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FDA POLICY

drug into interstate commerce unless the FDA has approved
the drug and its label.2 A second provision prohibits manufac-
turers from introducing misbrandeddrugs into interstate com-
merce.2 Misbranding is considered to occur if drug labeling
contains information that describes unapproved uses or is
misleading or insufficient to support safe use for approved
 indications.2 Materials are considered part of drug labeling
when they are distributed by the manufacturer to describe the
uses of the drug whether or not they are part of product
 labeling.2 FDA regulations state that instead of engaging in
 inappropriate promotion, pharmaceutical companies must
 submit safety and  efficacy data and obtain FDA approval prior
to marketing a new drug indication.7 

The FDA Modernization Act of 1997 (FDAMA), however,
 introduced regulations that included a provision (Section 401)
that allowed drug and device manufacturers to distribute
 scientific literature on off-label uses if certain requirements
were met (Table 1).2,8 The regulations stated that articles could
be distributed only if the off-label use discussed was included
in a filed or soon-to-be-filed supplemental New Drug Applica-
tion (sNDA).2 Companies also had to provide the FDA with
 advance copies of the materials to be disseminated.2 The arti-
cles had to be of high quality, as evidenced by peer review and
other specifications.2 If a drug manufacturer was in compliance
with all of the requirements, the FDA could not use this activity
as proof of a company’s intent to inappropriately promote off-
labl drug use.1 Section 401 therefore provided a “safe harbor”
for manufacturers with respect to the distribution of journal
 articles concerning off-label uses.1

The legality of these restrictions in the FDAMA was later
questioned in a series of important legal cases that challenged
this Act on the grounds that it violated constitutional rights.2

It was argued that the regulatory power granted to the FDA
by Congress cannot violate the FirstAmendment right of med-
ical manufacturers to engage in commercial free speech.2

Washington Legal Foundation v. Friedman challenged FDA re-
strictions on reprint distribution on these grounds.2 In 1999, a
federal district court ruled that the objective of the FDA could
be met by requiring manufacturers to make clear disclosures
regarding the nature of information on off-label uses rather
than imposing the restrictions in the FDAMA.2 The FDAMA
was subsequently allowed to expire in September 2006.2

On January 13, 2009, the FDA issued new guidance that
changed the FDAMA regulations with respect to reprint dis-
tribution on off-label uses by manufacturers (see Table 1).2,18

The new guidelines allow companies to distribute peer-
 reviewed scientific  articles and texts describing off-labeluses,
subject to the new regulations.9 However, the new policy is
more permissivethan the FDAMA, because companies are no
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Americans have historically had perhaps the world’s most
rigorous regulatory system for the protection of medical prod-
uct consumers.1 FDA regulations have, however, become less
restrictive in recent years.2 In particular, Congress and the FDA
have become more permissive with respect to the distribution
of journal articles about off-label uses by manufacturers.1 The
change in regulations has been highly controversial and has
led to intense debate regarding the benefits and risks of this
practice. Because the FDA does not have the manpower to
monitor this activity and other potential channels for possible
inappropriate off-label promotion by industry, alternative
means of regulation may be needed.

The History of FDA Regulations 
Regarding Off-Label Promotion

The Federal Food, Drug, and Cosmetic Act (FFDCA) of
1938 gave the FDA the authority to regulate drug promotion
by pharmaceutical companies. FDA regulations have at-
tempted to strike a balance between giving physicians the
freedom to use their best clinical judgment and preventing
drug manufacturers from inappropriately influencing pre-
scribing practices.2 Therefore, according to FDA regulations,
physicians may prescribe drugs for off-label use, but drug
manufacturers may not promote suchuses.1,2 The FDA and the
Federal Trade Commission (FTC) share responsibility for the
regulation of medical device advertising.3,4 The FTC substan-
tially defers to FDA regulatory practices, especially when ther-
apeutic claims are involved.5

FDA regulations aim to ensure that advertising and pro-
motion practices are supported by evidence from clinical ex-
perience and are truthful, balanced, and not misleading.2 Reg-
ulations guiding pharmaceutical promotion can be found in 21
Code of Federal Regulations (CFR) 202.1. These regulations
apply to advertisements in journals, newspapers, and maga-
zines and other periodicals, as well as radio, television, and tele-
phone broadcasts.6 The FDA also regulates drug information
posted by pharmaceutical companies on the Internet and
 materials directly distributed to health care professionals and
patients.2 FDA regulations specify that drug advertisements
cannot omit material facts or overstate product claims; they
must present a fair balance between disclosure of efficacy,
side effects, contraindications, and warnings.6,7 The promo-
tional piece or advertisement must also contain a summary of
side effects and contraindications and provide convenient
 access to the labeling.6 

FDA regulations do not directly prohibit the promotion of
off-label uses,but two provisions achieve that effect indirectly.2
Pharmaceutical manufacturers are barred from introducing a
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Off-Label Drug Information

Table  1  Conditions Under Which Information  About the Off-Label Uses of Drugs May Be Disseminated

Condition FDAMA Section 401† 2009 Guidance‡

Drug approval Information must concern a drug or device that has 
received FDA approval for some use.

Drug-approval status not mentioned.

Commitment to 
file a supplemental
New Drug 
Application

Manufacturer must have submitted a supplemental New
Drug Application for a proposed new use or completed
required studies and certified that this application will
be submitted within 6 months after initial dissemination
(or within 36 months if supporting studies not yet com-
pleted); may request exemption from this requirement
if studies are prohibitively expensive or unethical.

Not mentioned; companies [are] encouraged to
seek approval for new uses of a drug.

Advance provision
to the FDA 

Manufacturer must submit copy of article and other
safety and efficacy information concerning unapproved
use 60 days before dissemination.

Not mentioned

Source of 
underlying 
clinical data 

Information must not be derived from another manu-
facturer’s clinical research (unless [the] other manufac-
turer gives permission) and must be from “scientifically
sound” clinical investigation.

Information should be based on adequate and well-
controlled clinical investigations.

Accuracy Information must not be false or misleading, must not
involve inappropriate conclusions, and must not pose
significant risk to public health if relied on. Company
may need to include other safety and efficacy informa-
tion to ensure objectivity and balance.

Information should be truthful and not misleading
and should not pose a significant public health risk if
relied on.

Provision of 
countervailing 
scientific findings

Information must be disseminated along with approved
labeling and comprehensive bibliography of publications
related to off-label use (including unfavorable studies)
and other available information about risks of this use.

Information should be disseminated with approved
labeling and comprehensive bibliography of publica-
tions related to off-label use, plus representative
publications (if any) reaching conclusions regarding
this use that are contrary or different.

Required 
disclosures

Must include prominent disclosure stating that use is
not FDA-approved and identifying other products (if
any) approved for that use.

Should include prominent disclosure statement 
regarding unapproved use that identifies study 
sponsors, discloses relevant financial interests, and
mentions any known significant risks not discussed
in the publication.

Presentation of
journal article 

Must provide entire, unabridged article or section of
reference publication; no promotional materials may
physically accompany it, and company representatives
may not verbally promote the new use.

Should provide entire, unabridged article or refer-
ence. It should not be marked, highlighted, summa-
rized, or characterized in any way.

Journal 
requirements 

Information must be published in peer-reviewed
 scientific or medical journal (listed in Index Medicus) 
and must not have appeared in industry-funded special 
supplement or publication; unabridged reference texts
may also be distributed (including non–peer-reviewed
texts if specific unapproved use [is] not highlighted).

Information should be published by an organization
with [an] editorial board that involves experts with
demonstrated expertise in subject of article and 
objectively reviews proposed articles, adhering to
standard peer-review procedures; organization
should adhere to published conflict-of-interest 
policy; information should not have appeared in an
industry-funded special supplement or publication.

Distribution Distribution must be limited to health care prac -
titioners, pharmacy benefit managers, issuers of health
 insurance, group health plans, and federal and state
agencies (no distribution to consumers).

Information should be provided separately from pro-
motional information; distribution should be limited
to health care practitioners and entities such as
pharmacy benefit managers, health insurers, and gov-
ernment agencies (no distribution to consumers).

Other avenues 
of dissemination 

Manufacturers may still disseminate information about
off-label uses in response to unsolicited requests from
health care practitioners.

Manufacturers may still disseminate information
about off-label uses in response to unsolicited 
requests from health care practitioners.

* FDA = Food and Drug Administration;  FDAMA = FDA Modernization Act.
† Data from the FDA and the Code of Federal Regulations.
‡ Data from the FDA.
From Mello M, Studdert DM, Brennan TA. N Engl J Med 2009;360(15): 1557–1566. © 2009, Massachusetts Medical Society.2
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longer required to  submit advance copies to the FDA and are
not restricted to the dissemination of journal articles on
off-label uses for which they have filed or will file an sNDA.2
However, the new regulations are more restrictive, in that the
safe harbor provision is no longer included in the updated
guidance.10

Permitted Sources for Off-Label Information
Although the FDA prohibits the promotion of drugs and

 devices for off-label uses by companies, many other sources
for this information are available. Permitted sources for off-
label information are discussed below.

Compendia and drug information references. Com-
pendia and drug information reference handbooks are pub-
lished by organizations or companies that are independent
from manufacturers. These references typically include in-
formation on both labeled and off-label uses.11 Medicare, Med-
icaid, and many private insurers will cover off-label drug uses
if they are included in major compendia, such as the American
Hospital Formulary Service Drug Information (AHFS DI); the
U.S. Pharmacopeia Drug Information (USP DI), and/or
Drugdex.6,7,11 Listings in compendia can benefit manu facturers
because the inclusion of their products in these sources can
boost sales.11

Continuing medical education. The FDA has tradition-
ally differentiated between scientific and educational activities
that are industry-supported and those that are independent and
non-promotional.7 Therefore, the FDA does not regulate the
presentation of scientific information in continuing medical
 education (CME) programs.7 However, in order for a program
to be exempt from regulation, it must not be subject to any
 financial or other influence by medical product companies.7
The FDA has issued a list of conditions that an educational
 activity must meet in order to be exempt from FDA regulation
(Table 2).6

The Accreditation Council for Continuing Medical Education
(ACCME) is responsible for identifying, developing, and pro-
moting standards for CME.12 The ACCME must  approve CME
programs and requires any real or perceived conflicts of

 interest to be disclosed by presenters.7,12 The ACCME has es-
tablished a system for peer review as well as the review and ac-
creditation of CME providers to ensure that they meet estab-
lished standards.7,12 According to the 2007 ACCME  annual
report, 113,003 CME activities were conducted in the U.S.,
reaching more than eight million physicians.13 

Journal articles. Drug and medical device companies
conduct the clinical trials that are necessary to gain regulatory
approval and then disseminate these data through marketing,
 advertising, and publication in the medical literature.11 Com-
pany researchers and independent investigators then continue
to conduct clinical studies to determine new uses for mar-
keted drugs and devices and submit those results for pub lica-
tion as well.6 Companies may freely distribute copies of these
articles that discuss not yet approved product usages if FDA
regulations are met (see Table 1).6

Medical and graduate education. FDA guidelines to
determine independence apply to other forms of medical and
graduate education besides CME. This distinction between
 independent and promotional, company-sponsored activities is
particularly important because off-label uses are often dis-
cussed in educational programs.6 Although educational events
may be considered independent, companies frequently recruit
and train influential academic physician-speakers or key opin-
ion leaders (KOLs) to present unaccredited educational talks
to colleagues, called “lunch and learns” or “dinner talks.”11 The
company might provide event organizers with a list of speak-
ers to choose from.11 Companies may also provide un  -
restricted grants to academic medical center departments for
Grand Rounds.11 A KOL might also appear as the author of pub-
lications or posters presented during a medical education
 program that discusses off-label uses.11 Because the FDA
 considers the opinions expressed by these leaders to be in -
dependent, these talks are not subject to regulation and may
freely cover both labeled and unlabeled uses.11 The FDA, how-
ever, may require disclosures of significant financial relation-
ships between program faculty and industry.6

Medical liaisons. The FDA permits companiesto respond
to unsolicited questions from health care professionals about

Off-Label Drug Information

Control of content: Has there been scripting or other actions by the supporting company designed to influence content?
Disclosure: Has funding for the program and any legal or business relationships between the company, providers, and presenters

been disclosed, particularly for an off-label discussion?  
Program focus: Is the educational discussion fair and balanced?  Does the title accurately represent the presentation?
Provider’s sales or marketing activities: Are provider employees also producing marketing or promotional programs?
Provider’s demonstrated failure to meet standards: Does the provider have a history of biased programs?
Multiple presentations: Do repeated presentations serve the public health interest?
Audience selection: Is the audience generated by a sales or marketing department in order to achieve marketing goals?
Opportunities for discussion: Is an opportunity for meaningful discussion provided?
Dissemination: Does the supporting company distribute additional information after the activity (unless requested by the

 participant and then provided through an independent provider)?
Ancillary promotional activities: Are promotional activities occurring in the same room as the educational presentation?
Complaints: Have there been complaints about the sponsoring company by providers, faculty, or others?

Modified from From Malone P, et al. (eds). Drug Information:  A Guide for Pharmacists, 3rd ed, 2006.  With permission from The McGraw-Hill
 Companies.6

Table  2  Factors Used by the FDA to Determine Independence
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off-label uses.2,7 Such inquiries are usually from physicians
seeking evidence to support an off-label treatment.6 These
 inquiries must be handled by a department that is separate
from sales and marketing, such as the company’s medical
 affairs division.2,9 Responses to these unsolicited inquiries
must narrowly focus on the question and must be balanced and
documented.2 The materials provided by the company in
 response to the question must be non-promotional and may
 include journal articles, formulary advice, or answers to ques-
tions posed through a sales representative.6 Medical affairs
 personnel may not send unsolicited materials or information
or formulary advice that qualifies as pre-approval promotion
(known as new product seeding).6

Sales representatives. Sales representatives are allowed
to provide copies of peer-reviewed journal articles to health
care professionals but are not permitted to use them to pro-
mote company products.6,9 If the physician has questions about
off-label uses, the representative must refer the question to a
medical liaison who is not part of sales and marketing.9 Referral
of the off-label question is made by filling out a postcard or call-
ing the company to request that a packet of information be sent
to the physician.11 The packet may  contain journal article
reprints and a standardized letter that discusses published
clinical research on an off-label use.11

Web sites. The convenience of the Internet for accessing
information is an advantage to medical manufacturers, pre-
scribing physicians, and patients.1 Full prescribing information
for most approved drugs can be found on the Web.6 The in-
formation posted on company Web sites is limited in order to
avoid regulatory problems.1 However, off-label data may be
freely circulated by other Web sites that are not agents of the
manufacturer.1

The FDA had reportedly been working on specific guidance
regarding company-sponsored promotional activities for phar-
maceuticals on the Internet but ceased doing so because the
medium was changing very rapidly.6 The FDA reportedly
opted to apply  existing regulations regarding drug promotion
and advertising to the Web.6 For example, the FDA advises that
a drug’s black-box warning should appear prominently on a
Web page with prescribing information, just as is required for
printed media.6 

Controversies Regarding the Distribution 
Of Off-Label Information

There are two completely divergent views regarding the dis-
semination of off-label information by manufacturers: the be-
lief that it provides transparency regarding treatment choices
versus the opinion that it presents a significant risk to public
health and well-being.1 Various groups have assembled both
in support of and against the new reprint policy.2 Pharmaceu-
tical companies and patient advocacy groups have expressed
support, whereas consumerorganizations and health insurers
have voiced objections.2

Other commentators have also voiced opposition to the new
reprint policy, including Senator Chuck Grassley (R-Iowa),
who stated: “As a result of this guidance, what the FDA once
considered evidence of unlawful marketing or misbranding or
adulteration of a drug or device, the Agency now seems to con-
sider appropriate  dissemination of information.”12 The Senator

suggested that the new reprint policy is contradictory because
it forbids  unlawful off-label promotion of products, but “the in-
tent of manufacturers in distributing such scientific literature
would be [exactly] to encourage or ‘promote’ an unapproved
use.”12

One of the most significant concerns expressed by oppo-
nents is that allowing the distribution of off-label reprints  per-
mits manufacturers to go directly to physicians with new uses
when they might otherwise have conducted clinical trials to
seek approval for them.8,12 The disincentive to conduct clinical
trials may undermine the regulatory framework that Con-
gress and the FDA have built to monitor the efficacy and risks
of drugs to public health.2 The primary motivation for manu-
facturers to conduct clinical trials has been to successfully
navigate the regulatory process so that a drug can later be pro-
moted and advertised for a use.1 Bypassing the need to con-
duct clinical studies for new uses enables drug companies to
save an enormous amount of time and money.1 Leniency with
regard to off-label drug promotion may also discourage com-
peting companies from conducting clinical research to enter
an existing drug into a new therapeutic market.1 The lack of
clinical trial testing may become common, especially with re-
spect to medications used to treat small populations, such as
patients with rare illnesses, putting them at particular risk.2 

If the manufacturer was required to conduct clinical studies
on off-label uses, it might find that the drug is ineffective,
harmful, or both; this discovery could prevent health risks.1

Fenfluramine, an appetite suppressant approved for short-
term use, was prescribed in combination with phentermine
(“fen-phen”) for long-term weight loss.1 Thousands of people
developed heart valve damage from this off-label use before the
adverse effect was identified and fenfluramine was removed
from the market.1 This incident is often cited as an example of
undesirable consequences when drugs are used in an un -
approved dosage regimen, for an unapproved purpose, and
without evidence of safety.1 When the FDAMA was adopted,
consumer groups complained that Section 401 provided “dan-
gerously inadequate protection for the American public from
the substantial risks of unknowingly being prescribed drugs
for off-label uses.”1 Congress was accused of “shamelessly”
 ignoring the lesson learned from the fen-phen disaster and
placing the economic well-being of special interests above the
health and safety of the public.1

It is also feared that permissiveness with respect to the dis-
tribution of off-label information would encourage manufac-
turers to “game the system” by seeking FDA approval solely for
the narrowest and easiest-to-prove uses.1 If the manufacturer
knows that it can advertise the product for a variety of uses after
the initial approval is granted, the firm might be unlikely to
make its initial application to the FDA broader than necessary.1
Under these circumstances, a manufacturer might conduct
only the minimum required number of clinical trials needed to
gain  initial approval for one basic use.1  The many other disease
 indications for which the drug might later be marketed off-label
would not have been proven safe or effective.1

These concerns were directly addressed in the original
FDAMA legislation, by the requirement that drug manu -
facturers must file an sNDA if they wished to distribute reprints
regarding an off-label use.1 For these reasons, some com-

Off-Label Drug Information
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mentators have called for the FDA to reinstitute the require-
ment that companiessubmit an sNDA inorder to distribute off-
label reprints.2 It has also been suggested that companies be
required to conduct clinical trials forany off-label use that has
become widespread.2 Although these might be good ideas, the
results of prior legal challenges indicate that the courts would
likely deem such conditions on commercial free speech un-
constitutional.2

Arguments in Favor of the Distribution 
Of Off-Label Information

Although many controversies exist, experts generally agree
that further efforts are needed to increase access to suitable
off-label drugs for patients with rare and other diseases. How-
ever, they also concur that potential inappropriate promotion,
as well as possibly dangerous prescribing practices for these
drugs, should be prevented.14 In its guidance on the distribu-
tion of off-label reprints, the FDA also recognized the benefits
of off-label information by acknowledging that such uses are
important and even represent the recognized standard of care
for some conditions.9 The FDA also recognized that public
health might be advanced if health care professionals were to
receive journal articles and references that are truthful and not
misleading about  unapproved uses.9

Proponents argue that the key benefit of allowing manufac-
turers to distribute off-label information is that it allows more
data to be readily available to physicians, enabling them to
make better treatment decisions.1,15 David B. Nash, MD, MBA,
Dean of the Jefferson School of Population Health in Philadel-
phia, agreed, saying “all practitioners could benefit from trans-
parency of information regarding the impact of off-label use.”
However, Randy Vogenberg, RPh, PhD, Chief Strategic Offi-
cer of Employment-Based Pharmaceutical Strategies in
Sharon, Massachusetts, and Adjunct Assistant Professor of
Pharmacy Management at the University of Rhode Island in
Kingston, Rhode Island, observed that off-label information is
beneficial “only if it is appropriately utilized as an informa-
tional tool. Awareness remains an issue in many conditions for
both patients and prescribers, but unfortunately, abuse and
overpromotion continue too frequently.”

It is extremely difficult for a physician to independently
keep current by reading all of the medical journals and com-
pendia available.1 This challenge creates a high risk that an
 important study that might significantly impact treatment prac-
tices might be missed.1 Relaxing restrictions on the distribu-
tion of off-label reprints enables clinicians practicing in some
of the most challenging areas of medicine—oncology, psychi-
atry, and pediatrics—to become more knowledgeable about
treatment alternatives.16 A physician also sometimes  has to
make quick treatment decisions and cannot wait for  infor -
mation on an off-label use to be sent by a manufacturer.1 The
distribution of high-quality, focused information on off-label
uses by a manufacturer could therefore be seen as an
 important service.1 Dr. Vogenberg agrees, within limits:

Clinicians today have even less time with more information to
 digest. Depending on their practice area, this could be a valuable
service if it is not abused. If publications are reputable and studies
are reasonable at face value, then it’s probably safe to rely on the

information, but this doesn’t mean not to follow the patients and their
response to the off-label use of a medication.

Proponents also point out that allowing the distribution of off-
label information supports innovation in clinical practice, which
is particularly important when approved treatments have
failed.17 Off-label drug use may be particularly beneficial to the
20 million Americans with “orphan diseases” who often rely on
off-label drug uses for treatment.1,15 Orphan diseases, such as
amyotrophic lateral sclerosis (ALS, or Lou Gehrig’s disease)
and cystic fibrosis, are defined by federal law as those that
 afflict fewer than 200,000 Americans.1 In some circumstances,
a drug manufacturer may sponsor an orphan drug and may
 receive federal research grant funds and exclusive marketing
rights for drugs approved to treat a rare disease.1 However,
there is little other economic incentive for manufacturers to
conduct expensive clinical trials for a drug used to treat such
a small population.1 Dissemination of off-label information,
therefore, can keep medical practitioners informed about the
treatment options available for patients afflicted with these
rare diseases.1 

An additional important argument is that because the FDA
approval process is so complex, costly, and time-consuming,
the distribution of off-label drug information provides physi-
cians and patients with early notification about novel treat-
ments.1,17 Even with the advent of the fast-track approval
process, the regulatory process is often considered to be
 unable to keep up with advances in medicine.1 The approval of
an off-label use of rituximab (Rituxan) for cancer treatment
 reportedly took four years.10 Proponents also point out that
some off-label treatments have already been validated by high-
quality independent research conducted outside of the FDA
regulatory process that indicates immense benefit to patients.17

Supporters contend that if patients had to wait for use-specific
FDA approval to be alerted about off-label treatments, many
would lose the opportunity to benefit from innovations that are
continuously developed in clinical practice.17 For example, as-
pirin was widely prescribed to reduce the risk of heart attacks
long before the FDA approved it for this purpose in 1998.5,18

Physicians have also been slow to modify their prescribing
behaviors and even lag in adopting evidence-based practice
guidelines issued by prestigious organizations.5 The dissemi-
nation of information through advertising or promotion has
been shown to improve the adoption of products other than
drugs.5 The timely delivery of information through promotion
is also likely to be particularly valuable in updating physician
treatment decisions because this knowledge can play a key role
in keeping up with rapidly changing prescribing practices.5 

Ironically, permitting off-label promotion may also benefit
the FDA.1 A former counsel for the House Commerce  Com -
mittee reportedly commented that the FDA was unnecessar-
ily expending resources to monitor off-label drug use.1 Aban-
donment of this practice could allow these human and financial
resources to be reallocated to accelerate new drug evalu ation.1

Viewpoints Against the Distribution 
Of Off-Label Information

Opponents to the distribution of off-label information by
manufacturers also have a number of compelling arguments.

Off-Label Drug Information
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They warn that permitting this activity could expose the prac-
tice of medicine to  vulnerabilities that exist in the published
 literature.2,19 They caution that peer review alone does not
 ensure that off-label information will be of a high quality.19

The risks they cite include these possibilities:2,19

• strategic decisions made by pharmaceuticalsponsors that
might solely seek publication of positive trial results 

• misleading portrayal and interpretations of data in low-
quality studies

• suppression of data on safety risks 
• ghostwriting of journal articles sponsored by companies 
• the limited ability of the FDA and medical journals to

 detect these problems

Critics of the new off-label reprint guidance point to these
 issues, among others, as evidence that peer review is insuffi-
cient protection against corporate influence over the content
of publications.2 With regard to whether the medical literature
can be trusted to guide off-label use, Dr. Vogenberg stated:

The  literature has always been plagued with problems, which is why
multiple studies are generally required before adopting off-label use
beyond those patients approved by a medical  exception. Trust is
based upon the person and organization represented, so it depends
as much on the integrity of the messenger as much as the message.

There is also concern that busy physicians would not have the
time to do their own due diligence regarding off-label uses and
might rely solely on  industry-distributed journal articles.2

Conversely, it has also been said that the quality of peer-
reviewed literature would be degraded by allowing companies
to support off-label uses by distributing journal article reprints.19

During the New Drug Application (NDA) process, the FDA staff
supervises every phase of a trial and scrutinizes the resultant
data. However, unless the sponsored study is part of an sNDA,
the FDA is unlikely to have input into the choice of study design,
outcome measures, or comparators.19 Editors and manuscript
reviewers might not be familiar with critical  details of clinical
study  design and conduct and could unwittingly publish poor-
quality or biased data.19 They might not know how to evaluate
 biased adjudication of endpoints, concealed adverse effects, or
unreported changes in primary outcomes.19 Medical journals
could also be challenged if companies actively petition for
 favorable portrayal of their products in articles.2

Medical journal editors would also have no way of knowing
whether an article from a seemingly independent author is
truly objective or is company-sponsored and ghostwritten.19

One study estimated that 85 publications—up to 40% of the lit-
erature published on sertraline (Zoloft) between 1998 and
2000—had been company-sponsored through a single medical
education and communications company.19 Concern about
ghostwriting and manipulation of data has also been  expressed
by Senator Chuck Grassley who said: “I have serious con-
cerns about [the] FDA’s guidance, in light of studies and edi-
torials on ghostwriting and manipulation of data by the drug
industry and my own findings regarding the lack of or  limited
transparency in the financial relationships between the drug
and device industries and physicians.”12

ACCME officials have also acknowledged that even though
they have instituted measures to ensure presenter independ-
ence and compliance with FDA regulations, violations may still
occur. Murray Kopelow, MD, MS, FRCPC, Chief Executive of
ACCME, stated:

There is a recurrent and repeated … set of noncompliance findings
with some of the elements of our standards. … The most common
noncompliance is failure of planning committee members to dem -
onstrate that they have disclosed their financial relationships and
resolved them. … Thirty or 40% of our providers … in … a small per-
centage, 10% or 20% of their activities, … can’t show that their plan-
ners have disclosed. … A rapid response improvement plan had to
be put into place, so we identify a provider that is functioning non-
independently, or [that] the content was biased, or there was fail-
ure to disclose or failure to resolve conflict of interest. … Our sys-
tem [also] doesn’t address fraud. … These are professionals, and
they are … believed when they do disclose. If they don’t tell the truth
and they don’t tell everything, the accredited providers are not
necessarily going to know.

Another, less obvious argument against off-label promotion
addresses  insurance and reimbursement hurdles.1 It might be
difficult for physicians to sort out reimbursement  intricacies
for off-label drugs before prescribing them.14 Dr. Nash re-
flected: “Clearly reimbursement issues are so complicated, I
think this all has to be interpreted on a case-by-case basis.” 

As recently as a decade ago, most insurers, health mainte-
nance organizations (HMOs), and governmental plans refused
to cover the cost of off-label medications on the grounds that
such treatment was considered to be experimental, even
though there was evidence for efficacy.1,14 Most states have
since passed legislation prohibiting insurance companies from
excluding coverage for off-label drug use in the treatment of
certain ailments.1 However, the legislation governing insurance
reimbursement for off-label uses varies from state to state.1
Some insurance companies have also conceded only to cover
off-label uses listed in major compendia.1

However, the compendia are not always comprehensive
with respect to off-label drug uses.1 The National Organiza-
tion for Rare Diseases (NORD) has therefore advocated that
compendia include more clinical evidence-based information
for the off-label treatment of rare diseases.14 Insurance carri-
ers are also now being pressured by patients and advocacy
groups to cover all off-label drug uses.1 The American Medical
Association (AMA) has reportedly encouraged such coverage,
stating:

When the prescription of a drug or use of a device represents safe
and effective therapy, third-party payers should consider the inter -
vention as reasonable and necessary medical care, irrespective of
labeling, and should fulfill their obligation to their  beneficiaries by
covering such therapy.”1 

Despite steps toward and support of off-label drug use, patients
may still have to pay high treatment costs directly out of pocket
for drugs and  devices that their physician has been encouraged
to use outside of labeling.1 

Off-Label Drug Information
continued from page 432
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Limitations in the Ability of the
FDA to Regulate Off-Label
 Promotion 

In theory, the FDA regulates off-label drug
promotion; in practice, however, it is limited in
this area.18 Congress has  continually given new
duties to the FDA without increasing its budget,
which restricts the ability of the FDA to effec-
tively  regulate across all areas of responsibility.1
The FDA’s Division of Drug,  Advertising, Mar-
keting, and Communications (DDMAC) is pri-
marily responsible for the oversight of drug
promotion.7

FDA officials acknowledge that it is difficult,
if not impossible, for the monitoring and sur-
veillance efforts it conducts to identify all off-
label promotion that takes place.7 Inappropriate
promotion can take many forms, occur in a
 multitude of places, and range in degree of vis-
ibility (Figure 1).2,7 The FDA is said to have
chosen to focus attention on relatively visible
 activities because of its limited  capa bilities—tracking behav-
ior that is publicly  visible is easier and less expensive.2 Activi-
ties that are public may also be observed by watchdog groups,
which may criticize the competence of the FDA if blatant vio-
lations are not identified and restrained.2

Perhaps the most easily observed forms of promotion are
advertising and marketing activities (see Figure 1).2 Accord-
ing to FDA regulations, all promotional materials must be sub-
mitted to the FDA at the time of dissemination to the public.2

Companies may also submit these materials for “advisory re-
view”  before they are distributed.2 A company may opt to do
this  before launching an expensive full-scale  advertising cam-
paign or a costly television commercial.7 FDA officials consider
advisory review to be particularly important because it en-
courages voluntary compliance.7 This process allows the FDA
to identify potential violations, including off-label promotion,
before materials are distributed.7 The FDA has therefore made
it a priority to evaluate all voluntarily submitted draft materi-
als for advisory review.7 As part of its comments, the FDA pro-
vides guidance to the drug company on how to address any
agency concerns regarding the promotional materials.7

Potential means of inappropriate drug promotion that are
moderately visible include brochures, posters,sales aids, give-
away items, and presentations made at conferences and CME
events (see Figure 1).2 DDMAC and other FDA staff members
are able to  attend only a small number of the thousands of CME
programs that occur each year.7 Responses by medical affairs
personnel to unsolicited requests for drug information from
health care professionals are also moderately  visible and dif-
ficult to monitor, but this content is likely to be thoroughly
 reviewed by company compliance officers.2

The lowest tier of visible promotional practices is occupied
by oral statements made by company representatives (see
 Figure 1).2 Because inappropriate oral communications are not
documented and are delivered in private or semiprivate set-
tings, they are very difficult for the FDA to track.2 It is there-
fore necessary to rely on reports from competitors, company

whistleblowers, or physicians who are the recipients of  in -
appropriate verbal off-label information.2,7

Despite the FDA’s goal to review all voluntary and final sub-
missions of promotional information before distribution, the
DDMAC is unable to do so because it is overwhelmed by the
volume of materials it receives (Figure 2).7 As of 2008, the
DDMAC division of the FDA had only 44 employees assigned
to monitor marketing activities and prescription drug promo-
tional materials.20 DDMAC officials admitted that  although
most of the drafts submitted for advisory comments are ex-
amined, the  division can inspect only a small portion of the final
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Professional journal ads
Magazine and newspaper ads

Television and radio ads
Product Web sites

Brochures
Visual and print sales aids
Giveaways (e.g., T-shirts)

Exhibits at conferences and CME events
Presentations at conferences and CME events

Responses of company medical affairs offices to physicians’ questions
Presentations at company-sponsored events (e.g., in-hospital lunches)

Oral statements of company representatives at exhibit booths
Oral statements of sales representatives during “detailing” visits

Highest

Lowest

Figure 1 Detectability of types of off-label promotion of pharmaceuticals.
CME = continuing medical education. (From Mello M, Studdert DM, 
Brennan TA. N Engl J Med 2009;360[15]:1557–1566.2  Copyright © 2009,
 Massachusetts  Medical  Society.)

Figure 2 Number of final promotional materials submitted
to the FDA in calendar years 2003–2007. (From FDA and
Government  Accountability Office, July 2008.7)
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materials submitted for review.7 The volume has steadily
 increased from just over 40,000 submissions in 2003 to over
68,000 in 2007 (see Figure 2).7 This growth is generally at-
tributed to increases in direct-to-consumer (DTC) advertising
as well as to the generation of a greater number of materials
by drug companies to promote complex new drugs.7 The
DDMAC staff does not systematically prioritize all the final
 materials it  receives but instead makes reviewing ads for pre-
scription drug claims that might significantly affect human
health the priority.7,20

A report by the Government Accountability Office (GAO)
recognized that the FDA is challenged by the volume of
 materials it receives, therefore preventing a detailed review of
each submission.7 The GAO observed that without a more
 systematic screening system, the ability of DDMAC to review
the highest-priority materials or thoroughly identify all viola-
tive materials is uncertain.7 The GAO therefore recommended
that the FDA systematically screen all submissions in order to
determine which ones should be reviewed instead of selecting
a subset according to the current criteria.7 The GAO also 
 recommended that a tracking system be put in place to improve
the FDA’s ability to identify promotional violations.7 De part-
ment of Health and Human Services (DHHS) officials report-
edly replied to these conclusions by stating that the screening
system currently used by the FDA is sufficient and that a
tracking system would not improve the agency’s ability to
identify promotional violations, nor would it change which
submissions were reviewed.7 Despite these problems in the
screening system, both the FDA and the GAO have acknowl-
edged that the review process is critical to the agency’s ability
to prevent or minimize dissemination of inappropriate ma teri-
als.2

The GAO also reported that the FDA is limited in its moni-
toring and surveillance efforts to detect violations that might
occur elsewhere.7 The Office concluded that the numerous
places and ways promotional activities can occur make it dif-
ficult for FDA to comprehensively monitor them.7 The FDA’s
monitoring and surveillance efforts are also complicated by dif-
ficulties in assessing the validity of the complaints it receives
as well as in determining whether reports of potential violations
have merit.7 For example, the FDA is not able to determine
whether a speaker at a CME event has been paid by a company
to promote an off-label use, thereby creating a conflict of in-
terest.7 Therefore, when the FDA is limited in its authority to

gather evidence, it may also work with other agencies, such as
DHHS’ Office of the Inspector General (HHS–OIG) and the
Department of Justice (DOJ), which have subpoena authority
to enable a thorough investigation.7 As for the difficulty in val-
idating complaints, if a physician reports to the FDA that off-
label promotional material was shown during a sales visit, the
agency will not likely be provided with that material and, there-
fore, might be unable to determine whether a violation oc-
curred.7 DDMAC officials report that as part of their moni-
toring and surveillance efforts, they do consistently follow up
on all complaints received, including those related to off-label
promotion.7 From 2003 to 2007, the FDA received and inves-
tigated an  average of 150 complaints annually.7 DDMAC offi-
cials have said that such complaints provide a backup system
to the review of submitted materials for detecting violations.7

When a violation is definitively identified, the FDA can take
action by issuing one of two types of regulatory letters:7 either
an “untitled letter” or a “warning letter” (for more serious vi-
olations).7 Both types of letters cite the violation and ask the
drug company to cease dissemination of any promotion with
the same or similar claims.7 A warning letter goes a step fur-
ther and requests that the company take action to correct the
misleading impression that had been communicated.7 Such ac-
tion may include notifying health professionals by issuing a cor-
rection in the same media in which the original violative pro-
motion had appeared.7 During calendar years 2003 through
2007, 42 of the 117 regulatory letters (36%) issued by the FDA
were in response to off-label promotion—19 untitled letters and
23 warning letters (Table 3).7  Off-label promotion was the
third most common promotional violation identified during this
period.7 Most off-label materials found to be in violation were
directed at health care professionals (Figure 3).7

The GAO also reported that there is a delay in the issuance
of warning letters by the FDA that compromises their effec-
tiveness.7 The FDA was found to have taken an average of
seven months to issue these letters from the time they had first
been drafted.7 It was also determined that the companies took
an average of four months to take corrective action in response
to the 23 warning letters that were issued for more serious vi-
olations.7,20

With regard to enforcement actions, the FDA Amendments
Act of 2007 allows the FDA to impose civil monetary penalties
against companies for false or misleading advertisements,
 including off-label promotion.7 If a drug company refuses to
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No. of Percentage of 
Cited  Violation Regulatory Letters Total Letters (%)*

Omission or minimization of risk 95 81
Overstated effectiveness or unsubstantiated effectiveness claims 54 46
Off-label promotion 42 36
Unsubstantiated superiority or comparative claims 40 34
Failure to submit required material to the FDA 18 15
Other 27 23

*Percentages do not add to 100 because most letters cite more than one violation.
From Government Accountability Office, July 2008.7

Table  3  Frequency of  Violations in 117 Regulatory Letters in Calendar Years 2003 to 2007
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comply with a regulatory letter issued by the FDA, the agency
may also refer the violation to the DOJ for seizure of the prod-
uct and injunctions prohibiting the company from continuing
with the off-label promotion.7 The DOJ may continue the
 investigation and can prosecute the company for violations
identified by the FDA as well as for those reported by other
sources.7 Enforcement actions may be brought by  either fed-
eral or state prosecutors under the FFDCA, the Anti-Kickback
Act, or the False Claims Act as well as statefraud statutes.2 The
HHS–OIG has also been diligently pursuing off-label promo-
tion as a form of Medicare fraud.21  

According to DDMAC officials, no violations were referred
to the DOJ for enforcement action during calendar years 2003
through 2007 because drug companies complied with FDA
regulatory requests.7 However, during this time, the DOJ pur-
sued a number of alleged off-label promotion violations that
were identified by sources outside the FDA.7 DOJ enforcement
actions resulted in 11 monetary settlements with drug com-
panies ranging from nearly $10 million to more than $700 mil-
lion.7 For example, in September 2007, Bristol-Myers Squibb
agreed to pay in excess of $500 million for, among other things,
the off-label promotion of aripiprazole (Abilify).7 The drug had
been approved to treat schizophrenia and bi polar disorder,
but it was suspected that the medication was being promoted
for pediatric use and treatment of dementia-related psychosis.7
The DOJ alleged that Bristol-Myers Squibb had created a
team of sales representatives to target nursing homes, where
dementia is much more prevalent than schizophrenia or bi -
polar disorder.7 In recent years, there has also been a trend to-
ward filing criminal as well as civil charges for offenses.2 Con-
sequently, some prosecutions have also led to jail time for
company executives as well.2

Alternative Means of Regulating Off-Label 
Promotion

Because the FDA may be limited in its ability to regulate off-
label promotion, supplementary means of oversight may be
necessary. A discussion of alternative means of regulation
 follows.

Industry Self-Regulation
The risk of intentionally or unintentionally violating FDA reg-

ulations is a constant source of worry for manufacturers; if such
violations occur, the company may be exposed to negative
publicity and enormous fines.22 Since 2003, the pharmaceuti-
cal industry has paid more than $5 billion in fines—money that
could have paid for the development of four or five new drugs
instead.22 To reduce potential risks, companies  reportedly   -
requested that the FDA more accurately define the boundary
between legal and illegal promotional activities, which they saw
as unclear.22 This request was said to prompt the FDA to issue
proposed guidance on reprint distribution in 2008 that was later
finalized in 2009.2 

Company compliance officers tend to focus on interactions
between sales representatives and health care professionals,
but there are many additional areas of risk.22 As many as 80
company exposure points for potential off-label drug promo-
tion violations have been identified.22 Risk areas include
speaker programs, advisory boards, formulary reviews, med-
ical conferences, interactions with medical science liaisons, and
publication of medical information through vendors.22 If
processes that support compliance with regulations break
down for these activities, they may be deemed to be inappro-
priate marketing by the FDA.22 

In recent years, drug makers are said to have gone through
a major metamorphosis to minimize exposure to off-label risks
by hiring consultants and attorneys to retrain employees,
 rehabilitate processes, and automate systems.22 New standard
 operating procedures have been issued to address major risk
areas.24  Widespread exposure to risks makes compliance with
off-label regulations difficult to correct through policies and
procedures alone.22 Drug makers, therefore, also use self-
 regulation and monitoring to identify issues before they be-
come financial problems.22 It has been recommended that
each activity and all possible departments, as well as outside
vendors, be monitored.22 These efforts have reportedly added
another $1 billion to the costs connected with off-label pro-
motion.22 Dr. Nash observed:

I think the industry recognizes its responsibility in this area and has
dramatically pulled back inappropriate advertising and inappro -
priate promotion in the past year. The industry recognizes and  ap -
preciates the feedback it has received from across the spectrum—
Congress, practitioners, organized medicine—and has  responded
accordingly.

The Pharmaceutical Research and Manufacturing Associa-
tion (PhRMA) has also issued a code governing appropriate
 interactions between industry and health care professionals.
Guidance on informational presentations, professional meet-
ings, consultant activities, scholarships, educational funds,
and instructional and practice-related items is included.6

PhRMA has also recently issued revised “Principles on
 Conduct of Clinical Trials and Communication of Clinical Trial
Results,” which take effect on October 1, 2009.6 These prin -
ciples intend to “[increase] transparency in clinical trials,
 [enhance] standards for medical research authorship and
 [improve] disclosure to manage potential conflicts of interest
in medical research.”23
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Figure 3 Targeted audience for off-label promotions.  
(From Government Accountability Office, July 2008.7)
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Changes include the adoption of  authorship standards that
allow only individuals who make  substantial contributions to
the manuscript to be indicated as authors. Disclosure in med-
ical journal manuscripts of financial relationships that might
create a conflict of interest is also  required.23 PhRMA also
supports the revised Physician Payments Sunshine Act, which
has been proposed in the Senate and accepts that “appropri-
ate transparency in relationships with health care profession-
als can help build and maintain  patient trust in the health care
system.”3

Physician Self-Regulation and Monitoring
Physicians may also need to self-monitor their prescribing

practices in order to avoid inappropriate off-label drug uses.
They might consider a number of factors, including clinical
data, whether they were influenced by promotional informa-
tion from pharmaceutical companies, and any reimbursement
hurdles that might exist before they decide to prescribe a
medication for an off-label use.14 Such restraint not only pro-
tects patients from unsafe or ineffective off-label uses but also
guards physicians against tort liability and medical malpractice
suits.1 Problems may also arise when the treatment is consid-
ered experimental rather than off-label.6 For experimental
uses, submission of an Investigational New Drug Application
(INDA), an institutional review board (IRB) approval, or both,
is required.6 

The AMA is currently developing programs to educate
physicians about inappropriate drug company promotions.7

The organization received financing for these programs as
one of 28 recipients of grants funded by a settlement from a
drug company for off-label drug promotion.7 It has also been
suggested that such fines and settlements be used to reward
health care professionals who report off-label promotion.11

Personal-injurylawsuits filed by patients against companies and
physicians may also serve as a backup regulatory mechanism
when off-label prescriptions have resulted in concrete harms.2

Independent Complaints from Whistleblowers
Private citizens will continue to play an important role in

monitoring the of f-label promotion of pharmaceuticals.2

Whistleblower, or Qui Tam litigation under the False Claims
Act, is likely tocontinue to increase.2 Under this Act, company
insiders and others with special knowledge of violations may
initiate legal action.2 The government may then join or take
over the action, and the whistleblower is allowed to keep a siz-
able portion of any resulting settlement or award.2

This “bounty system” is becoming well known and has
proved to be a powerful incentive that has led to a wellspring
of litigation under the False Claims Act.2 Company risks may
increase as a firm dismisses large numbers of personnel in
 response to financial pressures in the current economic envi-
ronment.2 This has the potential to create disgruntled former
employees who may have insider knowledge of a company’s
off-label promotional practices.2

Requirement for Clinical Trials on Widespread 
Off-Label Uses

Rather than forbid the promotion of off-label uses for med-
ical products, an alternative approach might be to mandate

manufacturer sponsorship of safety and efficacy trials for major
off-label product uses.15 The FDA could be empowered by
Congress to require manufacturers to conduct safety and
 efficacy trials for products that have an off-label use that
 exceeds a certain threshold.15,19 Because there is no require-
ment for physicians to indicate the intended use when they
write a prescription, the extent of off-label drug use might be
monitored by other means.15 Postmarketing surveillance in-
formation may be obtained from insurers, surveys of physi-
cians and patients, and adverse-event reports filed with man-
ufacturers and the FDA.15 Failure to conduct clinical trials
could result in civil penalties that would require the manufac-
turer to surrender profits from the unapproved uses.15 Re insti-
tution of the sNDA requirement would also be effective.19

Sunshine Laws
The new reprint policy may have attracted the most atten-

tion, but it is only one new measure in the evolution of a wider
regulatory landscape.2 The regulatory environment for off-
label promotion is becoming stronger in several other areas
and involves a growing number of participants and tactics.2

Congress and more states are consideringadopting “Sunshine
Laws” that require the disclosure of financial relationships
 between physicians and drug manufacturers.2 Such dis closure
would allow any inappropriate relationships between health
care professionals and manufacturers to be identified and tar-
geted by state and federal prosecutors.2 Other federal and
state bills have sought to restrict or ban gifts to physicians from
manufacturers.2

State Licensure of Medical Sales Representatives
A number of states have adopted or are considering legis-

lation requiring medical product sales representatives to be
 licensed. In early 2008, Washington D.C., became the first
 jurisdiction to require licensure of pharmaceutical sales rep-
resentatives when the SafeRx Act was passed.11 This Act re-
quires that drug representatives be held to a professional code
of conduct, refrain from engaging in deceptive or misleading
marketing, and participate in continuing education as a con-
dition for  license renewal.11 

Editorial Vigilance
Medical journal editorsmight also take increased responsi-

bility to ensure the value and quality of published clinical trial
results.2 This can prevent poor-quality data, submitted under
the guise of valid scientific discourse, from being published and
used as tomorrow’s promotional tools.2

Evaluation of Off-Label Drug Information
The American Society of Health-System Pharmacists

(ASHP) recommends that off-label drug information undergo
an evaluation process similar to that applied to material for in-
dicated uses. The Society recommends that “before consid-
ering off-label use, supporting safety and efficacy evidence
must be carefully evaluated and a risk–benefit determination
made, especially when alternatives with FDA-approved label-
ing are available for the intended off-label use.”24 Dr. Vogenberg
agrees that the “ongoing clinical review process that has been
used in hospitals and managed care settings for years for
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 existing or new medication products” should be used to eval-
uate off-label use. He adds:

Generally, pharmacy, along with a medical specialist,  reviews the
 literature as well as talks with colleagues about the off-label use
 during a prior approval process or formulary consideration work.
All available data and information would be collected,  assessed, and
 analyzed in accordance with preserving safety of the patient popu-
lation, followed by efficacy of the product for that use beyond the
FDA-labeled indication.

Further ASHP recommendations on protocols, prescriber
 responsibilities, and the need for balance when evaluating
clinical studies are listed in Table 4. 

Company communications or presentations to P&T com-
mittees at institutions, hospitals, managed care organizations,
or pharmacy benefit management (PBM) organizations also
provide an opportunity for off-label information to be intro-
duced.22 P&T committees should ascertain whether the
 information was provided for marketing purposes or as a
 legitimate response to an inquiry.22

It is also recommended that manufacturers monitor infor-
mation provided to P&T committees. Companies should re-
view a sampling of formulary  presentations to compare the
 material presented with the  material requested in order to

identify any possible improper disclosures.22 The inclusion of
a product on formulary in a  therapeutic category for which it
is not approved following a company presentation may also be
indicative of inappropriate representation of the product.22

Conclusion
The guidance issued early this year relating to the distribu-

tion of off-label reprints by medical manufacturers has inten-
sified the debate regarding off-label promotion. The regulatory
environment regarding this issue will likely continue to evolve,
as it does for other areas of legislation. Although some might
worry that this guidance represents greater leniency by the
FDA concerning off-label promotion by medical manufactur-
ers, other measures have been proposed or enacted that help
strengthen the regulatory environment and make up for the
shortfall in the resources of the FDA. Manufacturers have
also accepted the need for regulation, monitoring, and evalu-
ation and have issued guidelines for compliance. Ultimately,
whether or not manufacturers should be permitted to distrib-
ute off-label information should be assessed according to a
risk–benefit analysis, just as the clinical information itself is
evaluated.
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