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large number of cancer types; (b) evidence-based support for off-
label use in multiple cancer indications; (c) the impracticality of
seeking approved drug indication status for all cancer types; and
(d) lack of financial incentives to seek additional indications for
manufacturers, especially after patent exclusivity has expired. 4

These benefits have established off-label use of cancer drugs as a
mainstay in oncology practice, and it is now viewed as a highly ef-
fective, accepted, and innovative route of treatment.55

Accordingly, off-label use has been credited as beneficial in many
other areas of clinical practice, and commentators have observed
that off-label use may maximize the utility of a drug and enable ac-
cess to the greatest number of potential patients."6 Other beneficial
examples include the off-label use of anti-retroviral combination
therapy in the treatment of AIDS as well as the widespread use of
prescription aspirin to reduce the risk of heart attack.

2. Vulnerable Patient Populations: Information and Access

In addition to permitting advances in medical care treatment,
off-label promotion is especially important for those who suffer
from life-threatening diseases and do not have access to FDA-
approved therapy. Large clinical trials used to assess the safety and
efficacies of such drugs are extremely difficult in these relatively
small populations, because they often lack sufficient study subjects.
This inability to conduct trials necessitates some alternative meth-
od of access. 58 Appropriate off-label promotion to vulnerable
patient populations and their physicians may provide such a meth-
od while disseminating information about promising treatments.
This is particularly needed because physicians have been shown to
possess limited knowledge of treatment alternatives for orphan
disease and other underserved patients. 9

54. See P.G. Casali, The Off-Label Use of Drugs in Oncology: A Position Paper by the European
Society for Medical Oncology (ESMO), 18 ANNALS ONCOL. 1923, 1923 (2007).

55. See Salbu, supra note 8, at 193-94.
56. See id. at 194.
57. See id. at 194-95. Note that aspirin does not fall under the traditional definition of

off-label use or promotion as it is an over-the-counter, rather than prescription, drug. How-
ever, though its primary packaging indicates that it should be used for pain relief and fever
reduction, aspirin is also heavily promoted as reducing the risk of heart attacks and ischemic
strokes. See id. The FDA only approved these additional indications in the 1980s and late
1990s. See Charles H. Hennekens et al., Aspirin as a Therapeutic Agent in Cardiovascular Disease,
96 CIRCULATION 2751 (1997).

58. See Casali, supra note 54, at 1923-24.
59. See Bryan A. Liang & Tim Mackey, Reforming Off-Label Promotion to Enhance Orphan

Disease Treatment, 327 SCIENCE 273, 273-74 (2010).
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a. Orphan Disease Patients

Appropriate forms of off-label use, prescribing, and promotion
can improve access to beneficial clinical treatment for underserved
populations. This includes patients diagnosed with "orphan" con-
ditions that lack an approved treatment pathway. 60 In fact,
approximately 90 percent of the thirty million patients suffering
from such rare diseases are prescribed at least one drug for off-
label use." This statistic underscores the need for patient access to
off-label clinical treatments.

Patient groups such as the National Organization for Rare Dis-
orders (NORD), which advocates on behalf of underserved patient
populations affected by rare diseases, have acknowledged the po-
tential benefit of off-label use with appropriate medical

justification in administration of their Medication Assistance Pro-
grams.62 NORD has also emphasized the importance of establishing
appropriate mechanisms for reimbursement of off-label uses by
payers in future healthcare legislation.6 ' This is a response to the
growing insurance practice of denying coverage by classifying off-
label drug use as experimental, further limiting access and clinical
options for patients who may have few other alternatives.

Recently, the FDA launched an orphan disease drug develop-
ment database to encourage manufacturers to develop drugs for
rare diseases by identifying products that have already received
FDA approval and that have potential to treat rare diseases
through added indications.6 5 This development emphasizes the
need for further research to promote orphan drug discovery and
treatments, but fails to address the need to provide appropriate
incentive mechanisms for manufacturers to incur the cost of

60. See id. An orphan condition is one that afflicts less than 200,000 patients in the US.
See generally Orphan Drug Act, Pub. L. No. 97-414, 96 Stat. 2049 (1983) (codified as amend-
ed in scattered sections of 21 U.S.C. and 42 U.S.C.).

61. See Treating Rare and Neglected Pediatric Diseases: Promoting the Development of New

Treatments and Cures: Hearing Before the S. Comm. on Health, Education, Labor, and Pensions,
111th Cong. 4 (2010) [hereinafter Hearing] (statement of Diane Dorman, Vice President for
Public Policy, National Organization for Rare Disorders (NORD)), available at http://
www.help.senate.gov/imo/media/doc/Dormanl.pdf.

62. Medication Assistance Programs administered by NORD provide life-saving drugs
to uninsured and underinsured patients who cannot otherwise gain access to treatment and
are done in partnerships with pharmaceutical companies which determine eligibility crite-
ria. See Marlene Krammer, The National Organization for Rare Disorders and the Experience of the
Rare Disorder Community, THE NATIONAL ORGANIZATION OF RARE DISORDERS 11, 1-34 (2003).

63. See Hearing, supra note 61, at 4-5.
64. See id. at 4.
65. Amy Dockser Marcus, FDA Database Aims to Spark Orphan-Disease Drug Development,

WALL ST. J. HEALTH BLOG (June 18, 2010, 7:30 AM), http://blogs.wsj.com/health/2010/
06/18/fda-database-aims-to-spark-orphan-disease-drug-development/.
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expanded approved labeling, which has been described as unprof-
itable and unattractive from a business perspective.

The potential benefits of off-label promotion and subsequent
use by vulnerable patient populations are significant and should be
taken into account by regulators and lawmakers. As current policy
stands, drug manufacturers have little incentive to seek costly FDA
approval for an indication that has little chance of return on in-
vestment. For potentially fatal and debilitating diseases, off-label
use may be one of the only ways to provide effective treatment to
these patients in the absence of other clinical pathways.

b. Pediatric and Pregnant Patients

Two additional sets of patients that depend on off-label use and
promotion are the pediatric population and pregnant women. Off-
label use is already widely accepted in pediatric care. An estimated
75 percent of marketed prescription drugs have no labeling indica-
tions for pediatric populations, making all use of these drugs in
children off-label.6 s Like orphan disease patients, pediatric popula-
tions are a relatively small percentage of the total patient
population, and clinical research involving children can be prohibi-
tively expensive and ethically challenging.69 Because pharmaceutical
manufacturers have little incentive to engage in development of
drugs or drug guidelines for these populations,'o off-label may be the
defacto norm in pediatric prescribing."

66. Ben Moscovitch, FDA Hopes to Bring Rare Disease Uses On-Label With New Database,
HEALTHPOLICYNEWSSTAND, (June 24, 2010, 8:47 PM), http://healthpolicynewsstand.com/
FDA-Week/FDA-Week-06/25/2010/fda-hopes-to-bing-rare-disease-uses-on-label-with-new-
database/menu-id-315.html (describing pharmaceutical industry view that expanding drug
label indications is not profitable for firms).

67. Examples include the use of drugs such as Zenapax for the treatment of multiple
sclerosis, John Rose, Monoclonal Antibody Treatment in MS, U.S. DEPARTMENT VETERANS AFF.,
http://www.va.gov/MS/articles/MonoclonalAntibody TreatmentforMS.asp (last updat-
ed Dec. 2009), and the majority of cancer treatments, which are provided off label. Cf Off-
label Drug Use: What is Off-Label Drug Use?, Am. CANCER Soc'Y, http://www.cancer.org/
Treatment/TreatmentsandSideEffects/TreatmentTypes/Chemotherapy/off-label-drug-use
(last revised Mar. 14, 2011).

68. See Fugh-Berman & Melnick, supra note 31, at 1432.
69. Cf Geert Jong et al., Correspondence, Unapproved and Off-Label Use of Drugs in a

Children's Hospital, 343 NEW ENGL.J. MED. 1125, 1125 (2000).
70. See Jeffrey L. Blumer, OffLabel Uses of Drugs in Children, 104 PEDIATRICS 598, 598-

602 (1999) (noting the pharmaceutical industry's low incentive to develop drugs for
children and infants).

71. Studies have shown that close to 80 percent of hospitalized children may be receiv-
ing drugs off-label. See, e.g., Samir Shah et al., Off-Label Drug Use in Hospitalized Children, 161
ARCHIVES PEDIATRIC ADOLESCENT MED. 282, 282-83 (2007) (finding in a study of hospital-
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Lack of approved indications for these populations has led to a
paucity of drugs that are properly formulated or approved for use
by children. The resulting widespread off-label prescribing in-
cludes treatment regimens modified by hospital pharmacies for
dosage, frequency, dosage form, or route of administration. Med-
ical literature also reflects this lack of attention; important
physician reference material, such as the Physicians' Desk Refer-
ence, do not include or address dosage, safety, or efficacy
information for administration of drugs in children or infants.73

With few formally approved options to treat pediatric populations,
off-label use in this population has been seen as both necessary

71and appropriate.
Pregnant women also rarely participate in clinical trials; there-

fore, they also need access to off-label information. Widespread
exclusion of pregnant women from clinical trials presents significant
challenges in administering approved treatments. This is especially
true given that the various and complex physiological changes that
occur during pregnancy make determining appropriate dosages dif-
ficult, hence necessitating off-label use by clinicians.7 ' Examples
include the off-label use of methotrexate, which is widely regard-
ed as an effective treatment of ectopic pregnancy. Since ectopic
pregnancy occurs only in approximately 0.64 percent of pregnan-
cies in the U.S., and since pregnant women have been historically
underrepresented in clinical studies, treatment for this condition
must be off-label. This is an example of both the widely accepted

ized patients eighteen years or younger that at least one drug was prescribed off label in 78.7
percent of cases).

72. SeeJong et al., supra note 69, at 1125.
73. The Physicians' Desk Reference is a compilation of prescribing information for

prescription drugs provided to physicians in order to aid them in writing prescriptions. See
2011 Physicians' Desk Reference, PDR BoOKSTORE.COM, https://www.pdrbookstore.com/
ProdDetails.asp?ID=9781563637803&PG=1&Type=BL&PCS=PDR (last visited Sept. 3, 2011);
Blumer, supra note 70, at 598.

74. See Blumer, supra note 70, at 602.
75. See Francoise Baylis, Pregnant Women Deserve Better, 465 NATURE 689, 689-90 (2010).
76. Methotrexate is approved by the FDA for treatment of choriocarcinoma. Trexall,

RxLisT, http://www.rxlist.com/trexall-drug.htm (last reviewed Nov. 20, 2007). Studies have
shown that off-label use of methotrexate for ectopic pregnancies has had an overall success
rate over 90 percent. See, e.g., Gary Lipscomb et al., Analysis of Three Hundred Fifteen Ectopic
Pregnancies Treated With Single-Dose Methotrexate, 178 AM.J. OBSTETRICS & GYNECOLOGY. 1354,
1354-55 (1998).

77. See Karen Hoover et al., Trends in the Diagnosis and Treatment of Ectopic Pregnancy in
the United States, 115 OBSTETRICS & GYNECOLOGY 495, 499 (2010) (discussing low rate of
ectopic pregnancy in the United States). For a discussion on how pregnant women are rou-
tinely excluded for clinical trials and their need for off-label use of medication, see Fugh-
Berman & Melnick, supra note 31, at 1432.
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beneficial use of a drug off-label, as well its administration to a
population in need.

B. Negative Effects

1. Safety and Regulatory Concerns

While the potential benefits of off-label use-such as preserving
the autonomy of physicians to innovate in their clinical practice,
better treatment options for underserved patients, and the possi-
bility of faster delivery of clinically viable uses of drugs-are
legitimate, potential negative consequences also require close ex-
amination. There are significant concerns regarding safety and
efficacy of unapproved and under-evaluated uses. They include
discouragement of more viable evidenced-based practices and clin-
ical testing, wasted financial resources, conflicts of interest, and
opportunities for pharmaceutical manufacturers to bypass regula-
tory approval and the expense of more thorough clinical study.

Perhaps the most important criticism of off-label promotion and
use of drugs without full FDA approval is that such a policy creates
disincentives for robust testing.80 This can be especially problematic
for off-label use of prescription drugs with a high-risk profile and
whose widespread unsafe use can lead to public health emergen-
cies.' Studies have also questioned the safety and effectiveness of
off-label uses of medications in pediatrics, arguing that minimizing
potential safety risks requires more effective testing and monitor-
ing. 

82

As well, beyond limited scientific testing, these drugs do not
have appropriate labeling for the off-label indication, may not have
proper dosage information, and do not report important risk in-
formation, all of which can represent a risk to public health and
patient safety. 3 Indeed, lack of a standardized label may contribute
to confusion as to which uses are approved and which are not.

78. See Stafford, supra note 6, at 1427-28.
79. See id.
80. See Salbu, supra note 8, at 201, 205-06.
81. See id. at 202-03 (regarding general lack of regulatory control for off-label applica-

tions, such as the wide-spread use of fenfluramine (fen-phen), resulting in unnecessary
harm to patients).

82. SeeJulie M. Zito et al., Off-Label Psychopharmacologic Prescribing for Children: History
Supports Close Clinical Monitoring, 2 CHILD & ADOLESCENT PSYCHIATRY & MENTAL HEALTH 24
(Sep. 15, 2008), http://www.capmh.com/content/2/1/24.

83. See Salbu, supra note 8, at 202.

[VOL. 45:1
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Off-label promotion also is problematic from a regulatory incen-
tive perspective. Although pharmaceutical companies can obtain
FDA approval for new indications through a sNDA, this process
requires rigorous safety and efficacy testing for the new indication.
The costs of new clinical trials and potential for adverse data,
which could reduce or eliminate future off-label use or negatively
affect existing sales of products already prescribed off-label, dis-
courages the use of this system. This regulatory system hinders
business; hence, the balance of incentives favors off-label promo-
tion.14

2. Bioethical Arguments

There are also bioethical arguments regarding off-label use and
whether it constitutes experimentation on human subjects that
requires a patient's informed consent. Since off-label use and pro-
motion are not well-known or well-understood concepts, patients
may suffer from lack of adequate disclosure of information regard-
ing the benefits and risks of off-label uses. This informational
asymmetry gives rise to concerns about informed consent and
complicates the challenge of addressing this issue.

It is clear that most patients have little if any knowledge of the
subtleties of off-label versus FDA-approved indications for drugs.
For example, recent surveys suggest that patients believe drugs are
always prescribed as approved by the FDA." In fact, patients may
have limited knowledge about the widespread practice of off-label
prescribing, since there is no FDA requirement of informed con-
sent for these activities. This contrasts with clinical trials and other
clinical interventions, which both require full disclosure."

The result is that physicians administer drugs to patients off-label
without disclosing that the treatment deviates from FDA-approved
indications and that, in fact, there may be limited evidence-based
data supporting the off-label use. This practice is encouraged by
illegal off-label promotion activities by pharmaceutical companies
and, in combination with undisclosed potential financial conflicts of

84. See Ratner & Gura, supra note 33, at 870.
85. See Margaret Johns, Informed Consent: Requiring Doctors to Disclose Off-Label Prescrip-

tions and Conflicts of Interest, 58 HASTINGs L.J. 967, 968 (2007).
86. See id. at 974.
87. See Michael Wilkes & Margaret Johns, Informed Consent and Shared Decision-Making: A

Requirement to Disclose to Patients Off-Label Prescriptions, 5 PLoS MED. 1553, 1553-55 (2008).
Informed consent involves the disclosure to a patient of the nature of the intervention, the
potential negative and positive risks and benefits of intervention, alternatives to the inter-
vention, and the risks and benefits of potential alternatives. See id. at 1554.

19FALL 2011 ]
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interest and/or inaccurate medical literature, may result in in-
creased inappropriate prescribing with patients shouldering the
risk.88 Hence, physicians have an ethical obligation to disclose and
patients have the fundamental right to know when a drug is being
prescribed off-label, and both should be encouraged to make a
shared decision on whether to accept such a treatment option."

Consequently, bioethical arguments surrounding off-label use
and prescribing as well as the shift to greater patient autonomy in
the clinical setting have led to calls to mandate the disclosure of
off-label use by physicians under the legal doctrine of informed
consent.90 Proponents of this position argue that off-label use and
prescribing is inherently experimental, and the potential risks,
benefits, and alternatives need to be disclosed so that patients can
make informed decisions about their own care.9' However, others
have warned that such a disclosure mandate could stifle clinical
innovation and would be unduly burdensome for physicians to im-
plement given the difficulty in determining the risks and benefits
of off-label use.92

3. Tainted Literature

The publication of clinical studies is crucial to both the approval
and marketing of pharmaceuticals, including off-label use and
promotion. Scientific articles and journals are used to validate the
efficacy and safety of drugs, advertise a drug's benefits, and inform
physicians in their clinical practices.

One of the primary concerns regarding off-label promotion is the
validity and accuracy of off-label clinical publications that are dis-
tributed by industry representatives. 3 However, this distribution of
published articles to promote off-label uses may mislead physicians.
These concerns surround three basic areas: selective publishing, sys-
tematic manipulation of literature, and the absence of analysis
regarding the safety and efficacy of off-label uses.

88. See id.
89. Note that in medical practice informed consent is required prior to starting a

treatment or performing a test. See id. at 1553.
90. See id. at 1554.
91. See id. at 1555.
92. See id.
93. See Liang & Mackey, supra note 34, at 153, 154 n.82.
94. See Psaty & Ray, supra note 1, at 1950.

[VOL. 45:1
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a. Selective Publishing

Selective publishing raises issues regarding whether manufac-
turers are adequately representing the current state of knowledge
and fully disclosing all study data regarding risks and benefits of
their products.5 Research has shown that manufacturers do not
publish unfavorable clinical results regarding their products due to
potential negative economic consequences and an absence of any
affirmative obligation." Selective publication is symptomatic of the
conflict of interest that exists in sponsor-initiated clinical trials.
Sponsors have little or no incentive to publish or distribute find-
ings that may negatively affect sales. This gives rise to a systemic
bias in published work and subsequent pharmaceutical sales pitch-
es-known as "detailing"-based on these "studies."97

This situation also raises serious questions about the validity and
reliability of information physicians receive and use in their clinical
practice, further undermining the integrity of appropriate off-label
drug use. Without any third-party oversight of distribution and re-
view of medical literature that may promote off-label uses, it is
impossible to ensure that the information provided is a complete
and fair representation of the actual clinical data favoring or op-
posing off-label use.

b. Literature Manipulation: Ghostwriting

Sponsors of clinical studies have also systematically manipulated
data by controlling the design, research, and analysis of such stud-
ies. 8 Even the authorship of a study can be altered for marketing
purposes through a practice known as ghostwriting.99 Scientific
ghostwriting is the practice of pharmaceutical companies either
authoring papers in house or hiring medical education and com-
munication companies (MECC) to write clinical papers favorable
to their products, while not providing full disclosure regarding
authorship.oo

95. See id.
96. See id.
97. See id.
98. See id.
99. See id.
100. These pharmaceutical companies may not only write the papers, but may also hire

experts and well-known academics to "author" the papers by co-writing or collaborating with

a ghostwriter to review, revise or, in some cases, simply sign their name to a manuscript. See

Barton Moffatt & Carl Elliot, Ghost Marketing: Pharmaceutical Companies and Ghostwritten jour-

nal Articles, 50 PERSP. BIOLOGY & MED. 18, 19 (2007). These hired experts lend credibility

21FALL 2011 ]
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Ghostwriting exacerbates previous concerns regarding validity
and reliability of potentially biased clinical research that appears in
the medical literature. When articles list well-known experts as au-
thors, physicians even further rely upon these "studies" in
developing their clinical practice, even though they may actually be
the product of marketing campaigns coordinated by pharmaceuti-
cal companies.

Unfortunately, ghostwritten papers often include the promotion
of off-label uses. For example, support for the off-label use of the
drug Gabapentin was generated by a marketing plan and payments
made to MECCs to develop materials, rather than by evidence-
based research.' 1 Ghostwritten articles may unduly influence and
mislead physicians about the benefits and risks involved with cer-
tain forms of off-label promotion that can endanger public
health. 0 2 The prevalence of ghostwriting is alarming, and unlike
the process by which new drugs are approved by the FDA, selective
publishing and ghostwriting limit the ability of regulators and phy-
sicians to adequately identify and scrutinize clinical data.'03

c. Lack of Safety Assessments

Off-label drug use is often untested for clinical efficacy and safe-
ty in the targeted population, and, as suggested above, may not be
adequately supported by unbiased and reliable evidence-based
medical literature. 104 The combination of untrustworthy scientific
data and illegal off-label promotion by manufacturers can lead to
adverse effects. Drugs may be prescribed in inappropriate dosage
levels, used in patient populations whose physiological or psycho-
logical conditions may make such use unsafe, or even prescribed in
direct contravention of FDA warnings.' For example, the appetite

and neutrality to such papers. Stephanie Ngai et al., Haunted Manuscripts: Ghost Authorship in
the Medical Literature, 12 ACCOUNTABILITY REs. 103, 104 (2005). However, this practice raises
questions regarding the credibility of findings, negative consequences of potential conflicts
of interests, and issues regarding accountability and responsibility over content. See Moffat
& Elliot, supra note 100, at 23-24.

101. See Psaty & Ray, supra note 1, at 1950.
102. See Moffatt & Elliot, supra note 100, at 23-24.
103. See Paul Basken, Medical 'Ghosturiting'Is Still a Common Practice, Study Shows, CHRON.

HIGHER EDUc. (Sept. 10, 2009), http://chronicle.com/article/Medical-Chostwriting-Is-a/
48347/. For a discussion of the difficulty of regulators and the public in identifying and
scrutinizing the presence of ghost authors in published studies, see Psaty & Ray, supra note
1, at 1951.

104. SeeFugh-Berman & Melnick, supra note 31, at 1432-33.
105. SeeJohns, supra note 85, at 968-69.

[VOL. 45:1
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suppressant fenfuramine' 6 had eighteen million prescriptions writ-
ten off-label for weight loss prior to the discovery of adverse events
due to long-term use, resulting in some 285,000 patients suffering
heart damage.' 7 Similarly, off-label use of Botox in the treatment
of limb spasticity associated with cerebral palsy in children has
been linked to serious medical problems including hospitalization
and death.'s Off-label use has also been associated with increased
frequency and severity of adverse events in children, where off-
label prescribing is dominant.'09

Indeed, even the presence of express warnings do not preclude
physician prescribing for off-label uses. For example, Eli Lilly's
marketing of Zyprexa was subject to legal penalties for illegal off-
label promotion that pushed the drug's use for dementia in the
elderly, which represented clear patient safety risks."o In fact, there
was a black box warning on Zyprexa's package insert that specifi-
cally indicated that studies had revealed a risk of increased
mortality in elderly patients with dementia associated with the
drug."' Yet physicians continued to prescribe the drug inappropri-
ately based on off-label promotion."2

III. EMPIRICAL INFORMATION FROM ENFORCEMENT ACTIONS

Despite languishing regulatory oversight, federal and state
prosecutors have targeted inappropriate off-label promotion. In-
deed, prosecutions involving fraudulent or misleading off-label
promotion have led to record-breaking settlements. The statutory
bases for these prosecutions include the False Claims Act and the
Anti-Kickback Statute, among others."3 Importantly, this litigation
also serves to provide information on how some industry actors

106. See Fugh-Berman & Melnick, supra note 31, at 1432 (describing fenfluramine
(Pondimin), an appetite suppressant approved for short-term use which was promoted off-

label as "fen-phen" for longer durations).
107. SeeJohns, supra note 85, at 977.
108. See Rita Rubin, Off-Label Botox Use Linked to Serious Side Effects, U.S.A. TODAY, Feb.

11, 2008, at 12D.
109. Fugh-Berman & Melnick, supra note 31, at 1432.
110. See Alex Berenson, Drug Files Show Maker Promoted Unapproved Use, N.Y. TIMEs, Dec.

18, 2006, at Al.
111. See Zyprexa Drug Description, RxLIsT, http://www.rxlist.com/zyprexa-drug.htm (last

reviewedJan. 18, 2011).
112. See Berenson, supra note 110; see alsoJohn Carey, Do Cholesterol Drugs Do Any Good?,

BUSINEssWEEK, Jan. 28, 2008, at 52 (quoting Dr. Howard Brody and Dr. Bryan Liang on
inappropriate but effective off-label marketing of drugs like Lipitor by Pfizer).

113. See False Claims Act, 31 U.S.C. §§ 3729-3733 (2006); Anti-Kickback Statute, 42

U.S.C. § 1320a-7b(b) (2006).
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inappropriately promote off-label drug use.'14 Yet even with these
prosecution, fraudulent and misleading off-label promotion con-
tinues to be a problem.

A. False Claims Act and Anti-Kickback Provisions

1. False Claims Act

Using the False Claims Act (FCA), corporate whistleblowers can
file suit on behalf of the government for false claims submitted to
federal or state funded programs resulting from illegal off-label
promotional activities."' In these cases, manufacturers are deemed
to have submitted false claims by promotion of off-label uses that
are not authorized for reimbursement by the government through
Medicare and Medicaid programs."6 The FCA has been widely used
to enforce pharmaceutical marketing regulations by the federal
government through reimbursement in government healthcare

117programs.

114. See Stafford, supra note 6, at 1428 (noting how litigation arising out of off-label
promotion of gabapentin and olanzapine (Zyprexa) raises important questions about this
practice).

115. See 31 U.S.C. §§ 3729-3733. The False Claims Act ("FCA") is a federal law that al-
lows for prosecutions of individuals and entities that fraudulently bill the U.S. government,
including federal and state healthcare payers such as Medicare and Medicaid. See id. The Act
specifically prohibits (a) submitting a false claim; (b) making or using a false record or
statement for a false claim; and (c) conspiring to commit a violation of the FCA; among
other provisions. See id. It also imposes triple damages on a party found guilty under the
FCA. See id. "Qui tam" provisions under the False Claims Act allow private individuals acting
as qui tam "relators" to bring a suit on the federal government's behalf involving past or
present fraudulent acts. See id. § 3730(b). Relators can bring suit against defendants who
have knowingly submitted or caused the submission of a false or fraudulent claim to the U.S.
government. See id. Such suits have been used extensively in healthcare fraud and abuse
claims. Relators are given an incentive to report fraud and abuse because they share in a
certain percentage of the recoverable damages, ranging from 15-30 percent in addition to
legal fees and other related costs. Id. § 3730(d). Hence, off-label promotion may be prose-
cuted as a false claim submitted to the government for improper off-label uses. For
discussion of FCA provisions as they apply to off-label use and promotion, see Craft, supra
note 11, at 112-14.

116. See Craft, supra note 11, at 112-13.
117. See Sally Wang, False Claims Act: The Right Treatment for Off-Label Marketing?, 38 J.L.

MED. & ETHics 708, 708-09 (2010); Robert Blume et al., 2010 Year-End False Claims Act Up-
date: Part 1, THOMSON REUTERS NEWS & INSIGHT (Mar. 24, 2011), http://newsandinsight.
thomsonreuters.com/Legal/insight/2011/03_-_march/2010-year-endfalse claims-act_
update part_1/. Note that the federal government does not regulate the practice of med-
icine, which is governed by state law of medical licensure and malpractice tort law. Physician
Licensure: An Update of Trends, Am. MED. Ass'N, http://www.ama-assn.org/ama/pub/about-
ama/our-people/member-groups-sections/young-physicians-section/advocacy-resources/
physician-licensure-an-update-trends.page (last visited September 3, 2011). It should also be
noted that, in the case of Hopper v. Solvay Pharmaceuticals, Inc., 588 F.3d 1318, 1330 (11th Cir.

[VOL. 45:1
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Originally enacted during the Civil War in 1863 to prevent fraud
perpetuated by private contractors, the FCA has been used to pros-
ecute illegal off-label marketing primarily involving kickbacks."" In
2010, the Department of Justice negotiated a $422.5 million civil
and criminal settlement with Novartis AG for illegally promoting its
anti-epileptic drug, Trileptal, for off-label use to treat psychiatric
conditions while also providing kickbacks to healthcare profession-
als to encourage them to prescribe their drugs."' This settlement
represents a prime example of successful FCA prosecutions in this
area.

2. Anti-Kickback Statute Violations

At the same time, if a marketing campaign includes any pay-
ments or remuneration, directly or indirectly, to drive referrals of
federal healthcare dollars, there may also be a cognizable claim
under the Anti-Kickback Statute.1 2 0 These kickbacks can come in

2009), the 11th Circuit ruled that a plaintiff must demonstrate intent to market off-label.
The court held that the relators under a qui tam action must plead specific allegations of
false claims with particularity to survive dismissal under the Federal Rules of Civil Procedure,
Rule 9(b). Id. at 1330-31. Even if a relator provides a complaint with factual allegations that

may indicate false claims were submitted to the government, a relator must show and plead
specific and actual instances of false claims to avoid dismissal under 31 U.S.C. § 3729(a) (1).
Id. at 1324. In this case the relator's complaint failed to provide specific instances of fraud
and a motion to dismiss the claims by defendant was granted by the trial court and upheld
by the 11th Circuit. Id. at 1325. This ruling potentially creates significant challenges for
future whistleblower-initiated FCA prosecutions of off-label promotion. However, the impli-
cations of this ruling were somewhat curtailed by passage of the Fraud Enforcement and
Recovery Act in 2009, which extended anti-retaliation protection to whistleblowers. See
Fraud Enforcement and Recovery Act of 2009, Pub. L. No. 111-21, § 4(d), 123 Stat. 1617
(amending 31 U.S.C. § 3730(h)).

118. SeeWang, supra note 117, at 708-12.
119. See Press Release, U.S. Dep't of Justice, Novartis Pharmaceuticals Corporation to

Pay $422.5 Million for Off-Label Drug Marketing (Sept. 30, 2010), available at http://www.
justice.gov/usao/pae/News/Pr/2010/Sept/novartis release.pdf.

120. The Anti-Kickback Statute is a federal statute that prohibits the offering, payment,
solicitation, or receipt of any remuneration in order to induce referrals to another person
or entity for the purpose of furnishing or arranging to furnish any items or service that may
be paid for in whole or in part by a federally funded healthcare program. See Anti-Kickback
Statute, 42 U.S.C. § 1320a-7b(b) (2006). Criminal and civil penalties may apply to violations
of the statute, including treble damages, imprisonment, and exclusion from federally fund-
ed healthcare programs. Id.; 42 C.ER. § 1001.952 (2006). A court must find that the accused
individual or entity knowingly and willfully intended to engage in the prohibited action to
impose liability. See 42 U.S.C. § 1320a-7b(b). In addition, a number of safe harbors or ex-
emptions to the Anti-Kickback Statute exist which allow certain transactions or
arrangements within the healthcare setting. See 42 C.F.R. § 1001.952. Such exempted ar-
rangements must precisely meet the terms of safe harbors and are assessed on a case-by-case
basis. See id. Parties may request an advisory opinion from the Office of the Inspector Gen-
eral to help them determine if their proposed arrangement is in violation of the statute. The
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the form of conduct that causes or influences physicians to pre-
scribe off-label such as payment of consulting fees, reimbursements
for travel and entertainment, and various other kinds of payments
made to physicians.

Litigation involving illegal off-label promotion by manufacturers
usually includes both of the above elements, and allows the gov-
ernment to assert both criminal and civil claims. The Novartis
prosecution and the case studies detailed below reflect a sample of
some of these enforcement actions and provide a great deal of in-
formation regarding the methods and motivations to promote off-
label use.

B. Case Studies

1. Eli Lilly

The off-label promotion of Zyprexa, a powerful drug used to
treat schizophrenia and bipolar disorder, is a compelling case study
of both illegal pharmaceutical marketing and government en-
forcement initiated by FCA qui tam relators. The prosecution of Eli
Lilly involved a violation of the FCA through the implementation
of a misleading marketing campaign that promoted off-label uses.

The controversy surrounded a multiyear advertising campaign
by Eli Lily to promote its new drug, Zyprexa. 2'The campaign,
called "Viva Zyprexa," encouraged sales representatives to suggest
that physicians prescribe the drug for patients, including elderly
patients, suffering from symptoms of dementia-a clearly unap-
proved indication.'22 This marketing included instructions that
"dementia should be the first message" targeted towards primary
care physicians, and acknowledged that this promotion might lead
to off-label prescribing.'23 The drug also had a black-box warning
from the FDA stating that it increases the risk of death in older pa-
tients with dementia-related psychosis. 14 In addition, Eli Lilly
apparently was aware that Zyprexa could cause significant weight
gain and obesity, side effects that could increase the risk of hyper-

Anti-Kickback Statute represents another tool for both federal and state prosecutors in seek-
ing enforcement against fraudulent off-label promotion. See 42 U.S.C. § 1320a-7b(b). For
further discussion on application of the Anti-Kickback Statute involving off-label promotion
and use, see Craft, supra note 11, at 1132-114.

121. See Craft, supra note 11, at 123.
122. See Berenson, supra note 110.
123. See id.
124. See Zyprexa Drug Description, supra note 111.
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glycemia and diabetes.'"2 Despite its knowledge of these adverse
risks, Eli Lilly continued to market the drug as "an everyday agent
in primary care.

During this period of off-label promotion, Zyprexa was Eli Lilly's
bestselling drug, prescribed to approximately twenty million pa-
tients worldwide, with some $4.2 billion dollars in sales in 2005
alone.'2  The success of the marketing campaign is quantified by
data showing that overall sales of the drug doubled from $1.5 billion
to $3 billion between 1999 and 2002, the period during which the
marketing campaign was active. 28

Eli Lilly's off-label promotion of Zyprexa eventually led to state
and federal investigations in 2005.129 At the conclusion of these in-
vestigations, the Department of Justice (DOJ) levied a $1.415
billion fine, including a $515 million dollar criminal fine, which at
that time was the largest fine ever imposed in a healthcare case and
largest criminal fine ever imposed on an individual corporation. *
This enforcement action involved a civil settlement in which the
company admitted that it caused false claims for payment to be
submitted to federal and state insurance programs for off-label us-
es that were not approved for coverage, a violation of the FCA.' In
addition to the fine, Eli Lilly entered a plea agreement admitting
guilt to a criminal charge of misbranding, entered into civil settle-
ment stating that it submitted false claims to federal insurance
programs, and entered into a Corporate Integrity Agreement
(CIA) for a period of five years. 1

125. See Alex Berenson, Eli Lilly Said to Play Down Risks of Top Pill, N.Y. TIMES, Dec. 17,
2006, at Al.

126. Zosia Kmietowicz, Eli Lily Pays Record Fines of $1.4bn for Promoting Off-Label Use of

Olanzapine for Common Disorders, 338 BMJ 191, 191 (2009), available at http://www.bmj.com/
content/338/bmj.b2i7.full.

127. Berenson, supra note 110.
128. See id.
129. See id.
130. See Press Release, Dep't of Justice, Eli Lilly and Company Agrees to Pay $1.415 Bil-

lion to Resolve Allegations of Off-Label Promotion of Zyprexa (Jan. 15, 2009), available at
http://www.usdoj.gov/opa/pr/2009/January/09-civ-038.html [hereinafter Eli Lilly Press
Release] ("The civil settlement resolves four qui tam actions filed in the Eastern District of
Pennsylvania: United States ex rel. Rudolph, v. Eli Lilly and Company, Civil Action No. 03-943
(E.D. Pa.); United States ex rel. Faltaous v. Eli Lilly and Company, Civil Action No. 06-2909 (E.D.
Pa.); United States ex rel. Woodward v. Dr George B. Jerusalem, Civil Action No. 06-5526 (E.D.
Pa.); and United States ex rel. Vicente v. Eli Lilly and Company, Civil Action No. 07-1791 (E.D.
Pa.). All of those cases were filed by former Eli Lilly sales representatives.").

131. See id.
132. See id. Corporate Integrity Agreements (CIAs) are negotiated agreements imposing

compliance obligations on certain healthcare providers as part of settlements of federal civil
false claim violations and investigations. See Corporate Integrity Agreements, OFFICE OF INSPEC-

TOR GEN., http://oig.hhs.gov/fraud/cias.asp (last visited Jan. 18, 2011). These agreements
are negotiated between the U.S. Department of Health & Human Services

27FALL 2011]



28 University of Michigan Journal of Law Reform

These investigations unearthed several aspects Eli Lilly's off-label
promotion effort. Eli Lilly was accused of promoting Zyprexa off-
label for a number of unapproved uses.'3 ' In addition, Eli Lilly ac-
tively engaged in wrongful off-label promotion by developing
marketing materials promoting off-label uses, training its sales
force to disregard the law and promote to both the long-term care
market and primary care physicians, and promoting through fund-
ing of CME and grants.14

2. Pfizer

In September 2009, the record settlement against Eli Lilly was
eclipsed by a $2.3 billion fine against the pharmaceutical giant
Pfizer, Inc. for its illegal off-label promotion of multiple products.35

Included in this result was the largest ever healthcare fraud settle-
ment, a guilty plea to a felony violation of the FDCA, and a $1.195
billion criminal fine-the largest ever for any matter."' The settle-
ment included $1 billion to settle false claim allegations to
government payer programs and civil settlements involving kick-
backs paid to healthcare providers to promote and prescribe
drugs.37

Again, this settlement was brought about by whistleblowers act-
ing as qui tam relators under the FCA. These whistleblowers
produced evidence of illegal off-label promotion and shared in a
payment of $102 million. Pfizer was also required to enter into a

Office of Inspector General (OIG) and the healthcare provider to avoid exclusion from
participation in federal healthcare programs. Id. CIAs are generally five years in length and
include requirements such as appointing a compliance officer/committee; development of
compliance standards and policies; implementation of compliance training programs for
employees; independent review of claims submitted for federal healthcare programs; re-
striction of employment of ineligible persons; active reporting of certain events/overpayments;
establishment of confidential disclosure programs; and providing annual updates and compli-
ance implementation reports to OIG. See id.

133. For example, these included the treatment of dementia, including Alzheimer's
dementia prevalent in the elderly; agitation; aggression; hostility; depression; and general-
ized sleep disorder. Eli Lilly Press Release, supra note 130.

134. See id.
135. See Press Release, U.S. Dep't of Health & Human Servs., justice Dep't Announces

Largest Health Care Fraud Settlement in its History (Sept. 2, 2009), available at http://www.
hhs.gov/news/press/2009pres/09/20090902a.html.

136. See id.
137. See id.
138. See id.
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CIA requiring annual compliance to certain certifications and re-
quiring greater transparency of marketing. 1 39

The landmark settlement detailed Pfizer's systematic off-label
promotion of the sale of Bextra, a painkiller that was withdrawn
from the market in 2005 because of safety concerns." The investi-
gation unearthed a corporate culture that permeated Pfizer's
leadership and sales force, and that actively encouraged illegal off-
label promotion to generate sales, in direct contravention of the
law and with apparent disregard for patient safety. Sales represent-
atives were told to distribute samples to physicians for unapproved
uses at different dosages and carried out marketing plans to influ-
ence physicians to prescribe. Employees who questioned off-label
marketing were fired. 142 However, put into context, the record-
breaking fine has been estimated to amount to less than three
weeks of sales at Pfizer.14 3

This was not Pfizer's first illegal off-label promotion case. In
2004, Pfizer subsidiary Warner-Lambert pleaded guilty to the crim-
inal charge of misbranding and agreed to pay more than $430
million to resolve both criminal charges and civil liabilities associ-
ated with its anti-seizure drug Neurotin (gabapentin)."A This FCA
qui tam litigation revealed that Warner-Lambert widely promoted
Neurotin off-label for the treatment of epilepsy, various pain syn-
dromes, psychiatric conditions, migraines, and other unapproved
uses through a comprehensive campaign.145 This campaign includ-
ed marketing and financial support of certain physicians, the
participation in and support of educational programs, and the se-

146lective publication and manipulation of medical literature. Pfizer
was also required to enter into a CIA to address these compliance

139. See id. Note that this also includes posting payments made to physicians on its web-
site, a condition now required by law under the Patient Protection and Affordable Care Act.
See Patient Protection and Affordable Care Act, Pub. L. No. 111-148, § 6002, 124 Stat. 119
(2010).

140. See Gardiner Harris, Pfizer Pays $2.3 Billion to Settle Marketing Case, N.Y. TIMES, Sept.
3, 2009, at B4. Drugs also subject to the enforcement action included Geodon (an antipsy-
chotic), Zyvox (an antibiotic), and Lyrica (used for treatment of neuropathic pain). Id.

141. See id.
142. See, e.g., Rita Rubin, Pfizer Fined $2.3 Billion for Illegal Marketing in Off-Label Drug

Case, USA TODAY (Sept. 3, 2009), http://www.usatoday.com/money/industries/health/
2009-09-02-pfizer-fine N.htm (detailing the story of one Pfizer employee who was fired after
questioning the company's marketing strategy and suing).

143. See Harris, supra note 140.
144. See Press Release, Dep't ofJustice, Warner-Lambert to Pay $430 Million to Resolve

Criminal & Civil Health Care Liability Relating to Off-Label Promotion (May 13, 2004),
available at http://www.justice.gov/opa/pr/2004/May/04_civ_322.htm.

145. See id.
146. See Michael Steinman et al., Narrative Review: The Promotion of Gabapentin: An Analy-

sis of Internal Industry Documents, 145 ANNALS INTERNAL MED. 284, 285-90 (2006).
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