. The second prong. FDA's guidance on industry-supported scientific and educational activities serves the
substantial Government interest of protecting the health and safety of its citizens by helping to ensure the dissemination
of truthful and nonmisleading information about drugs and medical devices. The Supreme Court has repeatedly held
that the Government's "interest in the health, safety, and welfare of its citizens constitutes a substantial interest"
(Posadas de Puerto Rico Associates v. Tourism Co., 106 S.Ct. 2968, 2977 [*64080] (1986); Rubin v. Coors, 115 S.Ct.
1585, 1591 (1995)).
In order to protect and promote the public health, Congress granted FDA broad statutory authority to ensure that
promotional activities (labeling and advertising) for drugs and devices are truthful and not misleading. Section 502(a) of
the act provides that a drug or device is deemed to be misbranded if its labeling is false or misleading in any particular,
and under section 502(q) of the act a restricted medical device is misbranded if its advertising is false or misleading in
any particular. A prescription drug is misbranded under section 502(n) of the act unless the manufacturer, packer, or
distributor includes in all advertisements with respect to that drug, "a true statement of * * * information in brief
summary relating to side effects, contraindications, and effectiveness * * *." n6 Similarly, a restricted device is
misbranded under section 502(r) of the act unless the manufacturer, packer, or distributor includes in all advertisements
with respect to that device, "a true statement of * * * the intended uses of the device and relevant warnings, precautions,
side effects, and contraindications * * *." Moreover, section 201(n) of the act specifically explains that if an article is
alleged to be misbranded because the labeling or advertising is misleading, there shall be taken into account not only
representations or suggestions made in the labeling or advertising, but also the extent to which the labeling or
advertising fails to reveal material facts. The dissemination of false or misleading information about drugs and devices
can induce physicians to choose therapies that deprive patients of reliable treatment and cause severe morbidity, lifethreatening adverse effects, or death.
n6 The prescription drug advertising regulations, issued under section 502(n) of the act, provide that an
advertisement does not satisfy the requirement that it present a "true statement" of information in brief summary if it is
false or misleading with respect to side effects, contraindications, or effectiveness (see 21 CFR 202.1(e)(5)(i)). In
addition, the regulations list 33 ways in which prescription drug advertisements may be false or misleading (see 21 CFR
202.1(e)(6) and (e)(7)).
FDA's guidance also serves to protect the public health by preserving the integrity of the premarket approval
process, a second substantial government interest. As explained earlier, by enacting the act, Congress established a
premarket approval and clearance process whereby manufacturers must establish that their drugs and devices are safe
and effective for each of their intended uses before they can be marketed and promoted for those uses. Manufacturers of
drugs and devices are not permitted to promote unapproved products or unapproved uses of approved products, either
directly or indirectly, such as through industry-supported scientific and educational activities. This regulatory
requirement is an important incentive for manufacturers to conduct studies to determine whether their products are safe
and effective. If premarket approval were not required for each intended use and manufacturers were free to promote
products for any use, manufacturers would have little reason to do scientific research and to present their data to FDA.
Additionally, it is important to note that the approval of a drug or device for one use does not provide assurance that the
product is safe or effective for a different use or use in a different patient population. Consequently, the promotion of
unapproved uses raises significant safety concerns, which are more fully discussed below.
c. The third prong. FDA's guidance on industry-supported scientific and educational activities directly advances the
government's substantial interests. "[A] governmental body seeking to sustain a restriction on commercial speech must
demonstrate that the harms it recites are real and that its restriction will in fact alleviate them to a material degree"
(Edenfield v. Fane, 113 S.Ct. 1792, 1800 (1993)).
FDA's guidance directly advances the Government's interest of protecting the health and safety of its citizens by
helping to ensure the dissemination of truthful and nonmisleading information about drugs and devices. The guidance
includes a number of suggestions on the design and conduct of industry-supported scientific and educational activities
so that they will be free from the promotional influence of the supporting company and not misleading. Such
suggestions include, for example, meaningful disclosure of the company's funding of the program and any significant

relationship between the provider (an entity, other than a regulated company, that produces the activity or program),
presenter, and supporting company; giving the provider full control over the content of the program and selection of
speakers; avoiding involvement of the sales or marketing departments of the supporting company in audience selection
decisions; and not having promotional activities in the meeting room. Industry-supported activities that are designed and
carried out in this manner are less likely to result in the dissemination of false, misleading, or biased information that
can adversely affect public health.
On a number of occasions, FDA has become aware of and taken action against industry-supported scientific and
educational activities that were false or misleading, and that could have caused harm to patients. For example, a few
years ago, agency staff viewed two videotaped presentations on treating gallstone disease that were broadcast
nationwide on a cable television network intended for physicians. The videos were produced and paid for by a major
drug company and prominently featured a drug marketed by the company for the chemical dissolution of certain
gallstones. The programs encouraged doctors to prescribe this drug instead of surgery to treat gallstone disease. These
representations and suggestions were false or misleading because: (1) The drug is approved only for dissolving certain
types and sizes of gallstones in patients for whom surgery is not medically appropriate, or for patients who refuse
surgery, and (2) surgery is more effective and is the preferred treatment for almost all patients with gallstone disease.
These industry-sponsored presentations could have caused many physicians to make inappropriate and potentially
harmful treatment decisions. After FDA notified the sponsoring company that the programs were false or misleading,
the company agreed to take appropriate corrective action.
In a more recent example, a major drug company sponsored a misleading symposium on cyclosporine drug
products (approved to prevent organ rejection in kidney, liver, and heart transplant patients), held in conjunction with
the annual meeting of the American Society of Transplant Physicians. The sponsoring company's "pioneer"
(nongeneric) cyclosporine drug product was about to lose patent protection and face competition from lower-priced
generic cyclosporine products at the time of the symposium.
An investigation by FDA revealed that the sponsoring company and its agent specifically requested that one invited
speaker revise his abstract to remove any references to the impending availability of generic cyclosporine products, to
delete or revise sections of text that did not support switching stable patients to the sponsoring company's product, and
to make other revisions to his presentation. Despite the speaker's insistence on including his abstract as originally
written, the sponsoring company again asked the speaker to revise his abstract and presentation. When the speaker again
refused to revise his abstract, it was not [*64081] included in the program materials disseminated during the
symposium.
The sponsoring company's actions to control the content of the symposium resulted in a misleading presentation in
that: (1) The sponsoring company implied that the speakers were speaking without editorial input or influence from the
sponsoring company, and (2) the sponsoring company foreclosed a full discussion of all cyclosporine drug products.
The sponsoring company's efforts undermined the unbiased exchange of scientific information, may have caused
physicians to unnecessarily switch stable patients to the company's product, and likely resulted in greater than necessary
expenditures by patients. This might not have been the case had the sponsoring company, consistent with the agency's
longstanding policy as articulated in the Draft Policy Statement, not influenced the content of the program.
FDA's guidance also directly advances the Government's interest of protecting the public health by preserving the
integrity of the premarket approval process. The act requires sponsors to establish that their drugs and devices are safe
and effective for their intended uses before they can be marketed and promoted. Consistent with this statutory scheme,
FDA has consistently prohibited the promotion of unapproved products and unapproved uses of approved products. As
explained earlier, this preserves the incentive for sponsors to conduct the adequate and well-controlled clinical
investigations that are necessary to demonstrate whether products are safe and effective for each of their intended uses,
and prevents patients from being exposed to unnecessary harms. There are, unfortunately, several examples of harms
associated with the promotion of unapproved uses.
For example, several manufacturers of calcium channel blockers (drugs approved to treat a type of chest pain
known as angina) attempted to promote these products for use in patients who had recently suffered heart attacks, called
acute myocardial infarctions (post-AMI patients). The use of calcium channel blockers in post-AMI patients is not an
approved use, and the agency successfully thwarted these promotional efforts. Many studies of post-AMI calcium
channel blocker use have failed to show benefits, and some studies suggest that they may cause harm, particularly in
patients with poor heart function. Given the many patients who suffer an AMI each year, the loss of life could have been
in the thousands if the manufacturers had promoted this use.

In another example, certain approved anti-arrhythmic drugs were illegally promoted for unapproved uses in postAMI patients. Included in these promotional activities were industry-sponsored lectures, presentations, and other
publicity events. Use of anti-arrhythmic drugs for this unapproved use was substantial and growing until a clinical study
(the CAST study) was conducted to evaluate definitively the safety and effectiveness of this use. The study produced a
highly unexpected result in that the treatment with anti-arrhythmic drugs produced a 2.5-fold increase in mortality. It is
estimated that tens of thousands of deaths were associated with this unapproved use. n7
n7 More Information for Better Patient Care: Hearing on S. 1477 Before the Senate Comm. on Labor and Human
Resources, 104th Cong. 51, 78-79 (1996) (statement of Thomas J. Moore, Senior Fellow, Center for Health Policy
Research, George Washington University).
More detailed information on the preceding examples and additional examples involving drugs, biologics, and
devices are contained in an FDA Federal Register notice requesting comments on a citizen petition submitted by the
Washington Legal Foundation (see 59 FR 59820, November 18, 1994).
FDA's guidance on industry-supported scientific and educational activities protects the integrity of the premarket
approval process because it dissuades manufacturers from using such activities as a means to promote unapproved
products and unapproved uses; thereby encouraging scientific research and eliminating unnecessary harms to patients.
At the same time, however, the agency acknowledges that drug and device manufacturers have an important role in
legitimate scientific and educational discussions, including discussions of unapproved products and unapproved uses.
Accordingly, the guidance recognizes that discussions of unapproved uses at industry-sponsored activities may be
appropriate, and suggests that the provider include a general disclosure to the audience as to whether any unapproved
uses will be discussed. This disclosure accommodates the need for industry-supported discussion on unapproved uses,
yet helps ensure that the information presented is not misleading so as to be misconstrued as discussion of an approved
use.
d. The fourth prong. The agency believes that the guidance is "narrowly tailored" and a reasonable approach to
protect the health and safety of consumers by discouraging the dissemination of misleading or biased information, and
by maintaining the integrity of the premarket approval process. The "Factors Considered in Evaluating Activities and
Determining Independence," in section II.A. of the Final Guidance, are "reasonable means" of distinguishing industrysupported activities that are intended to be promotional from those that are intended to be nonpromotional and free from
the supporting company's influence and bias.
The Supreme Court has expressed a willingness to defer the fourth-prong determination to the regulating body.
(See Fox, 109 S.Ct. at 3035; United States v. Edge Broadcasting Co., 113 S.Ct. 2696, 2707 (1993).) Since Fox, the
Court has applied the "reasonable fit" standard to uphold the regulation of commercial speech. (See Edge, 113 S.Ct. at
2705; Florida Bar v. Went For It, Inc., 115 S.Ct. 2371, 2380 (1995).) Moreover, the courts have granted greater leeway
and upheld reasonable regulation of commercial speech with regard to potentially harmful activities. (See Edge, 113
S.Ct. 2696 (upholding Federal prohibition of lottery advertising on radio in nonlottery State); Anheuser-Busch, Inc. v.
Schmoke, 63 F.3d 1305 (4th Cir. 1995), cert. denied, 65 U.S.L.W. 3723 (April 28, 1997) (No. 96-1428) (upholding
restrictions on outdoor advertising of alcoholic beverages); Penn Advertising of Baltimore, Inc. v. Mayor and City
Council of Baltimore, 63 F.3d 1318 (4th Cir. 1995), cert. denied, 65 U.S.L.W. 3723 (April 28, 1997) (No. 96-1428)
(upholding restrictions on outdoor advertising of cigarettes).) Certainly, with regard to the regulation of potentially
dangerous drugs and medical devices, FDA is entitled to the same, if not greater, deference.
FDA's guidance on industry-supported scientific and educational activities is narrowly tailored. The guidance
applies only to those industry-supported activities that relate to the supporting-company's product(s) or to competing
product(s). It is directed to the regulated sponsors of such activities (drug and device manufacturers) rather than the
participating professionals. It does not apply at all to independent scientists and organizations (e.g., universities, medical
societies, professional groups), which may freely participate in or sponsor scientific or educational activities.
Additionally, the agency has made clear that it does not seek to regulate all industry-supported scientific and
educational activities under the labeling and advertising provisions of the Act. As explained in the guidance, FDA has
not regulated and does not intend to regulate industry-supported activities that are [*64082] independent of the
promotional influence of the supporting company.
The Final Guidance suggests that the provider ensure:
[M]eaningful disclosure, at the time of the program, to the audience of: (1) the company's funding of the program;
(2) any significant relationship between the provider, presenters or moderators, and the supporting company (e.g.,

employee, grant recipient, owner of significant interest or stock); and (3) whether any unapproved uses of products will
be discussed.
These disclosures are fully consistent with the First Amendment. (See Virginia Board of Pharmacy, 96 S.Ct. at 1830 n.
24 ("They may also make it appropriate to require that a commercial message appear in such a form, or include such
additional information, warnings, and disclaimers, as are necessary to prevent its being deceptive."); In Re R.M.J., 102
S.Ct. at 926 ("a warning or disclaimer might be appropriately required * * * in order to dissipate the possibility of
consumer confusion or deception."); Zauderer, 105 S.Ct at 2282 and n.14 (holding that disclosure requirements do not
violate the First Amendment as long as they are reasonably related to the state's interest in preventing deception, and
indicating that disclosure requirements are one of the acceptable less restrictive alternatives to actual suppression of
speech).)
The agency's suggested disclosures are reasonably related to ensuring that the audience is in a position to fully
evaluate the information presented, in order to avoid being misled, confused, or deceived. The guidance suggests that
the disclosures be "meaningful" and "to the audience." It does not specify how or when during the activity the
disclosures should be delivered, or what should be said. Furthermore, as explained previously, the guidance suggests
that the provider disclose whether any unapproved uses of products will be discussed. It recognizes that discussions of
unapproved uses may be appropriate.
Finally, in response to comments, the agency made revisions to the Draft Policy Statement (reflected in the Final
Guidance) that are additional evidence of "narrow-tailoring." The most significant change was to place less emphasis on
the elements of a written agreement between the supporting company and the provider, and instead provide guidance on
what the agency will consider in evaluating activities and determining independence (Factors Considered in Evaluating
Activities and Determining Independence). The Final Guidance makes clear that the list of factors is not exhaustive and
that other factors may be appropriate for consideration in a particular case. The supporting company and the provider
are free to adopt alternative approaches to help ensure that activities are independent and nonpromotional.
4. Conclusion
FDA strongly believes that the Draft Policy Statement and the Final Guidance on Industry-Supported Scientific and
Educational Activities do not abridge the First Amendment because the agency's ability to regulate such activities is
essential to the regulation of drugs and devices, and the regulation of drugs and devices is an area of extensive Federal
regulation. If however, such activities are considered protected speech, they are commercial speech. The guidance
satisfies all prongs of the Central - Hudson test, and thus, does not violate the First Amendment.
C. Scope
4. Several comments from the medical device industry argued that medical devices should be exempt from the
policy. Some comments recommended, in the alternative, that there be a separate policy specific to medical devices.
They argued that the policy initiative resulted from an effort to address abuses in the pharmaceutical industry, and that
such abuses are not characteristic of the educational programs supported by medical device companies. Moreover, they
maintained that educational programs for devices are more in the nature of hands-on training programs and thus present
unique issues that would make compliance with a number of provisions of the draft policy statement (e.g., multiple
presentations, audience selection) impractical or impossible.
The agency declines to exempt medical devices from the final guidance. The statutory concepts of labeling,
advertising, and intended use do not differ for drugs and medical devices. "Hands-on" training sessions sponsored by
device manufacturers are inherently product-specific and generally do not fall within the description of independent and
nonpromotional educational programs that are contemplated by the final guidance. Training provided or supported by
device manufacturers related to labeled uses would present no difficulty for the sponsor. Industry-supported training for
off-label uses, however, will ordinarily be viewed by the agency as violative of the act.
5. Several comments from the animal drug industry and the veterinary community contended that animal drugs
should be exempt from the policy. They argued that the animal drug industry is not prone to the same abuses as the
human drug industry, that the process by which continuing education programs are provided to veterinarians is not
comparable to the process by which continuing education is provided to other health care professionals, and that the
administrative burdens and resulting expense imposed by the policy would restrict the availability of educational
programs for veterinarians.

The agency acknowledges that the processes by which continuing education is provided for veterinary health care
professionals differs in many ways from continuing education for other health care professionals. Nevertheless, the
basic principles embodied in the final guidance, the importance of independence, disclosure, and educational design and
intent apply to veterinary continuing medical education just as they apply to other industry-sponsored professional
education.
6. Several comments addressed the scope of activities that are affected by the policy. Some comments contended
that the scope of the policy has been appropriately narrowed to scientific and educational activities directed to health
care professionals. They supported the exclusion of activities directed at business, policy, or other nonhealth care
professional groups. Other comments argued that the scope should be narrowed further to encompass only those
industry-supported educational activities directed to health care professionals who are involved in prescribing or
administering regulated products. Several comments expressed concern that the scope of activities to which the policy
applies, beyond live presentations, is unclear. They expressed concern about the extent to which the policy applies to
presentations in electronic and other media. They contended that the policy should set forth the limitations of its
application and, moreover, should expressly exempt written materials from the scope of its application.
Although this final guidance is intended to address industry-supported scientific and educational activities directed
to health care professionals, the agency anticipates that presentations to other audiences may lend themselves to the
principles described in this final guidance. It is understood that a large majority of health care professionals participate
in the diagnostic and therapeutic management of patients and are, therefore, in a position to either prescribe, influence
prescribing, or monitor the effectiveness of regulated medical products. Information [*64083] presented at continuing
education programs may have a significant impact on these health care professionals.
There is no basis for applying a substantially different policy to industry-supported educational or scientific
activities that are broadcast, electronically recorded, or disseminated via other emerging media.
7. One comment requested that the agency clarify that the policy applies generally to continuing medical education
and also to industry-supported educational activities directed to health care professionals. The comment was concerned
that the reference to continuing medical education, in the first sentence of the first paragraph of the background section
of the draft policy statement, suggests that the scope of the policy may be limited to continuing medical education.
The agency agrees with the comment and has revised the language to refer to "continuing education for health care
professionals."
8. One comment was concerned that the language in the background section of the draft policy statement implies
that only independent activities, as described in the draft policy statement, can be considered educational activities. The
comment stated that accredited educational activities that are not free from company influence, yet not inconsistent with
approved labeling for any company product discussed, will no longer be regarded as legitimate educational activities.
The final guidance is not intended to distinguish between education and promotion and does not suggest that
company influenced activities are illegitimate or noneducational. To clarify this intent, FDA has added a sentence to the
background section, which states that the agency recognizes that industry-supported activities can be both
nonpromotional and educational. The final guidance is intended to distinguish between industry-supported activities that
the agency does not intend to regulate because they are otherwise independent of company influence and those that are
subject to regulation because of the substantive influence of the supporting company. Company-influenced activities
that provide information to health care professionals on regulated products may be educational in nature. They are,
nevertheless, subject to regulation and, thus, must be consistent with approved labeling.
9. Some comments were concerned that the policy narrows or eliminates the ability of companies to engage in
scientific exchange as provided for in § 312.7(a) (21 CFR 312.7(a)) (human drugs) and § 511.1(b)(8)(iv) (21 CFR
511.1(b)(8)(iv)) (animal drugs). The comments contended that the draft policy statement seems to subject companycontrolled scientific exchange to regulation because it is not an independent activity. They contended that appropriate
company-controlled scientific exchange should be expressly exempted from regulation in the policy.
This final guidance seeks to clarify the distinction between the concepts of promotion/commercialization and
industry-supported scientific exchange set forth in § § 312.7(a) (human drugs) and 511.1(b)(8)(iv) (animal drugs).
Programs supported by companies that are not otherwise independent scientific or educational activities are subject to
regulation as product promotion/commercialization.

10. Several comments contended that the policy is fundamentally flawed in that it institutionalizes industry support
for continuing education activities for health care professionals. One comment argued that part of the definition of
continuing medical education should be that it is nonsubsidized. Other comments recommended that the agency
encourage multiple-source funding for educational activities to minimize the potential for bias as the policy may not be
adequate to prevent the subtle bias inherent in a single sponsor situation.
The "institutionalization" of industry support for continuing education predates the agency's draft policy statement.
The agency has sought to avoid, through its policy, undue interference with the availability of continuing education.
Although FDA shares the concerns of some health care professionals that substantial reliance on industry funding may
result in bias in continuing education, such should be addressed by the profession rather than by the agency. Although
enlisting multiple sponsors would likely reduce the potential for bias toward any one product, the agency believes that
this approach may not be practical, in all instances, for all FDA-regulated products.
D. Background: Promotion, Education, and Independence
11. Some comments objected to language in the background section of the draft policy statement indicating that, in
assessing whether an industry-supported activity is independent, the agency will examine whether and to what extent
the company "is in a position to influence" the presentation. They contended that the correct inquiry is whether a
company has actually influenced a presentation, not whether a company was in a position to influence the presentation.
The agency cannot, in all cases, presume a provider to be independent merely because there is no documented
attempt by the supporting company to influence the program. Business relationships or other relationships may
influence a provider. A provider whose continued existence depends on the funding and goodwill of a supporting
company may, for practical purposes, be in the same position as a company employee, who depends on his or her
salary. Whether or not a company is in a position to influence the presentation is important in determining whether the
activity is independent.
12. One comment objected to the first sentence of the fifth paragraph to the background section of the draft policy
statement; this sentence indicated that, in assessing whether an activity is independent, the agency will examine whether
and to what extent the company is in a position to "otherwise use the presentation as an advertising vehicle." The
comment contended that this language is ambiguous as to what might cause the agency to conclude that a supporting
company has otherwise used a presentation as an advertising vehicle.
The agency agrees that clarification may be helpful. Accordingly, FDA has revised the text to state that the agency
will examine whether and to what extent the company is in a position to "otherwise transform an ostensibly independent
program into a promotional vehicle."
13. One comment suggested that the example provided in the parenthetical statement in the fifth paragraph to the
background section of the draft policy statement (57 FR 56412 at 56413) be changed from "if the provider believes that
future financial support from the company depends upon producing programs that promote the company's product" to
"if the provider has reason to believe * * *."
The agency agrees with the suggested change and has revised that section of the final guidance accordingly.
E. Policy: Scientific and Educational Activities Supported by Industry
The draft policy statement, in discussing FDA policy generally, stated that the agency "has not regulated and does
not intend to regulate under the labeling and advertising provisions of the act industry-supported scientific and
educational activities that are independent of the influence of the supporting company" (57 FR 56412 at 56413). The
agency further stated that [*64084] "companies and providers who wish to ensure that their activities will not be
subject to regulation should design and carry out their activities based on a written agreement * * * that the provider
will be solely responsible for designing and conducting the activity * * *."
14. Some comments contended that to make the provider solely responsible for design and conduct of an
educational activity excessively restricts supporting company involvement. They suggested revising the text to make the
provider "ultimately" responsible for design and conduct of an educational activity.
In order to maintain the concept of independence described in this final guidance, it is important to retain the
concept of provider "sole responsibility" for the design and conduct of the activity. This guidance is not designed to
restrict companies from continuing to provide programs for health care professionals, but to distinguish between

activities that are otherwise independent from the promotional influence of the supporting company and those that are
not. A provider who merely adopts a company-designed presentation has not functioned as a truly independent
educational provider.
1. Written Agreement-Generally
Although the draft policy statement did not require a written agreement, it did state that a written agreement can
"play an important role in helping to ensure that an industry-sponsored activity comes within the safe harbor
traditionally recognized by the agency for independent scientific and educational activities" (57 FR 56412 at 56413).
The draft policy statement also described 10 elements the agency would anticipate in such written agreement.
As discussed in comment 15 of section II.E.1. of this document, the final guidance was modified to place less
emphasis on a written agreement, but states that a written agreement is one way to document what measures were taken
by the parties to maintain the independence of an activity.
15. Several comments suggested that a written agreement between the provider and supporting company was
required and overly burdensome, both substantively and administratively. These comments identified a number of
possible consequences including, foremost, that the written agreement would function as a disincentive for industry to
support continuing education, resulting in fewer and lower quality educational activities. Several comments objected to
the written agreement in general as overly restrictive and intrusive, containing too many elements, unwieldy, and/or
impractical. The comments suggested, among other things, that there should be no requirement at all, that the agreement
should provide only that the provider exercises final control and that the agreement should provide only that the
program be objective, balanced, and scientifically rigorous, and that there be disclosure with all other details left to the
parties. Other comments recommended that the agency develop a "generic" written agreement, or alternatively, provide
guidance to national accrediting organizations as to the content of acceptable standardized written agreements. Still
other comments were supportive of the concept of a written agreement, did not anticipate that written agreements would
be unduly burdensome, and moreover, maintained that the written agreement would improve the process of developing
meaningful educational activities. Some comments suggested that, for their purposes, the fact that clear guidance, which
distinguishes regulated from nonregulated activities exists, may be more important than what the guidance actually
contains. The comments complained that the lack of guidance, and resulting uncertainty as to the regulatory
consequences of industry support for scientific and educational activities, have made industry reluctant to provide
support for these activities.
As noted earlier, the agency has clarified its intention that a written agreement between the supporting company
and the provider is recommended, and not required. The final guidance recognizes that a written agreement is one way
of documenting the measures taken by the provider and the supporting company to ensure independence of an activity.
The agency does not anticipate that a written agreement would be an undue burden for any of the parties involved in
continuing education for health care professionals. Moreover, the agency anticipates that such agreements will enhance,
rather than detract from, the quality of industry-supported educational activities.
16. One comment contended that failure to abide by the terms of a written agreement should subject the parties to
additional penalties beyond those currently provided for in the act.
The agency believes that its existing statutory authority is sufficient to address industry-supported activities that are
subject to regulation and may be violative.
2. Statement of Purpose
The draft policy statement's "Statement of Purpose" section (section II.A.1.) advised that the company and the
provider should agree that the program "is for scientific or educational purposes and not for the purpose of promoting
any product and that any discussion of the company's products will be objective, balanced and scientifically rigorous"
(57 FR 56412 at 56413).
FDA has deleted the "Statement of Purpose" section because the elements of a written agreement are no longer
described in the final guidance.
3. Control of Content/Selection of Presenters
The draft policy statement stated that the provider would be responsible for exercising full control over the
planning of the program's content, including the selection of presenters and moderators. The draft policy statement

indicated that companies should "play no role in the selection of presenters or moderators other than responding to
provider requests" for such persons, but that companies could make unsolicited suggestions of speakers to "nationally
recognized accrediting organizations that compile lists of speakers * * *" (57 FR 56412 at 56413). The draft policy
statement specified further details regarding requests for speakers, such as having companies agree to provide, where
reasonably possible, the names of more than one suggested presenter and to "disclose all known significant financial
and other relationships between the company and suggested presenter." The draft policy statement stated that providers
should agree to seek suggestions for presenters from sources other than the company, to make independent judgments
on appropriate presenters, and to select presenters "representing an appropriate diversity of legitimate medical opinion
on the topic under discussion when the format permits * * *" (57 FR 56412 at 56413). Additionally, the draft policy
statement stated that providers should agree to disclose whether a presenter was suggested by the company. The final
guidance includes a factor concerning "Control of Content and Selection of Presenters and Moderators" (section II.A.),
which contains most of the concepts described in the draft policy statement.
17. Several comments objected to the provision in the draft policy statement concerning presenters suggested by the
supporting company. The comments objected in particular to the statement that the provider agrees to disclose
[*64085] when it has selected a presenter suggested by the supporting company. These comments contended that such
disclosure is unnecessary because it unfairly raises the specter of bias as to that presenter and, moreover, the "Disclosure
of Financial Relationships" element of the draft policy statement (section II.A.3.) provides for adequate disclosure of
any significant relationship between the presenter and the supporting company. Other comments contended that the
supporting company should under no circumstances be permitted to suggest presenters.
As stated in the draft policy statement, there is a perceived need on the part of some providers for assistance from
supporting companies in identifying appropriate speakers. The agency is unwilling, at this time, to infer undue influence
by the supporting company if it responds to a request from such a provider. Health care professionals are entitled to
know the nature of any involvement by supporting companies in educational efforts. However, the agency agrees with
the comment that disclosure of any significant relationship between the provider, supporting company, and presenters or
moderators would be sufficient. The possibility of unwarranted bias against presenters suggested by industry should be
dealt with in the open environment of scientific exchange. Accordingly, the final guidance does not address specific
disclosure of the supporting company's suggestions for speakers or moderators.
18. Some comments objected to the statement that a supporting company, when responding to a provider request
for suggestions of presenters, agree to disclose all known significant financial and other relationships between the
suggested presenter and the supporting company. They argued that this provision is burdensome and redundant in light
of the disclosure obligation in the "Disclosure of Financial Relationships" section of the draft policy statement (section
II.A.3.).
The agency believes that a presenter's significant relationships with a supporting company are, like a presenter's
qualifications, essential to a provider's informed decision as to the appropriateness of a suggested presenter. Although
the final guidance does not specifically state that the agency will consider whether the supporting company disclosed
such relationships, it is suggested that this type of disclosure be made.
The agency does not agree that this disclosure is redundant with the "Disclosures" section of the final guidance
(section II.A.) because the two provisions serve different purposes. The disclosure made by the supporting company
when suggesting a speaker is to assist the provider in evaluating the appropriateness of the suggestion. The
"Disclosures" section of the final guidance is to inform the audience, at the time of the program, of the presenter's
relationship with the supporting company in order to provide the audience a perspective from which to evaluate the
information conveyed by the presenter. The agency does not view the supporting company's disclosure when suggesting
a presenter as more comprehensive than the disclosure to the audience in the "Disclosures" section.
4. Disclosure of Financial Relationships
The draft policy statement suggested that, as part of the written agreement, the provider agrees to "ensure
meaningful disclosure" of the company's funding of the activity and "any significant relationship between the provider
and the company and between individual presenters or moderators and the company * * *" (57 FR 56412 at 56413). In
the final guidance, this provision is incorporated in the general "Disclosures" section.
19. Several comments sought clarification as to what is meant by "meaningful" disclosure and "significant"
relationships. Several comments also contended that this provision is an administrative burden, and that it places a
disproportionate burden on the provider, as opposed to the supporting company and presenters.

Significant relationships are relationships that may give rise to actual or perceived conflicts of interest. The concept
of disclosure of relationships that may give rise to conflicts of interest has specific and well-understood application to
medical and scientific discourse (e.g., in publication and in the peer-review process). The agency envisions that this
provision can be satisfied by disclosing the existence of and characterizing significant relationships, and need not
include further detail such as the amount of compensation or funding received. Thus, this disclosure should impose only
a minimal burden on providers, presenters, and supporting companies. Where there is a question as to whether a
relationship is significant, providers, presenters, and supporting companies should disclose the existence of the
relationship.
Meaningful disclosure is disclosure that is reasonably calculated to reach the relevant audience in a manner that
will alert them to potential biases. The provider should determine how to ensure that disclosure is meaningful.
20. One comment contended that significant relationships between the supporting company and providers and
presenters should preclude any characterization of the activity as an independent educational activity inasmuch as
disclosure is not adequate to cure the taint of influence.
It is neither practical nor justified to make a potential conflict of interest an absolute bar to participation in an
independent educational activity. Disclosure of such potential conflicts is a workable means to address the potential for
bias in medical and scientific contexts, and there is no reason to believe that it will be any less workable in addressing
the potential for bias in the context of industry-supported scientific and educational activities.
21. Another comment argued that disclosure is the only element of the written agreement that should be retained,
that company involvement should be permitted, and that it should be left to the judgment of the audience as to how to
evaluate the content of the program.
While disclosure may be deemed by some in the health care profession a proper solution to concerns about bias,
the agency's concerns are not wholly satisfied by disclosure. Under the act, the regulated industry cannot promote its
products for unapproved uses, or otherwise promote drugs, biologics, or medical devices in ways not consistent with
approved labeling, even in the context of unbiased presentations in which the company's role is fully disclosed.
Discussions of unapproved uses, or other matters not consistent with approved labeling, should occur in a context of
independent scientific or educational activity produced by organizations and individuals who are not involved in
marketing the products. Thus, disclosure alone is not adequate to ensure independence in industry-supported scientific
and educational activities as it does not insulate such activities from the substantive influence of supporting companies.
5. Supporting Company Involvement in Content
The draft policy statement suggested, as part of the written agreement, that a company agree not to engage in
scripting, targeting of points for emphasis, or other activities that are designed to influence a program's content. The
draft policy statement indicated, however, that companies could provide "limited technical assistance * * * in preparing
slides or [*64086] audiovisual materials * * *" (57 FR 56412 at 56413). In the final guidance, this discussion is
included in the "Control of Content and Selection of Presenters and Moderators" factor. Although discussion regarding
"limited technical assistance" is not included in the final guidance, as discussed in the response to comment 22 of
section II.E.5. of this document, technical assistance is a concern.
22. Several comments recommended that the agency more clearly define the limits of permissible technical
assistance. Some comments argued that the policy should preclude all technical assistance, as to permit such assistance
opens the door to influence. Other comments raised concerns that the policy is overly restrictive as to technical
assistance in which supporting companies may engage. Several comments argued that supporting companies should be
allowed to script, target points for emphasis, and provide unlimited technical assistance so long as such influence does
not unfairly bias the program.
The agency continues to believe that the supporting company should not engage in activities that could influence
the presentation's content. Activities such as scripting and targeting points for emphasis can have a direct effect on the
presentation's direction, balance, and overall message. A company-designed and financed presentation, even if approved
by an independent provider, remains, in the agency's view, an activity that is not independent.
In addition, because the agency shares the concern that technical assistance may open the door to influence, the
agency suggests that the supporting company should provide limited technical support only in response to an unsolicited
request for assistance from either the provider or a presenter.

6. Ancillary Promotional Activities
The draft policy statement indicated that the written agreement should include an agreement by supporting
companies to not have any promotional activities or promotional exhibits "in the same room or in an obligate path to the
educational activity, unless the exhibit is within an area that is designated for general exhibits and includes exhibits
from different companies marketing alternative or competing therapies." Additionally, providers would agree that no
advertisements for the supporting company's products would appear in any materials disseminated in the program room
(57 FR 56412 at 56413). The final guidance states that one factor the agency will consider is whether there are
promotional activities in the meeting room.
23. Many comments were concerned about the scope of this element on ancillary promotional activities by
supporting companies, specifically the language on promotional activities occurring in an obligate path to the
educational activity. These comments asserted that this aspect of the policy was, in general, unduly restrictive; contrary
to the normal practice of placing exhibits in advantageous locations; it would have a disproportionate effect on smaller,
sole-sponsored, local meetings to the extent that it may make supporting companies reluctant to fund local continuing
education activities; and it placed FDA, inappropriately, in the position of influencing meeting facility layout, including
routes of ingress and egress into meeting facilities. As a consequence, the comments argued that certain facilities would
become more or less attractive venues for educational activities on the basis of physical layout alone. One comment
contended that the discussion regarding ancillary promotional activities is overly permissive and blurs the distinction
between independence and promotion, which the comment viewed as contrary to the stated purpose of the policy.
Another comment argued that the close juxtaposition of an independent educational activity and a promotional activity
may sharpen rather than blur the desired distinction.
The agency is persuaded that the language in the draft policy statement regarding promotional activities in an
obligate path to the educational activity should be deleted from the final guidance. This provision is problematic in that
its application may turn on the physical layout of a building, and thus may favor certain facilities and providers.
Moreover, the agency is not convinced that this is necessary to preserve the distinction between an independent
educational activity and a promotional activity. The agency gives some credence to one comment's observation that the
close juxtaposition of an independent educational activity and a promotional activity may be as likely to sharpen as to
blur the desired distinction between independent and promotional activities. Because its contribution to preserving the
distinction between an independent activity and a promotional activity is uncertain, there is not adequate justification for
this provision in light of its differential impact on affected parties. Consequently, the final guidance has been revised to
suggest that ancillary promotional activities should not take place in the actual meeting room.
24. Several comments interpreted the draft policy statement as precluding a sole exhibitor from having a
promotional exhibit at either a sole or multi-sponsored educational activity. The comments objected that this would
cause the issue to turn on whether other exhibitors chose to exhibit.
These comments misinterpret the draft policy statement. The provision on ancillary promotion would not preclude
sole exhibitors from exhibiting at either sole-sponsored or multi-sponsored programs. The final guidance, as revised,
merely suggests that promotional activities (sole exhibitors or otherwise) not take place in the meeting room.
Companies are otherwise free to exhibit at sole or multi-sponsored programs without threatening the independent status
of the activity.
7. Objectivity and Balance and Limitations on Data
The draft policy statement contained two sections, entitled "Objectivity and Balance" and "Limitations on Data" as
part of the suggested written agreement. Under "Objectivity and Balance" a provider would agree to take steps to ensure
that data are objectively selected and presented, that both favorable and unfavorable information about a product are
fairly represented, and that there is a "balanced discussion of the prevailing body of scientific information" about a
product and reasonable, alternative treatment options. In "Limitations on Data" the provider would agree to have
"meaningful disclosure" of any limitations or uncertainty on data. Neither of these elements are included as factors in
the final guidance.
25. Several comments maintained that these two sections would place excessive regulatory burdens on providers
because providers would be obliged to screen presentations in advance and would appear to be responsible for the
behavior of presenters who are, to an extent, beyond the provider's control. Other comments argued that these sections
are inconsistent with the concept of independence because they effectively regulate content in an ostensibly independent
program in a manner similar to the fair balance requirement in FDA's advertising regulations. Some comments argued

that these elements are necessarily subjective in practice and that, among other things, time limitations, venue, and
educational objectives may influence the extent to which a program is considered balanced or discusses data limitations.
Other [*64087] comments maintained that these elements state only that which should reasonably be expected in
legitimate, independent scientific discourse and thus are not appropriately the subject of a regulatory policy. They
maintained that having these elements as part of the written agreement is paternalistic because it does not credit the
audience with the intelligence and means to require objectivity and balance and to put presented data in its appropriate
context. Still other comments supported these elements.
The agency is persuaded that these elements are not necessary to help ensure that sponsored programs are
nonpromotional and independent of the supporting company's influence, and that there is adequate disclosure of
relationships and information that is relevant to the audience's assessment of information presented. The agency is also
persuaded that objectivity, balance, and disclosure of data limitations are commonly understood to be elements of
typical, independent scientific discourse. The agency is convinced that these issues should be left to providers,
presenters, and accreditors of educational activities and, therefore, these elements are not included as factors the agency
will consider in determining independence.
8. Discussion of Unapproved Uses
The draft policy statement suggested that if unapproved uses are discussed, the written agreement include an
agreement by the provider that presenters disclose that the product is not approved in the United States for the use under
discussion. The final guidance states that the agency will consider whether there is meaningful disclosure, at the time of
the program, to the audience of whether any unapproved uses of products will be discussed.
26. Several comments contended that this element is inconsistent with the concept of an independent program,
burdensome, and would limit scientific exchange. Several comments added that the ultimate content of presentations is
beyond the control of providers and that it would be cumbersome to flag discussion of unapproved products or uses
throughout a program or presentation. Comments from the oncology community argued that this aspect of the written
agreement would be especially burdensome for oncology educational programs because it would likely apply to the
bulk of product uses discussed. One comment suggested using a general disclaimer in the program materials that not all
products or product uses to be discussed are approved uses in the United States, rather than requiring presenters to
specifically identify those unapproved uses.
The agency is persuaded that this disclosure, as presented in the draft policy statement, has the potential to be
burdensome and unwieldy in practice, particularly in specialty areas where a high percentage of product use is for
unapproved uses. Therefore, the final guidance does not include as a separate factor that providers have presenters
disclose that a particular product or use is unapproved.
The agency, however, believes that the fact that a program may include discussion of products or product uses that
are not approved is a matter that warrants disclosure. This fact, along with acknowledgment of the supporting
company's funding of a program, is important to an audience's assessment of the information presented. The agency
believes that a less burdensome disclosure than that proposed in the draft policy statement would suffice. The agency
agrees with the comment that a single, general disclosure as to whether a program, or individual presentations in a
program, will include discussion of products or product uses that are not approved would be adequate to address the
agency's concern. Therefore, FDA has deleted the "Discussion of Unapproved Uses" element from the final guidance,
and the factor discussing "Disclosures" has been revised to suggest that the provider ensure meaningful disclosure, at
the time of the program, to the audience of whether any unapproved uses of products will be discussed. Ideally, such
disclosure should occur in conjunction with disclosure of the supporting company's financial support for the program.
This disclosure could take the form of a statement in the program materials or be delivered verbally at the start of the
program.
27. Several comments contended that presenters should be permitted to report on foreign regulatory status, and
pending U.S. applications and supplements for products discussed.
Nothing in this final guidance should be construed as barring presenters from discussing the foreign regulatory
status of a product, or indicating that a product being discussed is the subject of a pending new drug application or
supplement in the United States.
9. Opportunities for Debate

The draft policy statement included an element that the provider agree, in the case of live presentations, to provide
"meaningful opportunities for scientific debate or questioning" during the program (57 FR 56412 at 56414). The final
guidance includes a similar factor entitled "Opportunities for Discussion."
28. Several comments contended that it is not always practical to provide meaningful opportunities for debate
because such opportunities may be contingent on the size of the program, time constraints, willingness of an audience to
participate, and other factors unrelated to a program's independence. These comments maintained that an opportunity
for debate should be a goal of an independent program, but not included in all activities. Other comments asked the
agency to clarify what is meant by "meaningful opportunities" for debate.
The agency agrees that opportunities for debate should be a goal of an independent program, but it is not practical
or appropriate in all activities. Factors unrelated to a program's independence could intercede to preclude an opportunity
for meaningful debate. The agency's inquiry concerning this factor likely would be whether a program format
reasonably afforded an opportunity for discussion, and such opportunity was nonetheless not provided. This finding
may suggest an intent to insulate from peer scrutiny the data and ideas presented. As with the other factors in this final
guidance, a finding that a meaningful opportunity for discussion was denied may suggest that a program was not
independent despite representations to the contrary.
Certain comments seeking clarification of what is meant by a "meaningful opportunity for scientific debate or
questioning" seem to have inferred a more stringent concept than was intended. The goal contemplated is no more than
a reasonable opportunity for the type of question and answer session typical of continuing education activities. The
agency has changed the word "debate" to "discussion" to reflect this less structured intent.
10. Schedule of Activities
The draft policy statement suggested that the company and provider agree to, and record in the written agreement,
the dates, times, and locations of all presentations (57 FR 56412 at 56414).
29. Several comments contended that it is overly burdensome to have a supporting company and provider identify
all presentations to be held. They maintained that this is problematic in that not all future programs may be anticipated
at the time a provider and supporting company enter into an arrangement. Several comments maintained that the fact of
multiple presentations of the same program should not be viewed as [*64088] suggesting possible promotional intent
so as to warrant higher scrutiny. Some comments argued that it is desirable to repeat certain programs for public health
reasons, that demand for additional programs suggests that a program is valuable, and that repeat presentations are
desirable as they are the most efficient way to disseminate valuable information. Some comments contended that there
should be a distinction between multiple programs that were agreed to in advance of any presentation and those that
were agreed to after the fact, and only the later should be subject to higher scrutiny.
The agency is convinced that it may be difficult for a supporting company and provider to document the dates,
times, and locations of all presentations in advance and, therefore, has removed this element from the final guidance.
The agency, however, remains convinced that, in some circumstances, the fact of multiple presentations may be an
indicator of supporting company influence. The agency agrees that multiple presentations of the same program are more
troublesome when a supporting company agrees to fund additional programs after having viewed the initial program.
This opportunity to view a program in advance of a decision to fund additional programs provides an obvious degree of
control over content of multiple presentations. Thus, these programs would be viewed with greater scrutiny.
F. Other Factors in Determining Independence
The draft policy statement stated that if, notwithstanding the presence of a written agreement, a question is raised
regarding product promotion, FDA would consider several "possible indicia of company influence." These factors
included, among others, an examination of the relationship between the provider and supporting company, the
provider's involvement in the company's sales or marketing, logistical assistance provided by the company, the
program's focus (whether the program concentrated on a single product), and gifts to encourage attendance (57 FR
56412 at 56414). The draft policy statement also indicated that "no individual factor is likely by itself to stimulate an
action based on lack of independence." Many of the factors that were discussed in the "Other Factors in Determining
Independence" section of the draft policy statement (section II.B.) have been retained in the final guidance.

30. Several comments advised deleting this entire section from the policy. Another comment contended that the
articulated factors undercut the protection afforded by the policy by permitting post hoc review of a provider's decisions
for indications of possible influence.
The agency believes that it is important to consider the actual conduct of the parties in determining whether a
supporting company has acted to transform an educational activity into a promotional presentation for its products. By
including this discussion in the "Factors Considered in Evaluating Activities and Determining Independence" (section
A. of the final guidance), the agency believes that there will be less concern regarding post hoc review.
1. Relationship Between Provider and Supporting Company
The draft policy statement noted that legal, business, or other relationships between the company and the provider
might place the company in a position whereby it could influence the content of the activity. This discussion is
contained in the final guidance as a factor the agency will consider.
31. Some comments contended that there should be clarification of the types of relationships that predispose a
supporting company to influence content. Some comments argued that "influence" is too expansive or vague a term, and
that, a more appropriate inquiry would be supporting company "control."
As discussed in response to comment 14 of section II.E. of this document, a company-designed presentation does
not become independent merely because it is approved by a provider who has final editorial control. The agency
believes that "influence" is the most appropriate term to describe the basic concept of independence. The final guidance
does, however, identify several types of relationships that may predispose a supporting company to influence content
(e.g., legal relationships, business relationships, a provider that is owned by, or is not viable without the support of the
supporting company).
32. One comment contended that legal, business, or other relationships should not be at issue where "a provider has
documented independence through accreditation from a major accrediting organization."
There is no basis for assuming that accreditation of the provider by a major accrediting organization will, in and of
itself, ensure that the provider will not be subject to influence as a result of a relationship with the supporting company.
2. Provider Involvement in Sales or Marketing
The draft policy statement listed, as another factor in determining independence, the provider's involvement in
advising or assisting in the sales or marketing of a company's product. The discussion in the draft policy statement
stating that "individuals who are involved in promotion of a company's products may not function in the role of
independent provider, but could be selected by an independent provider to function as a speaker or moderator" (57 FR
56412 at 56414) has been deleted. The remaining discussion is listed in the final guidance as a factor the agency will
consider.
33. Some comments identified situations where this provision may be interpreted so as to preclude institutional
providers and/or companies from interacting due to minor or unrelated involvement with the supporting company.
The primary concern of the agency, as reflected in the draft policy statement, is with relationships that may affect
the provider's independence. A relationship between a provider member or employee and a supporting company will
not, in and of itself, imply influence by the company. If, however, company employees or individuals acting on behalf
of the company are actively involved in provider decisions on the content of provider activities sponsored by the
company, there may be a reason to question the provider's independence.
34. Some comments contended that this provision does not adequately distinguish between advertising agencies
involved in sales and advertising, and communications companies involved in education, which also may be viewed as a
marketing function, nor does it allow for the existence of advertising and communications (or education) divisions
within the same company.
FDA acknowledges that certain providers are often involved in both promotional activities and independent
educational activities. The involvement of a provider in both types of activities does, however, raise questions about
whether an educational activity is, in fact, being utilized as part of a promotional campaign.
While the final guidance does not preclude the use of the same provider in a promotional effort and an independent
educational activity, such an arrangement poses obvious difficulties. Companies choosing to engage a provider in both

activities should be especially concerned about the [*64089] assignment of provider personnel to the different
activities. The agency will not ordinarily regard provider personnel who serve as company agents for company
promotional activities to be independent for other company-sponsored scientific or educational activities.
3. Provider's Demonstrated Failure to Meet Standards
The draft policy statement identified, as a factor in determining independence, the provider's record of failure to
meet standards of independence, balance, objectivity, or scientific rigor when putting on ostensibly independent
educational programs (57 FR 56412 at 56414). This discussion is listed in the final guidance as a factor the agency will
consider.
35. Some comments sought clarification as to what is meant by, or what criteria support a conclusion of,
"demonstrated failure to meet standards" on the part of a provider. Some comments contended that this is an
unworkable requirement as supporting companies are not in a position to know of a provider's past failures to meet
standards in its educational programs.
It is not unreasonable to expect due diligence on the part of companies when contracting with providers. In
exercising due diligence, supporting companies should conduct a reasonable evaluation of all information readily
available about a provider.
4. Logistical Assistance
Another factor in determining independence contained in the draft policy statement was the extent of logistical
assistance provided by the supporting company. The draft policy statement specifically mentioned that "significant
contact" between industry representatives and presenters might indicate an attempt to influence a presentation (57 FR
56412 at 56414). As discussed in comment 36 of section II.F.4. of this document, this discussion has been deleted from
the final guidance.
36. Several comments argued that the logistical assistance element was too ambiguous a standard as it is not clear
what is meant by "significant contact." Some comments argued that, notwithstanding any ambiguity, significant contact
between a presenter and a supporting company representative should not be an indicator of influence as the agency's
inquiry should focus on actual attempts to influence or control the content of a presentation. They maintained that
supporting company representatives have ongoing relationships with presenters that would make compliance with a
generalized "significant contact" standard problematic.
While the agency believes that the "significant contact" standard is amenable to clarification, it need not be, as the
agency is persuaded that its inquiry concerning contacts between a presenter and a supporting company in conjunction
with a sponsored program should focus on attempts to influence, rather than on volume or nature of contacts. A
supporting company, among other factors for determining independence, should not script, target points for emphasis,
or engage in other activities that are designed to influence the content of a program. The agency believes that factor
alone is adequate to address the agency's concern as to contact between a supporting company representative and a
presenter in conjunction with a sponsored program. Therefore, discussion of the logistical assistance provision has been
deleted from the final guidance.
5. Suggestion of Presenters
The draft policy statement acknowledged that some providers perceive a need to ask the supporting company to
suggest presenters. The draft policy statement stated that if a company suggests presenters who "are or were actively
involved in promoting the company's products or who have been the subject of complaints or objections with regard to
presentations that were viewed as misleading or biased in favor of the company's products," FDA might infer
promotional intent on the company's part (57 FR 56412 at 56414). This discussion has been incorporated, in part, into
the factor concerning "Control of Content and Selection of Presenters and Moderators" in the final guidance.
37. Some comments contended that a supporting company may not be in a position to know if a presenter it
suggests has been the subject of complaints with regard to presentations viewed as biased in favor of the company's
products. They maintained that this provision should expressly indicate that supporting companies are only accountable
for knowingly suggesting presenters that have been the subject of such complaints.
The agency believes that the company should be familiar with the presenter's background and should be willing to
make a reasonable inquiry before recommending the name of a presenter to the provider. In the final guidance, this

discussion has been incorporated in the factor concerning "Control of Content and Selection of Presenters and
Moderators."
38. Some comments contended that there should be no inference of promotional intent arising from a supporting
company's suggestion of a presenter who has been involved in promoting a company's products. They argued that actual
influence of, rather than intent to influence, an activity is the relevant inquiry, that the scope of activities that may be
viewed as involvement in product promotion is unclear, and that any relationship between the presenter and the
supporting company can be adequately addressed through disclosure.
The agency is concerned about the ability of a supporting company to hire an individual to engage in promotional
activities for the company and to actively support the appearance of the same individual as a presenter in an independent
educational activity sponsored by the company. The agency does not agree that a retrospective finding of actual
influence, which may be extremely difficult to document, is the relevant inquiry. The issue is whether the company is in
a position to influence program content by suggesting a presenter who is a paid product promoter. The suggestion by
supporting companies of presenters selected from their company maintained list and/or their marketing consultants may
be viewed as an attempt to influence the content of the program. The agency will not ordinarily infer such intent when a
provider independently selects a presenter who has been involved in product promotion for a supporting company.
Disclosure cannot overcome the lack of independence that will ordinarily result from companies suggesting promoters
as presenters in such programs.
6. Focus on a Single Product
The draft policy statement indicated that one factor in determining independence might be whether the program
content was focused on a single product marketed by the supporting company or a competing product except when
existing treatment options were so limited as to preclude any meaningful discussion of alternative therapies. The draft
policy statement noted that each treatment option did not have to be discussed with equal emphasis, but that emphasis
on newer or more beneficial treatments should be provided "in the context of a discussion of all reasonable and relevant
options" (57 FR 56412 at 56414). This discussion has been incorporated in the factor concerning the "Focus of the
Program" in the final guidance. [*64090]
39. Some comments contended that focus on a single product should not be regarded as a factor that may suggest
lack of independence, as single product programs are useful, especially during a product's launch phase, and choice of
topic should be at the provider's discretion and should confer no negative inference.
FDA agrees that single product programs may be useful, especially during a product's launch phase. However, the
agency also recognizes that single-product programs raise unique concerns about the independence of a program,
because such programs inherently lack the presentation of competing therapeutic modalities.
40. Several comments contended that to suggest that a program emphasizing a single product do so in the context of
a discussion of all reasonable and relevant options is unreasonable or impossible given the time constraints of a typical
educational activity.
The final guidance does not suggest that a program emphasizing a single product do so in the context of a
discussion of all reasonable and relevant options. However, the agency will consider, as one of several factors, a
program's focus on a particular therapy when other reasonable and relevant options are either not discussed or are deemphasized.
7. Multiple Presentations
The draft policy statement indicated that multiple performances of the same program might result in a higher level
of agency scrutiny than single-performance programs (57 FR 56412 at 56414). The final guidance states that the agency
will consider whether multiple presentations of the same program are held.
41. Several comments contended that multiple presentations should not be viewed as suggesting promotional intent
so as to warrant higher scrutiny. They argued that it is desirable to repeat certain programs for public health reasons,
that the demand for multiple programs suggests that a program is a valuable one, and that repeat presentations are
desirable as they are the most efficient way to disseminate valuable information. Some comments contended that there
should be a distinction between multiple programs that were agreed to before the fact and those that were scheduled
after the fact. They contended that only the latter should be subject to a higher level of scrutiny.

Multiple presentations are just one of a number of factors the agency considers in determining the level of scrutiny
to be applied. Footnote 4 of the draft policy statement explicitly recognized that repeat presentations can serve public
health interests and that Public Health Service components sometimes actively encourage multiple presentations on
selected urgent topics. FDA agrees that an agreement to conduct multiple presentations arrived at prior to
commencement of the initial presentation raises fewer questions than an agreement arrived at after commencement. The
opportunity of a sponsor to view the initial presentation before agreeing to fund additional presentations provides an
obvious degree of control over content of multiple presentations.
42. Some comments sought clarification of the scope of activities that may be deemed multiple presentations. The
comments described examples such as a single broadcast to multiple sites via electronic media, and a multiple
presentation at a single location for the purpose of accommodating several nursing shifts.
A single broadcast to multiple sites would be regarded as a single presentation because the sponsoring company
could not apply added control to the additional sites. Thus, the presentation at each site enjoys an equal degree of
independence. This is only slightly less true for multiple presentations to accommodate several shifts on the same day,
especially when the multiple presentations have been contracted for in advance. Of course, the delay might be 1 or 2
weeks to accommodate those who might have been on a different rotation or 1 or 2 months to accommodate newly hired
employees. FDA believes that any increased opportunity for a sponsoring company to deny funding for subsequent
presentations or to edit them will raise a question with regard to independence.
8. Gifts
The draft policy statement indicated that one factor in determining independence might be gifts or inducements
(other than token gifts) provided to encourage attendance (57 FR 56412 at 56414). The final guidance does not contain
this factor.
43. One comment argued that this provision should be deleted because it merely duplicates the Accreditation
Council for Continuing Medical Education (ACCME) guidelines.
ACCME-accredited programs do not represent the full range of activities to which this final guidance applies, and
moreover, providers of ACCME-accredited programs may not, in all instances, comply with ACCME-guidelines.
Nonetheless, this factor has been deleted from the final guidance because, upon reconsideration, the agency is not
convinced that the use of gifts or inducements to encourage attendance is a reliable factor in determining independence.
9. Emphasis on Noneducational Activities
The draft policy statement indicated that an emphasis on noneducational activities (such as leisure or recreational
activities) would be another factor in determining independence (57 FR 56412 at 56414). The final guidance does not
contain this factor.
44. Some comments contended that the agency's concern over whether the announcement and promotion of an
educational activity focuses more on the educational content than on leisure or recreational activities ancillary to the
activity is vague and that the agency should provide objective criteria for assessing this issue. One comment contended
that this provision appears to create a weaker standard than that of the AMA guidelines on gifts to physicians as it seems
to indicate that a program announcement or promotion that focuses equally on education and leisure would be
appropriate. They urged that the language be changed to require that the program announcement and promotion focus
"predominantly" or "almost exclusively" on the educational aspects of the program.
The agency continues to view the AMA guidelines as an appropriate standard for health care professionals.
Although the agency agrees that program promotion, including program announcements, should focus predominantly on
the educational content of the program, it does not consider greater focus on leisure or recreational activities as reason
to believe that the program may be lacking independence.
10. Audience Selection
Under the draft policy statement, another factor in determining independence was whether the supporting
company's sales or marketing departments generated the invitation or mailing lists for supported activities, or whether
such lists were intended to reflect sales or marketing goals (such as rewards for high prescribers of the company's
products or to influence "opinion leaders") (57 FR 56412 at 56414). This discussion is listed in the final guidance as a
factor the agency will consider.

45. Several comments objected to limitations on supporting company involvement in selecting or otherwise
[*64091] generating audiences for educational activities. Some maintained that supporting company-generated mailing
lists should be permitted. Some maintained that providers should be permitted to enlist the aid of the supporting
company's sales representatives to generate audiences by distributing program invitations, or by other means, and that
this involvement should not suggest a lack of independence unless a supporting company is solely responsible for
generating an audience.
The agency continues to view company involvement in audience selection and/or solicitation for attendance as
undermining program independence. The involvement of company sales representatives in the invitation process creates
an opportunity for a sales presentation on the product that is likely to be discussed at the program. This may invite a
discussion of unapproved uses in a promotional context, thus making the educational program a part of the company's
promotional campaign. In addition, supporting company involvement in the audience selection process invites the
development of lists that target health care professionals who are deemed important to attend by the supporting
company. It also invites the selection of a large number of "peer influence" professionals who are likely to be strong
supporters of the company's products. This provides an opportunity for bias and indirect influence on the content of the
program, and it allows the program to be used as a promotional vehicle for targeted health care professionals.
46. Some comments contended that the selection of "opinion leaders" as a target audience should not raise an issue
inasmuch as such physicians are deemed important by genuinely independent providers as well as companies. They
argued that opinion leaders are likely the most efficient purveyors of information derived from educational activities
that, by their very nature, are accessible to only a limited number of physicians.
The focus on opinion leaders is a standard promotional tactic to speed acceptance of a new product so as to more
rapidly increase market share. The agency's understanding of educational needs assessments by providers is that
educational programs generally are not directed to specific opinion leaders. It is the agency's understanding that there is
no such policy on the part of major accrediting organizations such as ACCME. It is reasonable to question whether a
program that targets "opinion leaders" may do so for promotional purposes. This inference of possible promotion,
however, is only one of many factors to be considered should a question be raised concerning an educational activity
purported to be independent.
47. One comment contended that supporting companies should be permitted to furnish providers with complete
specialty and subspecialty mailing lists.
The agency would not object to a supporting company furnishing a provider with complete specialty or
subspecialty mailing lists.
11. Misleading Title
The draft policy statement indicated that a program's title might demonstrate a lack of independence if the title
failed to fairly represent the scope of the presentation (57 FR 56412 at 56414). This discussion has been incorporated in
the factor concerning the "Focus of the Program" in the final guidance.
48. One comment argued that, where the title is under the direction and control of the provider, it is not the proper
subject of a promotional inference as to the supporting company.
Although the title of a program may ostensibly be under the direction and control of the provider, the agency has
observed that a misleading title may reflect a lack of independence and a desire on the part of the provider to promote
the supporting company's products under the guise of education. For example, a program entitled "New Approaches to
Hypertension" that focuses on a single product manufactured by the sponsoring company may suggest to the agency
that the program is designed to promote the company's product. A misleading title is not, in and of itself, dispositive
with regard to the issue of promotional intent. It is only one of a number of factors to be considered by the agency.
12. Dissemination
Under the draft policy statement, if information about the supporting company's product presented in the scientific
or educational activity is further disseminated after the initial program or publication, by or at the company's behest,
other than in response to an unsolicited request or through an independent provider, this would be another indication of
possible company influence (57 FR 56412 at 56414). This discussion has been incorporated into the final guidance as a
factor the agency will consider.

49. Some comments maintained that the independence of an educational activity is enduring and that the public
health is better served by making written, printed, or graphic program materials readily available to health care
professionals.
Written, printed, or graphic materials containing product information and disseminated by, or on behalf of, a
product manufacturer are generally viewed as promotional labeling. If, on the other hand, the materials are prepared and
disseminated by the provider for educational purposes, or the materials are disseminated by the company in response to
an unsolicited request, this would not generally be considered as a possible indication of company influence.
50. One comment contended that footnote 6 of the draft policy statement (which noted that repeat performances are
permitted when the decision is made by the provider, possibly with review by a nationally recognized professional
organization) should be deleted, as it appears to be more restrictive for repeat presentations than other provisions in the
draft policy statement.
The agency believes that footnote 6 of the draft policy statement is consistent with other provisions of the draft
policy statement. As suggested in the text of the draft policy statement, multiple performances may cause the agency to
exercise greater scrutiny. However, a decision made by the provider that multiple presentations are warranted provides
some assurance that there is a genuine professional need for repetition of the program. Nevertheless, FDA no longer
believes that this footnote is necessary and has deleted it from the final guidance.
51. One comment suggested that the reference to "publication" in section II.B.5 of the draft policy statement be
struck as this appears not relevant to the range of activities contemplated by the policy.
FDA agrees with the comment and has removed the reference to "publication" from the final guidance.
13. Complaints
Another factor for determining independence under the draft policy statement concerned complaints from the
provider, presenters, or attendees regarding attempts by the company to influence content (57 FR 56412 at 56414). This
discussion has been incorporated into the final guidance as a factor the agency will consider.
52. Some comments contended that complaints should be independently substantiated before becoming a basis for
the agency inferring promotional intent and that the agency should clarify the mechanism for reporting complaints.
[*64092]
In general, the agency will not infer promotional intent by a supporting company without an investigation that
substantiates, to the agency's satisfaction, a complaint or allegation.
The agency declines to establish a formal mechanism for reporting complaints. FDA receives information through
various means, both formal (as in requests for meetings) and informal (such as letters and telephone calls). The agency
will exercise its judgment and discretion in deciding whether to take action on a complaint.
G. FDA Reliance on Major Accrediting Organizations
The draft policy statement acknowledged that accrediting organizations can play an important role in ensuring that
industry-sponsored activities are independent and nonpromotional. The draft policy statement indicated that FDA would
seek to rely to the extent possible on major accrediting organizations to monitor company-supported educational
activities conducted by their accredited providers (57 FR 56412 at 56414). In the final guidance, this section has been
renamed "FDA's Cooperation With Major Accrediting Organizations" and it states that the agency will continue to work
with major accrediting organizations to monitor company-supported educational activities conducted by their accredited
providers.
53. Some comments questioned the extent of FDA's intent to rely on, and to defer to, major accrediting
organizations.
Although FDA recognizes the valuable role that accrediting organizations can play in ensuring that industrysupported educational activities are independent and nonpromotional, FDA cannot rely exclusively on such
organizations. The ultimate responsibility for monitoring inappropriate promotion in these programs lies with FDA.
Accordingly, the final guidance has been revised to clarify that FDA intends to work with major accrediting
organizations to monitor company-supported educational activities conducted by their accredited providers.

III. Comments
Interested persons may, at any time, submit written comments to the Dockets Management Branch (address above).
Requests and comments are to be identified with the docket number found in brackets in the heading of this document.
Comments may be submitted at any time and will be used to determine whether to revise the guidance further.
Dated: November 24, 1997.
William B. Schultz,
Deputy Commissioner for Policy.
The text of the final guidance follows: [*64093]
Guidance for Industry
Industry-Supported Scientific and Educational
Activities
U.S. Department of Health and Human Services
Food and Drug Administration
Office of Policy
November 1997
[*64094]
Guidance for Industry n1
n1 This guidance has been prepared by FDA's Intra-Agency Working Group on Advertising and Promotion. This
guidance represents the Agency's current thinking on industry-supported scientific and educational activities. It does not
create or confer any rights for or on any person and does not operate to bind FDA or the industry. An alternative
approach may be used if such approach satisfies the requirements of the applicable statute, regulations, or both.
Industry-Supported Scientific and Educational Activities
I. Background: Promotion, Education, and Independence
Two important sources of information on therapeutic products (human and animal drugs, biological products, and
medical devices regulated by the Food and Drug Administration (FDA) for health care professionals are: (1) Activities
(programs and materials) performed by, or on behalf of, the companies that market the products; and (2) activities,
supported by companies, that are otherwise independent from the promotional influence of the supporting company.
Although both provide valuable and sometimes vital information to health care professionals, the programs and
materials performed and disseminated by companies are subject to the labeling and advertising provisions of the Federal
Food, Drug, and Cosmetic Act (the act), whereas the truly independent and nonpromotional industry-supported
activities have not been subject to FDA regulations. n2
n2 In this context, the terms "independent" and "nonpromotional" are not mutually exclusive. The agency views
independence as an indication of whether an activity is nonpromotional.
This jurisdictional line is important because the constraints on advertising and labeling, n3 when applied to scientific
and educational activities, can restrict the freedom of participants to discuss their data or express their views. In
particular, discussions of unapproved uses, which can be an important component of scientific and educational
activities, are not permissible in programs that are or can be (because the provider is not functionally independent)
subject to substantive influence by companies that market products related to the discussion. Thus, the agency, has
traditionally sought to avoid regulating activities that are produced [*64095] independently from the influence of
companies marketing the products. The agency recognizes that industry-supported activities can be both
nonpromotional and educational.

n3 These provisions require the company to ensure that the content does not promote unapproved uses, and that
discussions of the company's products are not false or misleading and do not lack fair balance.
Demarcating the line between activities that are performed by or on behalf of the company, and thus, subject to
regulation, and activities that are essentially independent of their influence has become more difficult due to the
increasing role industry has played in supporting postgraduate and continuing education for health care professionals.
The agency traditionally has recognized the important public policy reasons not to regulate all industry-supported
activities as advertising or labeling. To permit industry support for the full exchange of views in scientific and
educational discussions, including discussions of unapproved uses, FDA has distinguished between those activities
supported by companies and those that are not. Those activities that have been deemed by the agency to be independent
from influence by the supporting company and nonpromotional have not been treated as advertising or labeling, and
have not been subjected to the agency's regulatory scrutiny.
In determining whether an activity is independent of the substantive influence of a company, the agency examines
whether and to what extent the company is in a position to influence the presentation of information related to its
products or otherwise transform an ostensibly independent program into a promotional vehicle. FDA is concerned that
companies may influence the content of educational programs both directly and indirectly. Directly, by being involved
in the selection of speaker or in the treatment of topics. Indirectly, through the nature of the relationship between the
company and the provider (e.g., if the provider has reason to believe that future financial support from the company
depends upon producing programs that promote the company's products.)
FDA is responsible for seeing that scientific and educational activities that are not intended to be promotional are
designed to be truly independent from substantive influence by the marketers of regulated products. The agency
recognizes, however, that the primary responsibility for overseeing the process of postgraduate and continuing
professional education and scientific exchange lies with the scientific and health [*64096] care communities and
accrediting organizations. Accordingly, FDA will work closely with scientific and professional health care
communities and accrediting organizations to help ensure that provider activities are independent.
The agency is providing this guidance to describe the agency's enforcement policy with regard to scientific and
educational activities supported by industry. The guidance seeks to clarify the distinction drawn by the agency between
scientific and educational activities that FDA considers nonpromotional and those that the agency considers
promotional, and provide guidance on how industry may support such activities without subjection to regulation under
the labeling and advertising provisions of the act.
This guidance applies only to those company-supported activities that relate to the supporting company's products or
to competing products. A company-supported educational activity or part thereof that does not relate to the company's
products or a competing product, or suggest a use for the company's products, would not be considered a promotional
activity under this guidance.
II. Guidance: Industry-Supported Scientific and Educational Activities
FDA has not regulated and does not intend to regulate, under the labeling and advertising provisions of the act,
industry-supported scientific and educational activities that are independent of the influence of the supporting company.
Companies and providers who wish to ensure that their activities will not be subject to regulation should design and
carry out their activities free from the supporting company's influence and bias, based on the factors considered in
evaluating activities and determining independence, as described below. These factors are provided to furnish guidance
on the design and conduct of such activities, so that they will be educational and nonpromotional in nature. These
factors will be considered as part of an overall evaluation of an activity; no individual factor is likely by itself to
stimulate an action based on lack on independence.
A. Factors Considered in Evaluating Activities and Determining Independence
FDA will consider the following factors in evaluating programs and activities and determining independence:
[*64097]

(1) Control of Content and Selection of Presenters and Moderators
The agency will consider whether the provider has maintained full control over the content of the program, planning
of the program's content, and over the selection of speakers and moderators. In so doing, the agency will look at
whether the supporting company has engaged in scripting, targeting points for emphasis, or actions designed to
influence the program's content. In addition, the agency will consider if the company has suggested speakers who are or
were actively involved in promoting the company's products or who have been the subject of complaints or objections
with regard to presentations that were viewed as misleading or biased in favor of the company's products.
(2) Disclosures
The agency will consider whether there was meaningful disclosure, at the time of the program, to the audience of : (1)
The company's funding of the program; (2) any significant relationship between the provider, presenters or moderators,
and the supporting company (e.g., employee, grant recipient, owner of significant interest or stock); and (3) whether any
unapproved uses of products will be discussed;
(3) The Focus of the Program
The agency will consider whether the intent of the company and the provider is to produce an independent and
nonpromotional activity that is focussed on educational content and free from commercial influence or bias. The agency
will also consider whether the title of the activity fairly and accurately represents the scope of the presentation.
The agency also will look at the focus of the activity to determine if the central theme is based on a single product
marketed by the company or a competing product, except when existing treatment options are so limited as to preclude
any meaningful discussion of alternative therapies. This is not to suggest that each treatment option must be discussed
with precisely equal emphasis. However, on a newer or, in the view of the presenter, more beneficial treatment modality
should be provided in the context of a discussion of all reasonable and relevant options. [*64098]
(4) Relationship Between Provider and Supporting Company
The agency will consider whether there are legal, business, or other relationships between the company and the
provider that could place the company in a position whereby it may exert influence over the content of the activity (e.g.,
a provider that is owned by, or is not viable without the support of, the company supporting the activity.)
(5) Provider Involvement in Sales or Marketing
The agency will consider whether individuals employed by the provider and involved in designing or conducting
scientific or educational activities are also involved in advising or otherwise assisting the company with respect to sales
or marketing of the company's product.
(6) Provider's Demonstrated Failure to Meet Standards
The agency will consider whether the provider has a history of conducting programs that fail to meet standards of
independence, balance, objectivity, or scientific rigor when putting on ostensibly independent educational programs.
(7) Multiple Presentations
The agency will consider whether multiple presentations of the same program are held. n5
n5 FDA recognizes that some repeat programs can serve public health interests. The Department of Health and
Human Services sometimes actively encourages multiple presentations on selected urgent topics.
(8) Audience Selection

The agency will consider whether invitations or mailing lists for supported activities are generated by the sales or
marketing departments of the supporting company, or are intended to reflect sales or marketing goals (e.g., to reward
high prescribers of the company's products, or to influence "opinion leaders").
(9) Opportunities for Discussion
In the case of a live presentation, the agency will consider whether there was an opportunity for meaningful discussion
or questioning provided during the program. [*64099]
(10) Dissemination
The agency will consider whether information about the supporting company's product presented in the scientific or
educational activity is further disseminated after the initial program, by or at the behest of the company, other than in
response to an unsolicited request or through an independent provider as discussed herein.
(11) Ancillary Promotional Activities
The agency will consider whether there are promotional activities, such as presentations by sales representatives or
promotional exhibits, taking place in the meeting room.
(12) Complaints
The agency will consider whether any complaints have been raised by the provider, presenters, or attendees regarding
attempts by the supporting company to influence content.
B. Additional Considerations
The foregoing list of factors is not intended to be exhaustive and other factors may be appropriate for consideration in
a particular case.
One means of documenting the measures taken to ensure independence of an activity is to have a written agreement
between the provider and the supporting company. This document should reflect that the provider will be solely
responsible for designing and conducting the activity, and that the activity will be educational, nonpromotional, and free
from commercial bias. While not required, a written agreement, coupled with the factors described above, can provide
valuable evidence as to whether an activity is independent and nonpromotional.
III. FDA's Cooperation With Major Accrediting Organizations
FDA recognizes the important role accrediting organizations can play in ensuring that industy-sponsored educational
activities are independent and nonpromotional. The agency also recognizes the importance of avoiding undue
Government interference in postgraduate and continuing education for health [*64100] care professionals, as the
agency seeks to ensure that company promotional activities meet applicable legal requirements. Thus, the agency will
continue to work with major accrediting organizations to monitor company-supported educational activities conducted
by their accredited providers.
[FR Doc. 97-31741 Filed 12-2-97; 8:45 am]
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SUMMARY: The agency is publishing two guidances entitled "Guidance to Industry on Dissemination of Reprints
of Certain Published, Original Data" and "Guidance for Industry Funded Dissemination of Reference Texts." These
guidances relate to the dissemination, by sponsors of human and animal drugs, medical devices, and biological products
of certain reprints of journal articles and reference texts (medical textbooks and compendia), which contain information
concerning FDA-approved products that may not be consistent with the approved labeling for the products. These
guidances describe the circumstances under which the agency intends to allow the dissemination of these reprints and
reference texts to health care professionals. These guidances are intended to assist the agency in fulfilling its mission to
help ensure the safety and effectiveness of human and animal drugs, medical devices, and biological products. The full
texts of these guidances are published in this document.

FOR FURTHER INFORMATION CONTACT:
Regarding general questions: Ilisa B. G. Bernstein, Office of Policy (HF-23), Food and Drug Administration, 5600
Fishers Lane, rm. 15-74, Rockville, MD 20857, 301-827-3380, or via Internet at IBERNSTE@BANGATE.FDA.GOV;
Regarding human drugs: Patrick O'Brien, Center for Drug Evaluation and Research (HFD-40), Food and Drug
Administration, 5600 Fishers Lane, rm. 17B-17, Rockville, MD 20857, 301-827-3901, or via Internet at
OBRIENP@CDER.FDA.GOV;
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Regarding animal drugs: Edward L. Spenser, Division of Surveillance (HFV-210), Center for Veterinary Medicine,
Food and Drug Administration, 7500 Standish Pl., Rockville, MD 20855, 301-594-1722, or via Internet at
ESPENSER@BANGATE.FDA.GOV;
Regarding medical devices: Byron L. Tart, Center for Devices and Radiological Health (HFZ-302), Food and Drug
Administration, 2098 Gaither Rd., Rockville, MD 20879, 301-594-4639, or via Internet at
BXT@FDADR.CDER.FDA.GOV;
Regarding biological products: Toni M. Stifano, Center for Biologics Evaluation and Research (HFM-202), Food
and Drug Administration, 1401 Rockville Pike, Rockville, MD 20852-1448, 301-827-3028, or via Internet at
STIFANO@CBER.FDA.GOV

SUPPLEMENTARY INFORMATION: In the Federal Register of December 8, 1995 (60 FR 63384), FDA
published and sought public comment on two draft guidances entitled "Guidance to Industry on Dissemination of
Reprints of Certain Published, Original Data" and "Guidance for Industry Funded Dissemination of Reference Texts."
These guidances relate to the dissemination, by sponsors of human and animal drugs, medical devices, and biological
products, of certain reprints of journal articles and reference texts (medical textbooks and compendia), which contain
information concerning FDA-approved products that may not be consistent with the approved labeling for the products.
The agency received over 57 comments in response to the request for comments on the draft guidances. The
comments came from drug and device manufacturers, professional health organizations, industry trade organizations,
patient advocacy organizations, health communications specialists, attorneys, and health professionals. The agency has
reviewed and considered these comments in its analysis of whether and what changes should be made in finalizing these
guidances. As a result of this analysis, the agency has determined that no changes need to be made to the "Guidance to
Industry on Dissemination of Reprints of Certain Published, Original Data." The "Guidance for Industry Funded
Dissemination of Reference Texts" remains essentially unchanged; except in the discussion of circumstances for
dissemination of reference texts, FDA added an additional circumstance concerning product promotion, as noted below.
The agency received several comments claiming that the guidance on dissemination of certain reprints does not go
far enough, arguing that companies should be permitted to disseminate any article they choose, regardless of what
information is discussed in the article or whether the information is consistent with the approved product labeling. The
agency also received several comments that gave specific suggestions of the types of articles that should be permitted
under a policy with a broader scope (e.g., all peer-reviewed articles, technical reports). FDA believes that the guidances
that are the subject of this notice strike the proper balance between the need for an exchange of reliable scientific data
and information within the health care community, and the statutory requirements that prohibit companies from
promoting products for unapproved uses. However, the agency will continue to evaluate its policies related to the
advertising and promotion of FDA-regulated products, and these guidances are just one part of its policy in this area.
The agency also received comments seeking clarification of certain aspects of the guidances. Although these
comments were considered in determining the final version of these guidances, they are not individually addressed in
this notice. The agency welcomes questions from interested parties regarding the practical application of these
guidances. Specific questions should be directed to the appropriate persons within the agency who address advertising
and promotion issues for the particular regulated product. (See contact persons above.)
One comment suggested that sponsors should not be allowed to use reprints or reference texts as a tool to promote
unapproved uses of their products. The agency does not intend for these materials to be used in this way. Upon
consideration, the agency has determined that an additional "circumstance" should be added to the [*52801] guidance
on reference texts making it clear that company representatives should not refer to, or otherwise promote, information in
the reference text that is not consistent with the approved labeling for a product.
The texts of the final guidance documents follow:
Guidance to Industry on Dissemination of Reprints of Certain Published, Original Data n1
n1 This guidance does not apply to reprints of articles that discuss the specific prohibited uses of animal drugs
listed in FDA's Center for Veterinary Medicine's Compliance Policy Guide 7125.06 or the Animal Medicinal Drug Use
Clarification Act implementing regulations. Although this guidance does not create or confer any rights on any person
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and does not operate to bind FDA in any way, it does represent the agency's current thinking on the dissemination of
reprints of certain published, original data. The agency will consider individual circumstances on a case-by-case basis.
I. Purpose of Guidance
Sponsors frequently want to disseminate reprints of articles reporting the results of the effectiveness trials that have
been relied on by FDA in its approval or clearance of a drug, device, or biologic product. However, such articles may
contain effectiveness rates, data, analyses, uses, regimens, or other information that is different from the approved
labeling, and might, if disseminated by the sponsor, be considered violative promotional activities.
Nonetheless, the agency intends to allow sponsors to disseminate reprints of articles that represent the peerreviewed, published version of original efficacy trials, under the circumstances described in section II., below.
II. Circumstances for Dissemination of Certain Journal Articles Discussing FDA-Approved Products
1. The principal subject of the article should be the use(s) or indication(s) that has been approved by FDA. The
article should be published in accordance with the regular peer-review procedure of the journal in which it is published,
and the article should report the original study that was represented by the sponsor, submitted to FDA, and accepted by
the agency as one of the adequate and well-controlled studies providing evidence of effectiveness. In the case of a
medical device, this guidance also applies to studies that were otherwise represented by the sponsor, submitted to the
agency, and accepted by the agency as valid and material evidence of safety or effectiveness in lieu of adequate and
well-controlled studies;
2. The reprint should be from a bona fide peer-reviewed journal. A bona fide peer-reviewed journal is a journal that
uses experts to objectively review and select, reject, or provide comments about proposed articles. Such experts should
have demonstrated expertise in the subject of the article under review, and be independent from the journal;
3. If the article contains effectiveness rates, data, analyses, uses, regimens, or other information that is different
from approved labeling, the reprint should prominently state the difference(s), with specificity, on the face of the
reprint. One acceptable means of achieving the appropriate prominence for this statement is to permanently affix to the
reprint a sticker stating the differences; and
4. The reprint should disclose all material facts and should not be false or misleading.
Guidance for Industry Funded Dissemination of Reference Texts n2
n2 Although this guidance does not create or confer any rights, on any person, and does not operate to bind FDA in
any way, it does represent the agency's current thinking on industry funded dissemination of reference texts. Although
FDA believes that this guidance encompasses the vast majority of reference texts, the agency will consider, on a caseby-case basis, reference texts that do not fall within the parameters of this guidance document. This guidance does not
apply to textbooks or compendia that discuss the specific prohibited uses or animal drugs listed in the Center for
Veterinary Medicine's Compliance Policy Guide 7125.06 or the Animal Medicinal Drug Use Clarification Act
implementing regulations.
I. Purpose of Guidance
Sponsors have expressed a desire to disseminate reference texts, i.e., medical textbooks and compendia, to health
care professionals. These texts typically discuss a wide range of medical diagnoses and treatments, including drug
product utilization, surgical techniques, and other medical topics, and are often useful to clinicians in the practice of
medicine.
Reference texts often contain information about the use of drugs, devices, or biologic products in the treatment,
diagnosis, or prevention of disease that may not be consistent with the FDA-approved labeling for the products (e.g.,
discussion of unapproved uses). While many textbooks do not necessarily highlight a particular drug or device
manufacturer's products, the dissemination of these reference texts by regulated industry may still be in conflict with the
Federal Food, Drug, and Cosmetic Act (the act) and implementing regulations. n3
n3 Printed materials, such as medical textbooks and compendia, which supplement, explain, or are textually related
to a regulated product are considered labeling for that product when disseminated by or on behalf of the manufacturer,
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packer, or distributor of the product. See section 201(m) of the act (21 U.S.C. 321(m)) and Kordel v. United States, 338
U.S. 345, 350 (1948).
Nonetheless, FDA intends to permit the distribution of sound, authoritative materials that are written, published,
and disseminated independent of the commercial interest of a sponsoring company and are not false or misleading.
FDA, therefore, intends to allow sponsors to disseminate reference texts that discuss human or animal drug, device, or
biologic products, under the circumstances described in section II., below.
II. Circumstances for Dissemination of Reference Texts
1. The reference text should not have been written, edited, excerpted, or published specifically for, or at the request
of, a drug, device, or biologic firm, unless the text was prepared in a manner that results in a balanced presentation of
the subject matter (see III. below);
2. The content of the reference text should not have been reviewed, edited, or significantly influenced by a drug,
device, or biologic firm, or agent thereof, unless the text was prepared in a manner that results in a balanced
presentation of the subject matter (see III. below);
3. The reference text should not be distributed only or primarily through drug, device, or biologic firms (e.g., it
should be generally available for sale in bookstores or other distribution channels where similar books are normally
available);
4. The reference text should not focus primarily on any particular drug(s), device(s), or biologic(s) of the
disseminating company, nor should it have a significant focus on unapproved uses of the drug(s), device(s), or
biologic(s) marketed or under investigation by the firm supporting the dissemination of the text;
5. Specific product information (other than the approved package insert) should not be physically appended to the
reference text; and
6. A drug, device, or biological product company representative should not refer to, or otherwise promote, in any
manner or at any time, information in the reference text that is not consistent with the approved labeling for a product.
III. Exception
The agency recognizes that there are some useful reference texts that are written, edited, or published by a sponsor
or agent of a sponsor. In those instances, where the authorship, editing, and publishing of the reference text results in a
balanced presentation of the subject matter, FDA intends to allow the distribution of a reference text under the
circumstances described in paragraphs 3 through 6 above. Typically, evidence of a balanced presentation of the subject
matter would consist of an authorship and editorial process that fosters input from a relatively wide spectrum of sources
and allows for consideration of information from all sources.
Dated: October 1, 1996.
William B. Schultz,
Deputy Commissioner for Policy.
[FR Doc. 96-25728 Filed 10-7-96; 8:45 am]
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SUMMARY: The Food and Drug Administration (FDA) is issuing final regulations pertaining to the dissemination
of information on unapproved uses (also referred to as "new uses" and "off-label uses") for marketed drugs, including
biologics, and devices. The final rule describes the new use information that a manufacturer may disseminate and
describes the content of and establishes procedures for a manufacturer's submission to FDA before it may begin
disseminating information on the new use. The final rule also describes how manufacturers seeking to disseminate
information on a new use must agree to submit a supplemental application for that use within a specified period of time,
unless a supplemental application already has been submitted or FDA has exempted the manufacturer from the
requirement to submit a supplement. The final rule provides for requests to extend the time period for submitting a
supplemental application for a new use and describes how a manufacturer can seek an exemption from the requirement
to submit a supplemental application for the new use. Additionally, the final rule discusses FDA actions in response to
manufacturers' submissions, corrective actions that FDA may take or require, and recordkeeping and reporting
requirements. The final rule implements sections 551 through 557 of the Federal Food, Drug, and Cosmetic Act (the
act) (21 U.S.C. 360aaa through 360aaa-6) as amended by section 401 of the Food and Drug Administration
Modernization Act of 1997 (FDAMA).
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DATES: The final rule is effective November 20, 1998. Written comments on the information collection
requirements should be submitted by January 19, 1999.

ADDRESSES: Submit written comments on the information collection requirements to the Dockets Management
Branch (HFA-305), Food and Drug Administration, 5630 Fishers Lane, rm. 1061, Rockville, MD 20852.

FOR FURTHER INFORMATION CONTACT:
Regarding biological products and devices regulated by the Center for Biologics Evaluation and Research: Toni M.
Stifano, Center for Biologics Evaluation and Research (HFM-602), Food and Drug Administration, 1401 Rockville
Pike, Rockville, MD 20852, 301-827-3028;
Regarding human drug products: Laurie B. Burke, Center for Drug Evaluation and Research (HFD-40), Food and
Drug Administration, 5600 Fishers Lane, Rockville, MD 20857, 301-827-2828;
Regarding medical devices: Byron L. Tart, Center for Devices and Radiological Health (HFZ-302), Food and Drug
Administration, 2098 Gaither Rd., Rockville, MD 20850, 301-594-4639.

SUPPLEMENTARY INFORMATION:
I. Introduction
In the Federal Register of June 8, 1998 (63 FR 31143), FDA published a proposed rule that would add to title 21
of the Code of Federal Regulations (CFR) a new part 99 entitled, "Dissemination of Information on Unapproved/New
Uses for Marketed Drugs, Biologics, and Devices."
The proposed rule was intended to implement section 401 of FDAMA. In brief, section 401 of FDAMA amended
the act to permit drug, biologic, and device manufacturers to disseminate certain written information concerning the
safety, effectiveness, or benefits of a use that is not described in the product's approved labeling to health care
practitioners, pharmacy benefit managers, health insurance issuers, group health plans, and Federal and State
Government agencies, provided that the manufacturer complies with certain statutory requirements. For example, the
information that is to be disseminated must be about a drug or device that is being legally marketed; it must be in the
form of an unabridged reprint or copy of a peer-reviewed journal article or reference publication; and it must not be
derived from another manufacturer's clinical research, unless that other manufacturer has given its permission for the
dissemination. The information must be accompanied by certain information, including a prominently displayed
statement that the information discusses a use or uses that have not been approved or cleared by FDA. Additionally, 60
days prior to the dissemination, the manufacturer must submit to FDA a copy of the information to be disseminated and
any other clinical trial information that the manufacturer has relating to the safety or effectiveness of the new use, any
reports of clinical experience that pertain to the safety of the new use, and a summary of such information.
A detailed description of section 401 of FDAMA appeared in the preamble to the proposed rule (see 63 FR 31143
at 31144 and 31145).
II. Highlights of the Final Rule
Although the statute is very detailed, and the final rule closely tracks its provisions, there are some places where the
regulation fills in the details of the statutory requirements. For example, the final rule defines terms that were not
defined in the legislation (e.g., "supplemental application" and "clinical investigation," and it explains concepts that
required additional explanation (e.g., what is meant by the term "unabridged"). The final rule also sets forth the more
detailed procedures for how to submit the required information to FDA before disseminating any new use information
(e.g., where the information should be submitted and how many copies are required). Finally, the final rule defines what
is meant by the basic criteria that the statute sets forth for granting an exemption from the requirement to submit a
supplement application on the basis that it would be unethical or economically prohibitive to conduct the studies needed
to submit a supplemental application.
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The final rule has been revised in response to comments received on the proposal. For example, § 99.3 was revised
to add a definition for pharmacy benefit manger, which is not included in the statute. The definition of "clinical
investigation" in § 99.3 also was revised. Section 99.101 was revised to reflect FDA's position that most journal articles
and reference texts (as those terms are defined in the regulation) would be considered to be scientifically sound and to
describe specific instances (e.g., letters to the editor, Phase 1 trials in healthy individuals) when that would not be the
case.
Section 99.103 revised the mandatory statement that the disseminated information has not been approved or cleared
by FDA. That section also was revised to ensure that the financial disclosures required under this part would be
consistent with FDA's final rule on financial disclosures by clinical investigators.
Sections 99.201(a)(4)(i)(B) and (a)(4)(ii)(B), 99.203(b), and 99.401(b) were revised to clarify that for purposes of
computing time periods that begin on the date of initial dissemination, FDA will look to the date that dissemination can
begin. This clarification was [*64557] necessary because FDA will not know when a manufacturer actually begins to
disseminate materials.
Sections 99.203 and 99.303 were revised to clarify that there are two different ways that FDA can extend the time
period for completing the studies needed to submit a supplemental application for a new use: One before any studies
have begun and one after the studies have begun. FDA also revised the standard for granting an exemption from the
requirement to submit a supplemental application on the basis that it would be economically prohibitive. The focus is
now on the revenue from the new use rather than the revenue from the product.
In § 99.301, FDA clarified when it would require a manufacturer to keep records identifying the individual
recipients of new use information as opposed to just the categories of such recipients. Finally, the final rule was revised
to ensure that a decision on a new use submission would be made within 60 days.
III. Responses to Comments on the Proposed Rule
FDA received over 50 written comments on the proposed rule. In addition, on July 8, 1998, FDA held a public
meeting on the proposed rule. Thirteen speakers commented on the proposal. In general, the comments expressed a
diverse range of opinions, both favoring and opposing the proposed rule, and were submitted by health professionals,
medical organizations, consumer groups, patient groups, a medical journal, members of Congress, trade associations,
and manufacturers.
A. General Comments
Several comments addressed the concept of disseminating information on unapproved or new uses rather than the
proposed rule itself. Other comments sought further restrictions on the dissemination of information on unapproved or
new uses, while still other comments sought to expand the rule to cover more products.
1. A number of comments expressed concern that the proposed rule could result in harm to patients. One comment
expressed concern over the self-policing aspects of the rule. Another comment cited several examples where drugs were
administered for unapproved uses and proved to be harmful. The comment stated that dissemination of information on
unapproved uses for approved drugs would further encourage the use of "untested" drugs and discourage clinical trials
that would show whether the drugs are safe and effective for their intended uses. The comment asked FDA to "revise or
abandon these regulations so as to continue to protect consumers from untested and potentially dangerous drugs." One
comment argued that the new rule was not "warranted" because the disseminated information may be inappropriate and
would pose a significant risk to public health. The comment further argued that current practices in this area are the best
way to handle information on unapproved uses. Finally, a number of comments expressed concern that FDA does not
have sufficient resources to implement the regulation in a manner that can adequately protect the public health. Such
comments urged FDA to direct adequate resources to implementation.
Section 401(c) of FDAMA required FDA to issue regulations to implement sections 551 through 557 of the act by
November 21, 1998. The final rule, which closely tracks the statutory language, represents FDA's effort to comply with
that requirement. FDA is committed to implementing this new statutory authority consistent with its obligation to
protect the public health.
2. Several comments claimed that dissemination of information on unapproved or new uses of drugs for which
pediatric labeling is not available would be contrary to section 505A of the act (21 U.S.C. 355A) as it pertains to
pediatric studies of drugs because it would impede the development of pediatric data. Several comments said that
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dissemination of information on unapproved uses for pediatric therapy should be limited to drugs that have "sufficient
labeling in the ages of the children addressed by the information disseminated." Another comment noted that
dissemination of information for an unapproved use of a drug in children when the drug's approved use has not been
tested for safety in pediatric patients may pose even more risk than unapproved uses generally. Others said that for
drugs without labeling for pediatric populations or specific age populations, drug manufacturers should not be able to
disseminate unapproved use information about pediatric populations or about specific age populations not specified in
the label, unless such information is specifically requested by the physician.
FDA declines to amend the rule as suggested by the comments. It is FDA's hope that the statutory scheme set forth
in section 401 of FDAMA and implemented by this part will actually stimulate research and the development of data on
new uses, including pediatric uses. Moreover, nothing in section 401 of FDAMA or its legislative history suggests that
Congress intended to exclude pediatric uses from section 551 of the act or to further limit how information on such uses
can be disseminated. Finally, the act does not require that the disseminated information be specifically requested by a
physician in order to be disseminated.
Although FDA is not amending the codified language in any way, it does recognize that the potential dangers of
unapproved uses in children may be greater than for adults because few drugs have been tested in children. The agency
will take this into account in making a determination as to whether a proposed dissemination of information on a new
use poses a significant risk to public health such that the dissemination under this part should not be permitted.
3. One comment would revise the rule to exclude drugs that may be covered by orphan drug exclusivity. The
comment explained that a manufacturer may obtain orphan drug exclusivity for a particular use of a drug, but that other
manufacturers could be marketing the same drug for non-orphan indications. The comment stated that such other
manufacturers could disseminate information on the orphan indication, thereby undermining the value of orphan drug
exclusivity.
There is no indication in section 401 of FDAMA or its legislative history that Congress intended the dissemination
of information on unapproved uses of drugs and devices to undermine patent protection or exclusivity granted to a
product under the Orphan Drug Act, the Waxman-Hatch Amendments, or the pediatric exclusivity provisions in section
111 of FDAMA. Therefore, an indication that is not included in a particular sponsor's approved product labeling
because the indication is protected by patent or exclusivity is not eligible for dissemination under part 99.
4. Several comments urged FDA to broaden the proposal to include over-the-counter (OTC) drug products being
marketed under an OTC monograph.
Section 401 of FDAMA requires that in the case of a drug, there be in effect for the drug an application filed under
section 505(b) or (j) of the act. OTC drugs being marketed under an OTC monograph do not have an application filed
under section 505(b) or (j) of the act in effect. Therefore, FDA declines to revise the rule as suggested in these
comments.
5. One comment stated that companies sometimes assist physicians and patients in obtaining reimbursement from
Medicare, Medicaid, and private insurers by furnishing copies of journal articles and reference publications on
unapproved [*64558] uses to the insurer or government agency when reimbursement is denied on the ground that use
of the product is experimental. The comment concluded that this practice appeared to be legal prior to the passage of
section 401 of FDAMA and asked FDA to clarify that it did not become illegal as a result of FDAMA.
Prior to passage of FDAMA, the practice described in this comment was not permissible unless the unapproved use
information was provided in response to an unsolicited request for such information. FDA's policy, which allows
manufacturers to provide unapproved use information in response to an unsolicited request, was not affected by
FDAMA (see section 557(a) of the act). Accordingly, manufacturers who wish to furnish unapproved use information
as described in the comment may do so if it is in response to an unsolicited request. Otherwise, they must comply with
the requirements set forth in section 401 of FDAMA and this part.
6. One comment asserted that the proposal should recognize the specific legal authorization for manufacturers to
provide off-label information to health care practitioners in response to an unsolicited request.
Section 401 of FDAMA added a new section 557(a) of the act, which provides that nothing in section 551 of the act
shall be construed as prohibiting a manufacturer from disseminating information in response to an unsolicited request
from a health care practitioner. Although FDA does not construe section 557(a) of the act as a specific legal
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authorization for manufacturers to provide off-label use information to health care practitioners in response to an
unsolicited request, § 99.1(b) of the final rule recognizes this statutory provision.
7. One comment stated that FDA should exempt manufacturers from the "pre-approval and reporting requirements"
when the primary focus of a publication is on the approved uses of the product.
Section 401 of FDAMA and this part do not cover publications regarding approved uses. FDA intends to permit
manufacturers to disseminate certain information that focuses primarily on approved uses and that report the results of
studies that have been relied on by FDA in its approval or clearance of a drug or device without meeting all of the
requirements set forth in this part. (Cf. Guidance to Industry on Dissemination of Reprints of Certain Published Original
Data (61 FR 52800, October 8, 1996). The agency was enjoined from applying this guidance document in Washington
Legal Foundation v. Friedman, CA No. 1:94CV1306 (D.D.C. July 30, 1998) (hereinafter referred to as WLF v.
Friedman). FDA sought clarification on the scope of the order through a motion to amend the judgment in that case.)
FDA plans to issue guidance on this issue at some time in the future pending clarification by the court.
8. One comment suggested that FDA exempt manufacturers from the requirements set forth in this part if the new
use that is the subject of the information being disseminated has been accepted as standard medical practice (i.e.,
indications listed in the United States Pharmacopoeia Drug Information for the Health Care Professional (USP DI) or
American Hospital Formulary Service, etc.).
FDA declines to create an exemption from the entire rule as suggested by the comment. Regardless of whether the
unapproved use is listed in the USP DI or American Hospital Formulary Service, the statutory requirements in sections
551 through 557 of the act apply to a manufacturer who intends to disseminate information on the unapproved use for
an approved product to health care practitioners, pharmacy benefit managers, health insurance issuers, group health
plans, or Federal or State governmental agencies. Evidence that the unapproved use represents standard medical care
may, however, enable the manufacturer to seek an exemption from the requirement to submit a supplemental
application for the unapproved use if the manufacturer can demonstrate that it would be unethical to conduct the studies
necessary for a supplemental application for the new use. A discussion of the "unethical" exemption appears later in
section III of this document.
9. Some comments stated that the proposal properly reflects the intent of Congress and achieves the important goals
of assuring the public health and encouraging the dissemination of information. Others argued that the proposal is
contrary to congressional intent, paternalistic and cumbersome, and would restrict, rather than facilitate, access to
information about new uses.
Although FDA drafted the proposed rule to reflect congressional intent, the agency has revised the rule in response
to specific comments. These revisions are meant to ensure that the final rule more accurately reflects congressional
intent.
B. Comments on Specific Provisions
1. Subpart A-General Information
a. Scope (§ 99.1). Proposed § 99.1 described the scope of part 99, explaining that the part applies to the
dissemination of information on human drugs, including biologics, and devices where the information to be
disseminated pertains to the safety, effectiveness, or benefit of a use that is not included in the approved labeling for an
approved drug or device or in the statement of intended use for a cleared device and the information is to be
disseminated to a health care practitioner, pharmacy benefit manager, health insurance issuer, group health plan, or
Federal or State Government agency.
10. Several comments urged FDA to add pharmacists to the list of recipients of information under this part.
Section 401 of FDAMA specifically lists who can receive the new use information under this provision and
proposed § 99.1 tracked that statutory provision. Therefore, FDA declines to amend the regulation as requested.
However, to the extent that pharmacists fall within the definitions of "health care practitioner," "pharmacy benefit
manager," health insurance issuer," or "group health plan" (see § 99.3) they will be included as recipients of this
information.
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b. Definitions (§ 99.3). Proposed § 99.3 defined various terms, such as "clinical investigation" (proposed §
99.3(b)), "health care practitioner" (proposed § 99.3(d)), "new use" (proposed § 99.3(g)), "scientific or medical
journal" (proposed § 99.3(i)), and supplemental application (proposed § 99.3(j)).
11. One comment urged FDA to include a definition for "pharmacy benefit manager" and to include pharmacists in
that definition.
Although the statute defines the other recipients of information under this provision (i.e., health care practitioner,
health insurance issuer, and group health plan), it does not define pharmacy benefit manager. FDA has revised the rule
to define a "pharmacy benefit manager" (PBM) as "a person or entity that has, as its principal focus, the implementation
of one or more device and/or prescription drug benefit programs." PBM's, which generally include pharmacists,
typically provide claims processing services for devices and/or prescription drugs; negotiate device and/or prescription
drug prices; negotiate volume purchase agreements with medical device and/or pharmaceutical manufacturers, develop
formularies, and institute formulary [*64559] compliance programs (e.g., mandatory generic substitution programs).
The new definition is in § 99.3(h) and the agency has redesignated the remaining definitions accordingly.
12. Proposed § 99.3(b) defined a "clinical investigation" as an "investigation in humans that is prospectively
planned to test a specific clinical hypothesis." Several comments argued that FDA should delete the proposed definition
of "clinical investigation." They argued that restricting clinical investigations to those that are prospectively planned is
not part of the statute, that it would preclude the use of retrospective studies, modeling studies, open label studies,
metanalysis, reference articles, and consensus standards, which these comments assert may be useful, and that Congress
never intended for the definition to be limited in this manner. One comment argued that the prospective planning criteria
should not have to meet the criteria for investigational new drug applications (IND's).
FDA believes that many of these comments misconstrued what the agency meant by the phrase "prospectively
planned." FDA does not consider modeling studies, which are not actual studies, but rather extrapolations of
information or data that are used to predict how a study might come out, to be clinical investigations. Moreover, FDA
does not consider consensus standards and reference articles to contain adequate detail about "clinical investigations" as
defined by this rule. However, it was the agency's intent that the definition could include historically controlled studies,
retrospective analyses, open label studies, and metanalyses if they are testing a specific clinical hypothesis. To avoid
any confusion, FDA is eliminating the phrase "prospectively planned" from the definition of "clinical investigation." In
the final rule, FDA has defined a clinical investigation to mean "an investigation in humans that tests a specific clinical
hypothesis."
13. Several comments urged FDA to revise the definition of "health care practitioner" in § 99.3(d) to include
pharmacists.
Section 556(1) of the act (21 U.S.C. 360aaa-5(1)) defines the term "health care practitioner" to mean a physician,
or other individual who is a provider of health care, who is licensed under the law of a State to prescribe drugs or
devices." FDA's proposed regulation tracked this statutory definition. FDA declines to revise the definition. To the
extent that pharmacists fall within this definition, they will be eligible to receive information disseminated under this
part.
14. Proposed § 99.3(g) defined "new use" to mean a use that is not included in the approved labeling of an
approved drug or device, or a use that is not included in the statement of intended use for a cleared device. The
preamble to the proposed rule explained that a new use is one that would require approval or clearance of a
supplemental application in order for it to be included in the product labeling.
The preamble to the proposed rule explained that "new uses," include, but are not limited to: A completely different
indication; modification of an existing indication to include a new dose, a new dosing schedule, a new route of
administration, a different duration of usage, a new age group (e.g., unique safety or effectiveness in the elderly),
another patient subgroup not explicitly identified in the current labeling, a different stage of the disease, a different
intended outcome (e.g., long-term survival benefit, improved quality of life, disease amelioration), effectiveness for a
sign or symptom of the disease not in the current labeling; and comparative claims to other agents for treatment of the
same condition (see 63 FR 31143 at 31145).
A number of comments supported FDA's definition of new use. However, others disagreed with the specific
examples set forth in the preamble as too broad. Most of the latter comments objected to the inclusion of patient
subgroups and comparative claims for approved indications. They argued that their inclusion in the definition is
inconsistent with the agency's prescription drug advertising regulations, which permit companies to promote patient
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subgroups and comparative claims if certain conditions are met. Several comments disagreed with the inclusion of a
new age group-specifically children-in the definition of new use. One comment argued that children should not be
considered a "use," but a "user." One comment stated that the definition should focus only on information that differs
from the current labeling; it should not include information that is consistent with, but more detailed than what is
described in the approved labeling. Finally, one comment disagreed with the agency's characterization of a different
intended outcome as an off-label use.
FDA agrees with the comments discussed previously, which note that FDA's prescription drug advertising
regulations permit companies to make comparative claims about two approved uses, without getting the claims on the
approved label if the companies have on file, substantial evidence or substantial clinical experience to support such
claims. (See § 202.1(e) (21 CFR 202.1(e)).) FDA did not intend to change the provision found in its prescription drug
advertising regulations. In addition, FDA agrees that as long as the comparison is between two approved claims, there
technically is not a new "use" involved. Therefore, FDA is deleting comparative claims about approved uses from its
interpretation of "new use." Manufacturers who want to make such claims for a drug, must submit a labeling
supplement or must meet the requirements set forth in FDA's drug advertising regulations. (See § 202.1(e).)
Manufacturers who want to make such claims for a medical device must meet the requirements set forth in § §
807.81(a)(3)(ii) or 814.39 (21 CFR 807.81(a)(3)(ii) or 814.39).
With respect to claims of efficacy in a new patient subgroup, including a new age group, claims that are more
detailed than the approved labeling, and claims that relate to different intended outcomes (as well as with respect to
some of the other types of new use claims listed in the preamble to the proposed rule), FDA's prescription drug
advertising regulations may permit companies to make such claims about prescription drugs in certain circumstances,
without submitting a supplement, provided they have on file the required evidence to support the claim. (See §
202.1(e).) However, FDA does consider such claims, including claims regarding children, to be new uses in some cases.
In cases where such claims constitute new uses, manufacturers also can use the procedures set forth in this part to
disseminate journal articles and reference publications about those claims. For medical devices, manufacturers can use
the procedures set forth in this part to disseminate journal articles and reference publications about these types of
claims. Otherwise, they must comply with the requirements set forth in § § 807.81(a)(3)(ii) or 814.39.
15. Proposed § 99.3(i) (now redesignated as § 99.3(j)) defined "scientific or medical journal," in part, as a journal
that is indexed in Index Medicus. It excluded scientific and medical publications that are in the form of special
supplements that have been funded in whole or in part by one or more manufacturers. One comment agreed that special
supplements are not appropriate for dissemination under this part. One comment, however, stated that the definition was
too narrow by requiring that the publication be listed [*64560] in Index Medicus and by excluding special
supplements.
The definition in FDA's rule, which excludes journals not indexed in Index Medicus and scientific and medical
publications that are in the form of special supplements that have been funded in whole or in part by one or more
manufacturers, tracks the statutory definition. (See section 556(5) of the act.) Accordingly, no changes to the final rule
have been made.
16. Proposed § 99.3(j) (now redesignated as § 99.3(k)) defined "supplemental application" as a supplement to
support a new use to an approved new drug application (NDA) for human drugs or a supplement to an approved license
application for biologics. Several comments argued that the definition of a supplemental application for a drug should
be expanded to include the possibility that a "new use" could require a new NDA rather than just a supplemental NDA.
One comment claimed that there are certain review divisions in the Center for Drug Evaluation and Research (CDER)
that require NDA's for all new uses.
There may be times when a manufacturer would be required to submit an NDA rather than a supplemental NDA to
support a new use. In these instances, the unapproved use would not be covered by this part. However, it would not be
appropriate to exclude new uses from this part merely because a review division assigns a new NDA number to the
supplement for administrative convenience. In the latter instance, the difference would be in name only. Therefore,
although FDA is declining to revise the regulation as suggested by the comments, FDA will treat applications that have
been assigned a new NDA number for administrative convenience as a supplemental NDA for purposes of this part.
17. One comment recommended expanding the definition of supplemental application to cover OTC drugs that are
subject to a monograph.
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As set forth previously, OTC drugs that are subject to a monograph are not covered by this provision. Therefore,
FDA declines to expand the definition as requested.
18. For devices, proposed § 99.3(j) (now redesignated as § 99.3(k)) defined "supplemental application" as a new
510(k) submission, if the device that is cleared for marketing is the subject of a 510(k) submission, or a supplement to
an approved premarket approval application (PMA), if the device that is marketed is the subject of an approved PMA.
One comment recommended expanding the definition of supplemental application for devices to include a 510(k) to a
510(k) exempt device.
FDA agrees that the statutory provision covers 510(k) exempt devices and so has amended the definition of
supplemental application accordingly.
19. Several comments disagreed with FDA's definition of supplemental application for devices because it did not
include a PMA for a new use for a device on the market under section 510(k) of the act (21 U.S.C. 360(k)).
Because there are no supplemental applications for 510(k) devices, FDA could have interpreted the statute to
exclude all 510(k) devices from the scope of the rule. FDA drew a distinction between those that require a new 510(k)
and those that require a PMA because the agency determined that this was similar to the distinction between a
supplemental NDA and an NDA (i.e., a supplemental NDA and a 510(k) are filed on products about which the agency
has some accumulated knowledge and experience such that it is not required to start its review from scratch; an NDA
and a PMA are filed for products about which the agency has no such accumulated knowledge or experience upon
which to base a decision).
FDA disagrees with the comment that an original PMA submission should be included in the definition of
"supplemental application" for a device that entered the marketplace through the 510(k) process. The 510(k) process
and the PMA process are designed to provide different ways to market regulated products, are supported by a different
extent and kind of data, and are predicated on different concepts of how to assure consumer protection.
A product entering the market via the 510(k) process does so because the agency agrees with the sponsor that the
new device is substantially equivalent to a device commercially distributed before May 28, 1976, or to a newer
predicate device for the same intended use. For a 510(k) product, the consumer protection objective of the act is met in
part by the accumulated experience with the predicate devices and the review and establishment of the device category
in the appropriate class and a modicum of device specific information. Information on manufacturing and premarket
assurance of conformance to good manufacturing practices (GMP's) are not addressed. The agency does not, in the case
of a 510(k), make an individual product determination of safety or effectiveness.
The act requires a PMA for a device for which there is a new intended use with no predicate, or which raises new
issues of safety and effectiveness. Evidence required under a PMA is substantial and the sponsor must show, through
the use of well-controlled clinical trials or, at the discretion of the agency, other valid scientific evidence, that there is a
reasonable assurance the product is safe and effective for its intended use. As part of its review of a PMA, FDA reviews
and audits clinical trial information and the GMP's employed by the manufacturer.
Allowing an original PMA submission to be regarded in this context as a supplement for a device already marketed
under a 510(k) would undermine the statutory and regulatory requirements established to ensure the safety and
effectiveness of products subject to PMA's. It would be analogous to applying the dissemination provision to new
devices that were never legally marketed. For a PMA product, a new intended use supplement is intended to provide the
agency with additional data supporting a new use for an approved device. It relies, in large part, on information
previously reviewed regarding product materials, biocompatibility, design, performance, and basic safety data. For a
510(k) product, a PMA would not be providing additional information; it would be providing all of the information.
To illustrate, a product not currently marketed, but that was marketed as a general use tool without any known
labeling or identified product specific intended use in the 1960's preamendment period may be re-introduced through a
510(k) for that same (implied) intended general tool use (e.g., it ablates or thermally destroys tissue). The product will
be regarded as an unclassified preamendment product. If a manufacturer wished to market it for a specific intended
purpose where that new purpose creates a new use with attendant questions of safety and effectiveness of the new use, it
must do so through a PMA. In a recent instance, a company sought to market its unclassified preamendment product, an
interuterine probe for a cryosurgery machine (using freezing to thermally destroy tissue), for ablation of the uterine
endometrium with ultrasound control of the location and extent of tissue being frozen to control excessive menstrual
bleeding. By moving to a tissue and anatomic specific intended use and indication, as well as by incorporation of a new
(external) control procedure, the manufacturer has created a new intended use. The product's underlying safety and
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manufacture have never been evaluated. Even the presumption that ultrasound [*64561] measurement of the extent of
tissue being frozen accurately predicts the extent of tissue necrosis and allows proper positioning of the probe remains
unevaluated. Nevertheless, the comments would argue that this product could be the subject of an article or text
disseminated under section 401 of FDAMA.
In passing section 401 of FDAMA, Congress intended to provide health care practitioners important scientific
information about unapproved uses of approved products. The risks to the public of disseminating information in a case
such as that described previously are closer to the risks from instances where there has never been an approved product
than those for a new use of a previously approved product. FDA believes that these risks are far greater than those
authorized by section 401 of FDAMA.
2. Subpart B-Information To Be Disseminated
a. Information that may be disseminated (§ 99.101). Proposed § 99.101 discussed the types of information
concerning the safety, effectiveness, or benefit of a new use that a manufacturer may disseminate. For example, the
proposal required (among other things) that the written information to be disseminated concern a drug or device that has
been approved, licensed, or cleared for marketing by FDA and be in the form of an unabridged reprint or copy of a peerreviewed scientific or medical journal article or an unabridged reference publication that pertains to a clinical
investigation involving the drug or device and that is considered scientifically sound by experts who are qualified to
evaluate the product's safety or effectiveness. Proposed § 99.101 also described criteria for determining whether the
information to be disseminated is false or misleading, whether a clinical investigation is "scientifically sound," and
whether a reprint or copy of an article or reference publication is "unabridged."
20. One comment urged FDA to include a 60-day window in advance of a drug's Prescription Drug User Fee Act
date during which time a manufacturer could submit proposed material for review. In other words, the comment urged
FDA to accept dissemination materials for review before a drug has been approved.
FDA declines to adopt this approach. The statute does not direct FDA to accept submissions on products that have
not yet been approved or cleared. If FDA accepts submissions on products that have not yet been approved or cleared, it
may be wasting resources reviewing submissions on products that never get approved or cleared.
21. One comment urged FDA to make clear that this part does not permit the verbal dissemination of unapproved
use information. Another comment suggested that companies that disseminate information on a new use should be
permitted to discuss the clinical investigation that is the subject of the disseminated materials with the recipient.
FDA agrees with the first comment that neither this part nor section 401 of FDAMA, would permit the verbal
dissemination of information about unapproved uses. Section 551(a) of the act and § 99.101 refer clearly and
specifically to "written" information. Therefore, a manufacturer (or its representatives or agents) is not permitted to
discuss with a recipient the clinical investigation that is the subject of the written materials disseminated under this part.
22. Several comments asked whether Internet or electronic dissemination would be permitted under this part.
Although, as set forth previously, FDA agrees that the provision was not meant to cover verbal dissemination, it
could cover electronic dissemination. However, a manufacturer seeking to disseminate information electronically would
have to ensure that all of the requirements under this part could be met for electronic dissemination. For example, the
manufacturer would have to ensure that the recipients of the information are appropriately limited and that all of the
required information and disclosures can be attached in accordance with this part. FDA may, in the future, issue
guidance on this subject.
23. One comment noted the importance of requiring manufacturers to disseminate unabridged journal articles so
that information from a clinical study is not pulled out of context or released without all relevant data.
FDA agrees with this comment. Both the statute and the regulation require that a journal article or reference
publication disseminated under this part be unabridged.
24. Several comments objected to the requirement that a reprint or copy of an article be published prior to
submission for FDA for review. These comments argued that manufacturers should be allowed to send FDA final
manuscripts. Another comment opposed allowing submissions to include manuscripts or preprints of articles that have
been accepted for publication. This comment stated that it could take months for these manuscripts to be published and
that they might be submitted before the peer-review process is complete.

Page 45
63 FR 64556, *

FDA understands manufacturers' desire to disseminate new use information as quickly as possible. However,
section 552 of the act (21 U.S.C. 360aaa-1) requires that the peer-reviewed journal articles disseminated under this part
be published. If FDA were to accept manuscripts before publication, it could not be sure that what gets published, and
then disseminated, is exactly what it was given to review. The agency might not even be sure that the peer-review
process has been completed. FDA does not have the resources to verify this information or to conduct duplicative
reviews. Therefore, FDA is not revising the rule to permit submission of unpublished manuscripts.
25. Several comments took issue with the statement in the proposal that information can be false or misleading if it
includes only favorable publications. These comments argued that dissemination should not be prohibited if the only
information that has been published is favorable and the research is scientifically rigorous. These comments noted that
FDA should make clear that a single favorable publication can be disseminated if it is objective, balanced, and discusses
appropriate safety information. One comment noted that a more appropriate manner in which to state the issue would be
to cite the exclusion of an unfavorable publication as the example.
FDA agrees that new use information is not necessarily without balance or misleading just because there is no
unfavorable information disseminated with it and FDA did not intend to suggest the contrary. FDA agrees that it would
be inappropriate to find a favorable article misleading just because it is disseminated without an unfavorable publication
when no unfavorable publication exists. What FDA will be looking for is whether the manufacturer has failed to include
unfavorable information that exists and that is necessary to provide balance. FDA has revised the rule to clarify this
point.
26. One comment said that proposed § 99.101(a)(4) was unclear on what "other information concerning risks and
adverse effects that are or may be associated with the new use" a company would have to include to ensure that the
disseminated information is not false or misleading.
The other information refers to the additional information that FDA can require under § 99.103(a)(4). FDA has
revised the rule to clarify this point. [*64562]
27. Proposed § 99.101(a)(5) required that the disseminated information not be derived from clinical research
conducted by another manufacturer unless the manufacturer disseminating the information has the permission of such
other manufacturer to make the dissemination.
One comment noted that the rule should clarify that contracts or agreements between sponsors may specify how the
data are to be used by the sponsoring companies. In other words, cosponsoring companies should be responsible for
maintaining their own agreements without FDA input. Several other comments opined that once a peer-reviewed article
is published, it is in the public domain and a sponsor should be able to pursue use of the data published by the original
sponsor (i.e., without first obtaining permission) as long as proper credit is given. One comment asked FDA to clarify
the rule to show that research conducted by an independent academic or similar organization can be disseminated if the
information meets the standards for dissemination and is legally available for such use.
Section 551(b)(3) of the act prohibits the dissemination of information derived from research conducted by another
manufacturer without that other manufacturer's permission. The fact that an article has been published does not
eliminate the need to get permission from the researching company. If it did, this requirement in the statute would be
meaningless because all information disseminated under this part must be published. Therefore, FDA declines to revise
the rule to permit the dissemination of all published articles reporting on research conducted by another manufacturer
without that manufacturer's permission. However, FDA agrees that cosponsoring companies can make agreements
without FDA's input and that research conducted by independent parties does not, by the terms of the statute, require
that party's permission.
28. One comment noted that reference publications will include many unapproved use discussions that reflect
research conducted by other manufacturers and that proposed § 99.101(a)(5) would appear to make the disseminating
company get permission from every one of those manufacturers.
As set forth in the proposal, FDA expects that manufacturers that disseminate reference publications under this part
will flag the section of the text that describes the clinical investigation of a specific unapproved use (otherwise, they
would have to commit to study all of the unapproved uses discussed in the reference publication). Therefore, FDA
would expect that a manufacturer would be required only to seek the permission of another manufacturer if that other
manufacturer conducted the study for that specific discussion of an unapproved use.
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29. Proposed § 99.101(b)(1) provided that the determination of whether a clinical investigation is considered to be
"scientifically sound" will rest on whether the design, conduct, data, and analysis of the investigation described or
discussed in a reprint or copy of an article or in a reference publication reasonably support the conclusions reached by
the authors. It further provided that a clinical investigation described or discussed in an article or reference publication
must include a description of the study design and conduct, data presentation and analysis, summary of results, and
conclusions pertaining to the new use. The proposal also stated that a clinical investigation presented in a format that
does not represent a reasonably comprehensive presentation of the study design, conduct, data, analyses, and
conclusions (e.g., letters to the editor, review abstracts, abstracts of a publication) would not qualify for dissemination
under this provision.
The preamble to the proposal provided that in order to provide a basis for determining whether the conclusions are
reasonably supported and the findings represent evidence of safety and effectiveness of the new use, the article or
reference publication should provide, where applicable, evidence that the investigation: (1) Was prospectively planned;
(2) enrolled an appropriately defined and diagnosed patient population for the specific clinical condition of interest; (3)
accounted for all patients enrolled, including all patients who discontinued therapy prematurely; (4) utilized clinically
meaningful endpoints or utilized surrogate endpoints that are reasonably likely to predict safety and effectiveness; (5)
used a well described treatment regimen with a clear description of dose, schedule, duration, and route of
administration; (6) used an appropriate control group or made reference to an appropriate historical control; (7)
collected and reported adequate information on adverse experiences, and the need for dose reductions and treatment
interruptions due to toxicity; and (8) was analyzed in a scientifically appropriate manner. (See 63 FR 31143 at 31146
and 31147.)
Some comments supported FDA's interpretation and applauded the agency's efforts to ensure that journal articles
and reference publications are scientifically sound. These comments noted that FDA's interpretation reflected what is
required by most peer-reviewed journals.
In contrast, a number of comments objected to FDA's approach. Some of these comments objected to FDA making
any determination that an article or reference publication is scientifically sound. They stated that it was not Congress'
intent to have FDA "do its own peer review." Others criticized the criteria set forth in the proposed codified language
and/or the eight criteria in the preamble to the proposal. They argued that FDA would be requiring more detail than is
ever found in articles or reference publications and/or that FDA's standard is akin to that for a supplemental application.
One comment said that FDA should require only enough detail to determine if the article or publication is scientifically
sound. One comment urged FDA to adopt a broader definition of scientifically sound by removing the specific
requirements, i.e., prospectively planned, and recognizing the value of scientifically sound studies as long as any
limitations (e.g., epidemiological data) are fully disclosed. One comment said that FDA should require the journal
article to include the "typical level of detail" and, if it does not, then the company should be able to attach it to the
article. Several comments opposed the specific exclusion of abstracts. Finally, a number of comments specifically
criticized the requirement that the clinical investigation be prospectively planned.
FDA has a role to play with respect to whether an article or reference publication is scientifically sound. The statute
includes a requirement that the disseminated article or reference publication pertain to a clinical investigation that would
be considered to be scientifically sound by experts qualified by scientific training or experience to evaluate the safety or
effectiveness of the drug or device involved. FDA believes that this provision indicates that Congress meant for FDA to
look at whether experts would find that the article or publication is about an investigation that experts would consider to
be scientifically sound. However, FDA also believes that its role in determining whether an article or publication is
scientifically sound is limited. This approach is consistent with the proposed rule and FDA fully expected that most
journal articles about a clinical investigation from reputable peer-reviewed journals would meet the definition of
scientifically sound set [*64563] forth in its proposal. Nevertheless, to ensure that the provision will be implemented
consistent with congressional intent, FDA is revising § 99.101(b)(1) to provide that FDA will find that all journal
articles and reference publications (as those terms are defined in § 99.3) are scientifically sound except: (1) Letters to
the editor; (2) abstracts of a publication; (3) those regarding Phase 1 trials in healthy people; (4) flagged reference
publications that contain little or no substantive discussion of the relevant clinical investigation; and (5) those regarding
observations in four or fewer people that do not reflect any systematic attempt to collect data, unless the manufacturer
demonstrates to FDA that such reports could help guide a physician in his/her medical practice.
Section 552(a)(2) of the act prohibits the dissemination of information that is false or misleading. That provision
prohibits the dissemination of journal articles and reference publications that contain conclusions that are not supported
by the study results. FDA has revised § 99.101(a)(4) accordingly.
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30. One comment asked what FDA would do if an article discussed multiple unapproved uses, but the manufacturer
wanted to focus on just one unapproved use.
FDA expects that there may be articles that discuss multiple unapproved uses and that such articles may be
disseminated only if the requirements are met for each of those uses. There also may be instances when an article
discusses multiple unapproved use(s), but there is one (or more) predominant unapproved use(s) discussed in the article.
Under certain circumstances, it may make sense for the manufacturer to have to meet the requirements set forth in this
part only for the predominant use(s). However, FDA will have to make this determination on a case-by-case basis.
31. One comment argued that dissemination of reference publications is not consistent with the purpose of section
401 of FDAMA because, by their very nature, reference publications are considerably out of date at the time of their
publication. The comment further opined that because the authors do not report the methods used to assess the current
scientific literature, reference publications should be considered the authors' opinion and thus, not scientifically sound.
FDA agrees that many reference publications may not be up to date. However, Congress did include reference
publications within the scope of section 401 of FDAMA. There is no basis to presume that all reference publications are
not scientifically sound.
32. Several comments opposed the requirement that disseminated information in the form of a reference publication
"pertain to a clinical investigation regarding the drug or device." Instead, they argued, the reference publication should
"include information about" such a study. Some comments interpreted this to mean that the study should meet all of the
criteria to establish scientific soundness, but the information about such a study should not be required. One comment
said that the language means that the information needs to be based on a scientifically sound clinical investigation, it
need not be about or describe such clinical investigation.
Both the act and this part provide that reference publications must "include information about a clinical
investigation." However, this does not mean that the information about that clinical investigation should be any less
complete than the information included in a journal article. It means only that the text may have a lot of additional
information that is not about the clinical investigation. The idea behind the dissemination provision is that physicians
and other recipients be in a position to make treatment decisions based on published reports of clinical trials. If the
information that is disseminated gives them little or no information about the actual trial, then it would be difficult to
argue that they have a reasonable basis upon which to make such treatment decisions.
33. A number of comments argued that the proposal has written reference publications out of the statute by
requiring the same level of detail as would appear in journal articles. One comment said that FDA should accept the
dissemination of peer-reviewed reference publications. Some comments argued that the proposal would make text book
dissemination more difficult than it was prior to passage of FDAMA and that FDA should adopt a final rule that is
consistent with its existing reference text guidance or it should leave that guidance in place. One comment argued that
the statute makes it clear that FDA must allow the dissemination of reference publications that meet the requirements of
the statute and that the agency's decision to issue a guidance document on this issue is not an option.
As set forth previously, FDA does not believe that Congress meant that reference publications disseminated under
this part could have less detail about clinical investigations than journal articles. In addition, reference publications are
not subject to classic peer-review. Therefore, FDA rejects the comment that FDA accept all peer-reviewed reference
publications. As discussed in the preamble to the proposal, however, FDA recognizes that it will be difficult for many
reference publications to meet the statutory criteria. Moreover, as set forth in many of the comments, the new statutory
scheme in most respects makes it more difficult to disseminate reference publications than was possible before
FDAMA. Thus, FDA plans to permit companies to distribute unabridged reference publications (as defined in the
statute and § 99.3(i)) without meeting all of the requirements set forth in this part if the company does not focus on or
point to a specific unapproved use in the publication and it includes a disclaimer that the publication includes
information about unapproved uses. (Cf. Guidance for Industry Funded Dissemination of Reference Texts (61 FR
52900, October 8, 1996). The agency was enjoined from applying this guidance document in WLF v. Friedman. FDA
sought clarification on the scope of the order in that case through a motion to amend the judgment.) FDA plans to issue
guidance on this issue at some time in the future following clarification by the court. Of course, manufacturers that want
to focus or point to a specific unapproved use will have the option of doing so by meeting the requirements set forth in
this part.
34. One comment argued that Congress intended for manufacturers to be able to disseminate reference publication
chapters.
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Section 552(a)(1) of the act clearly requires that the reference publication be unabridged. A chapter from a textbook
does not meet this requirement.
35. Proposed § 99.101(b)(2) provided that journal articles and reference publications disseminated under part 99
cannot be disseminated with any information that is promotional in nature. One comment strongly agreed with the
concept of prohibiting promotional material to be distributed with scientific information on a new use. One comment
opposed the concept, stating that there is no policy or legal rationale for prohibiting companies from distributing
information on approved uses with these reprints. A number of comments requested clarification of this statement.
These comments were concerned that it could preclude a sponsor from delivering a promotional piece on a labeled use
during the same office visit or detail. These comments suggested that FDA [*64564] clarify that so long as the
promotional material concerns an approved use and is kept physically distinct from the unapproved use information,
FDA would not consider the two to be distributed together.
FDA did not intend to prohibit a sponsor from delivering promotional pieces on an approved or cleared use during
an office visit or detail in which it has delivered information on an unapproved use. Any unapproved use information,
however, must be kept physically distinct from the promotional materials, and the sponsor may not verbally promote the
unapproved use or include materials about the unapproved use, beyond those permitted or required under this part.
b. Mandatory statements and information (§ 99.103). Proposed § 99.103 described the information that must
accompany the journal article or reference publication. For example, it required a prominently displayed statement
disclosing (among other things) that the information being disseminated is about a use that has not been approved or
cleared by FDA and is being disseminated under section 551 et seq. of the act and, if applicable, a statement that there
are products or treatments that have been approved or cleared for the use that is the subject of the dissemination. It also
required the official labeling and a bibliography of other articles to accompany the disseminated information. In
addition, the proposal described what is meant by a "prominently displayed" statement by setting forth criteria that are
consistent with the agency's regulations on prescription drug advertising (§ 202.1(e)(7)(viii)) and labeling (21 CFR
201.10(g)(2)). Proposed § 99.103 required the statement that the use has not been approved and the additional
information required by FDA to be attached to the front of the disseminated materials and that all other mandatory
information be attached to the disseminated information.
36. Although some comments supported FDA's position on mandatory statements, there were others that thought
the proposal was unduly restrictive. For example, although some comments supported the requirement for a uniform
statement disclosing that the new use has not been approved by FDA, there were a number of comments that thought
manufacturers should be allowed to use alternative language to convey this message. One comment specifically
objected to the phrase "and is being disseminated under section 551 of the Federal Food, Drug, and Cosmetic Act." This
comment said that the phrase was unnecessary and could be confusing.
FDA continues to believe that it is important to have a uniform disclosure stating that the new use has not been
approved by FDA. Different statements can be confusing and recipients of the information may believe that they have
different meanings. FDA agrees, however, that the phrase: "and is being disseminated under section 551 et seq. of the
Federal Food, Drug, and Cosmetic Act" is unnecessary and has therefore dropped it from the final rule.
37. One comment stated that clarification is needed regarding articles that discuss more than one use because, as
written, § 99.103(a)(1)(i) uses singular and plural forms in a way that is confusing.
FDA agrees that clarification was needed and has revised the final rule accordingly.
38. Proposed § 99.103(a)(1)(iii) required a statement disclosing any authors who have a significant financial
interest in the manufacturer. One comment noted that, although the disclosure is appropriate, the final rule should make
clear that such disclosure be in line with the level required by the rule on financial disclosure and should apply only to
the financial interests at the time the study was conducted and not the author's current interest.
In the preamble to the proposed rule, FDA stated that an author would have a significant financial interest in a
manufacturer when there is a relationship that may give rise to actual or perceived conflicts of interest and that when
there is a question as to whether a relationship is significant, it should be disclosed (see 63 FR 31143 at 31147).
Manufacturers may consult the final rule on financial disclosure by clinical investigators (codified at 21 CFR part 54) to
learn the types of financial interests of greatest concern to the agency. However, because the purposes and terminology
of this final rule and the final rule on financial disclosure by clinical investigators are different, manufacturers should
consult the provisions of this final rule for the requirements that apply to disclosures regarding authors. FDA agrees that
the financial disclosure should not necessarily apply to the author's current financial interest. FDA believes, however,
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that it should apply to the author's financial interests during the time the study was conducted up through 1 year after the
time the journal article or reference publication was written and published. FDA has revised the final rule to reflect this
time limitation. FDA's revision is consistent with part 54.
39. One comment urged FDA to require that the statement that there are products or treatments that have been
approved or cleared for the use that is the subject of the dissemination list the names of other drugs that have been
approved by FDA. Another comment asked whether such statement should address adjuvant or supporting therapies.
FDA's regulation tracks the statute, which does not require a manufacturer to identify the specific products that
have been approved or cleared for the new use or the adjuvant or supporting therapy for the new use. (See section
551(b)(6)(A)(v) of the act.) Although FDA can see the benefit of having those specific product names listed, it would be
difficult to develop a complete and accurate list. Moreover, the information could be misleading if the manufacturer
merely provided a list of names. FDA also does not believe that the statement should address adjuvant or supporting
therapies. The idea behind the disclosure is to let health care practitioners and other recipients know that
approved/cleared alternatives exist. Therefore, FDA is retaining the requirement that the manufacturer only disclose that
such approved/cleared products exist.
40. Proposed § 99.103(a)(2) provided that the manufacturer must attach the official labeling of the product to the
unapproved use information. In the preamble to the proposed rule (63 FR 31143 at 31147), FDA noted that devices,
unlike drugs, do not always include a package insert in the same form and manner as drugs. Therefore, the agency
would expect device manufacturers to provide the same information that is generally found in package inserts, namely:
(1) The name of the device, including its trade or proprietary name; (2) the manufacturer's name, address, and telephone
number; (3) a statement of intended use, including a general description of the diseases or conditions that the device is
intended to diagnose, treat, cure, or mitigate; (4) a description of the patient population for which the device is intended;
(5) a description of indications that have been approved or cleared by FDA; (6) a description of any limitations or
conditions that have been placed on the sale, distribution, or use of the device; and (7) all warnings, contraindications,
side effects, and precautions associated with the use of the device.
One comment suggested that a device's official labeling be interpreted as: (1) The package insert for the device; (2)
the accompanying documents that a manufacturer distributes with its legally [*64565] marketed device to comply with
the requirements of 21 CFR 801 or 809.10 for in vitro diagnostic products; or (3) the new labeling vehicle created by a
manufacturer that contains the listed items from the preamble.
FDA agrees that this interpretation of official labeling for devices is appropriate provided the third option is used
only when the first two options are not available or not feasible and provided the third option includes only the
information listed in the preamble (i.e., no promotional statements or representations are included).
41. Proposed § 99.103(a)(3) required the manufacturer to attach a bibliography of other articles (that concern
reports of clinical investigations both supporting and not supporting the new use). One comment noted that a
bibliography is not required every time-only when one is not present in the disseminated information. Another comment
stated that the bibliography requirement is vague regarding what needs to be included and under what circumstances a
bibliography included in the publication is sufficient.
FDA's proposal provided that the manufacturer need not include a separate bibliography if the disseminated
information already includes a bibliography that meets the requirements set forth in § 99.103(a)(3). The bibliography
requirement would be met by a list of all other published articles from scientific reference publications or scientific or
medical journals that discuss clinical investigations and are specific to the new use discussed in the disseminated
information. The bibliography must include articles about clinical investigations that both support and do not support
the new use and it must identify which articles relate to the new use. A bibliography already included with the
disseminated information would meet this requirement only if it includes all other such published articles. The
manufacturer would still have to include its search strategy to show that it took reasonable steps to ensure that the
bibliography includes all relevant published articles as described in § 99.103(a)(3).
42. Proposed § 99.103(a)(4) required a manufacturer to include any additional information required by FDA,
including objective and scientifically sound information pertaining to the safety or effectiveness of the new use that
FDA determines is necessary to provide objectivity and balance, including information that the manufacturer has
submitted to FDA or, where appropriate, a summary of such information, and any other information that can be made
publicly available; and an objective statement prepared by FDA, based on data or other scientifically sound information,
bearing on the safety or effectiveness of the new use of the product.
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Several comments noted that this provision should specify that FDA must provide the manufacturer notice and an
opportunity to meet before requiring such information.
FDA agrees that a manufacturer must be provided notice and an opportunity to meet before being required to
include this additional information. Redesignated § 99.301(a)(2) provides this opportunity and FDA has revised the
final rule at § 99.103(a)(4) to include a reference to § 99.301(a)(2).
43. Several comments opposed the requirement that the statement that the use has not been approved and the
additional information required by FDA be attached to the front of the disseminated materials and that all other
mandatory information be attached to the disseminated information. One comment suggested that the FDA-required
information be attached to the back, and that FDA permit the use of a sticker on the front of the disseminated material
stating that the FDA-required information is attached to the back.
FDA believes that it is important to permanently affix the statement indicating that the disseminated information is
about an unapproved use to the front of the materials. The recipients of such materials should know, in advance, that
they are reading information about an unapproved use. However, FDA agrees that it could be appropriate to attach the
additional information required by FDA to the back of the materials, provided there is a sticker or notation on the front
referring the recipient to that information. The agency has amended § 99.103(a)(4) accordingly.
FDA also believes it is important to attach the remaining information to the disseminated materials. Congress
included this mandatory information because it determined that it was important for the recipient to receive it. If such
information is not attached, it can easily be separated from the disseminated material and never seen by the recipient.
This is the information that helps to ensure that the disseminated materials are objective, balanced, and not misleading.
44. Although some comments stated that the criteria in proposed § 99.103(c) for determining whether the
mandatory information is prominently displayed are appropriate, others opposed the factors that FDA will consider in
determining whether the mandatory information is prominently displayed. The latter comments argued that
manufacturers should retain some flexibility and discretion in this area.
FDA's approach is flexible. Section 99.103(c) sets forth the factors that FDA will consider and provides that the
required statements shall be outlined, boxed, highlighted, or otherwise graphically designed and presented in a matter
that achieves emphasis or notice and is distinct from the other information being disseminated (emphasis added). Such
an approach is not as proscriptive as the comments imply. FDA has retained this approach in the final rule.
45. One comment suggested that FDA permit manufacturers to post information, such as balancing articles required
by FDA, on the Internet so long as the Internet address is prominently displayed on the information that was
disseminated. The comment said that this would reduce paperwork burdens and provide a continuous source of current
information.
FDA does not think that it would be appropriate for manufacturers to use the Internet to balance a published reprint
disseminated in hard copy format or to provide recipients of unapproved use information with only part of the
information required by the statute and regulations. The idea behind the provision was that physicians would receive, at
one time, a balanced package. Such balance would not be achieved if a manufacturer could hand a physician an article
and then advise the physician that he/she has to take steps on his/her own to retrieve the balancing information.
46. Several comments urged FDA to require manufacturers to provide patient labeling for drugs that are the subject
of the disseminated information. The comments noted that such labeling should identify the drug by name, notify
consumers that the drug has been promoted for an unapproved use, and indicate FDA-approved uses for the drug. They
further argued that the patient labeling must include information about the potential risks of the drug and meet the
quality and content standards of FDA's 1995 proposed Medication Guide rule. This comment said that FDA-approved
patient labeling must be in commercial distribution at the level of the pharmacy before dissemination under this part can
begin. One comment stated that the labeling should state that these products are not tested in certain populations and
should say "use at your own risk." [*64566]
FDA recognizes the importance of providing consumers access to information about the products they use. Since
1968, FDA has occasionally required and often encouraged manufacturers to produce patient labeling for certain
prescription drugs. However, the comments' request for additional patient labeling on drugs that are the subject of
information disseminated under part 99 is outside the scope of section 401 of FDAMA.
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47. Several comments argued that the lack of availability of pediatric studies on a particular use should be clearly
and prominently stated in the information being disseminated to health professionals. These comments also urged FDA
to require an additional statement for drugs that have not undergone pediatric testing: "Safety and effectiveness in
pediatric populations have not been established for this product for the use that has been approved by FDA or for the
use suggested by this information."
The suggestion that for drugs and devices that have not undergone pediatric testing, the disseminated information
should include a statement to that effect is beyond the scope of this rule. However, for unapproved pediatric uses that
are the subject of the information being disseminated, there will be a statement that the use has not been approved or
cleared by FDA.
c. Recipients of information (§ 99.105). Proposed § 99.105 identified who may receive information disseminated
under this part. Specifically, a health care practitioner, pharmacy benefit manager, health insurance issuer, group
health plan, or Federal or State Government agency could receive information disseminated under part 99.
48. Several comments urged FDA to add pharmacists to the list of recipients of information under this part.
As previously discussed, section 401 of FDAMA specifically lists who can receive the unapproved use information
under this provision. To the extent that pharmacists are included in the definitions of "health care practitioner,"
"pharmacy benefit manager," "health insurance issuer," or "group health plan" (see § 99.3), they will be included as
recipients of this information.
3. Subpart C-Manufacturer's Submissions, Requests, and Applications
a. Manufacturer's submission to the agency (§ 99.201). Proposed § 99.201 described the contents of a
manufacturer's submission to FDA. This submission would be made 60 days before disseminating information on an
unapproved or new use and would include items such as a copy of all of the information to be disseminated, all other
clinical trial information that the manufacturer has relating to the safety or effectiveness of the new use, any reports of
clinical experience pertinent to the safety of the new use, and, if a supplement for the new use has not been submitted, a
certification that the manufacturer will submit a supplement or an application for an exemption from the requirement to
submit a supplement. The proposal also discussed what types of information must be submitted when the certification
provides that the studies have been completed or that studies will be conducted as well as the contents of the
certification. Proposed § 99.201 also provided that the 60-day period begins to run when FDA receives a complete
submission.
49. One comment agreed that manufacturers should have to submit any clinical trial information that they have
relating to the safety and effectiveness of the new use. However, another comment argued that the requirement for any
clinical trial information is far more exhaustive than that required by the statute.
Section 551(b)(4)(B) of the act requires manufacturers to submit "any clinical trial information the manufacturer
has relating to the safety or effectiveness of the new use, any reports of clinical experience pertinent to the safety of the
new use, and a summary of such information." Proposed § 99.201(a)(2) tracked this requirement and described what it
included. In the final rule, FDA is making clear that, for effectiveness information, the requirements are limited to
information on clinical investigations of the new use; safety information is broader and must include all relevant new
data from human experience.
50. One comment urged FDA to require manufacturers to report only those adverse experiences that they have
received directly because companies do not have access to the details of cases submitted to other manufacturers and
thus, are unable to evaluate the reports. That same comment stated that FDA should permit adverse experience reports
to be submitted in summary or tabular form rather than as individual case reports. Several other comments requested the
ability to reference files that FDA already has about adverse experiences. Finally, one comment noted that the search
requirements for adverse reports should be more clearly delineated.
Under the statute and these regulations, manufacturers would have to submit only those adverse experience reports
that they have. This would include reports originally made to other manufacturers. If the reports were originally
submitted to other manufacturers and the disseminating manufacturer does not know whether to attribute the adverse
experience to the new use, it should submit the information to FDA. Manufacturers can submit adverse experience
reports in summary or tabular form if FDA already has the individual case reports. With respect to search requirements
for postmarket adverse event reports, FDA does not think that it is necessary to be any more specific. Manufacturers
gather this information on a regular basis.
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51. One comment said that the literature search requirements in § 99.201(a)(3) should be more clearly delineated.
Several comments stated that the requirement for the submission of a search strategy is not required by statute and
should be eliminated because it is unnecessary and burdensome and could delay the process.
FDA believes that it is necessary to include the search strategy. This is how FDA will be able to determine whether
the bibliography meets the statutory criteria. FDA has revised § 99.201(a)(3), however, to clarify the bibliography
search strategy requirements.
52. FDA, on its own initiative, revised § 99.201(a)(4)(i)(B) and (a)(4)(ii)(B) to clarify that, for purposes of
computing time periods that begin on the date of initial dissemination, FDA will look to the date on which
dissemination can begin. This clarification was necessary because FDA will not know when a manufacturer actually
begins to disseminate materials. The same revision was made to § § 99.203(b) and 99.401(b).
53. Proposed § 99.201(a)(4)(ii) required a manufacturer that has planned studies that will be needed for a
supplement to submit the proposed protocols and schedule for conducting such studies. The protocols must comply with
FDA's IND or investigational device exemption (IDE) regulations. One comment asked FDA to clarify whether a
manufacturer who has planned studies and wishes to disseminate information must submit a complete IND or IDE in
addition to the information required in a submission under this rule. One comment stated that if the protocols are to be
treated as IND's, IDE's, or amendments thereto, the manufacturer should be able to commence the studies within 30
days unless the agency places the study on clinical hold. The same comment said that if the agency does not place a
[*64567] clinical hold on the protocol within 30 days, the agency should not be able to determine that the protocols are
inadequate on day 60 and if the protocol is put on clinical hold within 30 days, it should not be dispositive of the
decision. The comment further stated that if the agency decides that the protocols are adequate, it should be bound by
this decision and the final rule should reflect this. Finally, several comments urged FDA to permit manufacturers to
cross reference IND's and IDE's rather than resubmitting such information.
FDA intends that the protocols for planned studies under this provision be submitted in compliance with the IND or
IDE regulations. However, a manufacturer will not be required to submit these materials twice. If a protocol has already
been submitted to an IND or IDE, the IND or IDE can be cross referenced in the dissemination submission.
Moreover, FDA does not intend to change, in any way, the IND or IDE regulations, including the timeframes. If an
IND or IDE is submitted and a clinical hold is not issued within 30 days, the manufacturer can commence the study or
studies. However, the fact that FDA does not issue a clinical hold within 30 days, does not prevent FDA from
determining, within 60 days, that a protocol is inadequate. FDA can issue a clinical hold at any time after the 30-day
period if the requirements for issuing a clinical hold are met. If the protocol is put on clinical hold within 30 days, it
may not be dispositive of the issue because the sponsor may remedy the reason for the clinical hold within the 60-day
period. However, if the reason for issuing the clinical hold is not resolved, it will be dispositive of the issue. Finally,
FDA is declining to revise the rule to provide that if the agency finds that the protocols are adequate, it will be bound by
this decision. FDAMA addressed the issue of agreements regarding the parameters of the design and size of clinical
trials. (See, e.g., section 505(b)(4)(C) or section 520(g)(7)(A) through (g)(7)(C) of the act (21 U.S.C. 360j(g)(7)(A)
through (g)(7)(C)).) FDA will abide by these statutory directives.
54. Proposed § 99.201(a)(4)(ii) required a manufacturer that has planned studies that will be needed for the
submission of a supplemental application for the new use to certify that it will exercise due diligence to complete such
studies and submit a supplement within 36 months of dissemination. FDA has revised this section to reflect the
possibility that FDA may determine, before the certification is submitted, that the studies needed to submit a
supplemental application cannot be completed and submitted within 36 months. This change is further reflected in §
99.203.
55. One comment requested that the 36-month timeframe for submitting a supplement not override the time limits
created under separate regulatory or statutory authority. This comment was concerned that if FDA finalizes its proposed
1997 regulation on pediatric research and it includes compliance dates for completing the pediatric studies that are less
than 36 months, the 36-month period in this part not override that shorter timeframe.
As FDA has stated elsewhere in this document, nothing in this regulation is meant to change or supersede other
regulatory requirements.
56. One comment asked FDA to clarify the submission requirements and FDA action requirements with respect to
nonsignificant risk devices.
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Protocols submitted for studies for devices considered to be nonsignificant will be reviewed by FDA only to ensure
that the protocol for the study is consistent with the new use information to be disseminated. Manufacturers must
present the protocol for the nonsignificant risk device study to an institutional review board (IRB) for approval before
starting the study. (See 21 CFR 812.1(b)(1).) However, all reporting requirements under this part will apply to
nonsignificant risk device studies.
57. One comment requested that the agency provide the sponsor an opportunity to meet with FDA promptly to
review what changes can be made to the protocol to ensure that it meets requisite standards.
Sections 505(b)(4)(B) and 520(g)(7)(A) and (g)(7)(C) of the act provide sponsors with an opportunity to meet
regarding their proposed protocols. Therefore, no changes to this rule are necessary.
58. One comment recommended that all statements submitted under this part be certified by an officer from the
manufacturer's executive committee. Another comment recommended that the language in the certification should
include "to the best of my knowledge" to reduce the risk that a certifying official could be penalized for an inadvertent
mistake not within his/her knowledge.
The final rule requires that the manufacturer's attorney, agent, or other authorized official sign the submission.
Although an officer from the manufacturer's executive committee may be an authorized official, FDA does not think it
is necessary for the submission to be signed by such an officer. FDA also does not agree that it would be appropriate to
include the words "to the best of my knowledge" in the certification. The attorney, agent, or other authorized official
who signs the submission and certification on behalf of the manufacturer, and ultimately the manufacturer itself, is
responsible for what is submitted to the agency under this part.
59. Proposed § 99.201(c) described the component in each FDA center that will receive a submission under this
part. Several comments noted that it would be appropriate for the review divisions in the centers to also receive copies
of the information submitted under this part.
In the final rule, FDA is retaining the requirement that the submissions go to a single office within each center.
Those offices will forward the information to the appropriate review divisions within the agency. The regulation need
not spell out all of FDA's internal procedures for processing these submissions.
60. One comment stated that FDA needs to clarify the required physical organization of the documents submitted
under this part.
FDA does not think it is appropriate to include that kind of detail in this regulation. Nevertheless, FDA expects that
materials in a submission will be organized and labeled in accordance with the submission requirements described in
this part. If FDA subsequently determines that manufacturers need more guidance in this area, it will issue a guidance
document.
61. A number of comments objected to proposed § 99.201(d), which provided that the 60-day (post submission)
period shall begin to run when FDA receives a complete submission and that a submission shall be considered complete
if FDA determines that it is sufficiently complete to permit a substantive review. These comments argued that FDA
would use this provision to extend the 60-day time period. The concern was that FDA would, on day 59, advise a
manufacturer that their submission was not complete and therefore the 60-day time period had not begun. The
comments said that Congress meant for FDA to give a final answer within the 60-day time period.
As further described below, FDA is committing to give manufacturers a final decision within 60 days. FDA has
revised § 99.201(d) to provide that the 60-day period shall begin when FDA receives a manufacturer's submission,
including, where applicable, a [*64568] certification statement or an application for an exemption.
62. A number of comments were made regarding the appropriateness of public disclosure of information submitted
under this part. Some comments argued that both the fact of the submission and all information in the submission is
confidential and should not be released. Other comments argued that all of the previous information should be public
because the public, including the patient community, wants to be involved and has a right to know about a submission,
the data in such submission, FDA action on the submission, what studies are being conducted, and the status of those
studies. Several comments argued that upon receiving a submission, FDA should publish in the Federal Register, the
citation for the article and the bibliography, and solicit additional published information that might be appropriate for
dissemination. One comment argued that the public should have an opportunity to comment prior to FDA's granting
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approval for dissemination of information and that FDA should hold an advisory committee meeting and let the public
participate in its decision on whether an exemption from the requirement to submit a supplement should be granted.
FDA declines to amend the rule to require a notice and comment process before permitting dissemination to
proceed or before granting an exemption. However, the Freedom of Information Act (FOIA) and FDA's regulations will
dictate what information submitted under this provision can be disclosed. Because the agency was required to issue this
regulation within such a short period of time, it has been unable to fully examine all issues of disclosability. However,
the agency will continue to examine these issues separately.
b. Request to extend the time for completing planned studies (§ 99.203). Section 554(c)(3) of the act (21 U.S.C.
360aaa-3) describes two types of extensions of time regarding planned studies. Section 554(c)(3)(A) of the act provides
that the 36 month period for completing planned studies and submitting a supplemental application may be extended by
the Secretary of Health and Human Services (the Secretary) if the Secretary determines that the studies needed to
submit such application cannot be completed and submitted within 36 months. This type of extension would be granted
before such studies are begun. Section 554(c)(3)(B) of the act provides that the period for completing planned studies
and submitting a supplemental application may be extended by the Secretary if the manufacturer submits a written
request for the extension and the Secretary determines that the manufacturer has acted with due diligence to conduct the
studies in a timely manner. The latter extension cannot exceed 24 months. Proposed § 99.203 set forth the procedures
that a manufacturer must follow to request an extension of time for submitting a supplemental application and the
content of a request for an extension. The provision covered only the extension in section 554(c)(3)(B) of the act.
63. The comments to this provision indicated that there was some confusion regarding the two different statutory
procedures. Several comments asked FDA to more clearly set out the two procedures contemplated by the statute.
Although the statute specifically refers to a manufacturer request in connection only with the procedure described
in section 554(c)(3)(B) of the act and FDA agrees that the agency can, under section 554(c)(3)(A), on its own initiative
determine before the studies have begun that more than 36 months is needed, FDA believes that manufacturers will
come to FDA and ask FDA to make a determination under section 554(c)(3)(A) of the act. Therefore, FDA has revised
§ 99.203 to establish procedures for the two different types of extensions. The first extension, set forth in § 99.203(a),
relates to a request for an extension by the manufacturer at or before the time it submits its dissemination package to
FDA because the 36-month period is not enough time to complete a study or studies of the new use and submit a
supplemental application. Revised § 99.203(b) sets forth the procedures that a manufacturer must follow to request an
extension of time for submitting a supplemental application after a study has begun and the content of a request for an
extension.
c. Application for exemption from the requirement to file a supplemental application (§ 99.205). Proposed §
99.205 set forth what a manufacturer must submit when seeking an exemption from the requirement to file a
supplemental application for a new use for purposes of disseminating information on that new use. It required the
manufacturer to include an explanation as to why an exemption is sought and to include materials demonstrating that it
would be economically prohibitive or unethical to conduct the studies needed to submit a supplemental application for
the new use.
64. A number of comments supported the standards that FDA proposed to determine whether it would be
economically prohibitive or unethical to conduct the studies needed to submit a supplemental application. Some noted
that FDA's standards are consistent with congressional intent that exemptions be limited in scope and infrequent or rare.
One comment argued that pediatric exemptions should be extremely rare. One comment stated that exemptions should
never be granted.
FDA agrees that Congress intended that exemptions from the requirement to file a supplemental application for a
new use be granted in limited circumstances (see H. Conf. Rept. No. 399, 105th Cong., 1st sess. at 100 (1997); 143
Congressional Record S9,837 (daily ed. Sept. 24, 1997) (Statement of the Managers)). There is nothing in the statute or
legislative history that gives FDA authority to apply a different standard in the case of pediatric exemptions. Moreover,
the act provides for exemptions, so FDA does not agree that such exemptions should never be granted. In light of the
comments received to the standards set forth in its proposal (discussed in more detail below), FDA is adopting a
different standard for the economically prohibitive exemption. Although, FDA is not changing the standard for the
unethical exemption, it has, as discussed in the following paragraphs, clarified how it will apply that exemption.
Economically Prohibitive Exemption
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Under proposed § 99.205(b)(1), a manufacturer seeking an exemption from the requirement to file a supplemental
application on the basis that it would be economically prohibitive to conduct the needed studies would have to: (1)
Explain why existing data, including data from the scientifically sound study described in the information to be
disseminated, are not adequate to support approval of the new use; and (2) show, at a minimum, that the estimated cost
of the necessary studies would exceed the estimated total revenue from the product minus the cost of goods sold and
marketing and administrative expenses attributable to the product and that there are not less expensive ways to obtain
the needed information.
Proposed § 99.205(b)(1) set forth the type of evidence that the manufacturer would have to include to meet the
requirements for an economically prohibitive exemption. These included:
(1) A description of the current and projected U.S. patient population for the product and an estimate of the current
and projected economic benefit to the [*64569] manufacturer from the use of the drug or device in this population. The
estimate would assume that the total potential market for the drug or device is equal to the prevalence of all of the
diseases or conditions that the drug or device will be used to treat and involve the following considerations: (a) The
estimated market share for the drug or device during any exclusive market period, a summary of the exclusive market
period for the product, and an explanation of the basis for the estimate; (b) a projection of and justification for the price
at which the drug or device will be sold; and (c) comparisons with sales of similarly situated drugs or devices, where
available.
(2) A description of the additional studies that the manufacturer believes are necessary to support the submission of
a supplemental application for the new use and an estimate of the projected costs for such studies; and
(3) An attestation by a responsible individual of the manufacturer verifying that the estimates included with the
submission are accurate and were prepared in accordance with generally accepted accounting procedures. The data
underlying and supporting the estimates shall be made available to FDA upon request.
65. As set forth previously, some of the comments agreed with FDA's construction of "economically prohibitive"
These comments argued that such exemptions should be granted rarely and that the criteria for such an exemption
should be rigorous. One comment argued that the cost for the studies should substantially exceed revenues to qualify for
the exemption. Several comments opposed such an equation.
FDA agrees that exemptions should be granted only in limited circumstances. As set forth below, however, FDA
was convinced by the comments that the standard set forth in its proposal was inappropriate and has revised the
standard.
66. A number of comments objected to how the agency proposed to determine what is economically prohibitive.
First, they objected to the agency's use of the term "rare" in describing when such exemptions would be granted. One
comment opined that Congress meant for the exemption to arise in a "fair number of circumstances." Second, they
objected to the absence of the criteria listed in the statute and report language from the standard set forth in the codified
regulation. Third, they claimed that the proposed rule's standard for determining what is economically prohibitive is too
high.
One comment argued that the exemption should be granted if it does not make economic sense to pursue a
supplement. Others argued that it should be based on the revenue from the new use, not all uses of the product. Some
argued that the standard should be whether the cost of the studies would exceed the revenues from the new use; others
argued that it should be whether the cost of the studies exceeds the new use revenues that resulted from approval of the
supplement (i.e., the increase in revenues from the new use that result from submission of the supplement). Several
comments argued that FDA should automatically grant an exemption if the new use is for a rare disease or condition
because for such use there is no reasonable expectation that the cost of developing and making available a drug for such
disease will be recovered from sales in the United States of such drug. Several comments argued that the economically
prohibitive exemption should automatically be granted if: (1) There is no market exclusivity for the product (from
patent, orphan drug status, or Waxman-Hatch); or (2) the patient population likely to be served by the new indication
will not exceed an established number (e.g., 1,000). One comment opined that interpreting "prohibitive" to mean
anything other than the point at which an economically rational company will not pursue research ignores the needs of
patients with rare disorders.
FDA agrees that Congress did not use the term "rare" in the legislative history. Nevertheless, Congress did state
that exemptions to the requirement to submit a supplement would be appropriate only in "limited circumstances," which
in FDA's view implies fewer than in a "fair number of circumstances." Moreover, Congress strongly emphasized the
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critical importance of getting information about new uses onto the label. Although FDA did not include the criteria
listed in the statute and the legislative history in the standard for economically prohibitive, they were included as types
of evidence that would be required to support the exemption.
FDA's proposed criterion did not focus solely on sales from the new use because the agency believed that there
might be many circumstances where the cost of the study requirements would exceed the sales from just the new use.
The agency explained that in some of these situations, even if it were not economically "wise" to conduct the studies,
the cost would not rise to the level of being "prohibitive." This view was judged consistent with the legislative history,
which foresaw the granting of economic exemptions only in limited circumstances. The agency noted, however, that
defining a practical "economically prohibitive" exemption was particularly troublesome, because it would be so difficult
for the agency to assess cost and income projections. In view of these difficulties, FDA acknowledged that it was not
certain that the proposed approach was optimal and sought comment on other possible ways to define economically
prohibitive.
Unfortunately, the agency has received widely conflicting public comment on this issue and remains uncertain
about the elements of a standard that would be most appropriate and effective in achieving the statutory goals. An
approach that would grant automatic exemptions if: (1) The new use were for a rare disease or condition; (2) there was
no market exclusivity for the product (from patent, orphan drug status, or Waxman-Hatch); or (3) the patient population
likely to be served by the new indication would not exceed an established number (e.g., 1,000) would be inappropriate.
Neither the statute nor the legislative history provide for automatic exemptions in these circumstances. Rather, they
direct FDA to take both market exclusivity and population size into account. The legislative history made clear that the
size of the patient population would not necessarily justify an exemption. In fact, the legislative history stated that an
exemption based on the size of the patient population was intended to be the exception rather than the rule in cases of
populations suffering from orphan or rare diseases or conditions. The legislative history made clear that FDA should
consider the importance of getting products for these diseases or conditions approved. It noted that for many years,
Congress has sought to encourage research into orphan diseases and support the approval of innovative drugs for their
treatment. Congress, therefore, has directed FDA to recognize the vital importance of encouraging applications for new
products intended to treat rare diseases and to examine very carefully whether an exemption from filing a supplemental
application might hinder such research (see H. Conf. Rept. No. 399, 105th Cong., 1st sess. at 100 (1997); H. Rept. No.
310, 105th Cong. 1st. sess. at 62 (1997)).
Because the agency remains uncertain about the elements of a standard that would be most appropriate and
effective, FDA plans to continue its search for a policy that would satisfy the congressional expectation of approving
exemptions in only limited [*64570] circumstances, without foreclosing the dissemination of useful information by
firms that could not otherwise conduct the needed studies. In the meantime, FDA will implement the statute by basing
its evaluation of each exemption on a case-by-case determination of whether the cost of the study for the new use
reasonably exceeds the total expected revenue from the new use minus the cost of goods sold and marketing and
administrative expenses attributable to the new use of the product. This standard may not always meet a strict
profitability criterion because it considers all new use revenues, rather than just the new use revenues that would result
from approval of the supplement. Nevertheless, it is consistent with most of the comments submitted by the affected
industry on this issue, it is consistent with the statutory directive, and it attempts to strike a fair balance between
assuring the widest possible information dissemination while granting economic exemptions only in "limited
circumstances."
The final rule sets forth the statutory standard and the information that FDA would need to make this case-by-case
determination. This will include information about: (1) The cost of the study for the new use; (2) the expected patient
population for the new use; (3) the expected total revenue for the new use minus the cost of goods sold and marketing
and administrative expenses attributable to the new use of the product; (4) the amount of exclusivity for the drug or new
use; and (5) other information that the manufacturer believes demonstrates that conducting the studies on the new use
would be economically prohibitive.
As this revised criterion may significantly expand the number of exemption applications beyond that anticipated by
the Congress, the agency is determined to review its experience with these requests as they are submitted and, if
necessary, to contract with outside economic experts to help develop an approach that most appropriate and effective
and workable for the agency.
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67. A number of comments objected to the requirement to submit detailed financial data. These comments argued
that manufacturers should be not required to submit highly sensitive and proprietary information. Others felt that FDA
is not qualified to review and evaluate this data.
Congress directed FDA to grant an economic exemption only upon making a determination that conducting the
studies and submitting a supplement would be economically prohibitive. FDA cannot make this determination without
examining the relevant company data. Therefore, the final rule retains these requirements.
68. Several comments regarding FDA's approach to economic exemptions recommended that FDA require a
manufacturer to submit a certified public accountant's (CPA's) opinion on the economic feasibility of filing a
supplemental NDA. FDA could contest the claim by providing a CPA's statement to the contrary.
FDA declines to adopt this approach because it removes the agency from the statutorily-specified role of
determining whether it would be economically prohibitive to conduct the studies.
69. One comment recommended that manufacturers be given the flexibility to present whatever information they
determine is relevant to the "economically prohibitive" factor, that the manufacturer be able to use its own assumptions,
and that each situation be evaluated on a case-by-case basis.
As set forth previously, FDA is adopting a case-by-case determination and has specified the information that is
essential for this determination. Nevertheless, manufacturers are free to provide whatever additional information they
think is relevant to the determination. This could include information that would explain why a study is so expensive to
conduct. For example, one factor might be the difficulty of enrolling patients in a clinical investigation if the new use
has become the standard of care.
70. Proposed § 99.205(b)(1)(ii)(A) stated that the estimated economic benefit for a drug or device shall assume that
the total potential market is equal to the prevalence of the disease(s) or condition(s) that such product will be used to
treat. Several comments argued that this assumption should be deleted because the potential market for the drug or
device may be less than the prevalence of the disease in question if other therapies are likely to be used in some portion
of the total patient population.
FDA agrees that this assumption should be deleted and has done so in the final rule.
71. One comment argued that the manufacturer should not be required to provide a "justification" of the price at
which the drug will be sold. According to this manufacturer, only a projection is relevant.
FDA has to be able to determine whether the manufacturer's proposed price is reasonable. It may be that
"justification" for the price is not appropriate. Therefore, in § 99.205(b)(ii)(C) of the final rule, FDA will seek an
explanation of the price at which the drug or device will be sold.
72. One comment opined that permitting an exemption because of cost is an ethical decision because it is placing a
monetary value on people's lives and safety.
FDA does not agree that an economically prohibitive exemption is placing a monetary value on people's lives and
safety. The standard in FDA's regulation is intended to best effectuate the goals of the statute.
73. Proposed § 99.205(b)(1)(ii)(C) required a manufacturer to provide an attestation by a responsible individual of
the manufacturer verifying that the estimates included with a submission are accurate and were prepared in accordance
with generally accepted accounting procedures. In addition, the data underlying and supporting the estimates would
have to be made available to FDA upon request. In the preamble to the proposed rule, FDA noted that it had considered
requiring a report of an independent CPA with respect to the estimates and FDA solicited comment on whether such a
report should be required in lieu of, or as an alternative to, the attestation that would be required by the proposal.
Some comments supported the submission of the CPA report discussed previously, others felt that such a report
should not be required. Still other comments stated that the CPA report should be submitted in lieu of the underlying
data or that the CPA should make the determination of economic feasibility instead of FDA.
As stated previously, FDA refuses to adopt a procedure by which it surrenders decision making to a CPA.
However, FDA is not convinced that it is necessary to require a report of an independent CPA with respect to the
estimates. Under § 99.205(b)(1)(iii), therefore, FDA will accept either an attestation by a responsible individual of the
manufacturer or by a CPA verifying that the estimates included with a submission are accurate and were prepared in
accordance with generally accepted accounting procedures.
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Unethical Exemption
Proposed § 99.205(b)(2) required a manufacturer seeking an exemption on the basis that it would be unethical to
conduct the studies needed to submit a supplement, to: (1) Explain why existing data, including data from the
scientifically sound study described in the information to be disseminated, are not adequate to support approval of the
new use; and (2) show that, notwithstanding the insufficiency of existing data to support the submission of a
supplemental application for the [*64571] new use, the data are persuasive to the extent that withholding the drug or
device in the course of conducting a controlled study would pose an unreasonable risk of harm to human subjects.
The proposed codified language provided that an unreasonable risk of harm would ordinarily arise only in
situations in which the new use of the drug or device appears to affect mortality or irreversible morbidity. Evidence
suggesting that the drug or device is the standard of care for the new use can add weight to an argument that conduct of
a needed study or studies would be unethical.
To support its argument that the conduct of a needed study or studies would be unethical, the proposal provided that
a manufacturer would need to address the possibility of conducting studies in different populations or of modified
design (e.g., adding the new therapy to existing treatments or using an alternative dose if monotherapy studies could not
be conducted).
The proposal further provided that in assessing the appropriateness of conducting studies to support the new use,
the manufacturer may provide evidence that the new use represents standard medical treatment or therapy. Evidence
that the new use represents standard medical therapy can be one element of an argument that studies cannot ethically be
conducted, but the persuasiveness of available data is equally important. Evidence that the new use represents standard
medical therapy might be obtained from a number of different sources. The preamble to the proposal set forth the
following possible considerations: (1) Whether the new use meets the requirements of section 1861(t)(2)(B) of the
Social Security Act, which defines "medically accepted indications" with respect to the use of a drug; (2) Whether a
medical specialty society that is represented in or recognized by the Council of Medical Specialty Societies (or is a
subspecialty of such society) or is recognized by the American Osteopathic Association has found that the new use is
consistent with sound medical practice; (3) Whether the new use is described in a recommendation or medical practice
guideline of a Federal health agency, including the National Institutes of Health, the Agency for Health Care Policy
and Research, and the Centers for Disease Control and Prevention of the Department of Health and Human Services;
and (4) Whether the new use is described in a current compendia such as the United States Pharmacopoeia Drug
Information for the Health Care Professional, the American Medical Association Drug Evaluations, or the American
Hospital Formulary Service (see 63 FR 31143 at 31150).
74. A number of comments objected to FDA's proposed criteria for the unethical exemption-particularly the
emphasis on the requirement that it ordinarily would arise only in situations in which the new use appears to affect
mortality or irreversible morbidity. Some comments believed that the criteria set forth in the legislative history (that are
discussed in the preamble) should be in the codified language. Finally, a number of comments argued that if the new use
is the standard of medical care, FDA must automatically grant an exemption.
The act clearly does not require FDA to automatically grant an exemption if a new use is the standard of medical
care. The act says that FDA must consider (among other considerations that the Secretary finds appropriate) whether
the new use is the standard of medical care, and that is what FDA proposed to do. Moreover, an automatic exemption
would not be reasonable from a scientific standpoint because there are many instances in which the results of a
controlled clinical trial have demonstrated that a drug or device is unsafe or ineffective for a new use for which it is
considered to be the standard of care.
The standard set forth in § 99.205 is consistent with how FDA determines what studies are unethical in other
contexts (i.e., when a manufacturer argues that it would be unethical to conduct a study). Moreover, the standard is
consistent with the legislative history, which provides that such exemptions should be granted in limited circumstances.
Therefore, FDA is retaining the proposed basic standard for the unethical exemption in the final rule (i.e., the data are
persuasive to the extent that withholding the drug or device in the course of conducting a controlled study would pose
an unreasonable risk of harm to human subjects). FDA continues to believe an effect on irreversible morbidity or
mortality is what ordinarily would be required to show an unreasonable risk of harm. Nevertheless, there could be other
circumstances in which the agency would find that it would be unethical to do the study, i.e., because there would be an
unreasonable risk of harm even though the new use does not affect irreversible morbidity or mortality. In making a
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determination that it would be unethical to conduct a study, the agency must consider whether informed consent and
proper IRB review would address the concerns raised by questions about whether it is appropriate to conduct a study.
FDA rejects the suggestion that the factors set forth in the legislative history that FDA may consider in deciding
whether to grant an exemption be included as requirements in the codified language. FDA has included the statutory
factors in the codified language. The legislative history provides that FDA may consider those factors among other
factors, and thus, consideration of these factors is neither mandatory nor is it exclusive.
75. One comment argued that the standard needs to take into account the difficulty of enrolling patients in a study
in which some subjects will receive a placebo when a patient can go to a doctor and receive a prescription for the drug.
The comment further noted that physicians refuse to participate in placebo controlled studies of therapies they already
believe to be effective.
FDA agrees that it can be difficult to enroll patients in placebo controlled trials and that this could be a relevant
consideration. Moreover, not all controlled studies are placebo controlled. Companies may be able to conduct studies of
a different design, depending on the situation. For example, a company may be able to compare the new use to another
therapy that is known to work or may be able to rely on historical controls. In some cases, the new use could be added
to existing therapy and compared with placebo added to existing therapy. If these alternate study designs mean that the
study or studies will take longer, FDA can consider whether to extend the time to conduct the studies and submit a
supplemental application.
76. One comment suggested that FDA should grant an exemption if the new use is listed in the USP DI or Hospital
Formulary. Another comment suggested that an unethical exemption should be granted if the unapproved use: (1) Is
accepted in a monograph of the USP; (2) is approved by another "first world" country; or (3) is approved by a state
FDA. Finally, one comment suggested that FDA should automatically grant an unethical exemption if the new use: (1)
Represents the standard of care, as represented by inclusion in specified compendia or practice guidelines, or (2)
involves a combination of products or more than one sponsor and should grant other exemptions on a case-by-case
basis.
FDA does not agree that any of these individual factors is enough to show that studying a new use would be
unethical. Moreover, there is nothing in the statute or legislative history to [*64572] suggest that any of the single
factors should be sufficient to meet the unethical exemption. FDA will, however, consider these factors in making its
determination of when it would be unethical to conduct a study.
77. One comment noted that, although it supported the list of sources to be used to provide evidence that a new use
represents standard medical therapy, after 1998, the American Medical Association's (AMA's) Drug Evaluation and the
USP DI may no longer be available.
If the AMA's Drug Evaluation and/or the USP DI become unavailable, FDA will stop using them as evidence that a
new use is the standard of care.
78. One comment noted that there are diverse opinions in the medical community about what standard of care
means. Another noted that "consistent with sound medical practice" is not the same as "standard of care" and that an
unapproved treatment may be considered to be sound medical practice but should still be studied. Several comments
noted that FDA should take care in how it interprets "standard medical treatment or therapy." These comments noted
that manufacturers should not be allowed to take advantage of a situation of their own creation. In other words, standard
medical treatment should not be interpreted as meaning treatment that is regularly used because physicians have no
other choice because to do so would eliminate the requirements for completing any pediatric research.
FDA agrees that just because a certain treatment is consistent with sound medical practice does not mean that it is
the standard of care. FDA has stated that whether a medical specialty society that is represented in or recognized by the
Council of Medical Specialty Societies (or is a subspecialty of such society) or is recognized by the American
Osteopathic Association has found that a new use is consistent with sound medical practice will be considered as
evidence that it is the standard of care. Moreover, just because an unapproved use of a drug or device is the standard of
care, does not mean that it is automatically exempt from the requirement to conduct the study needed to submit a
supplemental application.
79. Several comments noted that it is almost inconceivable that the study of a new use for children could be viewed
as unethical.
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FDA will make this determination on a case-by-case basis.
80. Several comments argued for making the exemption process public. One comment said that all information
should be made public as soon as a manufacturer requests an exemption and that if an exemption is granted all
information should remain in the public domain so that interested parties will be able to play a role in keeping FDA
informed as to when it should be revoked. Another suggested that prior to granting any exemption, FDA should hold a
meeting of the appropriate advisory committee so that the public has the opportunity to review and comment upon the
request.
As set forth previously, FDA declines to adopt a notice and comment process for considering exemption requests.
The information will be made available to the public consistent with FOIA and FDA's regulations. FDA has the option
of consulting advisory committees about exemption requests, when appropriate.
4. Subpart D-FDA Action on Submissions, Requests, and Applications
a. Agency action on a submission (§ 99.301). Proposed § 99.301 described the range of FDA's actions when it
receives a submission. For example, under the proposal, FDA could determine that a manufacturer's submission does
not comply with the regulatory requirements, request additional information or documents to assist the agency in
determining whether the information to be disseminated complies with applicable requirements, or determine that the
information fails to provide data, analyses, or other written matter that is objective and balanced. The proposal also
described FDA actions in response to a manufacturer's submission when the manufacturer is committing to submit a
supplement on completed studies or is agreeing to conduct the necessary studies and then submit a supplement.
81. Proposed § 99.301(a) provided that, within 60 days, FDA may determine that a submission does not comply
with the requirements of the proposal or that it needs more information. A number of comments objected to the proposal
because they believed that FDA would use it to extend the 60-day time period. The concern was that FDA would, on
day 59, advise a manufacturer that their submission was not complete and therefore the 60-day time period had not
begun. The comments said that Congress meant for FDA to give a final answer within the 60-day time period. Some
comments argued that FDA should let manufacturers know if their submission is complete within a short period of time,
e.g., within 15 days of receiving the submission.
In response to these comments, FDA has eliminated proposed § 99.301(a)(2) so that manufacturers will have a
final decision within 60 days. Within the 60-day period, FDA will either notify a manufacturer that it has not met the
requirements set forth in the law or allow the dissemination to go forward. FDA is not adopting the comment's
suggestion that it advise sponsors as to whether their submissions are complete within a certain number of days (e.g.,
15). The 60-day statutory timeframe is too short for the agency to make a commitment to provide such advice.
82. One comment stated that FDA should be required to notify the manufacturer promptly if it approves a
submission in less than 60 days.
There is no requirement in the statute that FDA notify a manufacturer unless it intends to stop the dissemination of
information under this part. Therefore, FDA is not revising the regulation as suggested. The agency will, however, make
an effort to notify manufacturers promptly if it approves a submission in less than 60 days.
83. One comment requested that FDA change the "may" in proposed § 99.301(a) to "shall" and to clarify that a
sponsor may begin to disseminate material if it has not heard from FDA within 60 days. Another comment suggested
that FDA clarify § 99.301 to indicate that FDA will review an IND or IDE and will notify the manufacturer of the IND
or IDE approval and that, until such notification, the manufacturer cannot disseminate the information.
FDA declines to change the "may" to "shall" in § 99.301(a). FDA is not required to do any of the things listed in §
99.301(a), and so use of the word "shall" would be inappropriate. Moreover, it is not true that a manufacturer may, in
every circumstance, begin dissemination if it has not heard from FDA within 60 days. Under section 554(c) of the act, a
manufacturer that has certified that it will conduct the studies needed to submit a supplement and that has submitted a
proposed protocol and schedule for conducting such studies cannot disseminate unless the Secretary has determined that
the proposed protocol is adequate and that the schedule for completing the studies is reasonable. Nevertheless, FDA has
revised § 99.301(b) to state clearly that the agency will make a positive or negative determination on the manufacturer's
protocols (and, where appropriate, its schedules) within 60 days after receiving a submission under part 99.
84. Proposed § 99.301(a)(3) (now redesignated as § 99.301(a)(2)) provided [*64573] that FDA shall provide a
manufacturer notice and an opportunity for a meeting regarding the agency's determination that the information
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submitted is not objective and balanced, and requires additional information. One comment suggested that there should
be a specific timeline for when such a meeting would occur.
The statute does not require that FDA set a timeline for such a meeting. Nevertheless, FDA will provide for such an
opportunity as soon as is mutually convenient for FDA and the manufacturer. In any event, the meeting will take place
within the 60-day period. Furthermore, should FDA determine that additional articles are necessary to provide
objectivity and balance, the agency will apply the same standards for scientific soundness to those additional articles.
85. Proposed § 99.301(a)(4) (now redesignated as § 99.301(a)(3)) provided that within 60 days of receiving a
manufacturer's submission, FDA may require the manufacturer to maintain records that will identify individual
recipients of the information that is to be disseminated.
Some comments supported FDA's not requiring individualized recordkeeping in all situations. Others, however,
thought it should be invoked in all situations and still others thought that ever requiring it was too burdensome. One
comment argued that the proposed standard for individual recordkeeping was too vague and suggested that FDA make
such a request "only in rare circumstances, when warranted because of special safety considerations associated with a
new use." One comment argued that FDA should provide notice and an opportunity to meet in the event that it requires
a company to maintain records identifying individual recipients.
Section 553(b) of the act (21 U.S.C. 360aaa-2(b)) expressly requires a manufacturer to keep records that the
manufacturer may use if it is required to take corrective action. Section 553(b) of the act also states that, "Such records,
at the Secretary's discretion, may identify the recipient of information provided * * * or the categories of such
recipients." FDA does not believe that it would be appropriate to require individual recordkeeping in all circumstances.
Similarly, FDA does not believe that it would be appropriate to require recordkeeping of categories of recipients in all
circumstances. FDA agrees, however, that it should better define the standard for individual recordkeeping and will
adopt, with slight modifications, the standard suggested by the comments. Section 99.301(a)(3) provides for individual
recordkeeping when warranted because of special safety considerations associated with the new use. FDA did not adopt
the "only in rare circumstances" language because although it expects to require this in limited circumstances, it does
not yet have experience implementing this provision and nothing in the statute or legislative history indicates that
Congress intended it to be rare.
86. One comment was concerned that because the agency has to review all submissions within 60 days, sometimes
the timeframe will expire and allow information dissemination or exemptions to happen without agency review and thus
patients could be harmed before FDA has time to terminate a deemed approval. This comment encouraged the agency to
provide information to health care providers on the process by which the review will occur.
FDA recognizes that the act would allow information to be disseminated without agency review. The agency is
committed to reviewing all of this information so that inappropriate information does not get disseminated.
87. Proposed § 99.301(b) required FDA to notify the manufacturer if the agency determines that its protocol and
schedule for conducting studies are adequate and reasonable. Until FDA provides such notification, dissemination
cannot begin. One comment noted that it was not the intent of Congress that the 60-day timeframe be delayed as a result
of ongoing IND/IDE negotiations.
The statute provides that a manufacturer who submits a protocol and proposed schedule for conducting the studies
needed to submit a supplement, cannot begin to disseminate until FDA determines that they are adequate. (See section
554(c)(1) of the act.) However, as stated earlier, FDA has revised § 99.301(b) to state that the agency will make a
positive or negative determination on the manufacturer's protocols (and, where appropriate, its schedules) within 60
days after receiving a submission under 21 CFR part 99.
88. Proposed § 99.301(b) described FDA action on a manufacturer's proposed protocols and schedules for
completing studies. One comment said that the rule should clarify which functional groups within FDA will be
responsible for the review of protocols and studies and provide for a timeline for such review.
FDA has stated previously that clinical information, including protocols, that is submitted under this part will be
reviewed by the appropriate review divisions. It is not necessary for the rule to detail FDA's internal procedure. FDA
will review such protocols and schedules within 60 days. Section 99.301(b) includes that timeframe.
89. Under proposed § 99.301(b)(2), if a manufacturer has completed studies that it believes would be an adequate
basis for the submission of a supplemental application for the new use and has certified that it will submit such
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supplement within 6 months, FDA would conduct a preliminary review of the study reports to determine whether the
studies are potentially adequate to support the filing of a supplemental application for the new use. If FDA determines
that the study reports are inadequate to support the filing of a supplemental application for the new use or are not
complete, FDA will notify the manufacturer and the manufacturer shall not disseminate the new use information under
this subpart. One comment argued that FDA should not be allowed to take a "sneak peek" at preliminary clinical trial
data prior to its submission in a supplemental application.
Section 99.201(a)(4)(i) requires manufacturers that have completed studies that they believe would be an adequate
basis for the submission of a supplemental application for the new use and have certified that it will submit such
supplement within 6 months to submit the protocols for those studies. FDA, will, as in the case of the 36-month
certification, review those protocols to determine whether they are adequate. The final rule has been revised to indicate
that FDA will review the protocols submitted and not the study reports. However, this does not in any way affect the
agency's ability to determine, based on information it has, including information about clinical trials, that the
information a manufacturer seeks to disseminate is false or misleading or would pose a significant risk to public health.
b. Extension of time for completing planned studies (§ 99.303). Proposed § 99.303 described FDA's ability to: (1)
On its own initiative, allow a manufacturer more than 36 months to submit a supplemental application, based on the
review of the protocols(s) and planned schedule; or (2) grant a manufacturer's request to extend the 36-month period
(for up to 24 months). Proposed § 99.303(a) described FDA's ability to determine, on its own initiative and before any
studies have begun, that a manufacturer needs more than 36 months to complete the studies needed for submission of a
[*64574] supplemental application and to submit such application. Proposed § 99.303(b) and (c) described FDA's
ability, after such studies have begun and the sponsor has submitted a request, to grant an extension of the time to
submit a supplement by up to 24 months. FDA would grant such an extension if the manufacturer makes a request for
an extension in writing and FDA determines that the manufacturer has acted with due diligence to conduct the studies
needed for the submission of a supplemental application for a new use and to submit such a supplemental application,
but still needs more time.
90. The comments to this provision indicated that there was some confusion regarding these two different
procedures. Several comments asked FDA to more clearly set out the two procedures contemplated by the statute.
Several comments asked FDA to make clear that the 24-month limitation applies only to an extension request made
after a study has begun. One comment suggested that there could be more than one 24-month extension.
FDA has revised this section to make clear that there are two different types of extensions. The first extension (in §
99.303 (a)) relates to FDA's ability to determine, with or without a request from the manufacturer, that 36 months is not
enough time to complete a study of the new use and submit a supplemental application. This would occur before any
studies are begun, either before the submission is made or at the time of the submission. There is no limit on how much
time FDA may give a manufacturer under this subsection.
The second type of extension (described in revised § 99.303(b)) relates to FDA's ability to grant a manufacturer's
request for an extension after a study has begun because, even though it appeared that 36 months would be sufficient
and the manufacturer has acted with due diligence, the manufacturer has run into problems and needs more time. This
type of extension is limited to 24 months and the statute does not provide that FDA can give more than one 24-month
extension.
c. Exemption from the requirement to file a supplemental application (§ 99.305). Proposed § 99.305 described
FDA action on a request for an exemption from the requirement to submit a supplemental application and the criteria to
be considered in deciding whether to grant a request for an exemption, either because it would be economically
prohibitive to conduct the studies needed for a supplemental application or it would be unethical to conduct the clinical
studies needed to approve the new use.
91. Proposed § 99.305(a)(1) states that FDA must act on an application for an exemption within 60 days of receipt
or it will be deemed approved. However, under proposed § 99.305(a)(2), FDA could, at any time, terminate such
deemed approval if it determines that the requirements for granting an exemption have not been met. One comment
noted that FDA can terminate such deemed approval only if a manufacturer is disseminating information under section
551 of the act.
Section 554(d)(3)(B) of the act provides that if a manufacturer disseminates information under section 551 of the
act under a deemed approval of a request for an exemption, FDA may, at any time, terminate a deemed approval and
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order the manufacturer to cease disseminating the information under section 553(b)(3) of the act. FDA does not believe
that it has to wait for a manufacturer to actually disseminate information in order to terminate the deemed approval.
92. A number of comments suggested that FDA provide a manufacturer an opportunity to meet concerning: (1)
FDA's determination that the manufacturer cannot disseminate information under this part; (2) FDA's determination that
the manufacturer should maintain records of individual recipients; (3) FDA's determination of a company's request for
an extension of time to complete the necessary studies and submit a supplement; (4) FDA's denial of an exemption.
Section 401 of FDAMA directed FDA to provide manufacturers an opportunity to meet regarding a determination
that the information to be disseminated is not balanced and objective and regarding the cessation of information
dissemination in certain circumstances. The statute does not direct FDA to meet in the circumstances described
previously. Nevertheless, as always, FDA will honor requests for meetings to the fullest extent feasible. Given the short
timeframes set forth in section 401 of FDAMA, FDA's resource constraints, and the fact that FDA does not know how
many submissions it will receive under this part, FDA is not imposing on itself any additional requirements for
meetings by making those meetings a part of the regulation.
5. Subpart E-Corrective Actions and Cessation of Dissemination
Subpart E, as proposed, contained provisions describing the corrective actions that FDA could take or order the
manufacturer to take, termination of approvals of applications for exemption, and the applicability of labeling,
adulteration, and misbranding authority in the event that dissemination failed to comply with section 551 of the act.
93. One comment claimed that proposed subpart E was "hollow and meaningless" because Congress did not give
FDA the authority to seek civil money penalties against noncomplying manufacturers.
FDA disagrees with the comment's characterization of subpart E and notes that the agency does, indeed, have the
authority to seek civil money penalties from any person who violates most requirements of the act pertaining to devices
(see section 303(f) of the act (21 U.S.C. 333(f)). Additionally, arguments regarding other civil money penalty authority
for violations of these regulations are beyond the scope of this rulemaking.
a. Corrective actions and cessation of dissemination of information (§ 99.401). Proposed § 99.401 authorized FDA
to take corrective actions and to order a manufacturer to cease dissemination of information and take corrective action.
In general, the proposal would provide for corrective action or an order to cease dissemination of information based on
post dissemination data, information disseminated by the manufacturer, or the manufacturer's supplemental application
for the new use (or its failure to submit or to complete the studies necessary for the supplemental application). Proposed
§ 99.401 also described the procedures to be observed, such as consultation with the manufacturer, notice regarding
FDA's intent to issue an order to cease dissemination, and opportunities for a meeting, and described when a
manufacturer shall cease disseminating information in the event of its noncompliance with the regulations.
94. Several comments would revise proposed § 99.401 to give manufacturers a mechanism for appealing the
agency's decision to require corrective action. The comments would either amend the rule to refer to the dispute
resolution provision at section 562 of the act (21 U.S.C. 360bbb-1), the regulations for internal agency review of
decisions (§ 10.75 (21 CFR 10.75)), or other appeals processes.
FDA declines to revise the rule to refer to statutory or regulatory appeals mechanisms. Such appeals mechanisms
are available regardless of whether § 99.401 refers to them or not, and it would be both impractical and unnecessary to
list all possible statutory and regulatory appeals mechanisms in § 99.401. Moreover, such a list would either become
obsolete or useless if any [*64575] statutory or regulatory citations for the appeals mechanisms changed or would
require FDA to monitor constantly all cross-references without any appreciable benefit.
95. Several comments would amend § 99.401 to permit manufacturers to continue disseminating information
pending the outcome of any appeal except where a significant safety issue or public health concern exists. In contrast,
one comment said that a manufacturer should cease disseminating information while it and FDA are resolving any
outstanding issues. FDA declines to revise the rule to allow manufacturers to continue disseminating information
pending the outcome of any appeal. In general, section 555 of the act (21 U.S.C. 360aaa-4) authorizes the agency to
order a manufacturer to cease dissemination of information on the unapproved/new use; it does not require the agency
to stay or defer the effectiveness of such an order pending any appeal by the manufacturer. This outcome is consistent
with the appeals or dispute resolution provisions cited by the comments (section 562 of the act and § 10.75), as well as
other regulatory mechanisms for requesting reconsideration (see, e.g., 21 CFR 10.33 (administrative reconsideration of
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action) and 21 CFR 10.35 (administrative stay of action)); none of these mechanisms results in an automatic stay of
agency action while the agency reconsiders its decision or considers an appeal.
96. One comment suggested that FDA define "appropriate corrective action." The comment would amend the rule
to give examples of corrective action and to describe the circumstances under which specific corrective actions might
apply.
By using the term "appropriate corrective action," FDA meant to give itself the flexibility to fashion the corrective
action to remedy the underlying problem or deficiency. As stated in the preamble to the proposed rule, these actions
include, but are not limited to, ordering the manufacturer to send "Dear Doctor" letters, to publish corrective
advertising, to include warning labels on the product, or to include warnings or otherwise revise the product labeling (63
FR 31143 at 31151). FDA declines to define "appropriate corrective action" or to give examples and to specify when it
might order a manufacturer to take a particular corrective action. The agency's regulatory experience indicates that
regulations containing lists or examples often are misconstrued as providing an exclusive list (thereby resulting in
unnecessary disputes as to whether a particular corrective action is within the regulation or whether the manufacturer's
action is even capable of being addressed by the agency) and that regulations that describe specific responses to specific
situations can deprive the agency of the flexibility to tailor a corrective action to fit a particular situation. Nevertheless,
FDA would note that it expects that "Dear Doctor" letters and/or corrective advertising would be used much more often
than the addition of warning statements or product labeling, which are likely to be used in the more extreme cases.
97. Proposed § 99.401(a) permitted FDA to take appropriate action to protect the public health, including ordering
a manufacturer to cease dissemination and take corrective action, if FDA determines, based on data received after the
dissemination has begun, that the new use that is the subject of the disseminated information may not be effective or
may pose a significant risk to public health. The provision required FDA to consult with the manufacturer before taking
any such action.
One comment disagreed that FDA should have any obligation to consult a manufacturer before ordering the
manufacturer to cease disseminating information on an unapproved/new use.
Section 555(a)(1) of the act, regarding corrective actions following the receipt of data after a manufacturer has
begun disseminating information, expressly states that the agency, "after consultation with the manufacturer," shall take
"such action regarding the dissemination of the information as [the agency] determines to be appropriate for the
protection of the public health, which may include ordering that the manufacturer to cease dissemination of the
information." Thus, with respect to corrective actions based on post-dissemination data, the act requires FDA to consult
the manufacturer before taking any action, and § 99.401(a) correctly reflects this statutory requirement.
98. FDA revised § 99.401(c)(3) and (c)(4), by changing the references to § 99.303 from paragraphs (a) or (c) to
paragraphs (a) or (b). This change was needed to correct an error and to reflect the changes made to § 99.303, which
were previously discussed.
99. Proposed § 99.401(b) discussed FDA's ability to order cessation of dissemination or corrective action because
the information being disseminated by a manufacturer does not comply with part 99. Proposed § 99.401(b)(1) directed
FDA to give a manufacturer the opportunity to bring itself into compliance if the manufacturer's noncompliance
constituted a minor violation. Proposed § 99.401(b)(2) permitted FDA to order the manufacturer to cease dissemination
of information after providing notice to the manufacturer and an opportunity for a meeting.
One comment would revise § 99.401(b)(2) to specify a timeframe for a meeting, but did not explain why such
specificity would be beneficial.
FDA declines to revise the rule as suggested by the comment. Because FDA cannot require a manufacturer to cease
dissemination until it has provided an opportunity for a meeting, it has an incentive to schedule such meetings at the
earliest possible time, particularly when the new use at issue raises significant safety concerns. By not specifying a
timeframe for a meeting, the regulation provides the appropriate flexibility to schedule meetings.
100. One comment said that FDA should afford manufacturers an opportunity to resolve outstanding issues before
taking any corrective action to avoid burdensome and erroneous corrective action.
Section 555(b)(1) of the act requires FDA to delay issuing an order to provide a manufacturer an opportunity to
correct a minor violation before ordering such manufacturer to cease dissemination. Section 99.401(b) provides that
opportunity. Moreover, FDA will always consider whether and when corrective action is appropriate.
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101. Proposed § 99.401(c) described FDA actions based on a manufacturer's supplemental application. For
example, under proposed § 99.401(c)(1), FDA could order a manufacturer to cease dissemination and to take corrective
action if the agency determined that the supplemental application does not contain adequate information for approval of
the new use.
One comment said that FDA should not automatically require a manufacturer to cease dissemination if FDA does
not approve a supplemental application for the unapproved/new use because it fails to establish effectiveness. The
comment said corrective action should be reserved for situations in which "some significant public health concern is
identified that would be materially addressed by such corrective action."
FDA declines to revise § 99.401(c) to limit corrective actions as suggested by the comment. If FDA, based on the
supplemental application submitted by the manufacturer, determines that the drug or device is not effective for that use,
it could be contrary to the interests [*64576] of public health to allow the manufacturer to continue disseminating
information on that use. Section 555(b)(2) of the act contemplates such a result by stating that the agency may order a
manufacturer to cease dissemination if the agency determines that the supplemental application does not contain
adequate information for approval of the new use.
Furthermore, one should note that both section 555(b)(2) of the act and § 99.401(c) give FDA discretion in issuing
an order to cease dissemination of information on the unapproved/new use if FDA does not approve the supplemental
application. Thus, contrary to the comment's assertion, an order to cease dissemination under such circumstances is not
"automatic."
102. One comment said that if FDA does not approve a supplemental application because the studies failed to
demonstrate efficacy, the manufacturer should advise health care practitioners who previously received information on
the unapproved/new use.
Requiring a manufacturer to notify recipients or categories of recipients that a drug or device is not effective for the
unapproved/new use would be within the range of corrective actions that FDA may take. Section 553(b) of the act
contemplates such a result by requiring manufacturers to keep records of categories of recipients or individual recipients
of the disseminated information and to use such records if the manufacturer is required to take corrective action. Thus,
corrective actions, in § 99.401, are not confined to orders to cease dissemination of information on an unapproved/new
use.
103. One comment sought clarification as to when FDA may determine that a supplemental application does not
contain adequate information for approval of the new use. The comment suggested that proposed § 99.401(c)(1) could
be interpreted as applying even if FDA requested additional information or clarification of a supplemental application.
The comment stated that dissemination of information on an unapproved/new use should cease only when FDA
determines that the supplemental application is not approvable.
Section 555(b)(2) of the act permits FDA to order a manufacturer to cease dissemination if FDA determines that a
supplemental application submitted by such manufacturer (for the new use) does not contain adequate information for
approval of the new use. Section 99.401(c)(1) tracks this language. FDA agrees that a decision to seek additional data or
clarification regarding a supplemental application would generally not constitute a determination that the supplement
does not contain adequate information for approval of the new use. However, there may be circumstances in which it is
appropriate for the agency to order a manufacturer to cease dissemination of information when additional data is
required. Accordingly, FDA will make these determinations on a case-by-case basis.
104. Proposed § 99.401(c)(2) permitted FDA to order a manufacturer to cease dissemination if the manufacturer
had certified that it would submit a supplemental application within 6 months, and the manufacturer failed to submit a
supplemental application within 6 months.
One comment said FDA should not seek corrective action for a manufacturer's failure to submit a supplemental
application within 6 months if there is "good cause" for the delay. The comment said that FDA should meet with a
manufacturer to determine if there is good cause for the delay before automatically requiring corrective action and that
manufacturers should notify FDA as soon as possible if they will not meet any deadline.
FDA declines to revise the rule as requested by the comment. Section 99.401(c)(2) does not require any specific
corrective action in the event that the manufacturer fails to submit a supplemental application on time. Instead, it gives
FDA the discretion to order the manufacturer to cease dissemination of information and to take corrective action. FDA
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will consider, among other things, the reasons for a manufacturer's inability to submit a supplemental application on
time when deciding what type of corrective action to take or whether any corrective action is needed.
Thus, while FDA would appreciate any advance notice from manufacturers who believe that they will be unable to
submit a supplemental application on time and will meet with manufacturers as time and resources permit, given the
agency's discretion regarding corrective actions in § 99.401(c)(2), revising the rule to require such meetings is
unnecessary.
105. Proposed § 99.401(d) considered an order to cease dissemination of information to be effective upon the date
of issuance unless otherwise stated by FDA.
One comment said it would be more efficient if an order to cease dissemination of information were effective upon
date of receipt by the manufacturer. The comment explained that a manufacturer may be unaware when FDA issues an
order to cease dissemination of information, so the order should be effective when the manufacturer receives it. The
comment also stated that it would be unlikely that a manufacturer could stop dissemination of information throughout
the United States on the same day it receives an order to cease dissemination. Consequently, the comment would revise
the rule to give manufacturers some time (the comment suggested 60 days) in which to comply with the order.
FDA agrees, in part, with the comment and has revised § 99.401(d) to make an order to cease dissemination of
information effective upon receipt by the manufacturer, unless otherwise indicated in the order. The agency does not
agree that manufacturers should have a specified amount of time after receipt to comply with an order. A manufacturer
is expected to comply immediately. If the manufacturer is unable to comply immediately, it should notify FDA, and
FDA will evaluate the situation on a case-by-case basis.
106. Proposed § 99.401(e) required a manufacturer to cease dissemination if it fails to comply with the regulations
pertaining to dissemination of information on unapproved/new uses. This would include discontinuation, termination,
and a failure to conduct with due diligence clinical studies. The proposal also required the manufacturer to notify FDA
if it ceases dissemination under § 99.401(e).
One comment would revise the rule to require a manufacturer to notify FDA of any failure to comply as soon as the
manufacturer realizes the failure and ceases dissemination. The comment also would require the manufacturer to notify
FDA immediately if the manufacturer ceases dissemination. Section 99.401(e) already requires a manufacturer to notify
FDA if it ceases dissemination.
FDA agrees that the agency should be notified immediately and has revised § 99.401(e) accordingly.
b. Termination of approvals of applications for exemption (§ 99.403). Under the act, if FDA fails to act within 60
days on an application for an exemption from the requirement to file a supplemental application, the application is
deemed approved. Proposed § 99.403 allowed FDA to terminate the deemed approval of an application for an
exemption if FDA determines that the manufacturer has failed to meet the requirements for granting an exemption. In
addition, the agency may order the manufacturer to cease disseminating information about the new use and, if
appropriate, to take corrective action. [*64577]
107. One comment would revise § 99.403(a)(3) to apply if FDA determines that it would be economically and
ethically possible to conduct the studies needed for a supplement rather than economically or ethically possible to
conduct such studies.
FDA agrees and has revised the rule accordingly.
108. One comment requested that FDA provide notice and an opportunity to meet when FDA terminates approval
of an application for an exemption.
Section 99.403(c), (d), and (e) provide for notice to the manufacturer, and § 99.403(d) also mentions consultation
between FDA and the manufacturer if FDA determines that the manufacturer no longer meets the requirements for an
exemption on the basis that it is economically prohibitive or unethical to conduct the studies needed to support a
supplemental application for the new use. Thus, no further change to the rule is necessary.
c. Applicability of labeling, adulteration, and misbranding authority (§ 99.405). Proposed § 99.405 provided that
the dissemination of information about a new use could constitute labeling, evidence of a new intended use, adulteration
or misbranding of the product if it fails to comply with the requirements in section 551 of the act and the requirements
of this part.
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109. One comment claimed that proposed § 99.405 was too broad and exceeded the statute by considering a failure
to comply with part 99 to constitute labeling, evidence of a new intended use, adulteration, or misbranding of a drug or
device. The comment acknowledged that labeling that is false or misleading renders a drug misbranded and that each
introduction of the drug into interstate commerce constitutes a separate prohibited act under section 301 of the act (21
U.S.C. 331). The comment further acknowledged that FDA can pursue various enforcement actions, such as seizures,
injunctions, and criminal penalties, for each prohibited act. However, the comment argued that a failure to comply with
part 99 should be a single violation rather than a violation for each product sold and that if a manufacturer tries to
follow part 99, the act prescribes specific enforcement consequences, such as corrective action, before FDA resorts to
other sanctions.
FDA disagrees with this comment. Although section 401 of FDAMA provided FDA additional enforcement tools
for violative dissemination of off-label information, it did not in any way eliminate or limit FDA's ability to use its
already existing enforcement mechanisms.
6. Subpart F-Recordkeeping and Reports
Recordkeeping and reports (§ 99.501). Proposed § 99.501 required a manufacturer that disseminates information
under part 99 to maintain records sufficient to allow it to take corrective action that is required by FDA and described
some of the records to be kept. The proposal gave manufacturers the option of maintaining records that identify
recipients of the disseminated information by name or by category, but would require manufacturers who choose to
identify recipients by category to ensure that any corrective action FDA requires will be sufficiently conspicuous so as
to reach the individuals who have received the information about the new use. The proposal also permitted FDA to
require manufacturers to keep records identifying recipients by name and required a manufacturer to keep records for 3
years after it has ceased disseminating the information on an unapproved or new use and to make the records available
to FDA for inspection and copying.
110. One comment suggested that FDA permit manufacturers to submit reports via the Internet. The comment said
that this would reduce paperwork burdens and provide a continuous source of current information.
FDA currently receives certain submissions from industry in electronic form and encourages increased utilization
of this means. Initiatives are underway to formalize a process for electronic submission.
111. Several comments focused on proposed § 99.501(a)(1)(i), which required records to identify, by name, the
persons receiving the disseminated information. This provision would apply if the manufacturer did not keep records
identifying recipients by category or if FDA required the manufacturer to keep records identifying recipients by name.
One comment supported the provision as written. Several comments would amend the rule to require manufacturers to
keep records identifying recipients by name in all cases. These comments explained that requiring manufacturers to
maintain records of specific recipients would help ensure timely action or notification if the new use is ineffective or
presents a significant risk to the public health. The comments said such records also would help ensure that the
manufacturer disseminated the information to the appropriate recipients. Two comments suggested requiring
manufacturers to keep records of health professionals by name, health plans, and pharmacies that receive information
in cases of a recall.
In contrast, several comments objected to ever requiring manufacturers to identify recipients by name. Some
comments acknowledged that section 553(b) of the act "technically" gives FDA the discretion to require such records,
but nevertheless said the provision was "unnecessary" or "unduly burdensome." These comments would delete the
requirement and only require manufacturers to maintain records identifying recipients by category.
FDA declines to revise the rule as suggested by the comments. Section 553(b) of the act expressly requires a
manufacturer to keep records that the manufacturer may use if it is required to take corrective action. Section 553(b) of
the act also states that, "Such records, at the Secretary's discretion, may identify the recipient of the information
provided * * * or the categories of such recipients." To require manufacturers to keep records identifying the recipients
in all cases, or in no cases, as suggested by the comments, would be contrary to the express terms in section 553(b) of
the act. As previously discussed, however, FDA has better defined the standard for individual recordkeeping. Section
99.301(a)(3) of the final rule provides for individual recordkeeping when warranted because of special safety
considerations associated with the new use.
112. One comment claimed that proposed § 99.501(a)(1)(i) exceeded the statutory requirement. The comment said
that if FDA requires a manufacturer to maintain records identifying recipients by category, then if corrective action is
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later required, FDA should not expect manufacturers to generate lists of individual recipients that are to receive such
corrective action.
The comment misinterprets the rule. Under § 99.301(a)(3), when FDA reviews a manufacturer's submission, the
agency would determine whether records identifying individual recipients must be kept. FDA would impose such a
requirement in limited circumstances before the manufacturer disseminates any information on the unapproved/new use.
Section 99.501(a)(1)(i) does not provide a new mechanism for requiring manufacturers to keep records identifying
individual recipients nor does it contemplate requiring manufacturers not previously required to identify individual
recipients to generate such records if corrective action becomes necessary. [*64578]
113. Several comments discussed the semiannual submissions to FDA under proposed § 99.501(b). Several
comments objected to proposed § 99.501(b)(3) and (b)(4), which required a notice and summary of any additional
clinical research or other data relating to the safety or effectiveness of the new use and periodic progress reports on the
manufacturer's studies. The comments stated that such reporting requirements would duplicate information that FDA
already receives under existing reporting requirements for IND's and NDA's. One comment objected to the semiannual
frequency of the reports. Another argued that FDA failed to set forth "limits on the responsibilities" of manufacturers
"as the Secretary deems appropriate" regarding additional information that must be submitted. Finally, one comment
asked FDA to acknowledge that these reports are exempt from disclosure under FOIA.
Section 99.501(b)(3) and (b)(4) reflect the statutory requirement at sections 555(a)(2) and 554(c)(2) of the act
respectively. Section 555(a)(2) of the act states that, after a manufacturer disseminates information, the manufacturer
shall submit "a notification of any additional knowledge of the manufacturer on clinical research or other data that relate
to the safety or effectiveness of the new use involved." Section 554(c)(2) of the act requires a manufacturer to submit
periodic progress reports on its clinical studies. FDA drafted the proposed rule to have these periodic progress reports
submitted on a semiannual basis in order to coincide with the reporting frequency for the lists of articles and categories
of providers required by section 553(a) of the act. This would be more convenient for both manufacturers and the
agency to have the reports and lists submitted at the same time. Thus, FDA did not intend to require duplicate reporting
of information that is already submitted to the agency under other FDA regulations nor did FDA intend to make the
submission of such reports burdensome.
To the extent that the information described in § 99.501(b)(3) and (b)(4) is already submitted to FDA as part of the
routine reporting for an application for investigational use or for a marketing application, manufacturers may comply
with § 99.501(b)(3) and (b)(4) by making a cross-reference to the relevant application for investigational use or for a
marketing application. Thus, a manufacturer does not have to duplicate information that it has already submitted to
FDA. Moreover, FDA did set limits on the manufacturers' responsibilities by requiring that the information be reported
on a semiannual basis. Finally, as stated earlier, public disclosure of information submitted under this rule is dictated by
the FOIA and FDA's regulations.
114. One comment sought clarification that a manufacturer must submit any additional article or publication to
FDA before it can be disseminated. The concern was that manufacturers would interpret the semiannual filing
requirement as sufficient once a manufacturer has received approval to disseminate information about a particular use.
The statute and regulation make clear that the manufacturer has to come to FDA before beginning to disseminate a
journal article or reference publication that has not previously been submitted to FDA. In other words, once FDA has
approved or passed on a specific journal article or reference text, the manufacturer can disseminate it to as many
qualified recipients as it chooses, as long as the manufacturer continues to meet the requirements of this part. However,
even if FDA has approved or passed on one journal article or reference publication for a new use, the manufacturer may
not disseminate additional/different journal articles or reference publications for that same use without making a
separate submission.
115. If a manufacturer received an exemption from the requirement to submit a supplemental application, proposed
§ 99.501(b)(5) would require the manufacturer to submit any new or additional information that relates to whether the
manufacturer continues to meet the requirements for the exemption. One comment objected to this requirement, saying
that it would need extensive market data to continue justifying the need for an exemption on economic grounds and that
the cost of generating such information would itself be economically prohibitive.
FDA disagrees that it would be economically prohibitive to comply with this requirement. The regulation requires
manufacturers only to provide new or additional information.
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116. Proposed § 99.501(c) required a manufacturer to maintain a copy of all information, lists, records, and reports
required or disseminated under part 99 for 3 years after it has ceased dissemination of such information and to make
such documents available to FDA for inspection and copying. One comment requested clarification of this provision.
The comment explained that if FDA approves the manufacturer's supplemental application, then the manufacturer
would no longer be disseminating information on an unapproved/new use and would not be subject to part 99. Instead,
any postapproval dissemination of information would be on an approved use and, therefore, would not be subject to the
recordkeeping requirement in § 99.501(c).
The comment's interpretation of § 99.501(c) is correct. If FDA approves the manufacturer's supplemental
application, the use is then "approved" and dissemination of information on the approved use would be outside the
scope of part 99. However, documents relating to the dissemination of information before approval would remain
subject to § 99.501.
7. Conforming Amendment to 21 CFR Part 16
The proposed rule would amend 21 CFR 16.1(b)(2) to add the due diligence determination under proposed §
99.401(c) to the list of regulatory actions that may be the subject of a part 16 hearing.
FDA received no comments on this provision and has finalized it without change.
IV. Analysis of Impacts
FDA has examined the impacts of the final rule under Executive Order 12866 and the Regulatory Flexibility Act (5
U.S.C. 601-612). Executive Order 12866 directs agencies to assess all costs and benefits of available regulatory
alternatives and, when regulation is necessary, to select regulatory approaches that maximize net benefits (including
potential economic, environmental, public health and safety, and other advantages). Under the Regulatory Flexibility
Act, unless an agency certifies that a rule will not have a significant economic impact on a substantial number of small
entities, the agency must analyze regulatory options that would minimize the impact of the rule on small entities. Title II
of the Unfunded Mandates Reform Act (Pub. L. 104-4) (in section 202) requires that agencies prepare an assessment of
anticipated costs and benefits before proposing any rule that may result in an expenditure in any 1 year by State, local,
and tribal governments, in the aggregate, or by the private sector, of $ 100 million or more (adjusted annually for
inflation).
The agency has reviewed this rule and has determined that it is consistent with the regulatory philosophy and
principles identified in Executive Order 12866, and in these two statutes. Although this rule is not an economically
significant regulatory action, it is still a significant regulatory action as defined by the Executive Order due to the novel
policy issues it raises. [*64579] With respect to the Regulatory Flexibility Act, the agency certifies that the rule will
not have a significant economic impact on a substantial number of small entities. Because the final rule does not impose
any mandates on State, local, or tribal governments, or the private sector that will result in a 1-year expenditure of $ 100
million or more, FDA is not required to perform a cost-benefit analysis under the Unfunded Mandates Reform Act.
The rule implements section 401 of FDAMA by describing the new use information that a manufacturer may
disseminate and by setting forth procedures that manufacturers must follow before disseminating information on the
new use. The benefits of the rule will derive from the public health gains associated with the earlier dissemination of
objective, balanced, and accurate information on important unapproved uses of approved products. In addition, the rule
may encourage new studies or the collection of evidence about these new uses.
The costs of the rule are modest. A firm would typically conduct clinical studies in support of a supplemental
application for a new use only if the firm believed that the added revenues associated with the new indication would
exceed the costs of the supporting studies. Because this rule will accelerate the receipt of these revenues, it is possible
that some new use supplemental applications that would not have been economically justified in the absence of this rule,
will now be submitted. No comments on the proposed rule attempted to project the magnitude of this incentive and
FDA similarly could not estimate the number or cost of the additional clinical studies that might accompany these
applications. The agency notes, however, that they would be undertaken voluntarily by the affected firms in the
expectation that they would increase company profitability.
Manufacturers choosing not to disseminate new use information will incur no costs. Firms voluntarily choosing to
disseminate new use information will experience added paperwork costs for each submission to the agency, but gain
sales revenues from the information dissemination. FDA cannot make a precise estimate of the number of submissions
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that will be filed, but as explained in section V of this document, the agency tentatively forecasts that it will receive
approximately 300 submissions each year from manufacturers for the purpose of disseminating new use information.
FDA also estimates that the statutory and regulatory paperwork burdens associated with these submissions might total
almost 52,000 hours, at an average labor cost of $ 35 per hour. n1 Thus, the total cost of the added paperwork is
estimated to cost industry approximately $ 1.8 million per year. FDA received no public comments that specifically
addressed its paperwork estimates.
n1 Updated from Eastern Research Group, Inc., "Final Report-Economic Threshold and Regulatory Flexibility
Assessment of Proposed Changes to the Current Good Manufacturing Practice Regulations for Manufacturing,
Processing, Packaging, or Holding Drugs (21 CFR 210 and 211)," March 13, 1995. Calculation allocates 50 percent of
hours to middle management, 25 percent to upper management, and 25 percent to support staff.
The final rule should not have an adverse impact on any manufacturer. One comment asserted that the agency's
definition of economically prohibitive implies that some manufacturers will disseminate information despite a resulting
reduction in net income. The comment further indicated that this reduction in net income requires FDA to undertake
additional analysis under the Regulatory Flexibility Act. The agency disagrees with this comment, because the final rule
simply makes the dissemination of unapproved use information an option for those firms that find it beneficial to do so.
Firms will compare the expected sales revenue from the new dissemination activity to the associated paperwork cost
and disseminate the new information only if it increases their profitability. As noted previously, firms choosing not to
disseminate new use information will face no increased costs. Because no firm is likely to experience a reduced net
income, the rule will not have a significant adverse economic effect on a substantial number of small entities and no
further analysis is required under the Regulatory Flexibility Act.
V. Paperwork Reduction Act of 1995
This rule contains information collection requirements that are subject to public comment and review by the Office
of Management and Budget (OMB) under the Paperwork Reduction Act of 1995 (44 U.S.C. 3501-3520). A description
of these provisions is given below in this section of the document with an estimate of the annual reporting and
recordkeeping burden. Included in the estimate is the time for reviewing instructions, searching existing data sources,
gathering and maintaining the data needed, and completing and reviewing each collection of information.
FDA had submitted the information collection requirements for the proposed rule to OMB for its review. In its
Notice of Office of Management and Budget Action, dated July 30, 1998, OMB stated that it had concerns regarding the
burden and utility of the information collection that were to be "assessed in light of public comments received." The
terms of OMB clearance further stated that OMB:
is particularly interested in determining whether the public has comments on the burden and utility of the
information required to be included in a submission to FDA, including information submitted to meet the economically
prohibitive' exception, and the three year recordkeeping requirement proposed in the rule. FDA shall specifically
address any comments received on these and other issues related to the information collection requirements * * *.
The proposed rule provided an opportunity for public comment on the information collection requirements, but FDA
received no comments that provided any contrary or different estimates. The agency did receive one comment declaring
that the estimated information collection burden for the proposed rule "may not be an accurate reflection of the actual
burden," but the comment provided no data or further information that would enable FDA to revise the estimated
information collection burden for the final rule.
The agency received several comments that questioned the utility of the information collection requirements. For
example, several comments requested changes to the information that would be required to obtain an exemption when a
manufacturer felt it would be "economically prohibitive" or "unethical" to conduct studies necessary to support a
supplemental application. These comments generally stated that the proposed rule's criteria were too restrictive. The
agency revised the "economically prohibitive" criteria in response to the comments and modified the language in the
"unethical" exemption. These issues are discussed in more detail in the preamble to the final rule.
The agency received several comments that questioned the utility of the information collection requirements. For
example, several comments requested changes to the information that would be required to obtain an exemption when a
manufacturer felt it would be "economically prohibitive" or "unethical" to conduct studies necessary to support a
supplemental application. These comments generally stated that the proposed rule's criteria were too restrictive. The
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agency revised the "economically prohibitive" criteria in response to the comments and modified the language in the
"unethical" exemption. These issues are [*64580] discussed in more detail in the preamble to the final rule.
The agency did not receive any comments that questioned the utility of the 3-year recordkeeping requirement. One
comment sought clarification as to whether the recordkeeping requirement would still apply if FDA approved the
supplemental application for the new use, and FDA has addressed that comment in its discussion of the recordkeeping
provision.
FDA did, however, simplify the provision concerning the "economically prohibitive" exception in response to
comments it received. FDA discusses the impact of this revision on the estimated annual reporting burden later in this
section.
FDA requested emergency processing of the information collection requirements for this final rule. OMB granted
approval to the collection of information and assigned a control number (OMB 0910-0390). The final rule's information
collection requirements, therefore, are effective upon November 20, 1998. However, the agency is also submitting the
information collection requirements for the final rule to OMB for routine processing. Consequently, FDA is providing
an opportunity for public comment on the final rule's information collection requirements.
FDA invites comments on: (1) Whether the collection of information is necessary for the proper performance of
FDA's functions, including whether the information will have practical utility; (2) the accuracy of FDA's estimate of the
burden of the collection of information, including the validity of the methodology and assumptions used; (3) ways to
enhance the quality, utility, and clarity of the information to be collected; and (4) ways to minimize the burden of the
collection of information on respondents, including through the use of automated collection techniques, when
appropriate, and other forms of information technology.
Title: Dissemination of Treatment Information on Unapproved/New Uses for Marketed Drugs, Biologics, and
Devices.
Description: The rule implements sections 551 through 557 of the act (21 U.S.C. 360aaa-360aaa-6) as amended by
FDAMA, which requires a manufacturer that intends to disseminate certain treatment information on unapproved uses
for a marketed drug, biologic, or device to submit that information to FDA. The rule sets forth the criteria and
procedures for making such submissions. Under the rule, a submission would include a certification that the
manufacturer has completed clinical studies necessary to submit a supplemental application to FDA for the new use and
will submit the supplemental application within 6 months after dissemination of information can begin. If the
manufacturer has planned, but not completed, such studies, the submission would include proposed protocols and a
schedule for conducting the studies, as well as a certification that the manufacturer will complete the clinical studies and
submit a supplemental application no later than 36 months after dissemination of information can begin. The rule also
permits manufacturers to request extensions of the time period for completing a study and submitting a supplemental
application and to request an exemption from the requirement to submit a supplemental application. The rule prescribes
the timeframe within which the manufacturer shall maintain records that would enable it to take corrective action. The
rule requires the manufacturer to submit lists pertaining to the disseminated articles and reference publications and the
categories of persons (or individuals) receiving the information and to submit a notice and summary of any additional
research or data (and a copy of the data) relating to the product's safety or effectiveness for the new use. The rule
requires the manufacturer to maintain a copy of the information, lists, records, and reports for 3 years after it has ceased
dissemination of the information and to make the documents available to FDA for inspection and copying.
Description of Respondents: All manufacturers (persons and businesses, including small businesses) of drugs,
biologics, and device products.
The estimated burden associated with the information collection requirements for this rule is 52,208 hours.
FDA estimates the burden of this collection of information as follows:
Table 1.--Estimated Annual Reporting Burden fn1
21 CFR Section

99.201(a)(1)

No. of
Respondents
172

Annual
Frequency
per
Response
1.7

Total
Annual
Responses

Hours per
Response

Total
Hours

297

40

11,880

Page 72
63 FR 64556, *

Table 1.--Estimated Annual Reporting Burden fn1
21 CFR Section

No. of
Respondents

99.201(a)(2)
99.201(a)(3)
99.201(a)(4)(i)(A)
99.201(a)(4)(ii)(A)
99.201(a)(5)
99.201(b)
99.201(c)
99.203(a)
99.203(b)
99.203(c)
99.205(b)
99.501(b)(1)
99.501(b)(2)
99.501(b)(3)
99.501(b)(4)
99.501(b)(5)

172
172
52
52
52
172
172
1
1
2
17
172
172
172
2
17

Annual
Frequency
per
Response
1.7
1.7
1.7
1.7
1.7
1.7
1.7
1.7
1.7
1
1.8
3.4
3.4
3.4
1.7
1.8

Total
Annual
Responses

Hours per
Response

Total
Hours

297
297
89
89
89
297
297
1
1
2
30
594
594
594
3
30

24
1
30
60
1
0.5
0.5
10
10
0.5
82
8
1
20
2
41

7,128
297
2,670
5,340
89
148.5
148.5
10
10
1
2,460
4,752
594
11,880
6
1,230

Total Hours

48,644

fn1 There are no capital costs or operating and maintenance costs associated with this collection of information.
[*64581]
Table 2.--Estimated Annual Recordkeeping Burden fn1
21 CFR Section

99.501(a)(1)
99.501(a)(2)
99.501(c)
Total Hours

No. of
Recordkeepers

Annual
Frequency
per Recordkeeping
172
1.7
172
1.7
172
1.7

Total
Annual
Records
297
297
297

Hours per
Recordkeeper
10
1
1

Total Hours

2,970
297
297
3,564

fn1 There are no capital costs or operating and maintenance costs associated with this collection of information.
FDA derived these estimates primarily from existing data on submissions made under supplemental applications
and other submissions to the agency, as well as information from industry sources regarding similar or related reporting
and recordkeeping burdens.
However, because the final rule revises the "economically prohibitive" exception requirement, FDA has decreased
the estimated burden associated with an exemption request under § 99.205(b) and has increased the number of annual
responses seeking an exemption. In the preamble to the proposed rule, FDA estimated that 1 percent or approximately 2
of the 172 manufacturers would submit an exemption request. The estimated reporting burden for § 99.205(b), as
originally proposed, was 125 hours per response. This was based on a similar reporting burden for certain submissions
under (§ 316.20 (21 CFR 316.20)) even though FDA stated that the actual reporting burden would probably be less
because proposed § 99.205(b) was not as extensive as § 316.20. For the final rule, FDA has reduced the estimated
reporting burden per response to 82 hours because the revised requirements are not as extensive as those in the proposal
and has increased the total number of respondents and annual responses to 17 and 30 respectively (or approximately 10
percent of all respondents and submissions). This results in a total hour burden of 2,460 hours for § 99.205(b).
Additionally, FDA has revised § 99.203 to permit manufacturers to request an extension of the 36-month time period
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for conducting studies and submitting a supplemental application before it makes a submission to FDA. FDA, therefore,
has adjusted the information collection tables to reflect this revision.
The estimated increase in the number of exemption requests results in a corresponding decrease in the remaining
number of submissions under § 99.201(a)(4)(i)(A), (a)(4)(ii)(A), and (a)(5). FDA assumes that the remaining 267
submissions will be divided equally among § 99.201(a)(4)(i)(A), (a)(4)(ii)(A), and (a)(5) resulting in 89 responses in
each provision and approximately 52 respondents per provision. Although FDA has not altered the estimated burden
hours per response for § 99.201(a)(4)(i)(A), (a)(4)(ii)(A), and (a)(5), the total burden hours for each of these provisions
is reduced due to the smaller number of annual responses.
Additionally, the final rule accounts for the estimated annual reporting and recordkeeping burdens for several
provisions (§ § 99.201(a)(1), 99.201(a)(2), 99.203(a), 99.501(a)(1), 99.501(b)(1), 99.501(b)(3), 99.501(b)(5), and
99.501(c)). These provisions were omitted from the Paperwork Reduction Act discussion in the preamble to the
proposed rule. The final rule also accounts for the statutory reporting burden associated with § 99.201(a)(4).
The agency has submitted the information collection requirements of this rule to OMB for review. Interested
persons are requested to send comments regarding information collection by January 19, 1999, to the Dockets
Management Branch (address above).
VI. Environmental Impact
The agency has determined under 21 CFR 25.30(h) that this action is of a type that does not individually or
cumulatively have a significant effect on the human environment. Therefore, neither an environmental assessment nor
an environmental impact statement is required.
List of Subjects
21 CFR Part 16
Administrative practice and procedure.
21 CFR Part 99
Administrative practice and procedure, Biologics, Devices, Drugs, Reporting and recordkeeping requirements.
Therefore, under the Federal Food, Drug, and Cosmetic Act and under authority delegated to the Acting
Commissioner of Food and Drugs, 21 CFR chapter I is amended to read as follows:
PART 16--REGULATORY HEARING BEFORE THE FOOD AND DRUG ADMINISTRATION
1. The authority citation for 21 CFR part 16 is revised to read as follows:
Authority: 15 U.S.C. 1451-1461; 21 U.S.C. 141-149, 321-394, 467f, 679, 821, 1034; 28 U.S.C. 2112; 42 U.S.C.
201-262, 263b, 364.
2. Section 16.1 is amended in paragraph (b)(2) by numerically adding an entry for § 99.401(c) to read as follows:
§ 16.1 -- Scope.
*****
(b) * * *
(2) Regulatory provisions:
*****
§ 99.401(c), relating to a due diligence determination concerning the conduct of studies necessary for a
supplemental application for a new use of a drug or device.
*****
3. Part 99 is added to read as follows:
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PART 99--DISSEMINATION OF INFORMATION ON UNAPPROVED/NEW USES FOR MARKETED
DRUGS, BIOLOGICS, AND DEVICES
Subpart A-General Information
Sec.
99.1 Scope.
99.3 Definitions.
Subpart B-Information to be Disseminated
99.101 Information that may be disseminated.
99.103 Mandatory statements and information.
99.105 Recipients of information.
Subpart C-Manufacturer's Submissions, Requests, and Applications
99.201 Manufacturer's submission to the agency.
99.203 Request to extend the time for completing planned studies.
99.205 Application for exemption from the requirement to file a supplemental application. [*64582]
Subpart D-FDA Action on Submissions, Requests, and Applications
99.301 Agency action on a submission.
99.303 Extension of time for completing planned studies.
99.305 Exemption from the requirement to file a supplemental application.
Subpart E-Corrective Actions and Cessation of Dissemination
99.401 Corrective actions and cessation of dissemination of information.
99.403 Termination of approvals of applications for exemption.
99.405 Applicability of labeling, adulteration, and misbranding authority.
Subpart F-Recordkeeping and Reports
99.501 Recordkeeping and reports.
Authority: 21 U.S.C. 321, 331, 351, 352, 355, 360, 360c, 360e, 360aa-360aaa-6, 371, and 374; 42 U.S.C. 262.
Subpart A--General Information
§ 99.1 -- Scope.
(a) This part applies to the dissemination of information on human drugs, including biologics, and devices where
the information to be disseminated:
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(1) Concerns the safety, effectiveness, or benefit of a use that is not included in the approved labeling for a drug or
device approved by the Food and Drug Administration for marketing or in the statement of intended use for a device
cleared by the Food and Drug Administration for marketing; and
(2) Will be disseminated to a health care practitioner, pharmacy benefit manager, health insurance issuer, group
health plan, or Federal or State Government agency.
(b) This part does not apply to a manufacturer's dissemination of information that responds to a health care
practitioner's unsolicited request.
§ 99.3 -- Definitions.
(a) Agency or FDA means the Food and Drug Administration.
(b) For purposes of this part, a clinical investigation is an investigation in humans that tests a specific clinical
hypothesis.
(c) Group health plan means an employee welfare benefit plan (as defined in section 3(1) of the Employee
Retirement Income Security Act of 1974 (29 U.S.C. 1002(1))) to the extent that the plan provides medical care (as
defined in paragraphs (c)(1) through (c)(3) of this section and including items and services paid for as medical care) to
employees or their dependents (as defined under the terms of the plan) directly or through insurance, reimbursement, or
otherwise. For purposes of this part, the term medical care means:
(1) Amounts paid for the diagnosis, cure, mitigation, treatment, or prevention of disease, or amounts paid for the
purpose of affecting any structure or function of the body;
(2) Amounts paid for transportation primarily for and essential to medical care referred to in paragraph (c)(1) of this
section; and
(3) Amounts paid for insurance covering medical care referred to in paragraphs (c)(1) and (c)(2) of this section.
(d) Health care practitioner means a physician or other individual who is a health care provider and licensed under
State law to prescribe drugs or devices.
(e) Health insurance issuer means an insurance company, insurance service, or insurance organization (including a
health maintenance organization, as defined in paragraph (e)(2) of this section) which is licensed to engage in the
business of insurance in a State and which is subject to State law which regulates insurance (within the meaning of
section 514(b)(2) of the Employee Retirement Income Security Act of 1974 (29 U.S.C. 1144(b)(2))).
(1) Such term does not include a group health plan.
(2) For purposes of this part, the term health maintenance organization means:
(i) A Federally qualified health maintenance organization (as defined in section 1301(a) of the Public Health
Service Act (42 U.S.C. 300e(a)));
(ii) An organization recognized under State law as a health maintenance organization; or
(iii) A similar organization regulated under State law for solvency in the same manner and to the same extent as
such a health maintenance organization.
(f) Manufacturer means a person who manufactures a drug or device or who is licensed by such person to distribute
or market the drug or device. For purposes of this part, the term may also include the sponsor of the approved, licensed,
or cleared drug or device.
(g) New use means a use that is not included in the approved labeling of an approved drug or device, or a use that is
not included in the statement of intended use for a cleared device.
(h) Pharmacy benefit manager means a person or entity that has, as its principal focus, the implementation of one
or more device and/or prescription drug benefit programs.
(i) A reference publication is a publication that:
(1) Has not been written, edited, excerpted, or published specifically for, or at the request of, a drug or device
manufacturer;
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(2) Has not been edited or significantly influenced by such a manufacturer;
(3) Is not solely distributed through such a manufacturer, but is generally available in bookstores or other
distribution channels where medical textbooks are sold;
(4) Does not focus on any particular drug or device of a manufacturer that disseminates information under this part
and does not have a primary focus on new uses of drugs or devices that are marketed or are under investigation by a
manufacturer supporting the dissemination of information; and
(5) Does not present materials that are false or misleading.
(j) Scientific or medical journal means a scientific or medical publication:
(1) That is published by an organization that has an editorial board, that uses experts who have demonstrated
expertise in the subject of an article under review by the organization and who are independent of the organization, to
review and objectively select, reject, or provide comments about proposed articles, and that has a publicly stated policy,
to which the organization adheres, of full disclosure of any conflict of interest or biases for all authors or contributors
involved with the journal or organization;
(2) Whose articles are peer-reviewed and published in accordance with the regular peer-review procedures of the
organization;
(3) That is generally recognized to be of national scope and reputation;
(4) That is indexed in the Index Medicus of the National Library of Medicine of the National Institutes of Health;
and
(5) That is not in the form of a special supplement that has been funded in whole or in part by one or more
manufacturers.
(k) Supplemental application means:
(1) For drugs, a supplement to support a new use to an approved new drug application;
(2) For biologics, a supplement to an approved license application;
(3) For devices that are the subject of a cleared 510(k) submission and devices that are exempt from the 510(k)
process, a new 510(k) submission to support a new use or, for devices that are the subject of an approved premarket
approval application, a supplement to support a new use to an approved premarket approval application. [*64583]
Subpart B--Information to be Disseminated
§ 99.101 -- Information that may be disseminated.
(a) A manufacturer may disseminate written information concerning the safety, effectiveness, or benefit of a use not
described in the approved labeling for an approved drug or device or in the statement of intended use for a cleared
device, provided that the manufacturer complies with all other relevant requirements under this part. Such information
shall:
(1) Be about a drug or device that has been approved, licensed, or cleared for marketing by FDA;
(2) Be in the form of:
(i) An unabridged reprint or copy of an article, peer-reviewed by experts qualified by scientific training or
experience to evaluate the safety or effectiveness of the drug or device involved, which was published in a scientific or
medical journal. In addition, the article must be about a clinical investigation with respect to the drug or device and
must be considered to be scientifically sound by the experts described in this paragraph; or
(ii) An unabridged reference publication that includes information about a clinical investigation with respect to the
drug or device, which experts qualified by scientific training or experience to evaluate the safety or effectiveness of the
drug or device that is the subject of the clinical investigation would consider to be scientifically sound;
(3) Not pose a significant risk to the public health;
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(4) Not be false or misleading. FDA may consider information disseminated under this part to be false or
misleading if, among other things, the information includes only favorable publications when unfavorable publications
exist or excludes articles, reference publications, or other information required under § 99.103(a)(4) or the information
presents conclusions that clearly cannot be supported by the results of the study; and
(5) Not be derived from clinical research conducted by another manufacturer unless the manufacturer disseminating
the information has the permission of such other manufacturer to make the dissemination.
(b) For purposes of this part:
(1) FDA will find that all journal articles and reference publications (as those terms are defined in § 99.3) are
scientifically sound except:
(i) Letters to the editor;
(ii) Abstracts of a publication;
(iii) Those regarding Phase 1 trials in healthy people;
(iv) Flagged reference publications that contain little or no substantive discussion of the relevant clinical
investigation; and
(v) Those regarding observations in four or fewer people that do not reflect any systematic attempt to collect data,
unless the manufacturer demonstrates to FDA that such reports could help guide a physician in his/her medical practice.
(2) A reprint or copy of an article or reference publication is "unabridged" only if it retains the same appearance,
form, format, content, or configuration as the original article or publication. Such reprint, copy of an article, or reference
publication shall not be disseminated with any information that is promotional in nature. A manufacturer may cite a
particular discussion about a new use in a reference publication in the explanatory or other information attached to or
otherwise accompanying the reference publication under § 99.103.
§ 99.103 -- Mandatory statements and information.
(a) Any information disseminated under this part shall include:
(1) A prominently displayed statement disclosing:
(i) For a drug, "This information concerns a use that has not been approved by the Food and Drug Administration."
For devices, the statement shall read, "This information concerns a use that has not been approved or cleared by the
Food and Drug Administration." If the information to be disseminated includes both an approved and unapproved use or
uses or a cleared and uncleared use or uses, the manufacturer shall modify the statement to identify the unapproved or
uncleared new use or uses. The manufacturer shall permanently affix the statement to the front of each reprint or copy
of an article from a scientific or medical journal and to the front of each reference publication disseminated under this
part;
(ii) If applicable, the information is being disseminated at the expense of the manufacturer;
(iii) If applicable, the names of any authors of the information who were employees of, or consultants to, or
received compensation from the manufacturer, or who had a significant financial interest in the manufacturer during the
time that the study that is the subject of the dissemination was conducted up through 1 year after the time the
article/reference publication was written and published;
(iv) If applicable, a statement that there are products or treatments that have been approved or cleared for the use
that is the subject of the information being disseminated; and
(v) The identification of any person that has provided funding for the conduct of a study relating to the new use of a
drug or device for which such information is being disseminated; and
(2) The official labeling for the drug or device;
(3) A bibliography of other articles (that concern reports of clinical investigations both supporting and not
supporting the new use) from a scientific reference publication or scientific or medical journal that have been previously
published about the new use of the drug or device covered by the information that is being disseminated, unless the
disseminated information already includes such a bibliography; and
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(4) Any additional information required by FDA under § 99.301(a)(2). Such information shall be attached to the
front of the disseminated information or, if attached to the back of the disseminated information, its presence shall be
made known to the reader by a sticker or notation on the front of the disseminated information and may consist of:
(i) Objective and scientifically sound information pertaining to the safety or effectiveness of the new use of the
drug or device and which FDA determines is necessary to provide objectivity and balance. This may include
information that the manufacturer has submitted to FDA or, where appropriate, a summary of such information and any
other information that can be made publicly available; and
(ii) An objective statement prepared by FDA, based on data or other scientifically sound information, bearing on
the safety or effectiveness of the new use of the drug or device.
(b) Except as provided in paragraphs (a)(1)(i) and (a)(4) of this section, the statements, bibliography, and other
information required by this section shall be attached to such disseminated information.
(c) For purposes of this section, factors to be considered in determining whether a statement is "prominently
displayed" may include, but are not limited to, type size, font, layout, contrast, graphic design, headlines, spacing, and
any other technique to achieve emphasis or notice. The required statements shall be outlined, boxed, highlighted, or
otherwise graphically designed and presented in a manner that achieves emphasis or notice and is distinct from the other
information being disseminated. [*64584]
§ 99.105 -- Recipients of information.
A manufacturer disseminating information on a new use under this part may only disseminate that information to a
health care practitioner, a pharmacy benefit manager, a health insurance issuer, a group health plan, or a Federal or
State Government agency.
Subpart C--Manufacturer's Submissions, Requests, and Applications
§ 99.201 -- Manufacturer's submission to the agency.
(a) Sixty days before disseminating any written information concerning the safety, effectiveness, or benefit of a
new use for a drug or device, a manufacturer shall submit to the agency:
(1) An identical copy of the information to be disseminated, including any information (e.g., the bibliography) and
statements required under § 99.103;
(2) Any other clinical trial information which the manufacturer has relating to the effectiveness of the new use, any
other clinical trial information that the manufacturer has relating to the safety of the new use, any reports of clinical
experience pertinent to the safety of the new use, and a summary of such information. For purposes of this part, clinical
trial information includes, but is not limited to, published papers and abstracts, even if not intended for dissemination,
and unpublished manuscripts, abstracts, and data analyses from completed or ongoing investigations. The reports of
clinical experience required under this paragraph shall include case studies, retrospective reviews, epidemiological
studies, adverse event reports, and any other material concerning adverse effects or risks reported for or associated with
the new use. If the manufacturer has no knowledge of clinical trial information relating to the safety or effectiveness of
the new use or reports of clinical experience pertaining to the safety of the new use, the manufacturer shall provide a
statement to that effect;
(3) An explanation of the manufacturer's method of selecting the articles for the bibliography (e.g., the databases or
sources and criteria (i.e., subject headings/keywords) used to generate the bibliography and the time period covered by
the bibliography); and
(4) If the manufacturer has not submitted a supplemental application for the new use, one of the following:
(i) If the manufacturer has completed studies needed for the submission of a supplemental application for the new
use:
(A) A copy of the protocol for each completed study or, if such protocol was submitted to an investigational new
drug application or an investigational device exemption, the number(s) for the investigational new drug application or
investigational device exemption covering the new use, the date of submission of the protocol(s), the protocol
number(s), and the date of any amendments to the protocol(s); and
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(B) A certification stating that, "On behalf of [insert manufacturer's name], I certify that [insert manufacturer's
name] has completed the studies needed for the submission of a supplemental application for [insert new use] and will
submit a supplemental application for such new use to the Food and Drug Administration no later than [insert date no
later than 6 months from date that dissemination of information under this part can begin]"; or
(ii) If the manufacturer has planned studies that will be needed for the submission of a supplemental application for
the new use:
(A) The proposed protocols and schedule for conducting the studies needed for the submission of a supplemental
application for the new use. The protocols shall comply with all applicable requirements in parts 312 of this chapter
(investigational new drug applications) and 812 of this chapter (investigational device exemptions). The schedule shall
include the projected dates on which the manufacturer expects the principal study events to occur (e.g., initiation and
completion of patient enrollment, completion of data collection, completion of data analysis, and submission of the
supplemental application); and
(B) A certification stating that, "On behalf of [insert manufacturer's name], I certify that [insert manufacturer's
name] will exercise due diligence to complete the clinical studies necessary to submit a supplemental application for
[insert new use] and will submit a supplemental application for such new use to the Food and Drug Administration no
later than [insert date no later than 36 months from date that dissemination of information under this part can begin or
no later than such time period as FDA may specify pursuant to an extension granted under § 99.303(a)];" or
(iii) An application for exemption from the requirement of a supplemental application; or
(5) If the manufacturer has submitted a supplemental application for the new use, a cross-reference to that
supplemental application.
(b) The manufacturer's attorney, agent, or other authorized official shall sign the submission and certification
statement or application for exemption. If the manufacturer does not have a place of business in the United States, the
submission and certification statement or application for exemption shall contain the signature, name, and address of the
manufacturer's attorney, agent, or other authorized official who resides or maintains a place of business in the United
States.
(c) The manufacturer shall send three copies of the submission and certification statement or application for
exemption to FDA. The outside of the shipping container shall be marked as "Submission for the Dissemination of
Information on an Unapproved/New Use." The manufacturer shall send the submission and certification statement or
application for exemption to the appropriate FDA component listed in paragraphs (c)(1) through (c)(3) of this section.
(1) For biological products and devices regulated by the Center for Biologics Evaluation and Research, the
Advertising and Promotional Labeling Staff (HFM-602), Center for Biologics Evaluation and Research, Food and Drug
Administration, 1401 Rockville Pike, Rockville, MD 20852;
(2) For human drug products, the Division of Drug Marketing, Advertising, and Communications (HFD-40), Center
for Drug Evaluation and Research, Food and Drug Administration, 5600 Fishers Lane, Rockville, MD 20857; or
(3) For medical devices, the Promotion and Advertising Policy Staff (HFZ-302), Office of Compliance, Center for
Devices and Radiological Health, Food and Drug Administration, 2098 Gaither Rd., Rockville, MD 20850.
(d) The 60-day period shall begin when FDA receives a manufacturer's submission, including, where applicable, a
certification statement or an application for an exemption.
§ 99.203 -- Request to extend the time for completing planned studies.
(a) A manufacturer may request, prior to or at the time of making a submission to FDA under § 99.201, that FDA
extend the 36-month time period for completing the studies and submitting a supplemental application for the new use
that is the subject of the information to be disseminated. Such request must set forth the reasons that such studies cannot
be completed and submitted in a supplemental application within 36 months.
(b) A manufacturer who has certified that it will complete the studies necessary to submit a supplemental
application for a new use within a [*64585] specified period of time from the date that dissemination of information
under this part can begin under § 99.201(a)(4)(ii), but later finds that it will be unable to complete such studies and
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submit a supplemental application within that time period may request an extension of time from FDA. The
manufacturer, in its request for extension, shall identify the product, the new use, and shall:
(1) Describe the study or studies that cannot be completed on time and explain why the study or studies cannot be
completed on time;
(2) Describe the current status of the incomplete study or studies and summarize the work conducted, including the
dates on which principal events concerning the study or studies occurred; and
(3) Estimate the additional time needed to complete the studies and submit a supplemental application. The
requested extension shall not exceed an additional 24 months.
(c) The manufacturer shall send three copies of the request for extension to the same FDA office that received the
manufacturer's initial submission and certification statement. The outside of the envelope shall be marked as "Request
for Time Extension-Dissemination of Information on an Unapproved Use."
§ 99.205 -- Application for exemption from the requirement to file a supplemental application.
(a) In certain circumstances, described in paragraph (b) of this section, a manufacturer may submit an application
for an exemption from the requirement to submit a supplemental application for a new use for purposes of
disseminating information on that use.
(b) The manufacturer's application for an exemption shall identify the basis for the proposed exemption and shall
include materials demonstrating that it would be economically prohibitive or that it would be unethical to conduct the
studies necessary to submit a supplemental application for the new use.
(1) If the basis for the manufacturer's application for exemption is that it would be economically prohibitive to
incur the costs necessary to submit a supplemental application for a new use, the manufacturer shall, at a minimum,
provide:
(i) Evidence explaining why existing data characterizing the safety and effectiveness of the drug or device,
including data from the study described in the information to be disseminated, are not adequate to support the
submission of a supplemental application for the new use. Such evidence shall include an analysis of all data relevant to
the safety and effectiveness of the use, a summary of those data, and any documentation resulting from prior discussions
with the agency concerning the adequacy of the existing data; and
(ii) Evidence demonstrating that the cost of the study or studies for the new use reasonably exceeds the expected
revenue from the new use minus the costs of goods sold and marketing and administrative expenses attributable to the
new use of the product. Such evidence shall include:
(A) A description of the additional studies that the manufacturer believes are necessary to support the submission of
a supplemental application for the new use, including documentation from prior discussions, if any, with the agency
concerning the studies that would be needed, and an estimate of the projected costs for such studies;
(B) The expected patient population for the new use;
(C) The expected revenue for the new use, including an explanation of the price at which the drug or device will be
sold;
(D) Any exclusivity for the drug or device for the new use; and
(E) Any other information that the manufacturer has showing that conducting the studies on the new use would be
economically prohibitive; and
(iii) An attestation by a responsible individual of the manufacturer or an individual acting on the manufacturer's
behalf verifying that the estimates included with the submission are accurate and were prepared in accordance with
generally accepted accounting procedures. The data underlying and supporting the estimates shall be made available to
FDA upon request. Alternatively, a manufacturer may submit a report of an independent certified public accountant in
accordance with the Statement of Standards for Attestation established by the American Institute of Certified Public
Accountants and agreed upon procedures performed with respect to the estimates submitted under this section.
(2) If the basis for the manufacturer's application for exemption is that it would be unethical to conduct the studies
necessary for the supplemental application for a new use, the manufacturer shall provide evidence:
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(i) Explaining why existing data characterizing the safety and effectiveness of the drug or device, including data
from the study described in the information to be disseminated, are not adequate to support the submission of a
supplemental application for the new use. Such evidence shall include an analysis of all data relevant to the safety and
effectiveness of the new use, a summary of those data, and any documentation resulting from prior discussions with the
agency concerning the adequacy of the existing data; and
(ii) Explaining why it would be unethical to conduct the further studies that would be necessary for the approval of
the new use. Such evidence shall establish that, notwithstanding the insufficiency of available data to support the
submission of a supplemental application for the new use, the data are persuasive to the extent that withholding the drug
or device in a controlled study (e.g., by providing no therapy, a placebo, an alternative therapy, or an alternative dose)
would pose an unreasonable risk of harm to human subjects. In assessing the appropriateness of conducting studies to
support the new use, the manufacturer may provide evidence showing that the new use is broadly accepted as current
standard medical treatment or therapy. The manufacturer shall also address the possibility of conducting studies in
different populations or of modified design (e.g., adding the new therapy to existing treatments or using an alternative
dose if monotherapy studies could not be conducted).
Subpart D--FDA Action on Submissions, Requests, and Applications
§ 99.301 -- Agency action on a submission.
(a) Submissions. Within 60 days after receiving a submission under this part, FDA may:
(1) Determine that the manufacturer does not comply with the requirements under this part and that, as a result, the
manufacturer shall not disseminate any information under this part;
(2) After providing the manufacturer notice and an opportunity for a meeting, determine that the information
submitted regarding a new use fails to provide data, analyses, or other written matter that is objective and balanced and:
(i) Require the manufacturer to disseminate additional information, including information that the manufacturer has
submitted to FDA or, where appropriate, a summary of such information or any other information that can be made
publicly available, which, in the agency's opinion:
(A) Is objective and scientifically sound; [*64586]
(B) Pertains to the safety or effectiveness of the new use; and
(C) Is necessary to provide objectivity and balance; and
(ii) Require the manufacturer to disseminate an objective statement prepared by FDA that is based on data or other
scientifically sound information available to the agency and bears on the safety or effectiveness of the drug or device for
the new use; and
(3) Require the manufacturer to maintain records that will identify individual recipients of the information that is to
be disseminated when such individual records are warranted due to special safety considerations associated with the
new use.
(b) Protocols/Studies. Within 60 days after receiving a submission under this part, FDA shall:
(1) If the manufacturer has planned studies that will be needed for the submission of a supplemental application for
the new use, review the manufacturer's proposed protocols and schedule for completing such studies and determine
whether the proposed protocols are adequate and whether the proposed schedule for completing the studies is
reasonable. FDA shall notify the manufacturer of its determination; or
(2) If the manufacturer has completed studies that the manufacturer believes would be an adequate basis for the
submission of a supplemental application for the new use, conduct a review of the protocols submitted for such studies
to determine whether they are adequate. FDA shall notify the manufacturer of its determination.
§ 99.303 -- Extension of time for completing planned studies.
(a) Upon review of a drug or device manufacturer's proposed protocols and schedules for conducting studies
needed for the submission of a supplemental application for a new use, FDA may, with or without a request for an
extension from the manufacturer, determine that such studies cannot be completed and submitted within 36 months. The
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agency may exercise its discretion in extending the time period for completing the studies and submitting a
supplemental application. Extensions under this paragraph are not subject to any time limit, but shall be made before the
manufacturer begins the studies needed for the submission of a supplemental application for the new use.
(b) The manufacturer may, after beginning the studies needed for the submission of a supplemental application for
a new use, request in writing that FDA extend the time period for conducting studies needed for the submission of a
supplemental application for a new use and submitting a supplemental application to FDA. FDA may grant or deny the
request or, after consulting the manufacturer, grant an extension different from that requested by the manufacturer. FDA
may grant a manufacturer's request for an extension if FDA determines that the manufacturer has acted with due
diligence to conduct the studies needed for the submission of a supplemental application for a new use and to submit
such a supplemental application to FDA in a timely manner and that, despite such actions, the manufacturer needs
additional time to complete the studies and submit the supplemental application. Extensions under this paragraph shall
not exceed 24 months.
(c) If FDA extends the time period for completing the studies and submitting a supplemental application under
paragraph (a) of this section after the manufacturer has submitted a certification under § 99.201(a)(4)(ii)(B), or if FDA
grants a manufacturer's request for an extension under paragraph (b) of this section, the manufacturer shall submit a new
certification under § 99.201(a)(4)(ii)(B) that sets forth the timeframe within which clinical studies will be completed
and a supplemental application will be submitted to FDA.
§ 99.305 -- Exemption from the requirement to file a supplemental application.
(a) Within 60 days after receipt of an application for an exemption from the requirement of a supplemental
application, FDA shall approve or deny the application.
(1) If FDA does not act on the application for an exemption within the 60-day period, the application for an
exemption shall be deemed to be approved.
(2) If an application for an exemption is deemed to be approved, FDA may, at any time, terminate such approval if
it determines that the requirements for granting an exemption have not been met. FDA shall notify the manufacturer if
the approval is terminated.
(b) In reviewing an application for an exemption, FDA shall consider the materials submitted by the manufacturer
and may consider any other appropriate information, including, but not limited to, any pending or previously approved
applications for exemption submitted by the manufacturer.
(c) FDA may grant an application for an exemption if FDA determines that:
(1) It would be economically prohibitive for the manufacturer to incur the costs necessary to submit a supplemental
application for a new use, which at a minimum requires:
(i) That existing data characterizing the safety and effectiveness of the drug or device, including data from the study
described in the information to be disseminated are not adequate to support the submission of a supplemental
application for the new use; and
(ii) That the cost of the study or studies for the new use reasonably exceeds the expected revenue from the new use
minus the cost of goods sold and marketing and administrative expenses attributable to the new use of the product, and
there are not less expensive ways to obtain the needed information; or
(2) It would be unethical to conduct clinical studies needed to support the submission of a supplemental application
for the new use because:
(i) Existing data characterizing the safety and effectiveness of the drug or device, including data from the study
described in the information to be disseminated are not adequate to support the submission of a supplemental
application for the new use; and
(ii) Although available evidence would not support the submission of a supplemental application for the new use,
the data are persuasive to the extent that withholding the drug or device in a controlled study would pose an
unreasonable risk of harm to human subjects and no studies in different populations or of modified design can be
utilized. In determining whether it would be unethical to conduct clinical studies, the agency shall consider, in addition
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to the persuasiveness of available evidence of effectiveness, whether the new use of the drug or device is broadly
accepted as current standard medical treatment or therapy.
Subpart E--Corrective Actions and Cessation of Dissemination
§ 99.401 -- Corrective actions and cessation of dissemination of information.
(a) FDA actions based on post dissemination data. If FDA receives data after a manufacturer has begun
disseminating information on a new use and, based on that data, determines that the new use that is the subject of
information disseminated under this part may not be effective or may present a significant risk to public health, FDA
shall consult the manufacturer and, after such consultation, take appropriate action to protect the public health. Such
action may include ordering the manufacturer to cease disseminating [*64587] information on the new use and to take
appropriate corrective action.
(b) FDA actions based on information disseminated by a manufacturer. If FDA determines that a manufacturer is
disseminating information that does not comply with the requirements under this part, FDA may:
(1) Provide to the manufacturer an opportunity to bring itself into compliance with the requirements under this part
if the manufacturer's noncompliance constitutes a minor violation of these requirements; or
(2) Order the manufacturer to cease dissemination of information and to take corrective action. FDA shall issue
such an order only after it has:
(i) Provided notice to the manufacturer regarding FDA's intent to issue an order to cease dissemination; and
(ii) Provided to the manufacturer an opportunity for a meeting. FDA need not provide an opportunity for a meeting
if the manufacturer certified that it will submit a supplemental application for the new use within 6 months of the date
that dissemination can begin and the noncompliance involves a failure to submit such supplemental application.
(c) FDA actions based on a manufacturer's supplemental application. FDA may order a manufacturer to cease
disseminating information under this part and to take corrective action if:
(1) In the case of a manufacturer that has submitted a supplemental application for the new use, FDA determines
that the supplemental application does not contain adequate information for approval of the new use;
(2) In the case of a manufacturer that has certified that it will submit a supplemental application for the new use
within 6 months, the manufacturer has not, within the 6-month period, submitted a supplemental application for the new
use;
(3) In the case of a manufacturer that has certified that it will submit a supplemental application for the new use
within 36 months or within such time as FDA has determined to be appropriate under § 99.303(a) or (b), such
manufacturer has not submitted the supplemental application within the certified time, or FDA, after an informal
hearing, has determined that the manufacturer is not acting with due diligence to initiate or complete the studies
necessary to support a supplemental application for the new use; or
(4) In the case of a manufacturer that has certified that it will submit a supplemental application for the new use
within 36 months or within such time as FDA has determined to be appropriate under § 99.303(a) or (b), the
manufacturer has discontinued or terminated the clinical studies that would be necessary to support a supplemental
application for a new use.
(d) Effective date of orders to cease dissemination. An order to cease dissemination of information shall be
effective upon date of receipt by the manufacturer, unless otherwise stated in such order.
(e) Cessation of dissemination by a noncomplying manufacturer. A manufacturer that begins to disseminate
information in compliance with this part, but subsequently fails to comply with this part, shall immediately cease
disseminating information under this part. A manufacturer that discontinues, terminates, or fails to conduct with due
diligence clinical studies that it certified it would complete under § 99.201(a)(4)(ii) shall be deemed not in compliance
with this part. A manufacturer shall notify FDA immediately if it ceases dissemination under this paragraph.
§ 99.403 -- Termination of approvals of applications for exemption.
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(a) FDA may, at any time, terminate the approval of an application for an exemption from the requirement to file a
supplemental application if:
(1) The application for an exemption had been deemed to be approved because the agency had not acted on the
application within 60 days after its receipt by FDA;
(2) The manufacturer is disseminating written information on the new use; and
(3) FDA determines that it would be economically and ethically possible for the manufacturer to conduct the
clinical studies needed to submit a supplemental application for the new use.
(b) If FDA terminates a deemed approval of an application for an exemption under paragraph (a) of this section,
FDA also may:
(1) Order the manufacturer to cease disseminating information; and
(2) Order the manufacturer to take action to correct the information that has been disseminated if FDA determines
that the new use described in the disseminated information would pose a significant risk to public health.
(c) FDA shall notify the manufacturer if it terminates the deemed approval of an application for an exemption under
paragraph (a) of this section. If FDA also issues an order to cease dissemination of information, the manufacturer shall
comply with the order no later than 60 days after its receipt.
(d) FDA may, at any time, terminate the approval of an application for an exemption from the requirement to file a
supplemental application for a new use if, after consulting with the manufacturer that was granted such exemption, FDA
determines that the manufacturer no longer meets the requirements for an exemption on the basis that it is economically
prohibitive or unethical to conduct the studies needed to submit a supplemental application for the new use.
(e) If FDA terminates an approval of an application for an exemption under paragraph (d) of this section, the
manufacturer must, within 60 days of being notified by FDA that its exemption approval has been terminated, file a
supplemental application for the new use that is the subject of the information being disseminated under the exemption,
certify, under § 99.201(a)(4)(i) or (a)(4)(ii) that it will file a supplemental application for the new use, or cease
disseminating the information on the new use. FDA may require a manufacturer that ceases dissemination of
information on the new use to undertake corrective action.
§ 99.405 -- Applicability of labeling, adulteration, and misbranding authority.
The dissemination of information relating to a new use for a drug or device may constitute labeling, evidence of a
new intended use, adulteration, or misbranding of the drug or device if such dissemination fails to comply with section
551 of the Federal Food, Drug, and Cosmetic Act (the act) (21 U.S.C. 360aaa) and the requirements of this part. A
manufacturer's failure to exercise due diligence in submitting the clinical studies that are necessary for the approval of a
new use that is the subject of information disseminated under this part or in beginning or completing such clinical
studies shall be deemed a failure to comply with section 551 of the act and the requirements of this part.
Subpart F--Recordkeeping and Reports
§ 99.501 -- Recordkeeping and reports.
(a) A manufacturer disseminating information under this part shall:
(1) Maintain records sufficient to allow the manufacturer to take corrective action as required by FDA. The
manufacturer shall make such records available to FDA, upon request, for inspection and copying. Such records shall
either: [*64588]
(i) Identify, by name, those persons receiving the disseminated information; or
(ii) Identify, by category, the recipients of the disseminated information, unless FDA requires the manufacturer to
retain records identifying individual recipients of the disseminated information. Manufacturers whose records identify
recipients by category only shall:
(A) Identify subcategories of recipients where appropriate (e.g., oncologists, pediatricians, obstetricians, etc.); and
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(B) Ensure that any corrective action to be taken will be sufficiently conspicuous to individuals within that category
of recipients;
(2) Maintain an identical copy of the information disseminated under this part; and
(3) Upon the submission of a supplemental application to FDA, notify the appropriate office identified in §
99.201(c) of this part.
(b) A manufacturer disseminating information on a new use for a drug or device shall, on a semiannual basis,
submit to the FDA office identified in § 99.201(c) of this part:
(1) A list containing the titles of articles and reference publications relating to the new use of drugs or devices that
the manufacturer disseminated to a health care practitioner, pharmacy benefit manager, health insurance issuer, group
health plan, or Federal or State Government agency. The list shall cover articles and reference publications
disseminated in the 6-month period preceding the date on which the manufacturer provides the list to FDA;
(2) A list identifying the categories of health care practitioners, pharmacy benefit managers, health insurance
issuers, group health plans, or Federal or State Government agencies that received the articles and reference
publications in the 6-month period described in paragraph (b)(1) of this section. The list shall also identify which
category of recipients received a particular article or reference publication;
(3) A notice and summary of any additional clinical research or other data relating to the safety or effectiveness of
the new use, and, if the manufacturer possesses such clinical research or other data, a copy of the research or data. Such
other data may include, but is not limited to, new articles published in scientific or medical journals, reference
publications, and summaries of adverse effects that are or may be associated with the new use;
(4) If the manufacturer is conducting studies necessary for the submission of a supplemental application, the
manufacturer shall submit periodic progress reports on these studies to FDA. Such reports shall describe the studies'
current status (i.e., progress on patient enrollment, any significant problems that could affect the manufacturer's ability
to complete the studies, and expected completion dates). If the manufacturer discontinues or terminates a study before
completing it, the manufacturer shall, as part of the next periodic progress report, state the reasons for such
discontinuation or termination; and
(5) If the manufacturer was granted an exemption from the requirements to submit a supplemental application for
the new use, any new or additional information that relates to whether the manufacturer continues to meet the
requirements for such exemption. This information may include, but is not limited to, new or additional information
regarding revenues from the product that is the subject of the dissemination and new or additional information regarding
the persuasiveness of the data on the new use, including information regarding whether the new use is broadly accepted
as current standard medical treatment or therapy.
(c) A manufacturer shall maintain a copy of all information, lists, records, and reports required or disseminated
under this part for 3 years after it has ceased dissemination of such information and make such documents available to
FDA for inspection and copying.
Dated: November 17, 1998.
Michael A. Friedman,
Acting Commissioner for Food and Drugs.
Donna E. Shalala,
Secretary of Health and Human Services.
[FR Doc. 98-31242 Filed 11-19-98; 8:45 am]
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