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The risky 
business of 

off-label use
DONALD C. ARBITBLIT 
AND WENDY FLEISHMAN

Off-label use of 
drugs and devices 

is an accepted 
part of modern 

medical practice. 
When harm results, 

lawyers must 
navigate the maze 
of regulatory and 
case law to hold 
drug companies 

accountable.

Because the FDA re-
quires that prescrip-
tion drugs and medi-

cal devices undergo lengthy, 
costly review and testing be-
fore their approval and mar-
keting, American consumers 
trust the agency to ensure 
that these products are safe 
and effective. But most peo-
ple do not realize that many 
drugs and medical devices 
are prescribed for uses that 
the manufacturer did not in-
tend and that have not been 
tested for safety and efficacy.

Indeed, doctors are free to 
prescribe FDA-approved 
medications and devices in 
any way they deem medically 
appropriate, without regula-
tory oversight.1 At least one 
court has acknowledged that 
off-label use is “subject to 
asymmetrical—if not neces-
sarily inconsistent—regula-
tory treatment.”2

Lawsuits brought by patients 
injured as a result of off-la-
bel use have raised complex 
issues that the courts are 

working to resolve. Recent 
changes in statutes governing 
the FDA and an ever-grow-
ing body of federal and state 
case law make representing 
injured clients challenging. 
But the effort is worthwhile: 
Litigation over off-label use 
has the potential to improve 
drug safety for all health care 
consumers.

Off-label use is a key com-
ponent of mainstream medi-
cal practice and a recognized 
exception to FDA oversight.3 
Many off-label uses are rec-
ommended by research in-
stitutions, professional or-
ganizations, and standard 
pharmaceutical reference 
books. They are especially 
common in treating AIDS, 
cancer, and rare diseases. 
The Supreme Court has said 
that off-label use “is an ac-
cepted and necessary corol-
lary of the FDA’s mission to 
regulate [drugs and medical 
devices] in this area without 
directly interfering with the 
practice of medicine.”4
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FDA policy states that “once 
a [pharmaceutical] product 
has been approved for mar-
keting, a physician may pre-
scribe it for uses or in treat-
ment regimens of patient 
populations that are not 
included in approved label-
ing.”5 This policy, known as 
the practice-of-medicine ex-
emption, reflects the history 
of the 1938 Food, Drug, and 
Cosmetic Act (FDCA).6 The 
FDCA was intended to regu-
late the manufacture of phar-
maceutical products, rather 
than the conduct of doctors 
in prescribing them. Similar-
ly, the 1997 Food and Drug 
Administration Moderniza-
tion Act (FDAMA), amend-
ing the FDCA, includes spe-
cific protection for prescriber 
choice.7

At the same time, the FDCA 
prohibits drug and device 
manufacturers from market-
ing or promoting a product 
for a use that the FDA has 
not approved.8 If its labeling 
includes information about 
unapproved uses, the drug 
has been “misbranded.”9

The FDAMA says that if a 
manufacturer intends to pro-
mote a drug for new uses, it 
must resubmit the drug for 
FDA testing and approval.10 
However, the act’s so-called 
Mack-Frist provision, §401, 
allows manufacturers or 
their sales representatives 
to provide physicians with 
peer-reviewed articles from 
scientific or medical journals 
or reference books and infor-
mation about clinical trials 
of off-label uses of the prod-
uct.11 Before the FDAMA, 
companies collected such 

references and occasionally 
provided them in response 
to physician inquiries. How-
ever, §401 appears to permit 
companies to proactively dis-
seminate this type of infor-
mation, contrary to the FDA’s 
prior blanket prohibition of 
promoting off-label uses.

Specifically, §401 allows dis-
tribution of information re-
garding off-label use if the 
manufacturer 

  ■  submits to the FDA a 
supplemental new-drug ap-
plication for the new use 
  ■  disseminates informa-
tion that is not abridged, 
false, or misleading and does 
not pose a significant health 
risk to the public 
  ■  ensures that all clinical 
research described in the 
information is the manufac-
turer’s work 
  ■  submits a copy of the 
information to the FDA at 
least 60 days before dissemi-
nating it to doctors 
  ■  includes prominent dis-
claimers clarifying that the 
drug has not been approved 
by the FDA for that particu-
lar off-label use.12

Ironically, the FDAMA was 
enacted only two months 
after the popular diet drugs 
fenfluramine and dexfenflu-
ramine were withdrawn from 
the market because of ad-
verse events linked to their 
off-label use. These drugs, 
marketed by American Home 
Products Co. (AHP, now Wy-
eth), were FDA-approved for 
short-term use as stand-
alone therapies. Beginning 
in 1992, medical articles in 
peer-reviewed journals sug-

gested that fenfluramine 
could be taken for longer 
periods if combined with 
phentermine, another diet 
drug.13 AHP did not sponsor 
these studies but responded 
to physician inquiries by pro-
viding copies of the articles, 
which implicitly promoted 
the off-label, long-term use 
of fenfluramine together with 
phentermine.

Many who used fen-phen suf-
fered severe and sometimes 
fatal side effects, including 
both primary pulmonary hy-
pertension and valvular heart 
disease. Peer-reviewed lit-
erature showed that the lon-
ger fen-phen was used, the 
greater the frequency of both 
conditions.14 Most of the in-
juries and deaths, along with 
most of AHP’s estimated $16 
billion liability to date, prob-
ably resulted from the off-la-
bel use of fen-phen, since the 
scientific literature shows 
that few injuries occurred 
among short-term users.15

It is uncertain whether these 
adverse effects would have 
been detected in clinical tri-
als if long-term use of fen-
phen had been submitted for 
FDA approval. What is clear 
is that they could not have 
been detected in the small-
population studies AHP used 
to promote fen-phen. The fen-
phen fiasco demonstrates the 
risk inherent in promoting 
off-label uses without the full 
panoply of testing and review 
that new drug uses must un-
dergo to gain approval.

Federal preemption
Defendants in state lawsuits 
involving harm from off-label 
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uses often argue that federal 
law preempts such claims. 
In Buckman Co. v. Plaintiffs’ 
Legal Committee, a case in-
volving the promotion and 
speedy approval of an off-la-
bel use of a medical device, 
the Supreme Court endorsed 
the defense of federal pre-
emption in pharmaceutical 
and medical device cases, 
holding that “fraud on the 
FDA” claims were impliedly 
preempted by the FDCA as 
amended by the FDAMA.16

The plaintiffs were patients 
who claimed to have suffered 
injuries resulting from bone 
screws that had been im-
planted in their spines. They 
sued the manufacturer and 
the consulting company that 
assisted the screw manufac-
turer in obtaining FDA ap-
proval of the devices. They 
claimed that both “made 
fraudulent representations 
to the FDA as to the intended 
use of the screws and that, 
as a result, the devices were 
improperly given market 
clearance and were subse-
quently used to the patients’ 
detriment.”17

The Court reasoned that such 
claims encroach on the in-
herently federal relationship 
between the FDA and the 
entities it regulates because 
the relationship is governed 
by federal law. The majority 
opinion discussed at length 
the FDA’s practice-of-medi-
cine exemption, including 
off-label drug and device use, 
and acknowledged the agen-
cy’s recognition that off-label 
prescription can have value. 
The Court suggested that 
“fraud on the FDA” claims 

would discourage manufac-
turers from seeking approval 
for devices with potentially 
beneficial off-label uses.18

Despite its endorsement of 
off-label use and the FDA’s 
policy supporting it, the 
Buckman majority did not 
hold that all state law claims 
relating to off-label uses 
are preempted. Instead, the 

Court noted that its holding 
of implied preemption was 
based on the fact that “the 
fraud claims exist solely by 
virtue of the FDCA disclosure 
requirements.”19 Therefore, 
other state law claims con-
cerning the promotion and 
marketing of off-label uses 
that parallel federal safety 
requirements are still via-
ble.20

In fact, the Court in Buckman 
made clear that claims based 
on traditional state tort law 
that had predated the feder-
al enactments in the FDCA, 
such as those at issue in an 
earlier case, Medtronic, Inc. 
v. Lohr, were still viable.21 
The Lohr claims included 
a state law defective-drug 
claim and claims based on 
allegedly defective labeling 
and marketing.22

Both Buckman and Lohr 
left several questions unre-
solved. One is how far the 

lower courts will extend the 
Buckman holding to pre-
clude claims that are not en-
tirely based on a violation of 
a federal statute but involve 
evidence of fraud on the 
FDA.23

Lohr also left open the ques-
tion of whether the premar-
ket approval process imposes 
specific federal requirements 

on a medical device maker 
so as to trigger preemption 
under the Medical Device 
Amendments. Several federal 
and state courts have con-
cluded that it does.24

Other questions concerning 
the interplay of federal and 
state jurisdiction over law-
suits involving off-label use 
are unsettled. In Rubel v. 
Pfizer, Inc., an Illinois case 
involving the drug Neurontin, 
the drug company removed 
the case to federal court, 
claiming preemption.25

The plaintiffs sought relief 
under the Illinois Consumer 
Fraud and Deceptive Busi-
ness Practices Act, claiming 
that Pfizer had illegally mar-
keted Neurontin for off-label 
use. Although the complaint 
alleged that the company’s 
conduct had violated federal 
statutes and regulations, it 
carefully limited the causes 
of action to a single state-law 

Contrary to the FDA’s prior blanket prohibition, 
a 1997 revision in the law appears to permit 
companies to proactively disseminate peer-reviewed 
articles and clinical trial information about 
off-label uses of a drug or medical device.
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claim. 

The district court held that 
despite the “plaintiff’s myriad 
references to federal law,” no 
federal question existed.26 
Because the plaintiffs made 
no federal claim for relief, and 
because the FDCA lacks pri-
vate enforcement provisions 
that would encompass the 
plaintiffs’ claims, the court 
remanded the matter to state 
court.

Several types of claims con-
cerning promotion of off-label 
use of drugs are still viable. 

For example, in Tardy v. Eli 
Lilly & Co., the court permit-
ted the plaintiffs to proceed 
with claims for fraudulent 
misrepresentation and con-
cealment related to off-label 
promotion of Zyprexa, an an-
tipsychotic drug. It dismissed 
other claims on the basis of 
the learned intermediary de-
fense.27 

In United States ex rel. 
Franklin v. Parke-Davis, a 
federal qui tam action was 
filed and successfully settled 
against the drug company. 
The complaint alleged that 
Parke-Davis had engaged in 
an extensive and far-reaching 
campaign to use false state-
ments to promote increased 
prescriptions of Neurontin for 
off-label uses, which caused 
the filing of false claims for 
reimbursement by the fed-
eral government.

The court denied Parke-Da-
vis’s motion to dismiss for 
the most part and held that 
the False Claims Act could be 
used to create liability where 
failure to abide by FDCA rules 
and regulations amounts to 
a material misrepresentation 
made to obtain a government 
benefit.28

Learned intermediary
doctrine
According to the learned in-
termediary doctrine, a drug 
or device manufacturer is 
protected from liability for 
injury if it has provided a 

sufficient warning to the pre-
scribing physician. This issue 
is more complex when a case 
involves an off-label use. 

The manufacturer’s warn-
ings describe effects that can 
occur when the drug is used 
as directed, and they list 
precautions and contraindi-
cated uses. Risks associated 
with off-label uses are not 
included in the labeling, so 
one must look elsewhere to 
determine whether the man-
ufacturer warned physicians 
sufficiently to invoke this de-
fense. 

For example, if research arti-
cles discussing off-label uses 
were provided to doctors, it 
would be important to know 
whether the risks of such use 
were disclosed at the same 
time. A search of the litera-
ture could also show what 
was known by the relevant 

medical community.
In Proctor v. Davis, an Illinois 
appellate court upheld a jury 
verdict against Upjohn Co. 
for a plaintiff who suffered 
eye injuries because of the 
off-label, intraocular injec-
tion of Depo-Medrol, a cor-
ticosteroid. The court found 
that Upjohn had promoted 
this use even though the 
company had known about 
possible severe adverse ef-
fects for over 20 years. In 
particular, 

Upjohn encouraged and par-
ticipated in disseminating 
misleading information con-
cerning the use of its drug 
to the “learned intermediar-
ies,” through financial sup-
port, technical assistance, 
and abundant supplies of 
the drug during the period 
when Upjohn was receiving 
adverse information con-
cerning the use of this drug. 
Ironically, some of these very 
reports became part of the 
literature which was sup-
posed to inform the “learned 
intermediaries” about appli-
cation of the drug intraocu-
larly. . . Doctors who have 
not been sufficiently warned 
of the harmful effects of a 
drug cannot be considered 
“learned intermediaries,” and 
the adequacy of warnings is 
a question of fact, not law, 
for the jury to determine, as 
it did in the instant case.29
The court held that Upjohn 
promoted the off-label use of 
the drug without attempting 
to communicate the risks. It 
found the company’s spon-
sorship of flawed literature 
particularly egregious be-
cause Upjohn used it to “plant 
the seed” of misinformation 

Most people do not realize that doctors are free to prescribe 
FDA-approved medications and devices in any way they deem 

medically appropriate, without regulatory oversight.
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that resulted in harmful use 
of the drug.30 

Although Proctor was decid-
ed a few months before the 
FDAMA took effect, the act 
probably would not protect 
a manufacturer under simi-
lar circumstances. Section 
401 permits manufacturers 
to disseminate peer-reviewed 
literature promoting off-label 
use only when the informa-
tion is not false or mislead-
ing and does not create a risk 
to public health. When the 
manufacturer promotes off-
label use without informing 
physicians of known risks, 
neither the learned interme-
diary doctrine nor the FDA-
MA should provide a shield 
against liability.

Counsel investigating ad-
verse events resulting from 
off-label use should consid-
er the potential for liability 
based on the manufactur-
er’s withholding information 
about risk from doctors and 
patients. Sources of risk in-
formation beyond the label 
must be investigated.

Off-label use of drugs and 
medical devices will contin-
ue to be a significant part of 
medical practice. Although 
it may provide benefits to 
patients, its risks are poten-
tially greater, exacerbated by 
manufacturers’ sponsorship 
of studies to support off-la-
bel use, biased reporting of 
data, and publication of only 
favorable studies.31 Patients 
injured by off-label drug use 
have the right to hold manu-
facturers responsible when 
they fail to adequately warn 
of the risks. ■

Notes

1. The American Medical Association 
adds a caveat: if such use is based on 
scientific evidence and sound medical 
opinion. Policies of the AMA’s House of 
Delegates, Patient Access to Treatments 
Prescribed by Their Physicians, H-
120.988(1)(a)(2004), available at www.
ama-assn.org/apps/pf_new/pf_online 
(click on “Health Policies of the HOD,” 
then H-120.000, “Drugs: Prescribing and 
Dispensing,” then H-120.988)(last visited 
Feb 1, 2005). 

2. See, e.g., Wash. Legal Found. v. 
Henney, 202 F.3d 331, 332 (D.C. Cir. 
2000).

3. James M. Beck & Elizabeth D. Azari, 
FDA, Off-Label Use, and Informed 
Consent: Debunking Myths and 
Misconceptions, 53 FOOD & DRUG L.J. 
71, 79-80 (1998).

4. Buckman Co. v. Plaintiffs’ Legal 
Comm., 531 U.S. 341, 350 (2001).

5. Citizen Petition Regarding the FDA’s 
Policy on Promotion of Unapproved Uses 
of Approved Drugs and Devices, 59 Fed. 
Reg. 59820, 59821 (Nov. 18, 1994) (citing 
Policy Statement, Uses of Approved Drugs 
for Unlabeled Indications, 12 FDA DRUG 
BULL. 4-5 (1982)). For a discussion of 
the FDA’s policies, see generally James 
O’Reilly & Amy Dalal, Off-Label or Out of 
Bounds? Prescriber and Marketer Liability 
for Unapproved Uses of FDA-Approved 
Drugs, 12 ANNALS HEALTH L. 295 
(2003).

6. 21 U.S.C. §§301-99 (2000); see 78 
CONG. REC. 3, 2728-29 (1934) (statement 
of Sen. Copeland).

7. 21 U.S.C. §396 (2000).

8. See id. §331(a) and §331(d).

9. Wash. Legal Found., 202 F.3d 331, 
332-33 (citing 21 U.S.C. §331(a)).

10. 21 U.S.C. §§360aaa(b)(1)(a), 360aaa-3 
(2000). 

11. Id. §301. See also The FDA 
Modernization Act of 1997, FDA 
Backgrounder (Nov. 21, 1997), available 
at www.fda.gov/opacom/backgrounders/
modact.htm (last visited Feb 1, 2005). 

12. 21 U.S.C. §360aaa(b) (2000).

13. See, e.g., Michael Weintraub, Long-
Term Weight Control Study: Conclusions, 
51 CLINICAL PHARMACOLOGY & 
THERAPEUTICS 642 (1992).

14. See, e.g., James G. Jollis et al., 
Fenfluramine and Phentermine and 
Cardiovascular Findings: Effect of 
Treatment Duration on Prevalence of 
Valve Abnormalities, 101 CIRCULATION 
2071 (2000); Stuart Rich et al., 
Anorexigens and Pulmonary Hypertension 

in the United States: Results from the 
Surveillance of North America Pulmonary 
Hypertension, 117 CHEST 870 (2000). 

15. See Merck Pulls Vioxx off the Market, 
Investor Guide Daily (Oct. 1, 2004) 
(stating Wyeth has reserved $16 billion to 
$17 billion for fenfluramine liability and 
has paid more than $13 billion to date), 
available at www.investorguide.com/cgi-
bin/dailyarchives.cgi?date=100104 (last 
visited Feb. 1, 2005). 

16. Buckman, 531 U.S. 341, 343.

17. Id. at 347.

18. Id. at 350-51.

19. Id. at 353.

20. See, e.g., Proctor v. Davis, 682 N.E.2d 
1203, 1214-15 (Ill. App. Ct. 1997). 

21. Buckman, 531 U.S. 341, 352-53 
(citing Medtronic, Inc. v. Lohr, 518 U.S. 
470 (1996)).

22. The Lohr Court found that the state 
laws were not expressly preempted 
under the Medical Device Amendments. 
The issue in Buckman was implied 
preemption. See Buckman, 531 U.S. 341, 
352.

23. See, e.g., Davenport v. Medtronic, 
Inc., 302 F. Supp. 2d 419 (E.D. Pa. 2004), 
Dusek v. Pfizer, Inc., No. Civ. A. H-02-
3559, 2004 WL 2191804 (S.D. Tex. Feb. 
20, 2004).

24. See cases cited in Davenport, 302 F. 
Supp. 2d 419, 431.

25. 276 F. Supp. 2d 904 (N.D. Ill. 2003), 
appeal dismissed, 361 F.3d 1016 (7th Cir. 
2004).

26. Id. at 907.

27. No. CV-03-538, 2004 WL 1925536, at 
*4-5 (Me. Super. Ct. Aug. 3, 2004).

28. 147 F. Supp. 2d 39, 51-52 (D. Mass. 
2001).

29. Proctor, 682 N.E.2d 1203, 1214-15.

30. Id. at 1215.

31. See Barry Meier, Contracts Keep Drug 
Research Out of Reach, N.Y. TIMES, Nov. 
29, 2004, at A1.

DONALD C. ARBITBLIT and 
WENDY FLEISHMAN are part-
ners with Lieff Cabraser Hei-
mann & Bernstein in the firm’s 
San Francisco and New York 
offices, respectively.


