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The Prescription Project of Community Catalyst, Inc., a non-profit health care advocacy
organization based in Boston (www.prescriptionproject.org ); the National Physicians Alliance, a
multi-specialty medical organization representing approximately ten thousand physicians
(www.npalliance.org ); Prescription Access Litigation LLC, a coalition of over 130 organizations
representing consumers, health care advocates, seniors, labor union members, legal services
organizations, and others (www.prescriptionaccess.org ); and US PIRG, the federation of state
Public Interest Research Groups (www.uspirg.org ), strongly urge the Food and Drug
Administration (“FDA”) not to adopt the proposed draft guidance, entitled “Draft Guidance for
Industry on Good Reprint Practices for the Distribution of Medical Journal Articles and Medical
or Scientific Reference Publications on Unapproved New Uses of Approved Drugs and
Approved or Cleared Medical Devices; Availability.”"

The Draft Guidance presupposes that “the public health may be advanced by healthcare
professionals' receipt of medical journal articles and medical or scientific reference publications
on unapproved or new uses of approved or cleared medical products that are truthful and not
misleading.” For the reasons outlined below, the Prescription Project and other organizations
listed above, disagree that such promotion advances the public health, and we therefore oppose
the recommendations.

We also agree with the comments submitted by The Patient and Consumer Coalition and
with those of the New York State Department of Health. The NYSDH urges that the FDA
“leave the language of the Food, Drug and Cosmetic Act to speak for itself, or to impose
meaningful restrictions on the nature and validity of the articles that manufacturers may
disseminate without fear of running afoul of legal limits” and goes on to specify such reasonable
restrictions."


http://www.prescriptionproject.org/
http://www.npalliance.org/
http://www.prescriptionaccess.org/
http://www.uspirg.org/

Prescription drugs are frequently prescribed for uses that have not been approved by the
FDA (“off-label” indications). Off-label use is often medically appropriate, but should be
undertaken only when a clinician has carefully evaluated the medical evidence. Distribution of
single studies by pharmaceutical representatives is not an effective way to facilitate evidence-
based decision making and thus does not prioritize patient safety or public health. Specifically:
e Early evidence is often contradicted.
e Single trials can be misleading and may not adequately assess drug effectiveness or
safety."
e Statistically, any individual study has a good chance of coming to the wrong
conclusion. _
e Trials stopped early for benefit are found to be less striking on further review."

This Draft Guidance lowers the threshold for the promotion of off-label uses through the
distribution of published studies, thereby reducing industry incentive to conduct more conclusive
trials.

e Currently, FDA approval is a major incentive for companies to test and evaluate their
products. Once a medication is approved for any use, drug companies have incentive
to study that product for use in additional indications.

e Creating a pathway to more off-label marketing reduces the incentive to obtain FDA
approval for new indications.

e Under the Draft Guidance, a company would be able to disseminate a trial that finds
positive data for any unapproved use, thus reducing the incentive to conduct more
detailed research that might contradict the initial finding.

The FDA drug approval process requires review of all data regarding a drug, both
published and unpublished. In contrast, the editorial review processes employed by peer-
reviewed journals do not. Journal review processes vary widely and publication in a peer-
reviewed journal is not in and of itself a guarantee of quality.

e FDA approval requires access to full data.

Journal reviewers only have access to what has previously been published.

Published studies may lack appropriate controls, design or statistical analysis.

Industry has the potential to fund and publish individual studies with substantial bias.

Industry-funded trials and reviews are more likely than independent evaluations to be

favorable toward the sponsor’s drug.”

Publication bias means negative studies are less likely to be known by reviewers.

e Industry, motivated to sell more product, could selectively choose to distribute studies
that show its products in a favorable light.

e Industry has frequently been shown to play an invisible role in funding and even
“ghost writing” published studies that are published under the names of academic
physicians.”

e FDA lacks resources to review all distributed studies and ensure they meet a high
standard



This Draft Guidance would encourage pharmaceutical sales representatives (“detailers”)
to further obscure their marketing goals by allowing them to characterize their interactions as
“physician education”, while allowing them to disseminate materials for which there would be
no meaningful standards to require fair balance. However, sales representatives are not qualified
educators and should not be involved in the promotion of off-label uses—including the
dissemination of published studies—for the following reasons:

e Drug detailers are incentivized by measurements of sales, not by the education they
provide physicians. This goal is often incompatible with the promotion of
appropriate prescribing.""

e Drug detailers are not required to have medical or scientific training and thus cannot
be a reliable source of information for physicians on non-approved uses of
medication.

There is enormous potential for off-label marketing to harm patients.

e The off-label use of atypical antipsychotic medications in patients with dementia
illustrates these risks. Eli Lilly is reported to have heavily promoted Zyprexa for this
off-label indication, despite an FDA warning that the drug can increase the risk of
death in older patients with dementia-related psychosis.""

e An AHRQ review found an absence of evidence for many off-label uses of
antipsychotic drugs, including use in the treatment of depression and obsessive
compulsive disorder. For dementia, there is an increase in the risk of death, weight
gain, stroke and neurological problems such as stroke and tremor.™

e According to US Department of Justice findings, Warner Lambert (now Pfizer)
promoted Neurontin for off-label indications “even when scientific studies had shown
it was not effective.”

o For example, the company promoted Neurontin as effective for use as the sole
drug (monotherapy) for epileptic seizures, even after solo use had been
specifically rejected by the FDA. Similarly, the pharmaceutical company
falsely promoted Neurontin as effective for treating bipolar disease, even
when a scientific study demonstrated that a placebo worked as well or better
than the drug.” _

0 The manufacturer settled the complaint for $430m.”

e Patients may suffer economic harm as well as clinical harm from off-label promotion
of expensive brand-name medications."

As noted recently in the New England Journal of Medicine, the FDA acts in essence as a
“learned intermediary,” scrutinizing clinical and preclinical data on behalf of prescribing
physicians. Few individual prescribers have time or expertise to independently assess the quality
of studies disseminated by industry sales representatives. The Draft Guidance would allow
industry to distribute large quantities of materials to promote off-label indications not well
supported by the balance of scientific evidence. While any individual study “might be technically



non fraudulent... the body of material could be chosen selectively to create an appearance of
safety or efficacy that would not meet FDA standards.” "

In conclusion, the Prescription Project and other organizations listed above urge the FDA
not to issue the Draft Guidance in its current form, which would encourage the pharmaceutical
industry to expand marketing practices which have been found to be illegal by government fraud
investigations and successful litigation by government and consumers. We urge the FDA to hold
public hearings to consider under what circumstances, if any, the industry should be allowed to
market products for off-label indications.

In order to protect the interests of patients and the public, physicians and other prescribers should
be informed by an unbiased synthesis of the best available information, not by ad hoc
distribution of materials that are intended to promote off-label use of particular products.
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