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When you stare into the abyss, the abyss stares back at you.  Friedrich Nietzsche. 

 
 Over the past decade, drug and device companies have faced widespread 
investigations of their business practices, particularly as they relate to the marketing and 
promotion of their products, including physician education programs.  There are now 
hundreds of ongoing civil and criminal investigations under way involving the U.S. 
Department of Justice and units of the U.S. Department of Health and Human Services, 
as well as dozens of associated investigations run by state Attorneys General.1  Billions 
of dollars in civil and criminal penalties have been paid to date for alleged wrongdoing, 
and many billions more will surely be paid in the coming years, not considering the costs 
of the investigation itself nor the potential liability that may stem from related private 
class actions brought by plaintiffs’ counsel.   
 

These developments might be seen as a natural consequence of the anachronistic 
character of the business of discovering, developing, manufacturing and selling medicine 
and medical technology.  Companies operating in this segment of our economy are, on 
the one hand, engaged in a supremely risky high-wire act requiring that vast amounts of 
private capital be deployed in an endeavor where things can – and usually do – go wrong 
at virtually every stage of the process.  On the other hand, the extent of government 
involvement with, and oversight of, life sciences firms is so comprehensive that the 
industry in some ways resembles more a public utility.  The tension between naked 
capitalism and extensive government regulatory control has broad implications for public 
policy, and is readily apparent in the context of commercialization.  Once a product is 
approved for sale and distribution, a drug or device company must do all that it can – 
within the bounds of the law and ethical business practices – to maximize their 
stockholders’ return on investment by bringing the product to market in the most 
effective manner.  Nevertheless, there is deep suspicion (approaching disgust in some 
quarters) among many government officials, consumer advocates, and even physicians, 
that customary commercial tactics are somehow vaguely beneath the dignity that ought to 
accompany the introduction and consideration of the use of medicine.  

 
This is perhaps most evident when drug and device companies communicate 

scientific and medical information that goes beyond the four corners of the approved 
labeling, known as “off-label” information.  Off-label information may relate to new 
indications or uses for a product, new potential side effects or safety concerns, new 
dosing regimens to enhance efficacy in certain circumstances, or any other product 
related information that was not known or fully developed and appreciated at the time of 
product approval.  While the labeling may well be amended in time to include this 
information, there will invariably be occasions in which the company that has developed 



the drug or device, and is charged with monitoring strictly its performance in the 
marketplace, is in possession of truthful, non-misleading scientific and medical 
information that will not be described in the approved labeling for some time. 

 
The U.S. Food and Drug Administration (FDA) generally interprets its various 

regulations to prohibit any communication to physicians or other health care providers by 
a drug or device company of information that is not “consistent with” the approved 
product labeling.2  Their interpretation is based upon a construct of several regulations 
that some view as strained, but in summary it is as follows:  the agency approves 
products for a specific intended use; if there is to be a new intended use or if the intended 
use otherwise changes, then a manufacturer must demonstrate safety and efficacy for that 
new intended use and obtain FDA approval for modified labeling that properly reflects 
this new intended use; if a manufacturer provides information to physicians or other 
health care providers that is not consistent with the existing, approved product labeling, 
then the manufacturer has established a new intended use without obtaining said FDA 
approval;3 this, in turn, “misbrands” the product in violation of the Federal Food, Drug 
and Cosmetic Act (FDCA).4  When one considers that the government interprets 
“labeling” under the regulations to mean everything and anything that a company or its 
employees say (in writing or otherwise) about a product, it becomes clear that the scope 
of scrutiny is very broad indeed. 

 
In the 2004 case involving the Parke-Davis unit of Warner Lambert, and its drug 

Neurontin® (gabapentin) for seizures, the government effectively announced its intention 
to focus on off-label promotion as a separate, actionable violation of the FDCA in 
addition to various kinds of financial impropriety.  Since that time, subsequent 
settlements and public pronouncements have made clear that prosecutors will continue to 
focus even more on the off-label promotion issue, with cases such as the 2005 settlement 
involving Eli Lilly and its drug Evista® for osteoporosis based exclusively on off-label 
promotion.  Early in 2008, press reports indicated that Eli Lilly was again in late stage 
discussions with government prosecutors in an effort to settle an investigation related to 
the marketing of its antipsychotic drug Zyprexa®, and that the amount of the settlement 
payment would likely exceed $1 billion.5  With this breathtaking level of financial 
penalty, as well as potential individual executive strict liability, and the underlying threat 
of exclusion from federal reimbursement programs at stake, the laws and regulations 
applicable to the promotion and marketing of drugs and devices ought to be pretty clear.  
But they are not. 

 
The Public Policy Ideal and the Law, Such As It Is 
  

Transparency, clarity and consistency surely are among the most important, 
admirable goals in the formulation of public policy.  Although courts have acknowledged 
that agencies have broad discretion to engage in ad hoc enforcement actions rather than 
rulemaking in effecting policy, they have emphasized the benefits of transparency, clarity 
and consistency inherent in a rulemaking approach.  Specifically, rulemaking is preferred 
as being consistent with due process and rule of law principles, and provides more 
effective notice to the regulated industry in question.6 



 
In my view, those charged with developing and issuing the applicable rules and 

regulations that define the bounds within which companies seek to fulfill their obligations 
should diligently clarify, to the extent humanly possible, precisely what is – and is not—
to be allowed.  Those who review and approve product marketing applications and 
associated labeling, as well as amendments, should be consistent in their statements to 
companies with respect to the prospects for regulatory approval and the concerns that are 
raised by an application.  Still others should be presented regularly with cases and that 
raise genuine legal and policy questions as to whether companies have crossed the 
occasionally fuzzy line into commercial excess so that the rules can be even better 
expressed over time.  In essence, those with the authority to regulate have the 
responsibility of clarifying, and applying consistently, the rules of the game.  More 
specifically, our public policy should foster an environment in which companies can 
fulfill with confidence their ethical and legal obligations to inform physicians as to all 
truthful, non-misleading scientific and medical information relevant to the prescription 
and administration of their products.7  We are far from this ideal. 
 

When I suggest that the law is unclear, I do not mean that it is entirely unclear. 
Certain aspects of the law are fairly clear, and all ethically responsible companies accept 
these strictures.  For example, the FDCA states unambiguously that you may not “sell, 
purchase, or trade or offer to sell, purchase, or trade” any drug sample.8  It is equally 
clear that advertisements and other promotional statements must be truthful and not 
misleading; you cannot instruct your sales representatives to tell doctors that your 
approved drug is good for a particular condition, unless there is valid scientific and 
medical information that makes clear it really is, in fact, good for that condition.  Over 
the years, the FDA has expressed the view that efficacy claims are truthful and not 
misleading only if they are found to be such by the agency and are then included in the 
approved labeling.9 
 

When I suggest that the law is unclear, I do mean that it is simply not clear where 
the line is drawn between impermissible off-label promotion, and the permissible 
exchange of scientific information.  The industry and their legal counsel have long relied 
upon the understanding that the FDA has established certain “safe harbors” that allow 
companies to communicate certain off-label information under certain circumstances that 
constitute scientific exchange.  For example, companies may respond to an unsolicited 
request for information on off-label uses from a health care professional, so long as the 
response is non-promotional, truthful, balanced, and scientific in nature.  Companies may 
exchange scientific information, such as in connection with the issuance of a press release 
announcing the results of a recently completed clinical study concerning a new use for an 
approved drug, provided that there are no definitive statements made related to safety and 
efficacy.  Companies also may provide financial support for scientific and educational 
activities, provided that they do not influence the content of such activities or effectively 
serve to promote its product.  Yet the government has never outlined its perspective in a 
comprehensive way.  Moreover, in its recently issued draft “Guidance on Reprints” the 
FDA may be signaling that it does not accept one or more of these safe harbors.10 

 



 When I suggest that the law is unclear, I also mean that since the 1998 and 1999 
Washington Legal Foundation cases,11 it has never been clear as to what extent 
companies may properly rely on the First Amendment to the United States Constitution, 
and its explicit protection of free speech, in communicating truthful, non-misleading 
scientific and medical information.  This is because it is not clear as to whether Judge 
Lamberth’s reasoning in these cases ultimately will be adopted broadly within the Federal 
judiciary, or whether it will be extended to protect other forms of speech about off-label 
information.  In 2003, U.S. District Judge Castillo of the Northern District of Illinois in 
United States v. Caputo12 agreed with the underlying analysis employed by Judge 
Lamberth in Washington Legal Foundation.  Caputo required that the court consider 
whether the First Amendment shielded defendants from liability for promoting a medical 
device in a form that had never been approved by the agency.  In finding that it did not, 
Judge Castillo distinguished Washington Legal Foundation by noting that the 
communication at issue in that case was limited to the dissemination of peer reviewed 
journal articles and the sponsorship of continuing medical education programs, while 
accepting defendants’ First Amendment argument in Caputo would necessarily allow 
much greater leeway for manufacturers to promote off-label.   As Judge Castillo noted, 
“permitting Defendants to engage in all forms of truthful, non-misleading promotion of 
off-label uses would severely frustrate the FDA’s ability to evaluate the effectiveness of 
off-label uses.”13  As another data point, in 2007 Judge Saris of the U.S. District Court in 
Boston had occasion to express her views at a hearing in which the drug manufacturer 
Schering-Plough Corporation was sentenced for violating the FDCA for, among other 
things, promoting off-label and misleading the FDA. In contrast to Judge Castillo, Judge 
Saris did not suggest any level of support for Washington Legal Foundation principles.  
“I do not accept that there is a First Amendment right to market something that does not 
get FDA approval,” she said.14 
 

So where does this leave us?  If the First Amendment insulates companies from 
liability so long as their speech is truthful and non-misleading, then the extent of the 
disagreement over company activities will have been narrowed considerably.  Companies 
could choose, whether individually or collectively, to adopt standards under which they 
only would disseminate truthful, non-misleading scientific and medical information if 
they determined that there was substantial, credible (however those terms might come to 
be defined) evidence as to safety and efficacy.  Moreover, companies could work with the 
FDA in an effort to compromise around the edges so that they could exercise their 
freedom to speak without completely vitiating the vital FDA role in reviewing and 
approving drugs.15  But that is not where we are today. 
 
How Wide is the Gulf? 
 

To put this into some perspective, let’s say that going forward companies will not 
offer any financial inducements or enter into any inappropriate financial relationships 
with physicians or other health care providers, nor will they allow any overt, off-label 
promotional messages to be provided by their sales representatives or any other field-
based personnel having commercial objectives.  For the sake of this discussion, the 
government would specify that no company or individual employee will face any liability 



for the mere dissemination of peer reviewed journal articles containing truthful, non-
misleading information about off-label uses of drugs or devices.  Would the 
understandings established in this hypothetical resolve the problem of ambiguity in the 
law and allow industry to move forward with a well founded sense of the expectations of 
government officials? 
 
 Unfortunately, I don’t think that they would, and I don’t think that my former 
colleagues serving as executives and chief counsels of drug and device companies would 
expect that they would either.  There are two distinct reasons for the legitimate anxiety 
that would surely linger, even if the understandings described in my hypothetical 
situation are accepted by all concerned.  First, there is the not insignificant problem of the 
substantial difference of opinion and general lack of good feeling that presently separates 
industry and government officials.  It has been my experience that Justice Department 
prosecutors are so skeptical of the industry, including its history, its profit and revenue 
motivations and its commercial practices, that it is difficult to imagine how to reconcile 
this world view with that of a for profit, publicly-traded drug or device company.  The 
apparent standards to which companies are being held in order to avoid suspicion, 
investigation and (at the very least) preliminary allegations are such that they essentially 
must somehow cleanse their corporate culture of any expectation of off-label sales, 
whether legitimate or not.  If there is any perspective or policy that has the lingering 
aroma of commercial ambition, it may well prove to be fatal, or at least terribly expensive 
and time consuming to defend. 
 
 Rather than risk unfair generalization, I refer to a 2007 presentation made by First 
Assistant United States Attorney Michael K. Loucks of the U.S. Attorney’s Office for the 
District of Massachusetts.16  In it, Mr. Loucks summarized the “relevant factors” that he 
examines in determining whether a prospective case brought to the attention of his office 
might be worth further inquiry.  These factors include (i) the extent of the total product 
market for FDA approved use(s); (ii) whether sales representatives promote the product 
to physicians who do not treat patients having the FDA approved condition, or whether 
the company otherwise “targets” such doctors by paying bonuses to sales representatives 
that take into account sales outside of the FDA approved use(s), or whether such sales are 
included in company annual objectives; (iii) whether the company sought FDA approval 
for these uses and failed to receive it; (iv) whether the company declined to seek FDA 
approval for these uses, and if so, whether it was due to concerns presented by 
prospective generic entry or due to the absence of clinical data; (v) whether the company 
uses product marketing literature that claims safety and efficacy for the unapproved use; 
(vi) whether it engages consultants to boost off-label prescribing; and (vii) whether it 
provides incentives to physicians to prescribe off-label? 
 
 With the exception of items v and vii, which fairly imply direct promotional 
impropriety in the first case, or some level of financial impropriety in the second, the 
factors on Mr. Loucks’ list could all be present even under my favorable hypothetical, 
and thereby would expose a company to liability or at least the burden of a multi-year 
investigation.  In summary, Mr. Loucks is asking whether a company has business 
policies and practices that, taken together, suggest it expects to have, or would enjoy 



having, physicians prescribe its product(s) for uses that are not yet approved by the FDA?  
Of course a company would enjoy having the benefit of off-label prescriptions, so long as 
physicians make proper, independent medical judgments for the benefit of their patients.  
But Mr. Loucks’ criteria indicates a willingness to inquire further into the corollary 
circumstances that are present if there happens to be substantial, though legitimate, off-
label prescribing.  Rather than describing acts that clearly violate the law, Mr. Loucks has 
presented indicia that evince a metaphysical quest to look into the soul of a company and 
divine whether it is black, white, or a hue in between. 
 

Please tell me that this is not the legal standard that is being used to determine 
whether to subject healthcare firms to millions of dollars in defense costs and thousands 
of hours of time expended.  To my knowledge, there is nothing in the law, including FDA 
regulations, that in any way proscribes the ambition and expectation that may underlie 
these indicia. While I appreciate that FDA regulations examine evidence of objective 
intent in ascertaining whether a company has “misbranded” a product, I read the 
applicable language as being focused on the precise circumstances of the company’s 
promotion and advertising effort.17  In contrast, the broad commercial and financial 
intent that may fairly be evident from the factors set forth by Mr. Loucks goes to whether 
the company in question has the intent to fulfill its fiduciary duty to stockholders. 
 

Perhaps with this in mind, a leading healthcare lawyer recently declared, “I don’t 
think that a company that has legitimate off-label sales has a safe harbor anymore.”18 
This leads directly to the second reason why these understandings will not clear up all of 
the ambiguity in the law.  Quite simply, it is because that aside from outright financial 
impropriety and peer reviewed journal article dissemination, there will continue to be 
significant ambiguity in the law.  And, as the above comment indicates, it will continue to 
be especially difficult to manage risk and liability, and to provide sound legal and 
regulatory advice, if you happen to have a product that has legitimate off-label sales.   
 
Bringing It Down to Earth:  A Few Product Related Scenarios 
 
 In Caputo, the court evaluated the defendants’ assertions under the Central 
Hudson commercial speech balancing test,19 but in the end determined that the facts 
were materially different from those presented in Washington Legal Foundation, and 
therefore reached a different outcome.  Since the FDA had not approved the form of the 
marketed product in Caputo, protecting the off-label speech here would completely 
undermine the FDA’s authority to consider and approve medical devices.  Disseminating 
reprints that elucidate some additional benefit or aspect of an approved product is 
(perhaps) not so threatening to the FDA’s authority, but allowing a full fledged marketing 
campaign for an unapproved device is quite threatening – and not just to the FDA’s 
authority but perhaps even to the public health.  Does this distinction help to reconcile the 
tension in this area? 
 

Based upon the different outcomes in these two cases, we might begin to think in 
terms of identifying the relative degree to which the off-label speech is more or less 
consistent with the approved labeling, or more or less incrementally different from that 



information already contained in the approved labeling, rather than merely trying to 
ascertain if the context of the speech is primarily promotional or primarily scientific 
exchange.  An important distinction may lie between information that is not included in 
the current labeling, but would logically and properly fall within the existing, FDA-
approved use, and information that pertains to a therapeutic use considerably broader 
than, or even entirely different from, the use for which the drug or device was originally 
approved.  The circumstances surrounding off-label information in connection with three 
different companies, are relevant to this distinction. 
 

Gilead Sciences’ Viread® (tenovir disoproxil fumarate) 
 
In 2001, the FDA approved Viread®20 for “the treatment of HIV infection in 

adults” based upon its review of a study of treatment-experienced adults infected with 
HIV.  Two years later, the FDA added clinical data to the labeling from a second study, 
which examined treatment-naïve patients and their experience with the drug.  From 2003, 
Gilead has continued to run ongoing clinical trials in order to accumulate additional 
patient experience data from long-term observation; publication of these results serves to 
advance the science and, more importantly, enable the medical community to better 
understand the safety and efficacy profile after years of patient exposure.  

 
This is critically important clinical work, as those who suffer from HIV and 

associated health problems will likely remain on Viread® for many years, at least as long 
as the drug continues to be effective and reasonably tolerable, or until a superior 
treatment is developed and approved.  As such, each public release of new long-term 
clinical data is eagerly anticipated and received at prominent medical conferences by 
physicians who treat patients with HIV.  With each release of new clinical data, there is a 
pattern of information migration that runs from the company to conference attendees, to 
publication in peer reviewed medical journals in the United States and abroad, to 
submission by the company to various regulatory authorities around the world.  When the 
data finally is approved by the FDA and other agencies for inclusion in the product 
labeling, it has taken at least ten months, and usually far longer. 

 
 During the interim period, between first presentation of the data to physicians at a 

medical conference and the eventual approval by regulatory authorities of modification of 
the product labeling, there are those who believe that Gilead should not have any role in 
disseminating this truthful, non-misleading and extremely relevant clinical information.  
Many more would have it that, at the very least, Gilead should not permit its field based 
sales representatives or medical liaisons to discuss this data with physicians.  If this view 
prevails, the only physicians who will become aware of the new clinical data would be 
those who were involved directly in the Gilead clinical study or otherwise obtain it 
through their own independent efforts.  Indeed, a good many physicians would not likely 
become aware of the new data, and would not take the data into consideration in their 
treatment of HIV patients.  Does this affect our public policy preference?  Does it matter 
that the data is at least arguably “consistent with” the existing labeling since we are 
considering follow-on clinical studies of the same kinds of patients suffering from the 



same illness and being treated with the same drug?  Needless to say, there are no such 
distinctions in the law at this time. 

 
Viread® also appears to be effective in treating patients with chronic hepatitis B 

infection (CHB).21  Gilead scientists discovered this as the company reviewed data from 
its ongoing HIV clinical trials that included subsets of patients who were co-infected with 
HIV and CHB.  If one concludes that the additional HIV patient data is “consistent with” 
the existing labeling, it would not appear that data related to an entirely new prospective 
use would be covered by this broad standard.  Does that make the case for disseminating 
information to physicians any less sympathetic from a medical treatment perspective? 
 

Cephalon’s Provigil® (modafinil) 
 
 Provigil®22 was approved by the FDA in late 1998 for the treatment of 
“excessive daytime sleepiness (EDS) associated with narcolepsy” after being discovered 
and first marketed in France for the same condition in the early 1990s.  Although the 
precise mechanism of action is not fully understood, it appears to work by affecting the 
area of the brain that regulates wakefulness.  The active ingredient, modafinil, is not an 
amphetamine but a mild stimulant, so patients generally do not experience the jitteriness 
or other negative symptoms associated with the use of amphetamines and are able to 
return to a normal sleep pattern shortly after they stop using the drug.  Furthermore, all 
clinical and anecdotal evidence demonstrates that it keeps patients awake and alert 
regardless of why they might be sleepy or tired.23 

 
With this in mind, Cephalon had extensive discussions with the FDA about the 

drug’s potential utility in conditions other than narcolepsy, even before the drug was first 
approved.  Initially, the agency advised the company to pursue a series of placebo-
controlled clinical studies with distinct groups of patients, with each such group selected 
to represent a recognized model of underlying sleep disorder or other medical condition.  
If the company demonstrated efficacy and safety in each of these distinct models of 
sleepiness, the FDA division staff indicated that it would be prepared to recommend a 
broad label for the treatment of EDS associated with any underlying medical condition.  
The company decided to study patients who were sleepy due to one of three conditions:  
narcolepsy, obstructive sleep apnea, or a disturbed circadian rhythm pattern due to 
extended periods of shift work known as “shift work-sleep disorder.”  Cephalon 
completed the additional studies, which all demonstrated efficacy and were consistent 
with earlier studies in terms of a limited number of relatively minor adverse events.  
However, after the additional clinical data was submitted to the agency, the FDA in 2003 
convened an advisory committee which recommended against approving the broad label 
in favor of a pseudo-specific label for use in EDS associated with each condition 
evaluated in the studies; the FDA accepted this recommendation in approving the 
expanded label, thereby ensuring continued significant levels of off-label use.  It was 
evident at the FDA advisory panel that at least some of the panel members were 
concerned as to whether approving the broader label would result in unwarranted 
prescribing for patients who did not suffer from any underlying medical disorder, but 
simply wished to have a “replacement for the normal amount of nighttime sleep.”24 



 
 Indeed, many physicians had already become aware of the product as the 
additional clinical studies were conducted, as data was presented at medical meetings, 
and as the mainstream news media began to write about the incredible “wonder drug”25 
that was being prescribed to pilots, college students and others who may not have had any 
underlying medical condition, but simply were sleepy or tired during the day.26  This 
awareness was boosted by studies conducted by those outside of the company.  For 
example, there were a number of clinical studies conducted by the U.S. military that 
examined aviator performance and pilot sustained alertness while taking Provigil®.27  At 
the advisory panel itself, Dr. Robert Temple of the FDA suggested that he was not 
necessarily troubled by off-label use of Provigil® in the case of truck drivers or others 
who might be driving while sleepy, noting that “[i]f they’re driving next to me, I think I’d 
prefer they be on it.”28 
 
 Two things are evident here.  First, there are a host of factors outside the control 
and influence of the company that may well affect significantly the extent of off-label 
prescribing, including government sponsored activities.  Second, Provigil® is a case of a 
company developing clinical data with registration and non-registration studies in 
contemplation of a pending label expansion into related therapeutic areas in which the 
underlying medical cause may differ, but the condition being treated is the same or very 
similar.  With this in mind, is the additional clinical data, all related to efficacy in treating 
excessive daytime sleepiness or EDS, “consistent with” the labeling first approved by the 
FDA for EDS associated with narcolepsy? 
 

Genentech’s Avastin® (bevacizumab) and Lucentis® (ranibizumab injection) 
 
 The saga of these two biological products, each a therapeutic monoclonal 
antibody designed to bind to and inhibit so-called VEGF (human vascular endothelial 
growth factor), has received substantial press coverage and generated controversy in the 
medical and patient community.29  Avastin®30 was the first angiogenesis therapy 
approved in the United States.  The FDA approved it in February 2004 for the first-line 
treatment of patients with metastatic carcinoma of the colon or rectum, and in 2006 
approved it for second-line treatment of colon or rectal cancer, as well as first-line 
treatment of non-small cell lung cancer.  Lucentis®,31 is a smaller molecule, or fragment 
version, of the same molecule found in Avastin®, and was approved by the FDA in 2007 
for the treatment of neovascular (wet) age-related macular degeneration (AMD), a severe 
disorder of the retina that is the leading cause of vision loss in persons over age 60.  Prior 
to the approval of Lucentis®, a retinal specialist in Miami was reported to have been the 
first to experiment with off-label use of Avastin® to treat AMD.32  Since then, 
Genentech has been struggling to address a number of difficult issues, including drug 
access, distribution, pharmacy compounding, safety and price.  There also are interesting 
questions of off-label communication presented in this case. 
 
 In early 2006, Genentech’s position was that, while it appreciated that the retinal 
physician community was acting “with noble intent, which is to help patients who are 
going blind as we speak . . . there have been no safety and toxicity studies conducted on 



Avastin® as an ophthalmic drug.”33  Dr. Charles Johnson, Genentech’s Vice President 
of Biotherapeutics, also noted that the off-label use was increasing “because of advice 
generated by the medical community.”34  What did Genentech do about communicating 
with physicians on the off-label use?  “We make educational material available to the 
doctors but we don’t take a position,” said Dr. Johnson.35 
 
 Although the two products were quite similar and intravitreal use of Avastin® 
was possible for those who purchased Avastin® through a compounding pharmacy that 
would then dilute the potency of the formulation, it was not the preferred method of 
treatment.  Specifically, the company raised questions about the maintenance of sterility 
in the process of dividing the Avastin® dose due to a lack of preservatives in that drug’s 
formulation; it also cited a warning letter issued by the FDA to a compounding pharmacy 
to that effect.36  Subsequently, Genentech caused a firestorm by pricing Lucentis® at 
approximately $2,000 per dose and announcing that it would no longer allow 
compounding pharmacies to purchase Avastin® from its wholesalers; the compounding 
method had resulted in an effective price of $50 per dose.  Shortly thereafter, following 
the announcement by U.S. Senator Herbert Kohl (D-Wisconsin) that his Senate 
Committee on Aging would launch an investigation into Genentech’s decision to limit 
Avastin® availability,37 the company announced that it had reached agreement to 
continue to allow retina specialists and opthalmologists access to Avastin® under certain 
circumstances.   The company emphasized that although it continued to believe that 
Lucentis® was “the most appropriate treatment for patients with wet [AMD] because it 
was specifically designed, formally studied, approved by the [FDA] and manufactured 
for intraocular delivery . . . [it] does not interfere with physicians’ prescribing 
choices.”38 
 
 Leaving aside the pricing controversy, and the contradictions inherent in 
government officials effectively encouraging off-label use of an untested product, 
Genentech was in an awkward position during the period 2004 to 2007 as interest in off-
label use of Avastin® intensified. Although the company could freely reiterate and 
emphasize any statements made by the FDA, it is not clear that it could lawfully 
communicate directly to physicians any safety information that related to an off-label use.  
This alternate use, which is completely unrelated to the approved cancer indications and 
which use, by the company’s own admission, raised concerns of eye infections, could not 
possibly be said to be “consistent with” the FDA approved labeling.  From a public 
policy perspective, it would be preferable to permit companies to act in an ethically 
responsible manner and to share fully any concerns about prevailing physician practice, 
rather than to limit communication to a brief press statement and the dissemination of 
peer reviewed journal articles.  
 
The Practical Challenge of Counseling Companies 

 
 In regarding this tangled legal and regulatory landscape, how is one reasonably to  
counsel a drug or device company in this area?  To be sure, lawyers are highly educated, 
well trained professionals, and must become accustomed to providing sophisticated, 
nuanced advice to business clients when the law is murky or else they will not last long in 



a challenging environment such as this one.  While I do not expect a reader to be unduly 
sympathetic to the plight of successful corporate lawyers nor to the multinational 
companies they advise, it is useful to consider the issues that arise virtually on a daily 
basis in a pharmaceutical or medical device company of any significance. 
 

Here is a summary of various commercial and educational activities commonly 
employed by drug and device companies, together with some of the relevant questions 
that are not clearly or adequately addressed by current law, regulation or guidance. 
 
  Marketing Strategy 
 

How ambitious about the prospect for unapproved uses for an approved product 
may a company dare admit to being, lest it be accused of embracing an off-label 
marketing strategy?  Should it support non-registration physician studies to determine 
what range of additional indications might be feasible?  Should the company think about, 
and express itself in terms of, a return on investment in the context of off-label use?  
Does it matter if the hoped for return on investment reflects a reasonable expectation that 
the FDA will approve a new use for the product in question on the basis of ongoing, 
placebo-controlled studies?  Should the company establish annual revenue targets that 
include or presume some level of off-label sales?  Should the company establish bonus 
eligibility for sales and other commercial organization personnel that include or presume 
some level of off-label sales? 
 
 Promotion by Sales Representatives 
 

If you are going to send your sales representatives out into the world to speak to 
physicians, they must limit their discourse to information that is “consistent with” the 
approved labeling.  What exactly does that mean?  What if there is information that is 
simply not addressed by the label?  Does it matter if it is important, or if it relates directly 
to safety and efficacy?  For example, can a sales representative discuss the mechanism of 
action of the active compound?  Perhaps company scientists have done some good work 
on this question, and they are reasonably confident that they have identified the likely 
mechanism, suggesting there may be some similarities with other approved products on 
the market; perhaps a patent application has been filed disclosing this important finding.  
Or what if the company is in the process of completing post-marketing, registration 
studies that it hopes will lead to a new indication, can representative talk about any of the 
data that has been released publicly and presented at medical meetings?  To whom can 
the sales representatives speak?  May they address any physician or health care provider, 
so long as their message is consistent with the approved labeling?  If not, to whom can 
they speak, and whom should they avoid?  Does it matter if the physician does not 
prescribe for on label use at all, or is there a certain threshold or propensity to proscribe 
that is sufficient?  What if he or she says they might prescribe on label, but have not done 
so in several years?  Should a representative come back in a few months and see whether 
they have changed their prescribing habits?  Are there any reasonable limits as to how 
many times a sales representative may attempt to see a particular physician or group?  
What may representatives do to respond to questions from physicians about off-label use?  



What may representatives do to respond to questions about dosing or the manner of 
administration if the question asked, and fairly answered, would logically take one 
outside the approved labeling?  Most companies require that representatives refer many 
of these kinds of questions to their internal medical affairs group to respond 
appropriately, and that may well be good policy but it is worth noting that this leads to 
many awkward conversations and can be very difficult as a practical matter to enforce 
strictly. 
 
 Continuing Medical Education and Other Physician Programs 
 
  Independent CME.  As far as I can tell, most companies continue to 
operate under the premise that the FDA safe harbor for bona fide, independent CME 
programs remains in place, and that it is therefore permissible to provide financial 
support to outside organizations so long as a company does not influence the content of 
the program.  There are detailed guidelines for these programs that have been established 
by the Accreditation Council for Continuing Medical Education, but following these rules 
does not mean that the program will be regarded as appropriate by all who scrutinize it.  
Indeed, U.S. Senator Charles Grassley (R-Iowa), ranking member of the Senate Finance 
Committee, has been a frequent critic.39  In the ideal circumstance, an outside firm 
would approach the company entirely on its own initiative.  The outside firm would have 
completed an analysis of whether a program would be useful by reviewing the 
precedents, and by speaking to physicians practicing in the relevant, on-label therapeutic 
area.  None of the physicians consulted by the outside firm would have any financial or 
other relationship with the company, and ideally would not prescribe the drug very much, 
if at all, outside of the approved on-label use.  The outside firm would recommend that 
the program be held, develop the agenda topics to be presented, identify and engage the 
physician speakers to speak, and invite the prospective participants, all without any 
influence by the company.  The company would have no role whatsoever in this process, 
other than to negotiate with the outside firm the precise amount of a grant to cover a 
portion of the meeting expenses.  As suggested by this “ideal” (which may well not be 
practical in many cases), any deviation that increases the extent of company involvement, 
or involvement by physicians who may be seen to have some sort of vested interest in 
supporting the off-label use, may well be challenged as inappropriate. 
 
  Company Promotional Programs.  Companies frequently hold programs 
at which they pay a physician to speak to their colleagues about a product.  In 2002, the 
Pharmaceutical Research and Manufacturers Association (PhRMA) trade industry 
organization adopted an expanded version of its “Code on Interactions with Healthcare 
Professionals;” the Code allows companies to provide “modest” meals in connection with 
presentations if it is conducive to the exchange of information.40  In addition, it is quite 
clear that this kind of event is promotional in nature, and therefore must comport with 
FDA regulations that restrict off-label promotion.  As such, the speaking physician may 
not speak about any off-label use, even if it reflects his own experience and deeply held 
views about the efficacy of the product for the off-label use.  The company, ideally, 
would review any written material that the speaking physician intends to present and 
would make clear that he or she cannot speak about any off-label use(s).  Many, if not 



most, companies allow the speaking physician to respond to questions from the other 
attending physicians about off-label prescribing of the product, in reliance on the safe 
harbor provision referred to above and in consideration of their professional status as a 
medical doctor with experience in the field.  This general overview as to how a company 
might approach an event of this sort would seem to be reasonable, so long as the meal is 
not unduly expensive.  But questions remain.  How much money may a company spend 
per person on a dinner presentation?  May the company pay for wine with the meal, or 
should it be served at all?  How many physicians should attend; is there a minimum or 
maximum number that is permissible or advisable?  What level of expertise should the 
speaking physician have with respect to the product or their area of practice?  The 
PhRMA Code has not persuaded prosecutors of the propriety of these types of events, as 
they regard them with a high degree of cynicism (doctors are treated to “ritzy resort and 
lavish meals”).  Others suggest that a presentation by a physician who is paid by the 
company may turn the event into “white coat promotion,”41 and it is just as inappropriate 
for them to respond to a question related to off-label use as it would be for a field sales 
representative to do so. 
  
 Items of Value 
 

Whether at a dinner event or otherwise, there are innumerable questions that arise 
related to the practice of offering items of relatively modest value to physicians or other 
health care providers.  The anti-kickback statute does not specify a de minimus amount 
below which the provisions of the law will not apply; strictly interpreted, the law requires 
that a physician declare to be a discount or otherwise disclose any item of any value 
whatsoever.42  On the other hand, it is widespread practice for drug and device company 
sales representatives to provide lunch for physicians and their staffs on a daily basis.  In 
fact, it is widely believed that most physicians will not speak to sales representatives 
unless they bring lunch with them, and it is even common to see job listings for nurses 
and physician office administrative staff as offering “free lunch provided daily.”  One 
prominent outside counsel to healthcare companies refers to the unwritten “fruit basket 
exception” to the anti-kickback statute, meaning of course that no company ought to be 
concerned with violating the law for offering a gratuity that does not exceed the value of 
a fruit basket, such as a coffee mug or a logo pen or a sandwich.  Nevertheless, this 
seemingly reasonable approach is small comfort these days in light of the strict statutory 
language and the penalties associated with any such violations. 
 
 Consulting and Advisory Agreements 
 

Complicated, heavily regulated, science and technology-based businesses tend to 
rely on consultants and advisors for various purposes.  For example, life sciences 
companies generally will establish scientific and medical advisory boards for purposes of 
obtaining the perspective of experts in the relevant fields.  Do these engagements support 
the reputation of the firm, and introduce the firm to potential customers who might 
prescribe products down the road?  Of course they do.  But there is nothing unethical or 
illegitimate about them so long as the compensation is fair, and there is meaningful time 
expended and real work produced by the consultant or advisor.  How should these 



arrangements be handled?  Clearly, there must be a written agreement that is negotiated 
with the consultant or advisor, and the duties to be performed should be specified in 
detail.  The difficulty arises when companies must establish a fair market value to 
compensate a physician who is advising them; how to do that?  The OIG guidelines speak 
of fair market value in concept, but do not offer assistance otherwise.43  Should 
physicians be paid a rate that attempts to keep them whole in comparison with the 
amount of money they would earn in their private medical practice?  Or by attempting to 
estimate fairly the potential worth of the advisory services to the company?  Must the 
company demand to see written proof of the physician’s compensation to establish fair 
market value?  Should a company simply establish an estimated “going rate” for a 
physician in a particular specialty and insist on paying that specified rate for each of its 
advisors?  Should a company establish a maximum amount per annum for its physician 
consultants, regardless of the amount of legitimate work that they might undertake for the 
company? 
 
 Reimbursement and Coverage Related Information 
 

Reimbursement for off-label prescriptions of a product often depends on the 
submission of information related to the off-label use.  The industry uniformly 
acknowledges that sales representatives should not provide specific diagnosis codes to 
physicians.  But beyond that, how should a company attempt to support payment for its 
products?  Specifically, what may a company do to provide information to CMS or to a 
state pharmacy and therapeutics committee?  May the company engage a physician to 
present information?  May the company offer training to physician office staff on 
reimbursement generally, or specifically as it relates to one of its products?  May the 
company have its medical affairs group write letters of medical necessity in support of a 
reimbursement request, or should the physician write the letter with advice from the 
company?  May the company offer advice at all, whether through its medical affairs 
group, or through a third party service?   
 
 Web Site Construction and Hypertext Link Issues 
 

Like all companies, drug and device firms have embraced the internet as an 
effective means of communication and presentation of information.  Specifically, 
companies have established branded product sites for promotional purposes, and separate, 
unbranded sites that present information on the underlying disease or medical condition 
without recommending product treatment options.  Companies understand that these 
websites must be maintained independently, and that branded, promotional information 
may not be included in a broader, informational site that offers scientific and medical 
information about the underlying illness or condition.  But how distant must these 
websites be without running afoul of the off-label promotion strictures?  Are two or three 
or four hypertext clicks sufficiently remote?  Are there any graphic or textual guidelines 
that companies should use to maintain the kind of separation that would be seen as 
appropriate by government regulators? 
 
 



Conclusion 
 
 These are just a sampling of the constant refrain of questions and concerns that in-
house and outside counsel to drug and device companies face on a daily basis.  While I 
do not excuse the promotional and financial excesses of recent years, it is troubling that 
companies seeking to act in an ethically responsible manner will not find substantial 
clarity in existing law and regulations.  This is not the case in other regulatory contexts.  
The U.S. Securities and Exchange Commission, for example, considers and issues so-
called “No Action” letters in response to company and legal counsel inquiries.  These 
letters address specific circumstances in great detail, and are published so that the 
guidance contained within them may be used by firms in similar situations to develop and 
improve their policies and practices, and to make judgments that are more likely to 
comply with SEC rules and regulations.  Securities lawyers may still find it wanting in 
some respects, but this vehicle at least results in some advancement of the law on an 
ongoing basis.  Should the FDA choose to do so, I see no reason why it could not 
introduce a mechanism under which it would provide similar advisory opinions.  It could 
also develop a formal mechanism for consultation with industry on this issue, which 
might itself assist in the development of policy proposals and enhance industry 
involvement and compliance.  The largely private, self-regulating systems established to 
regulate the promotion and advertising of drugs and medical devices in the European 
Union present another model that appears to better provide for incremental advancement 
of the law and comprehensive industry compliance. 
 

Unfortunately, the prevailing political dynamic and our legal and regulatory 
systems have not provided the kind of detailed guidance that is constitutionally required 
for criminal culpability, and that would be ideal for companies seeking to comply with 
the law and meet the expectations of government officials.  How will the law develop in 
this area?  I think I can safely speak for the industry in saying that I am decidedly 
pessimistic as to the prospects for any prompt resolution.  Companies simply cannot risk 
exclusion from Federal reimbursement programs by litigating in the face of government 
allegations.  Although the FDA has taken a welcome step forward in issuing its recent 
guidance on the dissemination of article reprints, many believe that this draft was 
insufficiently sensitive to free speech concerns,44 and yet at the same time it was roundly 
criticized by Congressman Waxman as a vehicle that “puts the public at risk for 
ineffective and dangerous uses of drugs.”45  The net result of this apparent stalemate 
surely will be a continued reduction in the amount of truthful scientific and medical 
information that is shared by companies with physicians, and continued damage to the 
reputation of a vitally important, but beleaguered, industry.46 
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