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In regulating the promotion of unapproved, or 
off-label, uses of approved drugs, the Food and 
Drug Administration (FDA) has sought to strike 
a balance between supporting the ability of phy-
sicians to prescribe according to their best clini-
cal judgment and preventing drug manufacturers 
from inappropriately driving prescribing practices. 
The agency has long maintained the general posi-
tion that although physicians may freely prescribe 
drugs for off-label uses, drug manufacturers may 
not promote such uses. However, the FDA’s spe-
cific regulatory strategy has varied over time, 
particularly regarding the extent to which manu-
facturers may disseminate information about off-
label uses. In January, the FDA issued a new guid-
ance document that again changes the regulatory 
regime by explicitly allowing drug and device 
manufacturers to distribute reprints of articles 
from medical journals that describe unapproved 
uses of their products.1,2

In this article, we discuss the legal and policy 
issues arising in this area. The prevalence and cost 
of off-label prescribing and the potential patient-
safety risks associated with it make it imperative 
to get the regulatory balance right.3,4 Yet the legal 
history of off-label promotion reveals consider-
able uncertainty about what the optimal regime 
entails.

The effectiveness of the successive regimes in 
achieving the balance sought by the FDA has not 
been established, and the likely impact of the 
latest move is similarly unclear. On the one hand, 
loosening restrictions on the distribution of jour-
nal reprints may reduce the motivation of com-
panies to engage in other, less easily monitored 
forms of promotion. On the other hand, it could 
dampen incentives to conduct clinical trials and 
present challenges for medical journals, as com-
panies seek to ensure that their products are de-
scribed favorably in articles.

We begin by reviewing the history of FDA reg-
ulation of off-label promotion and then describe 
the major litigation. We conclude with some re-
flections on the new guidance and the future 
course and effect of regulation in this area.

Mechanisms of Off -L abel 
Promotion and Its Detec tion

The visibility of off-label promotion to an exter-
nal regulator like the FDA varies considerably 
across a range of promotion activities (Fig. 1). 
The agency’s attention has focused on relatively 
visible ones. That focus is partly a matter of capa-
bility; tracking behavior that is squarely in the 
public domain is easier and less expensive than 
monitoring less visible activities. However, the 
FDA’s concern for its reputation as an oversight 
agency has probably also influenced its regula-
tory strategy: activities that are visible to a regu-
lator are generally also visible to others, such as 
members of watchdog groups, who may publicly 
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Figure 1. Detectability of Types of Off-Label Promotion of Pharmaceuticals.

CME denotes continuing medical education.
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criticize the regulator’s competence if flagrant 
abuses go unchecked.

Journal reprints are among the most visible 
forms of promotion. The FDA has required com-
panies to submit reprints and advertisements for 
review, although a recent report by the Govern-
ment Accountability Office raised serious ques-
tions about the effectiveness of this review pro-
cess.5 Brochures, posters, and other visual and 
documentary sales aids have somewhat less vis-
ibility, as do giveaway items and presentations 
made at conferences and continuing medical edu-
cation (CME) events. These promotional materials 
also must be submitted to the FDA at the time 
of dissemination, but they are not in the public 
domain. Moreover, although the FDA attends 
some CME events to monitor compliance with 
marketing rules, it cannot attend all.5,6

In the lowest tier of visibility are oral state-
ments made by company representatives, as well 
as statements by physician “peers” or “key opin-
ion leaders” who are paid by drug manufacturers 
to educate their colleagues about the manufac-
turer’s products. The lack of documentation of 
these communications, combined with their de-
livery in private or semiprivate settings, makes 
them notoriously difficult to track. Communica-
tions from the medical affairs offices of compa-
nies in response to unsolicited requests for infor-
mation by physicians are also hard to monitor, 
although their content is likely to be vigorously 
policed by company compliance officers. In gen-
eral, the ability of regulators to detect and re-
spond to inappropriate oral communications re-
lies heavily on reports from insiders — physicians 
and other persons who receive the communica-
tions and company whistle-blowers who generate 
or learn of them.

FDA Regul ation — Past  
and Present

Historical Evolution

Under the federal Food, Drug, and Cosmetic Act 
(FDCA) of 1938, the FDA has authority to regu-
late the promotional materials of pharmaceutical 
companies, including print, broadcast, and Inter-
net advertisements, materials produced for dis-
semination to health care professionals (such as 
visual aids and handouts used by sales represen-
tatives for in-office visits), and materials pro-
duced for dissemination to patients (such as bro-

chures, letters, and flyers).7 FDA regulation is 
intended to ensure that promotional communi-
cations are truthful, balanced, not misleading in 
their representations or omissions, and support-
ed by substantial evidence from clinical trials or 
clinical experience. The FDA exercises these reg-
ulatory powers by reviewing promotional mate-
rials and issuing warning letters, injunctions, and 
referrals for criminal investigation.7

The FDCA does not directly prohibit promo-
tion of off-label uses, but two related provisions 
operate to that effect.8 One provision bars phar-
maceutical manufacturers from introducing a 
new drug into interstate commerce unless the 
drug and its label have secured FDA approval9; 
marketing drugs in a way that departs from their 
approved uses violates this provision.10,11 A sec-
ond provision prohibits manufacturers from in-
troducing “misbranded” drugs into interstate 
commerce.12 A drug is considered misbranded if 
its label contains misleading information, lacks 
information that is sufficient to support its safe 
use for approved indications, or includes infor-
mation about unapproved uses.12,13 Printed and 
visual materials are considered part of a drug’s 
labeling if they are distributed by the manufac-
turer for the purpose of explaining the uses of 
the drug, even if they are not packaged with the 
drug.14,15 Notwithstanding these provisions, com-
panies are permitted to respond to unsolicited 
questions from health care professionals and 
other persons about unapproved uses.16 Inquiries 
must be handled by the company’s medical af-
fairs office, not its sales staff, and responses must 
be narrowly tailored to the question, balanced, 
and carefully documented by the company.17

The FDA has long reviewed promotional mate-
rials for compliance with these rules. However, 
the agency’s stance concerning two particular 
mechanisms for off-label promotion — proactive 
dissemination of reprints of scientific articles 
and sponsorship of CME programs — has varied 
over time.18 Before the 1980s, the FDA imposed 
relatively few restrictions on the use of these 
methods by companies for conveying informa-
tion about off-label uses. However, during the 
1980s, public and congressional concern about 
these practices grew, prompting congressional 
hearings in 1990.

The FDA published regulatory guidance in 
1992 establishing instances in which CME pro-
grams would be viewed as inappropriately pro-

Copyright © 2009 Massachusetts Medical Society. All rights reserved. 
Downloaded from www.nejm.org at HARVARD UNIVERSITY on April 13, 2009 . 



n engl j med 360;15  nejm.org  april 9, 2009 1559

Health Law, Ethics, and Human Rights

moting off-label uses.19 At the same time, it be-
gan issuing warning letters to manufacturers 
regarding their dissemination of article reprints. 
Its evolving policy that these activities could con-
stitute illegal off-label promotion under certain 
conditions was set forth in final guidance docu-
ments issued in 1996 and 1997.20,21 These rules 
permitted manufacturers to send out reprints of 
scientific articles and textbooks describing off-
label uses if the “principal subject” of the article 
or book section was an approved use and the 
manufacturer included a prominent disclosure 
regarding the unapproved nature of other uses 
mentioned.

The FDA Modernization Act of 1997 (FDAMA) 
ushered in a change of policy. The FDAMA al-
lowed manufacturers of drugs (as well as bio-
logic agents and medical devices) to disseminate 
peer-reviewed articles from scientific journals if 
the off-label use described therein was included 
in a filed or soon-to-be-filed supplemental new 
drug application.22,23 The company was also re-
quired to provide the FDA with advance copies 
of any materials it intended to disseminate and 
to comply with certain other conditions (Table 
1). If these conditions were met, dissemination 
of information regarding off-label uses would 
not be viewed as evidence that the manufacturer 
intended to promote the product for an unap-
proved use.1

Challenges to FDA Authority 

A series of important legal cases have defined the 
constitutional boundaries of government regula-
tion of activities involving drug promotion.24 Al-
though the FDA receives its regulatory powers 
from acts of Congress, Congress may not dele-
gate authority in ways that violate constitutional 
rights, including the First Amendment right of 
drug and device manufacturers to engage in com-
mercial speech.25 Recent litigation has suggested 
that pharmaceutical companies may enjoy greater 
latitude to communicate information about off-
label uses than FDA policy historically has per
mitted.8,24

The case of Washington Legal Foundation v. Fried-
man26 involved a challenge to the 1996 and 1997 
FDA guidance documents restricting reprint dis-
tribution and CME sponsorship. The challenge 
was later broadened to include the reprint provi-
sions in the FDAMA.18 A federal district court 
held that the policies were unduly restrictive be-

cause their objective — to motivate companies 
to seek FDA approval for new uses of products 
— could be achieved by simply requiring manu-
facturers to make clear disclosures that the uses 
described lacked FDA approval.26

When the case was appealed, the FDA unex-
pectedly backed away from the position that the 
FDAMA created new authority for the agency to 
regulate off-label promotion. The appellate court 
indicated that it agreed with the lower court’s 
reasoning. However, it held that given the FDA’s 
concession, there was no longer a live constitu-
tional issue to resolve; therefore, it vacated the 
lower court’s decisions.13 This decision left the 
key question — whether restrictions on truthful 
communications about off-label uses were per-
missible — in limbo. Two subsequent judicial 
rulings further muddied the waters. A decision 
by a federal district court granted a wider berth 
for the FDA regulation of speech promoting off-
label uses,27 and a Supreme Court decision af-
firmed that drug advertising is entitled to First 
Amendment protection as commercial speech.25

Behavior on the ground gives the best indica-
tion of perceptions of the state of the law. In the 
aftermath of Washington Legal Foundation, it became 
common for pharmaceutical companies to send 
out journal reprints describing the off-label use 
of drugs, accompanied by the suggested disclo-
sure. The FDA did not attempt to stop them.8

Congress allowed the FDAMA provisions to 
expire in September 2006, perhaps because of the 
murkiness surrounding their force and constitu-
tionality. This expiration left something of a reg-
ulatory vacuum. Technically, it restored a general 
ban on distribution of journal reprints describ-
ing off-label uses, but the legitimacy of such a 
policy was cast into doubt by the constitutional 
litigation.

The 2009 Guidance

In January, after a period of public comment on 
an earlier draft, the FDA issued a finalized guid-
ance document that again changes the regula-
tory regime.2 Companies are allowed to distribute 
peer-reviewed scientific articles and texts describ-
ing off-label uses, subject to several conditions 
(Table 1).

The FDA characterizes this guidance as a clari-
fication of existing policy rather than a change in 
it,28 but it is more permissive than both the pre-
vious regime and the old FDAMA rule (Table 1). 
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In contrast to the previous regime, some dissem-
ination of journal articles is explicitly permitted. 
Unlike the old FDAMA rule, companies are not 
restricted in their dissemination activities to off-
label uses for which they have filed or will file a 
supplemental new drug application, and they are 
not required to submit the disseminated materi-
als to the FDA in advance.29

Political forces have massed for and against 
the new policy. A coalition of 10 large pharma-
ceutical companies has joined patient advocacy 
groups to express support, and a group of con-
sumer organizations and health insurers, includ-
ing Public Citizen and the Blue Cross and Blue 
Shield Association, are voicing objections.28,30 
Opposition has been fueled by revelations of 
ghostwriting of journal articles reporting on the 
safety and efficacy of rofecoxib (Vioxx)30-32 and of 
the practice by manufacturers of initiating and 
publishing “seeding trials” for marketing, rather 
than scientific, purposes.32,33 Critics of the guid-
ance point to these problems, among others, as 
evidence that peer review is insufficient protec-
tion against corporate influence over the content 
of publications.34

Litigation Concerning Off -L abel 
Promotion

The regulatory environment for off-label promo-
tion also has been shaped by enforcement actions 
brought by federal and state prosecutors and pri-
vate persons (Table 2). Most such suits are initi-
ated after reports from whistle-blowers, who are 
often former sales representatives of the manu-
facturer. By illuminating a set of practices that 
historically have been difficult for the FDA to de-
tect, such as the conversations between sales rep-
resentatives and prescribers, this litigation has 
added a potent new dimension to the regulation 
of off-label promotion.

Enforcement actions may be brought under 
the FDCA, the federal antikickback act, the fed-
eral False Claims Act,46 and state fraud statutes. 
Many such actions have led to major financial 
hits for pharmaceutical manufacturers, with set-
tlements typically ranging from tens of millions 
to hundreds of millions of dollars. At the federal 
level, the Department of Justice leads these pros-
ecutions, although the FDA may play a supportive 
role, providing legal and technical assistance.5

A trend toward bringing criminal as well as 

civil charges has been notable in recent years.47 
Some prosecutions have resulted in jail time for 
company executives, in addition to heavy crimi-
nal fines for the company. For example, in 2004, 
a former director of sales at Cell Therapeutics 
pleaded guilty to mail fraud and served a 2-month 
jail sentence in connection with off-label market-
ing of the leukemia drug Trisenox.48

Another dramatic development in prosecutori-
al strategy occurred in 2006, when federal agents 
arrested a psychiatrist in private practice, Peter 
Gleason, at a Long Island train station on crimi-
nal misbranding, fraud, and conspiracy charges 
for his role in promoting the narcolepsy drug 
Xyrem for off-label uses, including the treatment 
of depression and fibromyalgia.49 A sales repre-
sentative at Xyrem’s manufacturer, Orphan Med-
ical, had noticed Gleason’s high prescription rate 
for Xyrem in 2003 and hired him to give speeches 
and visit other physicians to discuss off-label uses 
of the drug. This work ultimately became Glea-
son’s primary source of income. Jazz Pharmaceu-
ticals, which acquired Orphan Medical in 2005, 
settled its own civil and criminal charges related 
to Xyrem for $20 million in 2007. Gleason pleaded 
guilty to misdemeanor misbranding in August 
2008; he currently awaits sentencing.

Another noteworthy case involved the promo-
tion of the antiepileptic drug Neurontin, which 
culminated in $430 million in civil and criminal 
fines in 2004. The Neurontin litigation had con-
siderable legal significance because it established 
that the federal False Claims Act46 could be used 
by private persons and the federal government to 
enforce prohibition of off-label promotion in cir-
cumstances in which the company’s representa-
tions prompted health care professionals to sub-
mit false claims for payment to government health 
care programs. These actions are available even 
if the company conveyed no false or misleading 
information: the court indicated that “truthful 
off-label marketing  .  .  .  and financial incentives 
like kickbacks would suffice.”50

This ruling is important in practical terms be-
cause of the availability of “qui tam,” or whistle-
blower actions under the False Claims Act. Com-
pany insiders and others with special knowledge 
of practices that may violate the act may initiate 
legal actions, which the government may join or 
take over, and they may keep a sizable portion 
of any resulting settlement or award. This bounty 
system has proved to be a powerful incentive in 
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a variety of health settings and has led to a well-
spring of litigation under the False Claims Act.51 
Since the Neurontin litigation, such claims have 
become a common feature of prosecutions for 
off-label promotion.52

These developments have clearly worried phar-
maceutical manufacturers, in part because of the 
potential financial exposure and negative public-
ity and in part because companies perceive the 
boundary between legal and illegal promotion-
al activities to be unclear. Indeed, the concern 
among companies that dissemination of journal 
articles might lead to criminal charges reported
ly contributed to the FDA’s decision to issue the 
proposed guidance in 2008.53

What Does the Future Hold?

In the short term, debate over the appropriate 
regulatory strategy for off-label promotion will 
center on the policy regarding reprint distribu-
tion. It is quite possible that the new guidance, 
which was issued in the final days of the Bush 
administration, will be revisited as FDA leader-
ship turns over in the Obama administration.

Although drug companies have welcomed the 
new policy, objections have been raised by a num-
ber of commentators.24,31,54-56 Concerns include 
the publication bias in the scientific literature 
toward positive studies, strategic decisions by 
pharmaceutical sponsors to seek publication of 
only positive trial results, misleading presenta-
tions or interpretations of study data in journal 
articles, the dissemination of low-quality studies, 
the suppression of data on safety risks, the ghost-
writing of journal articles by pharmaceutical 
sponsors, and the limited ability of medical jour-
nals and the FDA to detect these problems.57 Ex-
perts are also concerned that the rule change will 
enervate companies’ incentives to conduct the 
clinical trials necessary to win FDA approval for 
new uses,54,56 undermining the regulatory frame-
work that Congress and the FDA have erected to 
monitor drug risks and minimize the effects of 
unsafe drugs on public health.24 The FDA itself 
previously took this position, opposing reprint 
dissemination out of concern that it would create 
incentives for companies to seek approval of very 
narrow uses and then use journal articles to pro-
mote other, more lucrative uses.56

However, pharmaceutical companies weigh 
other factors in making decisions about whether Sc
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or not to file supplemental new drug applica-
tions. They may elect to conduct trials to obtain 
the FDA’s imprimatur with respect to the safety 
of their product for a particular use. FDA approv-
al for a new use also clears the way for a full 
range of marketing strategies to be deployed in 
relation to that use.

Two further criticisms warrant mention. First, 
lawyers have highlighted several areas of legal 
ambiguity in the guidance.29 Greater clarity is 
needed regarding the meaning of key terms like 
“significant” safety concerns “known to the 
manufacturer” and “inconsistent with the weight 
of credible evidence.” It is also unclear what cri-
teria the agency will use to determine that an 
article has undergone sufficient peer review and 
expert editorial oversight, and how the FDA will 
monitor whether or not companies are providing 
reprints with all of the balancing information 
that the guidance requires.56 Second, the recent 
report by the Government Accountability Office 
flags dangers associated with eliminating the 
requirement that reprints be submitted for FDA 
review before dissemination. Despite well-docu-
mented problems in the review process, both the 
FDA and the Government Accountability Office 
have acknowledged that this step is crucial to 
the agency’s ability to prevent or minimize dis-
semination of inappropriate materials.5

Although the reprint rule has attracted the 
most attention, it is only one move among many 
in a wider regulatory landscape. Even while reg-
ulation becomes more permissive in this area, 
federal enforcement of other promotional prac-
tices will probably remain very vigorous, espe-
cially if more states or the Congress adopt “sun-
shine laws” requiring disclosure of prescribers’ 
financial relationships with manufacturers. Such 
disclosures may alert state and federal prosecu-
tors to companies and prescribers who could be-
come targets of enforcement actions.

Highly publicized settlements in these cases, 
in turn, fuel public demands for additional over-
sight of pharmaceutical promotional practices 
through legislation. The amount of state legisla-
tive activity in this area in the past 3 years has 
been extraordinary. For example, a number of 
states have adopted or considered legislation re-
quiring sales representatives to provide only evi-
dence-based information in conversations with 
prescribers, to adhere to a code of conduct, or to 
be licensed by the state. Other states (and federal 

bills) have sought to restrict or ban gifts from 
manufacturers to prescribers. Thus, the regula-
tory environment for off-label promotion and 
other controversial marketing practices features 
a growing number of players and tactics.

Future lawmaking in this area will be shaped 
by constitutional limitations on the government’s 
ability to restrict commercial speech.24 In par-
ticular, restrictions may need to be narrowly 
tailored to the prevention of misleading commu-
nications about pharmaceutical products. For ex-
ample, some commentators have called for the 
reinstatement of FDAMA’s requirement that com-
panies commit to submitting a supplemental new 
drug application in order to disseminate infor-
mation about off-label uses, along with a require-
ment that companies conduct clinical trials for 
any off-label uses that have become widespread 
in physician prescribing.24,54 It is unclear whether 
the courts would deem such conditions on com-
mercial speech constitutional.

Private actors will continue to play a key role 
in the regulation of off-label promotion. First, 
qui tam litigation will probably continue to in-
crease. The financial incentives for whistle-blow-
ing are becoming better known, and the risk for 
drug companies can only increase as they shed 
large segments of their sales forces in response 
to financial pressures, creating a flock of poten-
tially disgruntled ex-employees with knowledge 
of the companies’ promotional practices. Second, 
under the new reprint policy, medical journals 
will have an increasing responsibility to act as 
gatekeepers of findings from clinical trials as to-
day’s scientific articles become tomorrow’s pro-
motional mailings. Finally, personal-injury law-
suits filed by patients injured by drugs prescribed 
for off-label uses will function as a backup regu-
latory mechanism in cases in which off-label pre-
scriptions result in concrete harms.

In sum, the regulatory terrain for off-label 
promotion will continue to be uneven and shift-
ing. The guidance on reprint distribution brings 
the issue of off-label promotion to the fore, but 
it should not obscure the potential influence of 
a range of more covert and troublesome promo-
tional practices. The FDA is not well positioned 
to police them with its current practices and re-
sources. Prosecutions and enforcement actions, 
though they are highly selective interventions, 
will help fill the regulatory gap, as will legislative 
initiatives aimed more generally at aggressive 
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marketing practices. All of these regulatory forc-
es coalesce around the goal of forcing off-label 
promotional practices to the surface, where they 
can be subjected to public scrutiny and action 
through legislative and judicial, as well as FDA, 
processes.
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