SETON HALL LAW SCHOOL

    ONE NEWARK CENTER

      NEWARK, N.J. 07102

MARGARET GILHOOLEY

Professor of Law

973-642-8482

July 24, 2002

Dockets Management Branch

Food and Drug Administration

5630 Fishers Lane, Rm. 1061

Rockville, Md. 20852

Docket Number 02N-0209- Request for Comments on First Amendment Issues

This letter, sent electronically and with a duplicate “hard copy, ” is in response to the Notice published by the Food and Drug Administration (FDA) on May 16, 2002 in 67 Federal Register 34942 which requested comments to ensure that the agency’s regulations and policies “continue to comply with the governing First Amendment case law.”   By way of background, I will note that I have taught Food and Drug Law for 20 years, and, before teaching, I worked in the Office of Chief Counsel for FDA.  I also was a member of the presidentially-appointed statutorily-created Commission on Dietary Supplements Labels.  

The Supreme Court in Thompson v. Western States Medical Center(Western States)
 recently  invalidated advertising restrictions about pharmacy compounding even if the restrictions advanced the integrity of the new drug approval process when the Government’s aim could be achieved by other means.  The FDA Notice raised nine questions about the impact of this decision but stated that they were not intended to be exhaustive, and that the agency sought to “spur” helpful comments.  This response will address a number of  the questions raised by the Notice, although in a different order, and also suggest some  key points for FDA to pursue.  The Notice also raises the issues as constitutional questions, making it infeasible to consider the statutory questions or administrative law points that may exist and that can often provide a means for the agency to adapt the law to new circumstances within its delegated responsibilities.  I believe it advisable to avoid constitutional issues, but since the issues have been framed as constitutional ones, a response on that basis has to be made.
  

A.  Justification for Pre-Market Approval of  Drug Claims; Support.  The Notice asks some very general questions about the basis for drug regulation, in a manner that suggests a wide scope for the  agency’s inquiry.  The first question is whether there are arguments for regulating speech about drugs more comprehensively than dietary supplements, and what “an administrative record” must contain “to sustain such a position.”   The agency later asks whether there are arguments and social science evidence to support giving the Government greater latitude to regulate labels as compared with advertising.  These questions could be read as putting into question the constitutional validity of the requirement for pre-market approval of drugs,  as well as the need for the agency to have empirical support for mandating testing, instead of merely having disclaimers about the lack of FDA approval.  The questions in the Notice, if meant to be read broadly, are so fundamental that I will start with some general comments on the importance of Congress’ determinations about the need for drug regulation, and the types of support that can be sufficient for regulation.

 While it is appropriate to consider the implications of the Western States decision, and other lower court decisions dealing with commercial speech,  I do not believe they should be read as intended to undercut the constitutional validity of the pre-market approval requirements for claims for drugs, and particularly labeling claims.  Indeed, the Court majority in Western States finds that the new drug approval process is “clearly an important governmental interests, and the Government has every reason to want as many drugs as possible to be subject to the approval process. “
 

Dietary supplements are not ordinarily subject to prior review of  their safety,
  nor is there  premarket approval for their “structure or function” claims  when the claim is accompanied by disclaimer about the lack of FDA approval. 
  Congress established a less rigorous system for these products because of a congressional assessment that the supplements are “ safe within a broad range of intake, and safety problems with the supplements are relatively rare.” 
  Moreover, the claims can relate only to the “structure or function” of the body  and not disease prevention and treatment.
  The line between disease and structure or function claims is debatable, and agency action or legislative change is needed to provide better disclosures and support for the claims, and for the safety of supplements. 
 

Whatever the case for supplements, the need for strong drug regulation is more imperative.  Drugs often use potent chemicals that can cause harm, and they cannot be considered safe unless their effectiveness in treating or preventing disease outweighs these harmful effects.  Furthermore, if drugs are ineffective, the delay in getting better treatment can also cause harm.  These factors clearly justify Congress’ determination that pre-market approval is needed to ensure the safety and efficacy of drugs, notwithstanding its willingness to adopt a less rigorous scheme, with disclaimers, for supplement claims.

The Notice asks if there is social science or an administrative record to support FDA drug regulation.   FDA drug regulation is not simply an administrative decision and, instead, it is  based on statutory requirements.  Congress’ reasons for enacting the requirements, in light of the experience of harm from drugs,  provides all the support needed for  the scheme.  In 1937, a manufacturer changed the drug sulfanilamide to a liquid form by using an ingredient found in antifreeze without testing the safety of the new formulation, a change that led to over 73 deaths. 
  Congress responded by requiring prior review of the safety of new drugs. The birth defects caused overseas by thalidomide led to the strengthening of the drugs laws and a requirement for pre-market approval of the effectiveness as well as the safety of drugs.    This historical experience with the harm that can occur with insufficient review convinced Congress of the importance of having strong safeguards to protect the public.  That determination and value judgment provides sufficient support for the statutory requirements, without the need for additional social science research to justify  it.  Moreover, the Court found that the statutory requirements for adequate and well-controlled studies reflected  “the conclusion of Congress, based upon hearings, that the clinical impressions of physicians and poorly controlled experiments” were not adequate evidence of efficacy. 
   While the Constitutional protections for commercial speech were not at issue, it would be strange if the Court were now to find Congress’ reasons for requiring  scientific testing to be of only marginal significance.


As Western States shows, the Court also looks to the agency explanations for the regulatory scheme in addition to the Congressional determinations in considering commercial speech issues.  The lesson from this is that the agency needs to be especially explicit and thorough in explaining the rationale for a legislative enactment, and for the agency interpretations and regulations implementing the law.  In particular, it is important to explain the safety reason for the scheme, including the potential for harm from changes even in inactive ingredients, as illustrated with Elixir Sulfanilamide. 

The FDA Notice asks about the administrative record needed to support its positions.  It should  be borne in mind that the administrative record for agency regulations need not always be based on empirical evidence.   As the D.C. Circuit Court of Appeals stated, a “regulation that is self-evidently rational is not less legitimate than a regulation whose rationality must depend on elaborate statistical, expert, or other evidence.” 
 

Some may maintain that disclaimers about the lack of studies is an alternative to doing testing for drugs.  If disclaimers are to be used, that should be a Congressional decision. While disclaimers are not an adequate substitute for testing,  if they are ever to be used for drugs,  the burden should be on the companies who seek to use them to show that consumers-- and busy practicing physicians-- can clearly understand the disclaimers, and are not misled.  Common experience indicates that users find it difficult to assess small-print complicated qualifications of a claim.  When the unapproved claim is in headlines, the disclaimer qualifying it also needs to be simple and comparable to a headline in clarity.    The statutory standard for approval should also provide the benchmark for judging the type of disclaimers that are needed.  Thus any disclaimers relating to drugs should indicate the specific ways in which the product lacks the “adequate and well-controlled studies” needed for approval.  In the case of disease claims, we are dealing not merely with economic harm.   The need to protect the public from the safety risks, and potential ineffectiveness, of powerful drugs provides the rational support for the pre-market approval requirement.  If, nonetheless, Congress is found to be without the power to provide that safeguard to the American public, the promoter of the unapproved claim should have the burden to show that disclaimers are adequate to alert the user to the specific support that is lacking.

  B. Direct-to-Consumer Advertisements.  FDA asks if its approach to Direct-to-Consumer (DTC) advertising is “consistent with empirical research and with relevant legal authority.”    While these questions are important, I do not see a reason for raising them in the context of a re-examination of the constitutional issues concerning commercial speech.  Unlike the FDA policy at issue in Western States,  FDA does not preclude all DTC ads for approved drugs.  Instead its policy is geared toward preventing consumers from being misled about the approved use and the important side-effects, an aim fully consistent with the judicial decisions.  Moreover, FDA does not require prior review of DTC ads, although it encourages consultation.  Since the statute provides standards for prior review of drug advertisements,
  whether such a requirement is needed is, in the first instance, a statutory question and not a constitutional one.

FDA’s Notice also asks if the DTC ads lead to over-prescription and if they encourage  treatment for under-diagnosed deceases.  These are important policy aims, and FDA should pursue investigating ways to achieve these policy directions.   The agency also asked if the current approach creates any impediments to the ability of doctors to give optimal medical advice.  In this respect  FDA needs to consider  measures to guard physicians from the pressure to prescribe drugs that comes from the single-drug focus of the DTC ads.  I recommend that the DTC ads state prominently that consumers need to “Consult your doctor about the range of treatment choices that may be available.”   The role of the physician is to advise patients about the choice of therapies in light of available drug and non-drug treatments, the potential side-effects from these treatments, the patient’s particular situation, the relative efficacy of the treatments, and cost factors, including the availability of generic drugs.  

The survey cited by the dissenting judges in Western States indicated that family physicians reported DTC ads pressure physicians to prescribe drugs they would not ordinarily prescribe. 
  The majority in Western States found this single survey insufficient to support an advertising ban since the survey was not relied upon by the Government and rested on a “questionable assumption” that physicians would prescribe unnecessary medicines and that informed consumers would make “bad decisions” from which they needed to be protected 
  FDA should consider whether the present and future surveys provide support for reducing unwarranted pressure on the physician by providing disclosures about the range of advise the patient needs from the doctor. 

The  typical statement in DTC ads to consult your physician about the drug, and to see if the advertised drug is “right for you,” suggests that the decision is a drug-specific decision, dependent  on the side-effects for the particular drug.  If the ads made clearer that a relative choice needs to be made, it would be more respectful of the physician’s role and might alleviate the pressure doctors feel that comes from a consumer advertisement aimed at a single drug.  Moreover, in this time of concern with drug costs, there is a need to make consumers aware of the value of advice from their physician on the relative cost factors for generic and other treatments.   There may be additional ways to ensure that consumer understand the wider perspective involved in the physician’s advice.  Further attention may also be needed to ways of ensuring that physicians have sufficient information to make the relative choice on an adequate basis.  These ways of improving DTC ads seem a more useful focus for FDA’s reassessment than some general change in its existing policy.

C. Off-label Uses of Prescription Drugs. 1. Relevance of Western States.   FDA asks about the extent of its ability to regulate speech about off-label uses and whether permitting speech by manufacturers about off-label uses would undermine the new drug approval process.    Read broadly, Western States, can be seen as raising the issue of  whether disclaimers can provide a reasonable alternative to restrictions on speech by the manufacturer about off-label uses of drugs.  This issue is most relevant with respect to the distribution by pharmaceutical companies to doctors of  medical articles about off-label uses of approved drugs.   Promotion of off-label uses by manufacturers that is not based on peer-reviewed medical articles should clearly be considered impermissible--no matter what disclaimers are used-- since allowing that promotion would undercut the drug approval process, and the promotions are not related to any distinct substantial interest.  These comments will focus on distributions of medical journals, for ease of analysis, but they might  provide a framework for evaluating the constitutional protections  available to manufacturers who suggest that continuing medical conferences, paid for by the manufacturer, cover off-label uses. 

In the case of medical journals,  FDA recognizes that doctors, as part of the practice of medicine, will discover off-label uses for approved drugs, and that medical researchers investigate these uses and communicate their conclusions to practitioners in accordance with the standards of the profession.   FDA’s position on the extent to which manufacturers can initiate distribution of medical articles has already been the subject of  litigation, which ended on appeal without reaching the constitutional merits, with FDA having withdrawn its prior guidance, and with the FDA policy left in some uncertainty. 
 

In Western States, the Court assumed that a statutory preclusion of advertisement to physicians and consumers of the willingness of a pharmacy to “compound”  specific drugs, without FDA approval of the variation, would promote the valid Governmental interest in the integrity of the NDA process.
  Nonetheless the Court found that before suppressing speech, Congress had to consider other alternatives, and that the potential for misleading advertising about the risks of a drug could be dealt with by a “warning that the drug had not undergone FDA testing and that its risks were unknown.”
  The  Court, in pointed language  found that “if the First Amendment means anything, it means that regulating speech must be a last--not first--resort.”  
 

FDA’s position about medical articles describing off-label uses has some parallels to its position with respect to pharmacy compounding.
   A mere disclaimer about the lack of FDA approval did not eliminate the need for approval of a new drug application when a manufacturer promoted off-label uses. 
    In 1997, Congress also enacted in the Food and Drug Modernization Act (FDAMA) an optional modified review system that can be used by manufacturers who distribute reprints, but one that did not simply rely on disclaimers. 
   While there are some similarities,  it is also  necessary to consider the differences between the two situations, and the difficulties in providing developing adequate warnings when manufacturers distribute articles about off-label uses of drugs.

 2.  Differences in Need for Review of  Significant New Uses.  Western States dealt with “pharmacy compounding,” which primarily relates to making changes in the formulation of an approved drug, using approved ingredients, to deal with individual patient needs in light of individual variability. 
  Compounding should respond to individualized needs and this focus should limit the extent to which compounding is occurs, and the potential for widespread harm to the public.  With off-label uses, promoted by major pharmaceutical companies, wider use can occur on a national basis, with a greater risk that the drugs can pose safety risks and delay effective treatment for wide numbers of people.  Moreover, the large market for off-label uses, and the involvement of the pharmaceutical company, makes possible the type of costly testing needed for drug approval, that is not economically viable for the small-scale efforts involved in pharmacy compounding done to meet individual needs. 
 

The promotion of off-label uses also threatens the integrity of the new drug approval process in a basic way.  If that promotion is permitted, drug manufacturers may obtain agency approval for the least risky use of the drug, and the one whose efficacy is the easiest to establish.  The riskier uses with borderline efficacy, and narrow and possibly inappropriate risk/benefit ratios, can come into wide use based on a journal article with disclaimers.  The Government will lose the ability to determine that the public needs to be protected by an independent agency review from the added exposure to risks from a new off-label use associated with commercial distribution of a medical article to treating physicians.   FDA review is not only independent. FDA also can obtain  access to all the underlying data to support claims, even those that are trade secrets.  The access of medical journals to the underlying test data may be limited, however, to safeguard the manufacturer’s interest in the proprietary nature of the database.

3.   Obstacles to Making Disclaimers Adequate.  An additional difficulty is the that  providing adequate  disclosures prevents obstacles that seem insurmountable.  These obstacles become clearer if one tries to envision what would make disclaimers adequate, taking into account the significance the distribution of the article by the manufacturer will have for physicians.

 
a.  Warning Caption.  Disclaimers,  if they could be made adequate, would have to have a bluntness that those seeking them may characterize as unnecessary.   This issue can be seen by examining  the disclaimer identified by the Supreme Court as suitable in Western States. The Court found that claims not approved by FDA should be identified by a “warning” to the physician and consumer. 
   Use of a “warning” as the introductory signal is appropriate with respect to off-label uses, given the importance of alerting the physician to the significant responsibility that he or she is undertaking in evaluating off-label uses promoted by the manufacturer.   There is likely to be resistance to such a clear signal, however.  Nonetheless it should be required, and, if it is not, the manufacturer should have to provide the evidence that other captions are fully adequate to alert physicians.

b.   Distribution As Endorsement.  When a pharmaceutical company distributes a medical article reporting on off-label uses, physicians are likely to see the distribution  as an endorsement, in some way, by the company of the new use as adequate to meet the standards of the profession as well as the usual testing standards for drugs.   The physician may also assume that if the new use proves harmful, the manufacturer will be subject to products liability for any inadequacies in the testing or in the warnings that the manufacturer provides with the medical article on the off-label use.  

In the absence of a  manufacturer endorsement of the off-label use, the physician would  recognize the potential for medical malpractice liability if the new use does not meet professional standards.   The physician would exercise the cautions involved in being sure that the off-label use fully meets the standards of the profession.   Whether the liability of the manufacturer would replace or lessen professional liability in this setting is a difficult question, and one that FDA is not in a position to resolve.  The relevant point is the physician’s perception that the manufacturer’s endorsement of the study can lessen the extent to which the physician will rely solely on professional assessment.  Thus, a disclosure would be needed that the manufacturer’s distribution is  not an endorsement that the article shows that the off-label use meets the professional standards (assuming this to be the manufacturer’s position). 

c.  Specific Differences from FDA Testing Requirements.  If a disclosure system were to be used it would need to indicate the specific ways in which the off-label use did not have the testing normally required for FDA approval. 
  A blanket statement that the risks of the off-label use  are unknown, suggested in Western States,  is not suitable here..  The testing reported in the medical journal is likely to have identified some risks associated with the new use, and the FDA labeling for the approved use will indicate others.  Instead, the  difficulty  will be with whether the testing in the medical article is sufficient.  

An adequate disclosure in this situation also needs to be indicate more than the lack of FDA approval.  Indeed the disclosure identified by the Supreme Court in Western States referred to the lack of FDA testing, not the lack of FDA approval.
  In dealing with off-label uses promoted by the manufacturer, the physician needs the benefit of  knowing how the studies found in the medical journal differ from the testing FDA requires.  Individual physicians have limited time to undertake study about any gaps in the studies reported in the literature and they are not in a position to determine the efficacy and risks of a drug within the limits of their  practice. The variability in the quality of articles in medical journals makes this type of specific disclosure critical.
 

 To adequately inform physicians, there should be a disclosure that reports the extent to which the medical journal article, relied on to support the off-label use, fails to meet the usual FDA standards for drug testing.  This disclosure should cover any differences with respect to the number of test subjects and the type of testing and controls.  Moreover, if this is the type of situation in which FDA would call for post-use  “Phase IV” studies, or pediatric studies, the warning should disclose whether  any such studies are being undertaken. 

d.  Material Omissions.  The manufacturer should be sure that there is adequate disclosure of any other material information that would affect the assessment of the journal article, such as contradictory results from an unreported study known to the manufacturer. 
  

e. Provision for Post-Market Surveillance.  Increasingly, there has been recognition of the need for an adequate post-market surveillance system to detect adverse reactions that are not detectable within the testing  limits of reliable studies. 
  There could be complications in knowing how to deal with adverse reactions attributable to off-label uses in the post-marketing adverse reaction reporting.  Reactions based on off-label uses might be discounted as based on misuses of the drug for which the manufacturer has little responsibility.  However, when the manufacturer is encouraging the off-label use by distributing medical journals, special attention should be paid in the reporting system, and the disclosures, to reactions associated with these uses. 

f.  Conflict of Interest and Independent Review.  There should also be disclosure about any conflict of interest between those doing the study reported in the medical article and the pharmaceutical company  distributing the reprint so that the reader can take account of the potential for bias.    Moreover there should be a disclosure of whether there has been any independent review of the medical testing by those without any conflict of interest.  A disclosure approach still suffers the key drawback, though, of not providing the safeguard of an independent review.   FDA’s employees and its advisory committees members are subject to requirements that preclude a role when there is a conflict of interest. 
  

4. Notification and Prior Review of Distributions and Disclaimers.   If a disclosure system were to be used, the manufacturer should be obliged to notify FDA of the dissemination by the manufacturer of the reprint from the medical journal, and related material such as cover letters, sent to physicians about off-label uses.  These cover letters can be important in conveying the manufacturers’ endorsement of the off-label use reported in the medical journal  Without such a notification requirement, FDA is in a poor position to know about the dissemination and the disclosures, and to take enforcement action to correct misleading disclosures.    FDA has proposed to require that biotechnology companies provide the agency notice of new uses of biotechnology for foods, and has identified the legal basis for finding such a notification necessary to carry out its authority to efficiently enforce the law. 
  That rationale also seems applicable to the problems presented by promotion of medical journals about off-label uses.  

Moreover, the need for FDA prior review of  disclaimers for unapproved  health claims on dietary supplements has been recognized in one of the major commercial speech cases, Pearson v. Shalala (Pearson).. 
  If  prior review of the disclaimers for supplements is appropriate,  notification of the distributions of articles and related material about off-label uses about drugs is  clearly needed.    Pearson also provides support for having  prior review of the disclaimers to be provided with journal articles about off-label uses.  In FDAMA, Congress provided an alternative means for manufacturers to distribute reprints about off-label, and this “safe harbor” could provide the framework for identifying  reasonable alternatives for notification and comment.  The FDAMA process included prior notification of the distribution,  a 60-day delay for FDA comments,  an undertaking to do additional testing found necessary by FDA, and a filing of a supplemental NDA. 
   If disclosures alone were to be relied upon,  the disclaimer accompanying the distribution of the medical journals should indicate FDA’s comments and that  the specific tests recommended by FDA were not being done.

5.  GRAS/E Status.  FDA should acknowledge the circumstances when the warning and disclosures described above are not needed.  In some cases, it may be that off-label uses described in medical journals may have sufficient scientific support and expert acceptance that they could have become Generally Recognized as Safe and Effective (GRAS/E).
   When new drugs are initially developed, they cannot be GRAS/E  since the drug will not have had the use for a  material time  needed for expert  recognition..
  The standards for GRAS/E are high.   As the Supreme Court has found, experts would not generally recognize a drug as safe and effective without the type of adequate and well-controlled studies needed to obtain FDA approval.
  Thus it may be rare that off-label uses could achieve this status. 

FDA might consider whether it should establish criteria and a process for affirming off-label uses as having attained GRAS/E status based on the adequacy of the studies, extensive use and expert recognition.  When that exists, the product would not need the disclaimers described here.  A benefit of establishing this procedure would be to encourage manufacturers to sponsor fuller studies for off-label uses that provide the level of support and safeguards needed for GRAS/E recognition.  This would be preferable than having manufacturers distribute medical journals that need extensive disclaimers.

D.   Health Claims on Foods.   FDA asks if different standards can be used for health claims on foods than the approach found constitutionally applicable to health claims on dietary supplements.   There are reasons to believe there are differences.  Dietary supplement users seek the products out and may be willing to spend more time studying a disclaimer.  Foods are a necessity and shoppers have limited time to review the details of disclaimers while making selections.  Consumers can lose confidence in health claims generally if  preliminary and weakly- supported claims are frequently put in question by new information.  The valid claims that promote healthy dietary choice should not be obscured by weak claims whose validity is continually undercut. 

This need for stability and confidence about health claims led to the statutory requirement for agency approval of claims when they are supported by significant scientific agreement based on the totality of the evidence, including well-designed studies.
    If FDA and Congress is to reconsider it, attention needs to be given to whether disclaimers can distinguish the claims without sufficient support from the supported ones.  I continue to believe the best way to provide an adequate disclaimer would be for the unapproved claims to state that do not meet the key statutory requirement of “significant scientific agreement.”
   However, the Pearson court found this standard vague and remanded for  better identification of the standard.
   FDA should pursue articulating the criteria for significant scientific support agreement.  FDA has already recognized that the standard does not require the wide degree of consensus among experts needed for general recognition of drugs.  Perhaps FDA could make clear that the standard for food health claims is met if there is majority acceptance by the leading qualified experts, which can be shown by affirmative endorsement by the leading organizations.  Scientific support is especially needed in this field because the ultimate validity of the claim depends upon long-term studies and population studies that are difficult to do. 
   The support of scientific experts serves as a safeguard, in the absence of full testing.   Of course, further experience, and full testing,  could show that the views of these experts is incorrect.
   Still, unless that happens, the consumer should have the benefit of knowing whether a majority of experts agree with the claim. 

The alternative form for the disclosure should build on that used by FDA for dietary supplements on remand from the Pearson case.  Thus it should state that FDA does not endorse  the claim, but it should also state that it does not do so since there are no long-term studies to establish it, and the claim has not accepted by most experts.
   A mere statement that FDA has not approved the claim could seem to reflect agency delay and inattention, so a disclaimer that reflects affirmatively FDA’s  non-acceptance is more informative for consumers. FDA prior review of the disclaimers should occur, as the Pearson court recognized was necessary for  supplement claims. 

E. Resources.  Reviewing notifications about off-label uses and disclaimers for those claims and health claims on a timely basis places considerable demands on FDA resources.  The Administration needs to consider providing additional support to enable FDA to meet its added review and enforcement responsibilities under a constitutional scheme that relies on disclaimers rather than pre-market review to protect the public. Consideration should be given to legislation that would make those seeking to make claims based on disclaimers pay a fee to cover the added FDA staff costs.  The model would be the “user fees” that must  be paid by those seeking approval of  new drug applications, although the fee range would be different.

F. Conclusion.  The FDA Notice raised such significant and general questions  that this response has had deal with the fundamental premises for regulation.  I hope these comments will help illuminate the approach FDA should adopt.

Sincerely yours,

Margaret Gilhooley

Professor of Law
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