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T

he Journal of Law, Medicine & Ethics always strives to be
at the forefront of research and policy making. We aim to
publish articles that reexamine and expand on the current
literature and that create a path forward in medicine, law, ethics, and
the many other sub-fields in health and health law. We hope every
article we publish contributes to the voluminous literature in a positive way and that our readers are invigorated by the spirited discussion. This supplement issue of JLME continues this multi-disciplinary approach with “Blueprint for Transparency at the U.S. Food and
Drug Administration.” Here guest editors Anna L. Davis, James Dabney Miller, Joshua M. Sharfstein, and Aaron S. Kesselheim and their
co-authors have tackled the challenging topic of transparency at the
respected government agency. A team of researchers from various
universities wrote the main “Blueprint” article of this supplement
issue, which is followed by six commentary articles. The Blueprint
article recommends 18 specific ways the FDA can be more transparent so that the public at large can be better informed about medical products, applications, and scientific studies. The commentary
articles then discuss what may work, the missed opportunities and
limitations of the suggestions, and legal approaches and guidelines
for the FDA to take. Ultimately, the hope is that the FDA will disclose
more throughout its review process, and do so without disrupting
trade secrecy protections, in order to improve the public’s health.
In the spirit of disclosure, I offer my own. After ten years as the
assistant editor of JLME, I am creating my own path forward and
focusing on a new chapter in my life. Working for our parent organization ASLME and editing this journal have been a tremendous
professional and personal honor. To our readers, authors, and peer
reviewers: thank you for the many years of stimulating conversations
and teaching opportunities. To my friends at ASLME: thank you for
being the best group of co-workers anyone could ask for. To my editor and mentor Ted Hutchinson: a huge thank you for always believing in me and for your continued support.
Thank you for a great run! I look forward to staying in touch
with you.

With best wishes,
Courtney
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Blueprint for Transparency at the
U.S. Food and Drug Administration:
Recommendations to Advance the
Development of Safe and Effective
Medical Products
Joshua M. Sharfstein, James Dabney
Miller, Anna L. Davis, Joseph S. Ross,
Margaret E. McCarthy, Brian Smith,
Anam Chaudhry, G. Caleb Alexander,
and Aaron S. Kesselheim
BACKGROUND
The U.S. Food and Drug Administration (FDA) traditionally has kept confidential significant amounts of information relevant to the approval or non-approval of specific
drugs, devices, and biologics and about the regulatory
status of such medical products in FDA’s pipeline.
OBJECTIVE
To develop practical recommendations for FDA to
improve its transparency to the public that FDA could
implement by rulemaking or other regulatory processes
without further congressional authorization. These
recommendations would build on the work of FDA’s
Transparency Task Force in 2010.
METHODS
In 2016-2017, we convened a team of academic faculty
from Harvard Medical School, Brigham and Women’s
Hospital, Yale Medical School, Yale Law School, and Johns
Hopkins Bloomberg School of Public Health to develop
recommendations through an iterative process of reviewing FDA’s practices, considering the legal and policy constraints on FDA in expanding transparency, and obtaining
insights from independent observers of FDA.
RESULTS
The team developed 18 specific recommendations for
improving FDA’s transparency to the public. FDA could
adopt all these recommendations without further congressional action.
FUNDING
The development of the Blueprint for Transparency at the
U.S. Food and Drug Administration was funded by the
Laura and John Arnold Foundation.

24

Transparency at the U.S. Food and
Drug Administration
Robert M. Califf
Given the profound public health and economic ramifications of decisions made by the U.S. Food and Drug
Administration, the degree to which FDA activities
should reflect an approach founded on complete transparency versus one focused on preserving confidentiality
of information deserves public discussion. On one hand,
reasonable requirements for transparency are critical to
stimulating effective innovation, knowledge dissemination, and good business practice. On the other, ensuring
the vitality of the medical products industry requires
protecting legitimately proprietary information. With current standards reflecting a lengthy accumulation of legal,
regulatory, and practical precedent, recent significant
changes in the environment in which the FDA operates
should prompt a critical examination of current practices.
In this article, I comment on Sharfstein and colleagues’
“Blueprint for Transparency,” which calls for multiple specific actions to increase transparency at the agency across
five key areas, including interactions between FDA and
industry, public disclosure of internal FDA analyses, deliberations concerning generics and biosimilars, expanded
access to raw study data, and approaches to countering
misleading information in the public sphere. I evaluate
these recommendations in light of my experience as a
clinician, researcher, and former FDA Commissioner, and
reflect on possible outcomes that could result from enacting these practices.

29

FDA Transparency in an Inescapably
Political World
Daniel Carpenter
Transparency requires more than disclosure of data. It
requires a mechanism and policy for conveying information to the public. In order for the aims of the excellent
report of the FDA Transparency Working Group to be
realized, a publicity initiative will need to accompany
the plan of action. The FDA will need to actively convey
information about the evidence concerning benefit-risk
profiles of drugs, sometimes pointing out misleading
claims by manufacturers or sponsors. In other cases, the
FDA will need to make available its procedures, including
possible conflicts of interest, not only in drug approval,
but also in guidance documents and in rulemaking.
Transparency as a process of letting the public see into the
agency should be accompanied by a proactive strategy of
distributing information about the products regulated by
the agency.

blueprint for transparency at the u.s. food and drug administration • winter 2017
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The Blueprint for Transparency at the FDA recommends
that the FDA proactively release more clinical trial data. We
show that the FDA possesses the legal authority to act on
this recommendation, and describe several reasons that the
agency should do so. In particular, the primary existing route
for researchers to obtain access to this data, the Freedom of
Information Act (FOIA), has important limits, as our own
recent experience shows.
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The market can produce skewed information about investigational products awaiting FDA approval. But the FDA
rarely steps in to correct such misleading information, despite
statutory authority to do so. This article evaluates a recommendation by the FDA Transparency Working Group that
FDA more clearly signal when and how it will correct misleading information about investigational products, and why such
a recommendation is particularly important after the 21st
Century Cures Act.

46

Withholding Information on
Unapproved Drug Marketing
Applications: The Public Has a Right to
Know
Sammy Almashat and Michael Carome
The Food and Drug Administration (FDA), as a matter of
long-standing policy, does not inform the public of instances
whereby applications for new drugs or new indications for
existing drugs have been rejected by the agency or withdrawn
from consideration, nor does it disclose the agency’s analyses
of the data submitted with such applications. This lack of
transparency is unjustified and prevents patients, researchers, and healthcare providers from gaining insight into why
a drug’s application was not approved. The FDA’s policy is
particularly troubling in cases where the agency has found a
currently marketed drug to be ineffective or unsafe for a newly
proposed indication. Disclosure of the FDA’s findings in such
cases would promote public health by encouraging healthcare
providers to avoid prescribing drugs for unapproved (off-label)
uses that the agency has deemed to be potentially dangerous or ineffective. The FDA’s counterpart agencies in Europe
and Canada have demonstrated the feasibility of disclosing
information on rejected and withdrawn drug marketing applications. The FDA should follow suit and allow the American
public to know when a drug is deemed unsafe or ineffective
for a certain use.

42

Ethical, evidence-informed decision making is undermined by
the grave concerns that have emerged over the trustworthiness
of clinical trials published in biomedical journals. The inescapable conclusion from this growing body of research is that
what we see, even in the most highly regarded peer-reviewed
journals, cannot be trusted at face value. Concerns of inaccurate, biased, and insufficient reporting of trials are impossible
to resolve without access to underlying trial data. Access to
such data, including things like clinical study reports—huge,
unabridged, detailed reports of clinical trials—would minimise the risk of distortions and selective publication. But
the FDA, the world’s greatest custodian of those data, just
sits on them. We see no reason why FDA should not publicly
release clinical study reports with minimal redactions. The
European regulator is already doing this, but FDA’s holdings
are far greater. Data transparency is not simply an “opportunity” FDA might consider, but rather an ethical imperative.
The Blueprint is good but does not go far enough. We do not
need gates, barriers and committees between us and access to
aggregate reports on drugs and other interventions which we
are prescribing or using daily. Let’s leave the nannies at home.

journal of law, medicine & ethics

INTRODUCTION
Anna L. Davis, James Dabney Miller, Joshua M. Sharfstein,
and Aaron S. Kesselheim

P

atients are angry that a once-promising drug in
development has disappeared without a trace.
Companies wait before developing a generic
drug because they do not know how many others
are in the pipeline. Physicians express frustration at
company statements misrepresenting the data about
a medication. In each of these scenarios, key information that could resolve the issue may have been
transmitted to the U.S. Food and Drug Administration (FDA), but manufacturers’ efforts to maintain
confidentiality protections and the FDA’s current disclosure rules supporting those claims keep the information from the public eye. Can the FDA take better
approaches to transparency that can simultaneously
support the public health and not undermine appropriate recognition of trade secrets?
This issue of the Journal of Law, Medicine & Ethics is devoted to the Blueprint for Transparency at the
U.S. Food and Drug Administration. Developed by a
team of researchers from Harvard Medical School/
Brigham and Women’s Hospital, Yale, and Johns
Hopkins, and supported by funding from the Laura
Anna L. Davis, J.D., M.P.H., is a Visiting Scholar in the
Department of Health Policy and Management at the Johns
Hopkins Bloomberg School of Public Health and serves as
Program Manager for the Clinic for Public Health Law and
Policy. James Dabney Miller, J.D., M.P.H., is a Senior Associate in the Department of Health Policy & Management at the
Johns Hopkins Bloomberg School of Public Health. Joshua M.
Sharfstein, M.D., is Professor of the Practice in the Department of Health Policy and Management at the Johns Hopkins
Bloomberg School of Public Health. Aaron S. Kesselheim,
M.D., J.D., M.P.H., is an Associate Professor of Medicine
at Harvard Medical School and Director of the Program On
Regulation, Therapeutics, And Law (PORTAL) in the Division of Pharmacoepidemiology and Pharmacoeconomics at
Brigham and Women’s Hospital.

& John Arnold Foundation, the Blueprint sets forward 18 specific recommendations for agency action
on transparency. These ideas support greater disclosure about product applications, failed and withdrawn
products, and scientific studies. To encourage discussion on these ideas, the editors invited commentaries
from a range of experts in medicine, law, public policy,
and regulatory science.
The first commentary is by Robert Califf, who was
FDA Commissioner from February 2016 to January
2017. In his commentary, among other points, Dr. Califf tempers his support for greater transparency with
caution about some of the difficulties in implementing
several of the recommendations. He concludes with
“unabashed enthusiasm” about FDA correcting misinformation in the marketplace and calling for FDA to
provide more rapid guidance on its thinking about key
scientific topics.
The second commentary is by Daniel Carpenter
from the Government Department at Harvard University. Professor Carpenter argues that the Blueprint
should have tackled transparency issues related to the
influence of regulated industry — including disclosure
of all potential avenues of this influence in the guidance and rulemaking process. He also notes that countering misleading information in the market, while
important, is a fraught and politicized task.
The third commentary is by Amy Kapczynski and
Jeanie Kim from Yale Law School. They discuss the
practical limitations of the Freedom of Information
Act as a route to obtain information from FDA. They
also provide an analysis of FDA’s legal authority to disclose information proactively.
The fourth commentary is by Nathan Cortez from
the Dedman School of Law of Southern Methodist
University. He calls on FDA to lose its traditional reti-
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cence to question industry disclosures under securities laws, by establishing guidelines for identifying
and correcting misleading information.
The fifth commentary is by Peter Doshi at the University of Maryland School of Pharmacy and Tom Jefferson at the Centre for Evidence Based Medicine of
the University of Oxford. They discuss publication and
other biases that, in their view, would be ameliorated
by release of certain types of clinical trial data by FDA.
They do not support the Blueprint’s idea of having an
independent organization or group review proposals
for scientific merit before releasing data.
The final commentary is by Michael Carome and
Sammy Almashat at Public Citizen. They emphasize
the benefits of disclosing information about product
applications that are not approved, or are withdrawn
or abandoned. These include more rapid abandonment of unfruitful lines of research and clinical prac-

6

tice, to the benefit of patients, as well as the more efficient pursuit of more fruitful avenues of exploration,
also to the benefit of patients.
What emerges from this collection of perspectives
is a clear sense that transparency supports the FDA’s
mission as a public health agency and that it should
be seen as the norm, with exceptions carved out to
account for trade secrecy protections, rather than the
other way around. There is general recognition that a
strong foundation in transparency can contribute to
enhanced patient outcomes, efficient market dynamics, and a greater public trust in the extremely important work of the FDA.
Note

The authors have no conflict of interest to declare.
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Blueprint for Transparency at the
U.S. Food and Drug Administration:
Recommendations to Advance the
Development of Safe and Effective
Medical Products
Joshua M. Sharfstein, James Dabney Miller, Anna L. Davis,
Joseph S. Ross, Margaret E. McCarthy, Brian Smith, Anam Chaudhry,
G. Caleb Alexander, and Aaron S. Kesselheim
Overview and Scope
The U.S. Food & Drug Administration (FDA) stands
apart among the world’s regulatory agencies for the
depth of its expertise and analysis about medical products. However, much of this knowledge and information about the regulatory process stay within FDA’s
walls, as a result of policies and regulations that have
for many years broadly defined what is considered
“confidential.”
In 2010, FDA established a Transparency Task
Force to consider whether these regulations and policies should be modernized.1 The Task Force quoted
former Commissioner Donald Kennedy in saying that
“government decisions, particularly regulatory decisions, should be based on publicly available information...people affected by government decisions have a
right to know the basis on which they are made.” The
Task Force released a series of draft recommendations, several of which were adopted.2
Since 2010, the ground has tilted further in favor of
transparency at the FDA. Patient advocates, academic
researchers, and legislators have expressed frustration

about policies that prevent understanding of the pipeline for new drugs. In place of the FDA, third parties
are aggregating disclosures by medical product companies to investors and selling them as information
services. In certain high profile cases, companies have
released misinformation that FDA was unable to counter in a timely way. Litigation is also putting pressure
on the Agency to change its policies on confidentiality.3
The world around the Agency has also become more
transparent. Extensive information on most clinical
trials is publicly available on the website www.ClinicalTrials.gov, hosted by the National Library of Medicine
of the National Institutes of Health. The European
Medicines Agency is advancing a broad transparency
initiative that includes the release of many their analyses as well as certain industry submissions.
The potential benefits of greater transparency in the
regulatory process include:
• A higher quality and greater quantity of evidence
to inform medical education and guide clinical
practice;

Joshua M. Sharfstein, M.D., is Professor of the Practice in the Department of Health Policy and Management at the Johns Hopkins Bloomberg School of Public Health. Anna L. Davis, J.D., M.P.H., is a Visiting Scholar in the Department of Health Policy
and Management at the Johns Hopkins Bloomberg School of Public Health and serves as Program Manager for the Clinic for
Public Health Law and Policy. James Dabney Miller, J.D., M.P.H., is a Senior Associate in the Department of Health Policy &
Management at the Johns Hopkins Bloomberg School of Public Health. Joseph S. Ross, M.D., M.H.S., is an Associate Professor
of Medicine (General Medicine) and of Public Health (Health Policy and Management), a member of the Center for Outcomes
Research and Evaluation at the Yale-New Haven Hospital, and an Assistant Director of the Robert Wood Johnson Foundation’s
Clinical Scholars program at Yale. Margaret E. McCarthy, J.D., Ph.D., is a Research Scholar in Law and the Executive Director of the Collaboration for Research Integrity and Transparency at Yale Law School. Anam Chaudhry is an M.S.P.H candidate
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• Faster innovation, as researchers, industry, and
investors can more easily and thoroughly understand successes and failures;
• Improvements in FDA processes, allowing
researchers to study how companies and FDA
interact; and
• Greater public understanding and confidence in
the activities of the FDA.
A change in the presidential administration is an
opportune time to take a fresh look at FDA’s policies
and practices to support public transparency. With
support from the Laura and John Arnold Foundation,
a team of academic faculty — at the Johns Hopkins
Bloomberg School of Public Health, Brigham and
Women’s Hospital and Harvard Medical School, Yale
Medical School, and Yale Law School — has developed
a Blueprint for Transparency at FDA.4
This iterative process included reviewing the work
of the 2010 Transparency Task Force, understanding
recent activities by the European Medicines Agency,
evaluating published research on the FDA review
process, obtaining insight from close Agency observers with a variety of perspectives (including patient
advocacy organizations, pharmaceutical companies,
consumer organizations, and other academic experts),
and considering a range of constraints on what might
be possible. This work recognizes the importance of
legal restrictions on disclosure of trade secrets, for
which federal law requires confidentiality.5

The report has five focus areas:
1. FDA should disclose more information about key
milestones in the application process.
2. FDA should disclose more of its own analysis
and decision-making.
3. FDA should disclose more about the application and review process for generic drugs and
biosimilars.
4. FDA should correct misleading information in
the market.
5. FDA should disclose data from scientific studies
to enhance understanding of medical products.
Together, these sections contain 18 recommendations,
which are summarized in the Table.6
Progress on transparency at FDA does not require
an Act of Congress. Under existing statutory authority, FDA has broad discretion to define much of what
is considered confidential by amending its regulations and refining policy.7 The recommendations in
this Blueprint represent realistic steps FDA can take
without statutory change to provide the public substantially more information on regulated medical
products, and in doing so, improve patient care and
product development — advancing the public’s health.

Table
Blueprint for Transparency at FDA: 5 Focus Areas with 18 Specific Recommendations

Focus Areas
FDA should disclose
more information
about key milestones
in the application
process.

Author name bio

8

Recommendations from
2010 FDA Transparency
Task Force
• FDA should disclose basic
information (including
name of sponsor and
product) about investigational notices, the filing
of marketing applications,
and the existence of clinical holds. (1)

New Recommendations
• FDA should include in disclosures of investigational notices and marketing
applications the class of medication and mechanism of action if known. (2)
• FDA should include in disclosures of investigational notices and new applications the ClinicalTrials.gov numbers for all trials conducted or relied
upon as pivotal for marketing approval. (3)
• Where FDA enters into a Special Protocol Assessment, FDA should
release the text relevant to safety and efficacy after the study is completed. (4)
• When FDA has issued or released a clinical hold related to safety or efficacy, the FDA should release a summary of the reasons within 10 days. (5)
• FDA should disclose whether a marketing application has been designated
for an expedited development or review program and, if so, provide the
scientific basis for that designation. (6)
• FDA should disclose written requests for pediatric studies at the time
such requests are made, as well as other documents indicating agreement
on changes to the initial request. (7)
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Table (continued)
Blueprint for Transparency at FDA: 5 Focus Areas with 18 Specific Recommendations

Focus Areas
FDA should
disclose more
of its own
analysis and
decision-making.

FDA should
disclose more
about the
application and
review process
for generic drugs
and follow-on
biologics.

FDA should
correct misleading
information in the
market.
FDA should
disclose data
from scientific
studies to enhance
understanding of
medical products.

Recommendations from
2010 FDA Transparency
Task Force

New Recommendations

• FDA should provide infor- • FDA should make public its clinical and statistical reviews of products not
mation and explanations
approved or for which the marketing applications are abandoned or withfor withdrawn medicadrawn. FDA should issue guidance on the definition of abandonment. (9)
tions and should disclose • FDA should make its pooled data sets, masked and de-identified as approFDA’s communications to
priate, and FDA’s analyses of these data sets, available to the medical and
companies when products
research community through clinical data repositories, such as through
are not approved. (8)
the National Institutes of Health Biologic Specimen and Data Repository
Information Coordinating Center. (10)
• FDA should disclose the
• FDA should routinely disclose those portions of Complete Response
filing of generic drug
Letters to generic drug manufacturers that relate to bioequivalence. (12)
applications, including the • FDA should routinely disclose the filing of abbreviated biologics
name of the sponsor and
licensing applications, including the name of the sponsor, the reference
the name of the reference
biologic product, and whether the application is for “biosimilarity” or
drug to be copied. (11)
“‘interchangeability.” (13)
• FDA should routinely disclose those portions of a Complete Response
Letter with respect to an abbreviated biologics licensing application that
relate to the biosimilarity to or interchangeability with the reference
biologic product. (14)
• FDA should correct misleading information where there is the potential
for substantial confusion about the safety or efficacy of the medical product for both approved and unapproved uses (15)
• FDA should disclose Clinical Study Reports that have been submitted to
FDA in support of a marketing application. To the extent possible, FDA
should harmonize standards on CSR release with the European Medicines
Agency. (16)
• FDA should release the final reports that fulfill Postmarketing Requirements and Postmarketing Commitments, including Clinical Study Reports
of Phase IV Studies and other post-approval reports, at the time FDA
considers the sponsor’s obligation to conduct a study to be fulfilled. (17)
• When there are clinical trial data, including patient-level data, that are not
available to independent investigators through industry-sponsored websites, then FDA should make data available through clinical data repositories, such as through the National Institutes of Health Biologic Specimen
and Data Repository Information Coordinating Center, with policies on
deidentification to protect patient privacy. (18)
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FDA Should Disclose More Information
about Key Milestones in the Application
Process

premarket notification or a Pre-Market Approval
application (PMA).13

Background
Under the Food, Drug, & Cosmetic Act, the sponsors
of new drugs, biologic products, and many medical
devices seek approval or clearance from FDA prior to
marketing.8 The FDA review process includes several
key steps that provide opportunities for transparency.
The first major milestone in the regulatory process
occurs when sponsors submit notice to FDA about
plans to conduct clinical studies. For drugs and biologics, this notice is called the Investigational New
Drug application (IND). For medical devices, it is the
Investigational Device Exemptions application (IDE).
FDA regulations set out the requirements governing
the format and content of these notices.
Sponsors may proceed with clinical studies 30 days
after filing an investigational application unless FDA
disapproves an Investigational Device Exemptions
application or notifies the sponsor that the investigation may not begin, or, in the case of an Investigational
New Drug application, issues a “clinical hold.”9 A clinical hold means that the clinical trial in question may
not go forward as a result of concerns over the health
and safety of participants.10 FDA can impose a clinical
hold on a study at any time during its progress and
may lift a clinical hold once concerns are addressed.
During a drug’s clinical trial period, the sponsor
and FDA may negotiate a Special Protocol Assessment
(SPA), a written agreement covering the design of
clinical trials in support of a marketing application.11
The Special Protocol Assessment is binding on FDA,
meaning that FDA accepts that if trials with the characteristics enumerated in the Special Protocol Assessment are successful, then they will fulfill an important
requirement for approval. Nonetheless, FDA may alter
or void a Special Protocol Assessment if a “substantial
scientific issue” is identified after the trial begins.

Expedited Review Programs
Congress has approved numerous programs intended
to expedite the clinical development and regulatory
review of applications for drugs and biologics of particular clinical importance. Some of these include
the Fast Track, Breakthrough Therapy, Accelerated
Approval, and Priority Review pathways. These programs have different and complex requirements but
are often referred to collectively as “Expedited Programs.”14 Sponsors of new drugs that FDA designates
as potential treatments for rare diseases (‘orphan
drugs’) also receive an array of benefits intended to
encourage the development of treatments for these
diseases.15 Most recently, Congress, in the 21st Century Cures Act, provided for expedited development
of regenerative advanced therapies.16
Devices can also qualify for a priority review. A
pilot program started in 2015 offered the prospect of
increased regulatory attention and hence expedited
development for devices that reflect “breakthrough
technologies” for life-threatening or irreversibly
debilitating diseases or conditions.17 This pilot program was recently codified and expanded in the 21st
Century Cures Act and renamed the “Breakthrough
Device” program.18

Filing of the Application
After clinical data are collected, the next key step is the
filing by the sponsor of a marketing application with
FDA. For new drugs, sponsors are required to file a
New Drug Application (NDA); for biologic products,
sponsors must file a Biologics License Application
(BLA).12
FDA oversight of medical devices varies according
to a device’s risk to patients. Many low-risk medical
devices, such as tongue depressors, do not require premarket notification submission to FDA to be legally
marketed. By contrast, the sponsor of a moderate- or
high-risk medical device usually files either a 510(k)

Current FDA Practice Related to Transparency
With some limited exceptions, FDA does not disclose information about the application process for
a new medical product until — and if — the product
is approved. The FDA’s current regulations prohibit
contemporaneous disclosure of such milestones as the
filing of application about human testing, the agreement on a Special Protocol Assessment, the filing of
the marketing application, and whether products are
receiving expedited review.20
The most common exception to non-disclosure
rules is when FDA convenes an advisory committee
to consider specific questions related to a marketing application before FDA makes a final decision

10

Pediatric Studies
With respect to data for pediatric uses of medications,
the Best Pharmaceuticals for Children Act allows for
sponsors to be granted six months of market exclusivity should they conduct pediatric clinical trials on
medical products already on the market upon written
request from FDA.19 After the sponsor agrees to the
written request and satisfies its requirements, an FDA
review board makes a decision whether to grant the
additional market exclusivity.
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whether to approve the application. The advisory
committee meets in public and considers information
in the application.21 Minutes of the advisory committee meetings are then posted on the FDA website.22
The 1983 Orphan Drug Act requires FDA to disclose
publicly when a drug qualifies for this program at the
time of designation.23 FDA discloses the proposed
indication or intended use of the drug, and the date
it was designated, but if the drug is at an early stage,
it may only have a chemical or technical name, which
will be uninformative to the general public.24 Moreover, FDA does not disclose the name of the sponsor
or the justification for the orphan drug designation.

lic filings with the Securities and Exchange Commission events that are “material” to the sponsor, which in
some circumstances may include regulatory decisions
by FDA. Of note, an event that might be material to
an emerging biotech company with a single product in
Phase 1 development might not be material to a large
biopharmaceutical company. Many pharmaceutical
companies subscribe to these databases, and several
vendors report filling in “missing” (or otherwise not
publicly reported) data based on direct feedback from
sponsors themselves. Independent audits have found
that the largest of these databases are likely to be comprehensive representations of the above information
with respect to innovative product development.28 Members of the public who
cannot afford a subscription do not have
Modernizing FDA practices would bring
access to the information within these
benefits to patients, researchers, and
commercial databases.
investors in new products. The FDA
While FDA does not disclose information
about key milestones in product regTransparency Task Force’s recommendations
ulation prior to approval, the European
from 2010 are an important starting place.
Medicines Agency publishes information at many key milestones in product
regulation.29
With respect to pediatric exclusivity, the Best PharModernizing FDA practices would bring benefits to
maceuticals for Children Act includes provisions that
patients, researchers, and investors in new products.
provide public access to information regarding written
The FDA Transparency Task Force’s recommendarequests, safety reviews, labeling changes, and other
tions from 2010 are an important starting place. As
topics.25 There is no requirement that FDA’s written
the Agency noted then, it is of keen interest to those
requests be made available at the time of request.
suffering from or studying a disease with limited available treatment to know whether and when a new drug,
Opportunities to Enhance Transparency at FDA
biologic, or device enters the clinical testing phase of
In its 2010 Report, FDA’s Transparency Task Force
development, and whether and when a marketing
noted that greater transparency about the application
application is submitted. Greater disclosure will allow
process would be expected to promote participation
the financial markets to be aware of the progress of
in clinical trials, greater understanding of the regutherapies through the review process without having
latory process, and progress in developing new and
to rely on company disclosures alone.
innovative therapies for patients. The Task Force then
Beyond these recommendations, five additional
proposed disclosing basic information about investitypes of disclosures have merit:
gational applications, including the name of the application sponsor, the date the application was received,
• Mechanism of action or class of medical
the proposed indication or intended use, and the proproduct. There is substantial value to patients
posed proper or trade name, if available. The Task
and researchers to understand the type of
Force also proposed disclosing the fact that a study
product under study, beyond just the sponsor’s
has been placed on hold, and basic information about
assigned name and the particular use.
applications at the time of submission.26
• Link to ClinicalTrials.gov. Adding the relevant
Much of this information is already being made availNational Clinical Trials number to disclosures by
able to those who can afford to license it. Commercially
FDA will allow the public to understand the conavailable services offer information to their subscribnection between clinical research and the regulaers about investigational applications and product
tory process.
filings.27 These services draw upon a variety of public
and proprietary sources. For example, a sponsor that
• Whether and why a product has been assigned
has issued securities subject to the federal Securities
to an expedited development or review pathExchange Act of 1934 is obligated to disclose in pubway or has been classified as an orphan drug.
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Greater transparency on this part of the regulatory process will allow patients to know which
products are expected to provide a meaningful
improvement over current treatments, which
may, for example, stimulate enrollment in clinical trials for these products. Transparency will
also provide policymakers with more opportunities to identify the strengths and weaknesses of
these review pathways.
• Safety or efficacy reasons for a clinical hold.
Patients, clinicians, and investigators can benefit
from understanding why a study may be put on
a clinical hold, and why the hold was lifted, especially if those reasons relate to patient safety.30
Relying on companies alone for this information,
which is now the case, means that FDA’s rationale for the clinical hold remains obscured.31
When a clinical hold is based on safety or efficacy grounds, disclosure of the FDA perspective
would best help patients and clinicians understand potential risks in other studies of drugs in
the same or a related class and help investigators
better appreciate obstacles that may affect the
development of alternative products.
• Special Protocol Assessments related to safety
and efficacy. Disclosure of these provisions
can provide investigators with critical insight
into the type of testing that can be used to gain
approval of new products.

• Written requests for pediatric studies.
Disclosure of FDA’s written requests for pediatric
studies under the Best Pharmaceuticals for Children Act at the time the written request is made
by FDA can provide pediatric patient advocates
and researchers with a better understanding of
FDA’s approach to needed pediatric studies. FDA
should also disclose documents that memorialize
acceptable changes to the initial request.32

FDA Should Disclose More of Its Own
Analysis and Decision-Making
Background
FDA’s analysis and decision-making is considered by
many to be the global gold standard in medical product regulation. This respect derives from the expertise
of FDA review staff and the Agency’s unique practice
of reviewing individual-level patient data from clinical
studies.
When FDA receives a marketing application, it
conducts a threshold review of the application. If the
application is incomplete, or if it is patently unapprovable, FDA notifies the sponsor by letter that the application will not be filed in its current form.34
If FDA decides to review an application, it conducts
a series of detailed assessments including re-analysis
of raw data from applications in assessing whether
products are appropriate for marketing to patients.
These include chemistry, clinical, pharmacological,
and statistical reviews.

Recommendations to Enhance FDA Transparency about Key Milestones in the Application Process
1. FDA should adopt the 2010 draft proposals of the Transparency Task Force on investigational applications, marketing
applications, and the existence of clinical holds.33 These proposals would make the basic information in these filings broadly
available.
2. FDA should include in disclosures of investigational applications and marketing applications the class of medication and
mechanism of action, if known. This should apply to supplemental New Drug Applications and Biologics License Applications
for new indications.
3. FDA should include in disclosures of investigational applications and new applications the National Clinical Trial numbers for
all trials conducted for marketing approval.
4. If FDA enters into a Special Protocol Assessment, FDA should release the text relevant to safety and efficacy after the study
is completed.
5. When FDA has issued or released a clinical hold related to safety or efficacy, the FDA should release a summary of the
reasons within 10 days.
6. FDA should disclose whether a marketing application has been designated for an expedited development or review program
and, if so, the scientific basis for that designation. For orphan-designated drugs, in addition to disclosing the name of the drug
and its proposed indication, FDA should also disclose the name of the sponsor and the epidemiologic basis for the designation.
7. FDA should disclose written requests for pediatric studies under the Best Pharmaceuticals for Children Act at the time such
requests are made, as well as other documents indicating agreement on changes to the initial request.
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FDA currently approves nearly all complete drug
applications on the first cycle of review. Some unapproved applications require more information or have
flaws that are then fixed by the sponsor, leading to an
approvable application on a second review cycle. Others may be abandoned or withdrawn by their sponsors.
FDA conducts targeted analysis on medical products after marketing. These studies may be limited to
one product or assess the profile of a group of products. To conduct these analyses, FDA has access to
high-quality clinical data on safety and effectiveness,
and FDA scientists often conduct extensive metaanalyses of these data. In the course of such analyses,
FDA has created pooled data sets. For example, FDA
scientists pooled data from 18 clinical trials (including 3 pediatric trials) to investigate the optimal time
to measure detection of hepatitis C virus. The Agency
found that future studies could use earlier endpoints
for detection of the virus, reducing the expense and
time for such research.
Current FDA Practice Related to Transparency
For public advisory committee meetings during the initial approval process and after products are approved
as part of FDA’s “action package,”35 FDA releases most
information about its analysis and decision-making.
For supplemental indications, FDA releases its memos
under the Freedom of Information Act and posts the
memos if three requests are received.36
In other circumstances, however, little is released.
FDA does not release letters indicating that applications are not ready to be filed. Absent a public advisory
committee meeting, FDA generally does not release its
internal reviews for unapproved products.
withdrawn applications
If a sponsor withdraws a marketing application before
FDA acts on it, FDA does not release its reviews.
abandoned applications
If a sponsor ceases work on a pending New Drug
Application, FDA may deem the New Drug Application to have been abandoned. In these cases, the Federal Food, Drug, and Cosmetic Act requires FDA to
disclose “upon request” the clinical data contained
in the abandoned or terminated New Drug Application.37 FDA, however, does not disclose which New
Drug Applications have been withdrawn, or that FDA
considers to have been abandoned; there is also a lack
of clarity on how manufacturers or the FDA define
abandonment in this context.38 FDA does not generally provide its perspective on whether the product
was abandoned for scientific or non-scientific reasons.

non-approval
When FDA declines to approve an application,
the reviews are not typically released. When FDA
approves a marketing application, the sponsor is notified by letter, and these approval letters are released
to the public. However, after review, if FDA declines
to approve the marketing application, the sponsor is
notified by letter but FDA does not make this communication public.39
Some FDA analyses are released to the public as part
of safety communications or through scientific publication. However, FDA does not release the special
data sets created for these analyses, even in masked
and de-identified form.
Opportunities to Enhance Transparency at FDA
Noting the substantial value to science of more full
explanations of drug withdrawals or regulatory nonapprovals, the FDA Transparency Task Force in 2010
proposed releasing certain relevant Agency documents. These included the Agency’s perspective on the
safety of withdrawn applications, the Agency’s perspective when a sponsor withdraws an orphan drug
application for reasons other than safety (such as for
business reasons), and the Agency’s letters to drug,
biologic, and device sponsors when their products are
not approved.40
The case for disclosing these communications was
strengthened by a study published in 2015 by Lurie
and colleagues at FDA. The study compared sponsors’
press releases addressing FDA non-approval of their
products with the content of the actual FDA letters.41
Their results showed striking disparities between
FDA’s grounds for deciding not to approve applications and the sponsors’ explanations to their investors and the public. Thirteen press releases captured
in the study did not include any of FDA’s actual reasons. Thirty-two of FDA’s letters in the study called
for new clinical trials for safety or efficacy, but only 19
press releases mentioned this information.42 Seven of
FDA’s letters noted higher mortality rates in patients
receiving the active treatment; only one press release
included FDA’s concern about higher mortality. In 11
cases, the company did not issue a press release about
the non-approval.
The European Medicines Agency releases a European Public Assessment Report for “every human...
medicine application that has been granted or refused
marketing authorization.”43 This includes the agency’s
rationale for rejecting applications, where applicable.
In some instances, the European Public Assessment
Report may contain detailed information on the
grounds for denying marketing authorization.44
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In a 2013 notice in the Federal Register, FDA proposed disclosing another type of analysis: the pooled
data sets compiled by the Agency, albeit in masked
and de-identified form. In making this proposal, FDA
noted that: “These data have a tremendous potential to help address critical challenges and provide
new opportunities for innovation in medical product
development.”45 The proposal received support from
such organizations as the Cystic Fibrosis Foundation,
Lupus Research Institute, the American Society of
Clinical Oncology, and the Association of American
Medical Colleges. Industry commenters included a
broad range of views. Some expressed concern about
permitting open access to the information, and others
raised a range of logistical and legal considerations.
There are multiple benefits to greater transparency
about FDA review, analysis, and decision-making.
Transparency allows patients, researchers, and others
to learn what the Agency thinks about products under
review, including the real reasons why products were
not approved. The clinical community can benefit from
the insight, expertise, and analyses of FDA reviewers,
and researchers can learn from the failures of previous
medical products in subsequent research programs.
The disclosure of FDA reviews for initial approval provides significant insight about the products; the disclosure of FDA reviews for supplementary indications
at the time of their approval does the same. Advocates
for patients with rare diseases have special reason for
knowing when drug applications are withdrawn for
reasons other than safety, so that other sponsors can
be encouraged to take over the development process.
Important progress would be made by adopting
FDA’s Transparency Task Force proposals related to
drug withdrawals and Complete Response Letters
from the FDA to sponsors.
The FDA’s 2013 proposal would allow researchers
access to the pooled data sets that underlie internal
FDA analyses. These data sets would be virtually
impossible for researchers outside FDA to duplicate,
because doing so would require separate agreements
with all sponsors of the original research.
While there was support among researchers, patient
groups, and some in industry for the FDA’s proposal,
there was also widespread concern that overly broad
distribution of the special data sets might threaten
confidentiality and undermine the quality of research.
An alternative approach would rely on existing mechanisms to make such datasets available to the medical
and research community for purposes of creating or
materially enhancing generalizable scientific or medical knowledge, with tight controls on privacy. As one
illustrative example, the National Institutes of Health
has established a Biologic Specimen and Data Reposi14

tory46 with established procedures for de-identification
of data and sharing data with responsible researchers
for legitimate scientific investigations.47 There are other
examples of private and public clinical trial data repositories that could also be adopted for this purpose.
On the issue of abandoned applications, FDA’s issuance of bright-line guidance for industry on the circumstances that would constitute abandonment of
an application would clarify when materials could be
made available. For example, FDA might state that
where no substantive progress has been made on an
application for one year and without a detailed, factual explanation from the sponsor, FDA will consider
the application to have been abandoned.
Recommendations to Enhance Transparency about
FDA Analysis and Decision-Making
8. FDA should adopt the draft proposals from the 2010
Transparency Task Force that would provide information and explanations for withdrawn medications and
would disclose FDA’s communications to companies
when products are not approved.48
9. FDA should make public its clinical and statistical reviews pertaining to products that are not approved or
for which the marketing applications are abandoned or
withdrawn. FDA should issue guidance on the definition of abandonment for the purpose of transparency.
10. FDA should make its pooled data sets, masked and
de-identified as appropriate, and FDA’s analyses of
these data sets, available to the medical and research
community through clinical data repositories, such
as through the National Institutes of Health Biologic
Specimen and Data Repository Information Coordinating Center.

FDA Should Disclose More about the Review
Process for Generic Drugs and Biosimilars
Background
In addition to its central role in the regulation of new
therapies, FDA is the critical gateway to the market for
thousands of generic drugs. In 2014, 88% of retail prescriptions in the U.S. were filled with generic drugs.49
Manufacturers of generic drugs submit Abbreviated
New Drug Applications that include a demonstration
of bioequivalence between their product and the original drug.50
In recent years, however, competition has declined in
some corners of the generic market. Products that have
only one or two manufacturers have become targets
for companies with business models that involve finding monopoly markets and putting forward large price
increases.51 There are additional scientific challenges
journal of law, medicine & ethics
The Journal of Law, Medicine & Ethics, 45 S2 (2017): 7-23. © 2017 The Author(s)

Kesselheim et al.

in creating bioequivalent products for certain types of
therapies that compromise the ability of generic companies to navigate the FDA approval process successfully.
FDA also has authority, first granted by Congress in
2010 as part of the Affordable Care Act, to license follow-on versions of biologic products that are “highly
similar” to, or “interchangeable” with, a previously
licensed reference biologic product.52 Congress modeled this “biosimilars” legislation on the 1984 HatchWaxman Act that created an effective pathway for
FDA to approve generic drugs.
Current FDA Practice Related to Transparency
FDA generally does not release information on which
companies have filed generic drug applications, and for
which drugs.53 When FDA does not approve an application for a generic drug, the FDA does not release copies of “complete response” letters to industry, including
those that provide details on failures of bioequivalence
testing. FDA also does not release information on the
submission of licensing applications for biosimilars.
Opportunities to Enhance Transparency at FDA
In 2010, the FDA Transparency Task Force recommended disclosing the name of the generic drug application sponsor and the name of the reference drug to
be copied at the time the application is received.54 The
Transparency Task Force also considered whether to
recommend release of letters to generic companies
outlining why their products were not approved.
The Task Force declined to support disclosure of
such letters on the grounds that the reasons “primarily relate[] to how the drug was made, or to labeling
negotiations between the sponsor and FDA” and the
letters “contain[] a great deal of trade secret information.” The Task Force found “disclosing these letters
would provide little insight about the rationale underlying FDA’s drug review process…particularly in light
of the need to protect trade secret information.”55
Recent examples of generic drugs becoming the
subject of extremely high price increases have renewed
interest in transparency. During investigation of these
episodes, the public often wants to know whether competing products are in the pipeline. Yet, such information is unavailable. Without transparency, policymakers have been unable to determine how much of the
problem is too little interest in joining the market and
how much is due to other factors, such as historically
extended review times for pending applications. This
challenge speaks to the value of rapid disclosure of
which drugs are in the application queue, as proposed
by the Transparency Task Force.
FDA’s review of bioequivalence has also been propelled into the spotlight of late as a result of the con-

troversy over rising prices for the allergy medication
epinephrine autoinjector (EpiPen). Teva Pharmaceuticals failed to bring to market a generic version,
apparently due to challenges involved in making a bioequivalent delivery device for the epinephrine.56 However, the FDA’s communication with Teva regarding
these challenges was not disclosed. In the absence of
disclosure, some commentators have blamed FDA for
setting unreasonable standards for bioequivalence.57
This example illustrates the value of disclosing
those portions of the Complete Response Letters from
FDA to generic manufacturers that relate to scientific
issues of bioequivalence. Doing so would permit policymakers, patients, researchers, and others to understand why products were not approved and accelerate
learning in the generic industry about key challenges
and solutions. It would require redaction by FDA of
trade secret information and a corresponding recognition that the Agency would not be disclosing problems
related to the manufacturing process.
Biologic products are high-cost products, but can
also provide innovative and effective new therapies.
The filing of biosimilar licensing applications presents
a compelling case for disclosure. Information on FDA’s
assessment of biosimilarity will also be valuable for
the more rapid development of other biosimilar products. Here, too, it must be recognized that FDA will
not disclose information on the manufacturing process, which might be a major reason for non-approval
of biosimilars.
Recommendations to Enhance Transparency Related
to Generic Drugs and Follow-on Biologics
11. FDA should adopt its 2010 Transparency Task Force
proposal to disclose the filing of generic drug applications, including the name of the sponsor and the name
of the reference drug to be copied.58
12. FDA should routinely disclose those portions of
Complete Response Letters to generic drug manufacturers that relate to bioequivalence (as compared to
manufacturing processes).
13. FDA should routinely disclose the filing of abbreviated
biologics licensing applications, including the name
of the sponsor, the reference biologic product, and
whether the application is for “biosimilarity” or “interchangeability.”
14. FDA should routinely disclose those portions of a
Complete Response Letter with respect to a biosimilar
licensing application that relate to the biosimilarity to or
interchangeability with the reference biologic product.
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FDA Should Correct Misleading Information
in the Market
Background
At times, companies and researchers may release
information about the review process that may mislead physicians, patients, investors, and others about
data submitted to the Agency or the Agency’s perspective on product development.
For example, in March 2015, Orexigen, the sponsor of bupropion-naltrexone, a drug under development for obesity, filed a report with the Securities and
Exchange Commission about a patent claiming that
an as-yet unpublished safety study had a “positive

cant announced the post-hoc results, generating considerable public attention.”61
The problem of misleading or inaccurate claims
made by manufacturers may grow worse as a result
of a recent appellate court decision that used the First
Amendment protection of commercial speech as a justification for giving broader deference to companies
to make statements about non-FDA-approved uses of
available products.62
Current FDA Practice Related to Transparency
As practice now stands, companies have wide latitude to characterize data submitted to FDA or their

The problem of misleading or inaccurate claims made by manufacturers
may grow worse as a result of a recent appellate court decision that used
the First Amendment protection of commercial speech as a justification
for giving broader deference to companies to make statements about
non-FDA-approved uses of available products.
effect...on [cardiovascular] outcomes” that “appears
to be unrelated to weight change.” This statement,
however, misstated the evidence and did not reflect
FDA’s perspective. The Agency continued to require
an additional study of cardiovascular safety of the
medication.59
In the case of eteplirsen (Exondys 51), a treatment
for Duchenne muscular dystrophy, the randomized, placebo-controlled pivotal trial conducted in 12
patients for regulatory approval showed no advantage
in the 6-minute walk test capacity of treated patients
compared to those initially given placebo. However,
post-hoc calculations excluding two of the eight
eteplirsen-treated patients who deteriorated sharply
found a statistically significant advantage for the
remaining treated patients.60 This post-hoc analysis
was highlighted in the graphic display of this finding in
the 2013 paper and in the manufacturer’s press release
announcing the success of the trial. Three years later,
FDA revealed that these positive public announcements starkly contrasted with the undisclosed advice
that FDA at the time gave the sponsor about the validity of the results and the potential for these data to
support drug approval. As the lead reviewer stated
in the Advisory Committee meeting, “FDA explained
that these types of changes did not appear reasonable,
even for hypothesis generation, and that the post-hoc
analyses were not interpretable. However, the appli-
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engagement with the FDA without the risk that FDA
will correct the record. Under current regulations,
FDA has the authority to correct such misconceptions
only when doing so allows the Agency “to pursue its
regulatory activities without disruption.”63 In practice,
FDA rarely takes such action.
Opportunities to Enhance Transparency at FDA
FDA’s 2010 Task Force Report recommended that
FDA disclose relevant summary safety and efficacy
information from an investigational application or a
pending market application if the Agency concludes
that disclosure is in the interest of public health. In
taking this position, FDA noted that “selective publication of clinical trials results has, in the past, created a
misleading picture of the safety and efficacy of a product, with negative implications for the public health.
This is particularly pronounced when the product is
used off-label (i.e., for indications that have not been
approved by FDA).”64 It was further recommended
that FDA correct misleading information about the
product that is the subject of the application.65
There are three relevant policy questions to FDA’s
ability to correct misinformation. The first is whether
the Agency should adopt a basic set of standards for
when to correct misinformation in the market. The
advantage of doing so is to facilitate Agency engagement when needed without the worry of potential
precedent set by each case. The Agency might con-
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sider adopting a standard based on whether the information has the potential to cause significant confusion in the medical community and among patients
about the safety or efficacy of a medical product
for approved or unapproved uses. Even with such a
standard, FDA should retain the authority to release
information under other circumstances vital to public
health.
The second question is whether the Agency should
give advance notice to the company regarding any
concerns. While this is reasonable as a matter of practice, FDA must remain able to move quickly to protect
patients in response to urgent public health needs. An
opportunity to provide advance notice should not lead
to unnecessary delay.
The third question is whether FDA should disclose
the scientific information that is the basis of its concern about misinformation in the market. Doing so
would facilitate greater understanding of the Agency’s
position.
The FDA’s Transparency Task Force was prescient
in recognizing the potential danger of misinformation
to public health. To prevent future harm from selective disclosures about the regulatory process by industry, FDA should adopt its 2010 proposal, making clear
that it also covers misrepresentations about sponsorFDA interactions. This will help the Agency protect
patients, clinicians, researchers, and others from misleading information.
Recommendations on Correcting Misleading
Information in the Market
15. FDA should establish a standard for correcting
misleading information where there is the potential
for substantial confusion about the safety and efficacy
of the medical product for both approved and
unapproved uses. The Agency should retain the ability
to provide disclosures under additional circumstances
vital to public health. To the extent feasible, FDA
should provide advance notice to companies. FDA
should also disclose the scientific basis for its
concerns where possible.

FDA Should Disclose Data from Scientific
Studies to Enhance Understanding of
Medical Products
Background
During the development process, clinical trials generate extensive information about the safety and effectiveness of new and existing medical products. In support
of a marketing application, sponsors are required to
provide to FDA the investigational data collected dur-

ing the clinical trial phase. This information includes:
• Patient-level datasets. Sponsors provide raw
data files for clinical trials to FDA for analysis.
These files contain identifiable information.
• Clinical Study Reports. A Clinical Study
Report is a comprehensive description and
analysis of a clinical investigation conducted on
humans, often requiring thousands of pages.66
The Clinical Study Report generally provides
summary information, but will include patient
level data to address key questions.
• Other postmarketing reports. For drugs
and biologics, FDA is authorized in specific
circumstances to require sponsors to conduct
post-approval studies (Postmarket Requirements).67 In other circumstances, a sponsor may
make a commitment to FDA to conduct postapproval studies (Postmarket Commitments).68
Similarly, for certain devices, FDA may require
post-approval studies.69 These post-marketing
studies may include clinical trials and observational studies. A post-marketing clinical trial will
generally be reported to FDA in a Clinical Study
Report. Reports on observational studies will be
provided in alternative formats to the Agency.
Current FDA Practice Related to Transparency
FDA generally does not disclose patient-level datasets,
Clinical Study Reports, or other postmarketing reports
provided by sponsors.70 FDA has taken the position
that non-summary reports of clinical or pre-clinical
studies are confidential commercial information and
may not be disclosed by FDA, unless the information
has been previously disclosed or acknowledged by the
sponsor or others.71
The 2010 Transparency Task Force proposed that
FDA convene a group of stakeholders to discuss the
possible disclosure of non-summary data contained in
product applications, but did not make specific proposals with respect to Clinical Study Reports or Phase
IV studies.72
Opportunities to Enhance Transparency at FDA
In recent years, there has been important evolution in
thinking about access to data from clinical trials. In a
recent report, the Institute of Medicine called on key
stakeholders to “foster a culture in which data sharing is the expected norm, and…commit to responsible
strategies aimed at maximizing the benefits, minimizing the risks, and overcoming the challenges of sharing clinical trial data for all parties.”73
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Some pharmaceutical companies, such as GlaxoSmithKline and Johnson & Johnson, have taken leading roles in enabling independent investigators to submit requests to access some clinical trial data, subject
to certain conditions.74 One repository of the clinical
trials for which investigators may request access is the
Clinical Study Data Request website.75 This trend is a
valuable step toward greater transparency, but there
is evidence that many more clinical trials are being
conducted by industry than are being shared through
websites such as these.76
In October 2014, the European Medicines Agency
adopted a new policy on disclosure of Clinical Study
Reports submitted in marketing applications after
January 1, 2015.77 In October 2016, the agency, pursuant to this policy, for the first time posted on its website approximately 260,000 pages of detailed clinical
trial data and information on two drugs (carfilzomib
and lesinurad) that it had recently approved. These
pages were posted with only minimal redactions to
protect patient privacy and confidential commercial
information. The agency plans to eventually release
clinical data within 60 days after approval, or 150 days
after a marketing application is withdrawn. In December 2016, the agency published detailed guidance on
its publication of clinical data, including permissible
redactions.78 There is a pending legal challenge in the
European Union to the agency’s disclosure of clinical
trial data that could eventually affect implementation
of the disclosure policy.79
The sharing of clinical trial data will advance innovation, improve clinical study design, and avoid exposing humans to trials of products that have already
failed to meet pre-specified endpoints or caused harm.
In the case of observational post-approval studies,
while some are published, a policy of transparency will
improve the assessment and surveillance of the known
and unexpected serious risks to patients related to the
use of the drug, biologic, or device.80
With respect to data sets with individual patient
data, there are important privacy concerns that must
be addressed. As noted above, the National Institutes
of Health has established Biologic Specimen and
Data Repository Information Coordinating Center,81
a repository with established procedures for de-identification of data and sharing data with responsible
researchers for legitimate scientific investigations.82
There are other examples of private and public clinical
trial data repositories that could also be adopted for
this purpose, each of which take advantage of various
safeguards to promote the sharing of clinical research
data to advance science and improve public health
and healthcare; promoting the responsible conduct of
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research; ensure good stewardship of clinical research
data; and protect the rights of research participants.
With respect to Clinical Study Reports, there is value
in developing and harmonizing FDA policy with that
of the European Medicines Agency. Sponsors often
submit essentially the same data and analyses to the
European Medicines Agency, FDA, and similar medical product regulatory agencies around the world.
Many nations follow the lead of these regulatory
authorities. The European Medicines Agency’s Policy
0070 provides an opportunity for FDA to develop a
coordinated policy that provides efficiency and certainty to industry and transparency for the public.
Similar standards could then be applied to reports
of observational post-approval studies.
Recommendations on Disclosure to Enhance
Scientific Understanding
16. FDA should disclose online Clinical Study Reports
that have been submitted to FDA in support of a
marketing application after approval of that application, or after issuance of a Complete Response
Letter, or upon the withdrawal or abandonment of
the application. This disclosure should include the
applicable ClinicalTrial.gov numbers. FDA should
consider using a data repository, such as the National Institutes of Health Biologic Specimen and
Data Repository Information Coordinating Center
as an intermediary to protect patient privacy. To the
extent possible, FDA should harmonize standards
on Clinical Study Reports release with the European
Medicines Agency.83
17. FDA should release the final reports that fulfill
Postmarketing Requirements and Postmarketing
Commitments, including Clinical Study Reports of
Phase IV Studies and other post-approval reports, at
the time FDA considers the sponsor’s obligation to
conduct a study to be fulfilled. This disclosure should
include the applicable ClinicalTrials.gov numbers, if
any. FDA should consider using a data repository
such as the National Institutes of Health Biologic
Specimen and Data Repository Information Coordinating Center as an intermediary to protect patient
privacy.
18. When there are clinical trial data, including patientlevel data, that were submitted to FDA in support of
a marketing application but that are not reasonably
available to independent investigators through
industry-sponsored websites, then FDA should make
data available, such as through the National Institutes
of Health Biologic Specimen and Data Repository
Information Coordinating Center, with policies on
de-identification to protect patient privacy.
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Responses to Potential Objections
Supporters of transparency at FDA include families
looking to understand the progress of potential new
treatments, researchers in search of understanding
to develop better therapies and cures, investors in
need of greater certainty about the regulatory process,
companies that would like to better predict how FDA
will react to their product applications, and clinicians
seeking more data and analysis to improve patient
care. Despite great interest, progress in transparency
at the Agency has been slow. In this report, we outline
the case for change by focusing on those items with
the greatest promise for medical innovation. We are
aware, however, that some may raise questions and
concerns about what we have recommended.
One potential objection to the Report’s recommendations is that greater transparency will undermine
the business case for innovation. The concern is that
if information or analysis related to one company’s
products is available to help competitors, there is less
likelihood that the company will proceed in the first
place. In 2009, PhRMA responded to FDA’s Transparency Task Force Report, in part, by supporting greater
explanation of FDA decision-making. However, the
organization expressed concern about release of information submitted by companies, writing, “If FDA
were to disclose this information prematurely, sponsors could be motivated to avoid such voluntary information sharing. This, in turn, could negatively affect
FDA’s regulatory decision-making abilities.”84
Many of our recommendations do not bear on
PhRMA’s central concern. Basic information about the
regulatory process is already broadly available through
proprietary databases; FDA disclosure will create a
level playing field and improve access to information
for the public. Greater disclosure of FDA analysis and
decision-making will create new opportunities for
companies to be successful with the Agency. Targeted
disclosures to correct misinformation are necessary to
avoid market confusion. In other recommendations,
we have paid special attention to the nature and timing of disclosures to minimize the risk that may be of
greatest concern to manufacturers. For example, we
recommend releasing only information about clinical holds and Special Protocol Assessment provisions
on safety and efficacy, not other topics that are more
likely to touch on actual trade secrets. Our recommendation on release of scientific data submitted by
companies for clinical studies focuses on those where
sponsors have not already made their data available by
other means.
A related potential objection relates to the potential
disclosure of non-approval documents such as Complete Response Letters, which set out why FDA failed

to approve or clear a medical product. Companies that
fail once but plan to try again may consider release
to be premature disclosure. Yet at this early stage,
for innovator drugs, patent and data exclusivity protections still apply. The release of the letter serves to
inform patients, doctors, investors, and others of the
regulatory status of the product and to help researchers understand the potential limitations that need to
be overcome in creating safe and effective alternative
products. For generic products, the letters’ findings on
bioequivalence (which are the only portions we recommend making public) are unlikely to give a competitor a short-term edge, but over time could prevent
substantial wasted effort by other companies. Since
the generic industry includes many companies who
compete on many products, disclosure of issues of
bioequivalence, over time, will likely help all of them
succeed.
A skeptic might ask whether additional transparency is needed. That is, if FDA knows about the benefits and risks of products, is it not enough for the
Agency to pass that knowledge along through the
review process? For example, if one product failed
because of problems with kidney toxicity, the Agency
might require additional kidney testing for other similar products.
FDA does, in fact, play exactly this role today. The
regulatory process, while important, represents only
a fraction of the potential space where this information may be useful. Broader transparency can
empower patients, clinicians, researchers, and others to use information more effectively for a broad
range of goals. For example, knowledge that a product
failed because of problems with kidney toxicity may
help patients and clinicians to understand the need
for alternatives and lead researchers to focus on new
assays of kidney function or develop new compounds
that work through different mechanisms.
With respect to correcting misinformation in the
market, it is important to note that FDA cannot possibly police all statements by sponsors and others. Some
may, therefore, point out that adopting the policy we
recommend creates the risk that silence by the Agency
will be publicly understood as agreement with whatever is being said. It will be important for FDA to
dispel this notion. We do not believe the risk of this
misunderstanding outweighs the benefit of clearing
up substantial confusion about the safety and efficacy
of medical products.
Transparency can be costly, and, if misapplied, can
unnecessarily slow down regulatory decision-making.
Most of our recommendations regarding transparency
involve public dissemination of products that FDA
has already created and that clearly does not involve
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trade secrets or data that can lead to identification
of patients (such as complete response letters or deidentified secondary databases), or basic information
about regulatory milestones that should involve minimal resources. However, some of our recommendations would require more effort and resources on the
part of the Agency. The most challenging are those
that involve disclosure of large amounts of scientific
data from clinical trials. These files are extremely
large, and special care must be taken to protect patient

(thus preserving individual privacy) and publishing
them through an existing federal repository, such as the
National Institutes of Health Biologic Specimen and
Data Repository Information Coordinating Center.
Any repository adopted for this purpose should
employ safeguards to promote the sharing of clinical
research data to advance science and improve public health and healthcare; promoting the responsible
conduct of research; ensure good stewardship of clinical research data; and protect the rights of research

Following the path set out by this Blueprint for Transparency
will take energy and persistence, but it is well worth it. Greater transparency
at FDA will lead to safer and more effective medical products, with lasting
benefits for clinical care, scientific progress, and public health.
privacy. In addition, based on comments submitted to
FDA to date, it is likely the Agency would face legal
challenges from manufacturers to such disclosures.
While our view is that such challenges would not have
legal merit, the legal process could be burdensome on
the Agency. If the FDA agrees to take up these costlier recommendations, it should move forward with
sufficient funding and with the legal support of the
Administration and Department of Justice. Greater
disclosure of scientific data can generate substantial
value over time, in terms of scientific understanding
and assistance for further product development, far
more than the cost of disclosure.
Some may be concerned that FDA would go beyond
our recommendations and disclose too much information. Our recommendations are for the Agency to set
clear policies in these areas, not make ad hoc transparency determinations. In areas of Agency discretion, such as to correct misleading information in the
market, we have recommended the Agency provide
advance warning to product sponsors, if possible.
Others may be concerned about patient privacy.
Patient privacy objections are most salient in the context of datasets with patient level information and
Clinical Study Reports. The Report recommends that
FDA permit the online release of redacted Clinical
Study Reports, similar to the redacted Clinical Study
Reports that are produced in response to Freedom of
Information Act requests. Redacted Clinical Study
Reports remove any identifying information about
specific patients, including the part of the ID number
that would reveal the site of the study. Similarly, the
Report recommends that the FDA release redacted
datasets per National Institutes of Health guidelines
20

participants. For instance, before releasing data, the
repository should verify the research proposed would
advance science or improve public health and healthcare, check institutional status, and create legally
enforceable agreements that ensure applicants will
not compromise patient identity.

Conclusion
Following the path set out by this Blueprint for Transparency will take energy and persistence, but it is well
worth it. Greater transparency at FDA will lead to
safer and more effective medical products, with lasting benefits for clinical care, scientific progress, and
public health.
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Transparency at the U.S. Food and
Drug Administration
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T

he U.S. Food and Drug Administration’s (FDA)
activities have enormous and wide-ranging
effects on the economy and health of America
and the world as a whole. The degree to which its
activities should reflect an approach founded on complete transparency versus one focused on preserving
confidentiality of information deserves public discussion. The current status quo reflects more than a century’s accumulation of laws, regulations, guidances,
court decisions, practical precedent, and philosophical tradition. However, given significant changes in
the environment in which the FDA now operates, it is
reasonable to critically examine the basis for current
practices. The “Blueprint for Transparency”1 calls for a
host of specific actions to increase transparency across
five major areas.
Achieving the right balance of transparency and
confidentiality is a perennial concern for the FDA.
On one hand, reasonable requirements for transparency are critical to stimulating effective innovation,
dissemination of knowledge, and good business practice. On the other hand, ensuring the vitality of the
medical products industry requires protecting legitimately proprietary information that forms the basis
for investment in the development of such products.
The authors of the Blueprint believe that emphasis on
Robert M. Califf, M.D., M.A.C.C., is Vice Chancellor for
Health Data Science and Director of the Center for Integrated
Health Data Science at Duke Health, Donald F. Fortin, MD,
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the U.S. Food and Drug Administration. An internationally
recognized expert in cardiovascular medicine, health outcomes, healthcare quality, and clinical research, Dr. Califf
has led many landmark clinical trials and is among the most
frequently cited authors in biomedical science.
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the latter priority has gone further than necessary, to
the detriment of public and individual health. They
argue that greater transparency will have distinct benefits, including more evidence to inform practice and
education, faster innovation enabled by widespread
availability of knowledge about successes and failures,
improvements in the FDA’s internal processes resulting from the “sunshine effect,” and greater public confidence stemming from an improved understanding of
the agency’s role and function.
Past interactions between the FDA and industry
concerning specific medical products have included a
minimal number of experts and have been conducted
away from the public view except at prespecified times,
such as advisory committee meetings or postings of
product labels. This approach seems increasingly outdated in light of the information revolution and societal attitudes that value transparency as a desirable
goal in itself. Further, such secrecy arguably impedes
progress in therapeutic development and healthcare
— progress that could be enabled with greater transparency and wider sharing of information. It is important to remember, however, that the FDA’s current
approaches reflect deeply ingrained precedents and
are fundamentally grounded in the principle that protecting trade secrets provides incentive for investment
in competitive businesses. Tensions arising from these
issues will be addressed below for each of the Blueprint’s main recommendations.

Interactions between the FDA and Industry
During Product Development
The first area in the Blueprint recommendation concerns the disclosure of information exchanged between
industry and the FDA about key product development
milestones. It includes seven specific recommendajournal of law, medicine & ethics
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tions, ranging from publicly acknowledging the existence of specific transactions (receipt of applications;
existence of “clinical holds”) to the release of detailed
product information that is not currently available. The
primary counter-arguments for confidentiality in this
context are based on the view that information about
these milestones is either proprietary per se, or that the
correspondence is so intertwined with trade secrets
that releasing it publicly poses a risk of inadvertent
disclosure that outweighs the benefits of transparency.
The degree to which communication between the
FDA and industry is critical to rational and efficient
medical product development is generally underappreciated by those who have not directly participated
in this process. As government employees without
financial conflicts, members of FDA review teams have
access to key information about all ongoing development programs in a therapeutic area — including the
programs of direct competitors of the product in question. Carefully crafted guidance in the context of specific product development can steer companies and
researchers away from unproductive areas without
revealing competitors’ trade secrets, or lead to critical investigation of issues about safety and mechanism
of action that would not otherwise be known. During
recent User Fee negotiations, holding more frequent
meetings with FDA staff was a much more important goal for industry than was further expediting
the review process — a clear indication of the value of
these interactions.
One simple recommendation that would directly
improve understanding about the risks and benefits of
medical products is to ensure that FDA references to
clinical trials are linked to their NCT numbers in the
ClinicalTrials.gov registry. With the final rule for ClincialTrials.gov completed,2 a comprehensive approach
to curating information about clinical trials, including
their results, is emerging. Previous arguments against
linking to NCT numbers as a matter of agency policy
have reflected uncertainty about whether ClinicalTrials.gov would become the definitive source of information on the topic, as well as concerns that linking
would imply FDA endorsement of the veracity and
importance of the individual trial. Because ClinicalTrials.gov by design includes all qualifying trials
regardless of quality, this concern is understandable,
but facilitating access to relevant trial data is a much
higher societal priority.

Increased Disclosure of Internal FDA
Analysis
Recommendations for disclosing more of the FDA’s
internal analyses and decision-making are likewise
sensible. Participating in the Advisory Committee sys-

tem was a highlight of my early career as a researcher:
it was initially startling to see the differences between
what was reported in journals and the full scope of
raw data from relevant clinical trials. I have personally disagreed with a minority of FDA analyses and
interpretations, and internal disagreements within
the FDA are not uncommon — this is the nature of science. Thus, FDA reviews for rejected, withdrawn, or
abandoned products are potentially valuable for formulating alternative arguments about the appropriate
interpretation of available data.
The remaining question concerns balancing the
effects of such information on subsequent product
development versus the clarity provided for research
participants and their doctors about subsequent studies. Companies may be reluctant to go forward with
product development if their errors and weaknesses
are publicly displayed, or investors may withdraw
support. On the other hand, making such data public
could lead to new insights and enable researchers and
study participants to make better choices.
While releasing information about non-approvals
is sensible, several caveats apply. On a practical level,
redacting sensitive information from these documents
would require considerable effort and funding would
need to be allocated. More importantly, it is critical
to understand that non-approved applications comprise the tip of the iceberg in terms of preclinical and
clinical data that are not shared openly. Because of the
success of the “meeting system” between the FDA and
industry, most products that are very likely to fail the
review process are simply not submitted for review at
all. This ability to “fail fast” prevents waste of time and
resources and is good for patients, society, and investors. But because of the confidential approach and
also because early-phase trials are exempt from registration requirements,3 most of the information from
failed development programs never informs public
scientific discourse.
Anyone who has been directly involved in medical product development knows that the degree to
which companies reveal ongoing information to the
FDA is variable. When the system is working well,
more sharing is beneficial, because the agency can
help inform decisions about product development
that may have major effects on study participants or
on investors. But if companies know that such information will routinely become public, they may be less
inclined to share.
Pooled datasets from internal FDA analyses could
be valuable, but these present interesting challenges,
particularly when related to product safety. Academic
authors are concerned about the proliferation of lowquality publications, and industry has legitimate con-
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cerns about inappropriate analyses being conducted
by people who lack important contextual knowledge.4
Industry, government, and academia are currently
working to refine responsible approaches to sharing
data from trials while protecting confidential patient
information.5

Generics and Biosimilars
Increased transparency about the review process for
generic drugs and biosimilars may also be warranted.
Bioequivalence and interchangeability are complex
concepts, and detailed guidance continues to evolve.
Recent public confusion about the so-called generic
“backlog”6 shows how partial reporting can lead to
misinterpretation. The Blueprint authors argue that
more public information about specific decisions on
bioequivalence and interchangeability would help

requirement to register trials (and subsequently to
report results). At every step, critics argued that transparency would reveal trade secrets and reduce competition, but there is no evidence that this. has occurred
It is likely that if the “treasure trove” of highly curated
trial data within the FDA were made more widely
available, patients, academia, and industry would
benefit from the increase in knowledge and the assurance that competition would not be diminished.

Confronting Misleading Information in the
Public Sphere
I am unabashedly enthusiastic about the FDA responding proactively to misinformation in the public arena.
When FDA precedents first developed, doctors were
considered more authoritative and independent, and
they obtained information about medical products

While primary data and information have value, as articulated by the
Blueprint authors, much could be gained by more frequent updates from
the FDA that synthesize what is known across major fields. Industry
and academia need to understand not only what is known about a given
therapeutic area, but also the FDA’s thinking about that field, because
the agency has access to core information across the entire spectrum of
technology development. Unfortunately, good guidance practice initiated
to incorporate reliable processes into guidance construction has become
cumbersome. The creation and implementation of more fluid methods for
FDA review groups and their counterparts working on postmarket issues may
be at least as useful as having patients, academics, and industry try to discern
the most relevant information from raw data and correspondence.
industry devise better development programs, and the
FDA is currently moving toward significantly greater
transparency in situations where more competition is
clearly needed.7 But whether releasing all applications
would enhance rational competition and improve
quality, or instead cause competitors to stay away out
of concern for reputational risks, remains debatable.

Access to Raw Study Data
We have already witnessed major changes in transparency with the evolution of ClinicalTrials.gov, which
was originally conceived to improve patient access to
clinical trials. However, when concerns arose about
industry sponsors suppressing results, medical journals required preregistration of trials as a condition of
publication; this was followed by enactment of a legal
26

from sources such as print journals, regular professional meetings attended in person, and in-person visits from industry sales representatives. The Internet
has radically changed this equation, and the FDA is
only one voice amid a cacophony of information available to patients, families, and the health systems that
now employ most doctors.
When the agency had more direct influence on
advertising and sources of information were limited,
it was sensible for the agency to “keep its powder dry”
and work behind the scenes, resorting to legal action
only when confidential communications failed. However, the recent affirmation of First Amendment
rights for corporations8 has made it more difficult
for the FDA to counter misinformation. Furthermore, direct-to-consumer advertising raises troujournal of law, medicine & ethics
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bling issues about the public risk posed by misleading information,9 and the Internet is rife with false or
partially truthful claims. These issues become particularly acute with vulnerable populations participating in early-stage drug or device development, when
information asymmetry exists because of industry
use of press releases or nontransparent presentations that make claims that are known to be incorrect
within the FDA. The agency should be more aggressive in identifying misleading or erroneous information in the public arena.
This proactive approach should not be taken lightly.
Although I believe the FDA should have a stronger,
more persistent public voice, if it fails to maintain a
high standard, it could easily lose its current place as
the most trusted source of reliable information about
the benefits and risks of medical products.10 The Blueprint recommendations are sensible: develop standards, warn before acting, and then reveal the relevant
information.

Alternatives to Consider
While primary data and information have value, as
articulated by the Blueprint authors, much could be
gained by more frequent updates from the FDA that
synthesize what is known across major fields. Industry and academia need to understand not only what
is known about a given therapeutic area, but also the
FDA’s thinking about that field, because the agency
has access to core information across the entire spectrum of technology development. Unfortunately, good
guidance practice11 initiated to incorporate reliable
processes into guidance construction has become
cumbersome. The creation and implementation of
more fluid methods for FDA review groups and their
counterparts working on postmarket issues may be
at least as useful as having patients, academics, and
industry try to discern the most relevant information
from raw data and correspondence.
Additionally, the FDA could provide concise summaries of key points when actions are taken in addition to the timelines of key milestones. This approach
would avoid time-consuming redactions and enable
the FDA to provide specific useful information to the
field.

Conclusions
The overall goal of improving transparency by facilitating access to information is an excellent one. However, for each of the Blueprint’s recommendations,
an argument could be made that more transparency
about the FDA’s thinking and cumulative understanding of an issue, enabled by a more nimble guidance

process, may be just as important. The medical products industry differs from others in that more guidance from regulators is generally viewed positively,
and the confluence of knowledge available when all
stakeholders pool their experience, insight, and expertise is critical to developing effective pathways for better therapies. The extent to which these deliberations
are informed by primary information that enables the
broader community to form its own opinions versus
the degree to which public access to this information
will reduce competition by causing industry to withhold data or lose confidence in the protection of intellectual property that drives investment should be the
determining factor. In the end, history is on the side
of sunshine, and I advocate both greater transparency and more guidance from the FDA that clarifies
its thinking to those engaged in developing products.
Note
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FDA Transparency in an
Inescapably Political World
Daniel Carpenter

W

ith multidisciplinary collaboration across
four stellar institutions and with wise,
forward-looking support from the Arnold
Foundation, the Food and Drug Administration
(FDA) Transparency Working Group has produced
a thoughtful and useful report.1 I congratulate the
academics for having moved the debate forward and
for having produced a nuanced and balanced, yet
concise analysis that offers concrete, implementable
recommendations.
I especially applaud the Working Group for their
commendable focus on disclosure of information.
FDA has a lot of information relevant to public health,
and much more of it needs to be available to the public
and to the American health system. In this respect, the
report builds helpfully on important writings by Aaron
Kesselheim and collaborators on the profound social
costs of overly restrictive confidentiality requirements
at the agency, whether in data that might assist drug
development or drug safety monitoring.2
Yet what the public should see in a transparent
agency is much more than what should get disclosed
to patients, and transparency means much more than
disclosure of data. Taking the term more literally (from
the Latin verb transpareo), transparency implies that
which “shines through” or “shows through” from an
agency to its viewers. It means the ability to view the
agency’s inside, to see across the border separating the
public from the agency’s internal decisions.
Daniel Carpenter, Ph.D., is Allie S. Freed Professor of Government in the Faculty of Arts and Sciences, and Director of
Social Sciences at the Radcliffe Institute for Advanced Study,
at Harvard University. Among many works on the FDA, he is
the author of Reputation and Power: Organizational Image
and Pharmaceutical Regulation at the FDA (Princeton, 2010).

In this sense, there are aspects of the report that I
find disappointing. The report consults neither the
academic literature on transparency, nor the literature
on industry influence in regulation, both of which are
odd and unfortunate omissions. Much of that literature suggests that transparency and disclosure policies have uncertain effects, sometimes countervailing implications that undo their intent,3 and while I
think that transparency is still worth the bargain and
represents an important ethical commitment, the
drawbacks of policy changes should be thoroughly
considered.
Well beyond the issue of effectiveness comes the
issue of industry and special interest influence upon
FDA decision making. When ethicists, legal scholars,
and public policy scholars discuss government transparency, they are usually interested in making sure
that decisions taken under the auspices of sovereign
power reflect the broad public interest and not a narrow special interest.4 Just as interest in transparency
has risen, so too has interest in “capture” in the regulatory sphere, as witnessed by the General Accounting Office’s recent activity in investigating regulatory
capture in U.S. financial agencies.5 The FDA is one of
the most powerful agencies in the world,6 and concern
about the economic and political power of the pharmaceutical industry is also growing.7 These concerns
pertain not only to distribution of information about
medical treatments, but letting the public see what is
happening in the agency, as a check upon its decision
making. We want to know this not only as patients,
physicians, and scientists, but also and more importantly as citizens.
So while I generally laud the report, I think a truly
meaningful approach to transparency of decision
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making at the FDA needs to go further, take a broader
view, and to consider what the stakes of transparency
really are. Doing so need not restrict anyone to moves
that can be administratively implemented without
a change in statute. The FDA, as a former commissioner and associate commissioner have described, is a
public health agency,8 but as an agency endowed with
powers under our constitutional democratic republic,
the FDA is first and foremost a public agency.
In this spirit, I focus here upon two recommendations, the second and the fourth.

cases is done in center-specific rule-writing teams,
and these teams are often the target of ex parte contacts and implicit lobbying.11
Rulemaking and guidance development would seem
to be critically involved in the development of safe and
effective medical products, and rulemaking is also where
capture can happen.12 Whether capture is occurring at
the FDA is an open question. Capture is especially hard
to detect and measure,13 and existing accounts suggest
that historically, up until the 1990s, say, the FDA was
likely not heavily captured by the industry it regulates.
Yet a number of recent reports suggest that the situation may have changed in the last two decades.14

So while I generally laud the report, I think a truly meaningful approach
to transparency of decision making at the FDA needs to go further, take a
broader view, and to consider what the stakes of transparency really are.
Doing so need not restrict anyone to moves that can be administratively
implemented without a change in statute. The FDA, as a former
commissioner and associate commissioner have described, is a public health
agency,8 but as an agency endowed with powers under our constitutional
democratic republic, the FDA is first and foremost a public agency.

“2. FDA Should Disclose More of Its Own
Analysis and Decision-Making.”
The Working Group focuses on disclosure of data
related to health, and in an important recommendation they call for more disclosure of the data on which
the FDA makes its decisions. It is surprising, then,
that no attention is given to rulemaking and guidance
development, not least because recent research suggests that significant transparency issues prevail in
this area.9
The Working Group might have believed, mistakenly, that the “development of safe and effective medical products” was something for which a focus on
“specific” product approval decisions and not “general”
guidances and rules was necessary. Yet both the longer
and recent history of FDA decision making suggest
that rulemaking and guidance development is never
separable from case-specific clinical development and
drug approval. One process informs the other, both
ways, in real time. As the history of the Drug Efficacy
Study Initiative (DESI) suggests, product approval
decisions at the FDA operate in a common-law like
fashion of aggregation in which particular patterns
of decisions cumulate into guidances, which later
become the basis for rules.10 The critical work in these
30

A robust transparency policy in rulemaking and
guidance development would require the agency to
disclose not merely the “data” that entered into its
decision making but also the many sources of industry and other special interest influence, to disclose
conflicts of interest among staff (their former careers)
and advisers and consultants, and to disclose more
fully communications between agency officials and
between agency officials and industry officials and
affiliated academics.
There have been some positive moves in this direction, as with the recent and controversial approval
of eteplirsen (Sarepta) for Duchenne’s Muscular
Dystrophy.15 Yet in a number of other cases, such as
the agency’s badly bungled cost-benefit analysis of
tobacco regulations (distinct in principle from pharmaceutical regulation but which involved a number
of officials who also review rules on drugs),16 critical
measures and policies of transparency were lacking.
Did tobacco industry lobbyists or their allies influence
the cost-benefit analysis of this rule? Did inappropriate ideological and non-scientific considerations enter
the calculus? Have pharmaceutical industry lobbyists
or interest-conflicted academics influenced rules or
guidance documents, or have inappropriate ideologijournal of law, medicine & ethics
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cal commitments had influence there, too? There is
nothing necessarily illegal about these possible patterns of influence, but the public has every right to
know about them, and good public policy demands
this kind of transparency, whether or not the interests
of “safe and effective development of medical products” are served.

plied18 — then some of the work of countering misleading information will occur, at least in the sense
of pure disclosure. Yet in an oversaturated world of
information, there has to be more to effective disclosure policy and practice than creating an unpublicized
website that no one visits.

4. FDA Should Correct Misleading
Information in the Market

The Working Group has produced a valuable document. To the extent that it succeeds, however, it will
have to tackle questions of politics in at least two ways.
The first, as I have indicated, is that there is industrial influence in the very operation of the FDA (not
merely “disagreements” as the Working Group notes
on page 5 (note 4)), and a public-regarding transparency policy that coheres with the academic literature
on the subject cannot ignore this imperative. An entire
academic literature has recognized that transparency
in government administration means more than disclosure of data. There are public interests far beyond
safe and effective medical products involved.
Second, successful disclosure of agency information
will need to ensure that it actually reaches the public,
cognizant of the fact that there are competing information channels at work that spend billions of dollars
a year getting their own messages out. Data that is
merely “disclosed” is likely not to be used. The medical products industry, to be sure, does far more than
“disclose” data favorable to its products — it places
those who know this data (marketers, detailers and
representatives, as well as academic allies) in doctor’s
offices, in operating rooms, at professional conferences, in all or most of the very places where human
attention and memory processes are most likely to
result in its absorption and retention. It spends billions of dollars repeating these messages on television,
in print and on the Internet and social media. That is
entirely appropriate and legal, but the public interest
will certainly be ill served if special-interest information favorable to products is subsidized while publicinterest information neutral among products is not.
One might reply that transparency policy should
be focused on what the FDA chooses to make public
somehow, somewhere — “getting it out there” — without inappropriate attention to how that information is
distributed. Yet this alternative, if pursued alone, risks
a deep and abiding naïveté. The FDA could in theory
adopt the entirety of the Working Group’s recommendations and yet simply place some links on a website,
combined with one-time announcements of its availability. The imbalance of messaging would result in
the data being drowned out by other, competing and
potentially misleading claims. The First Amendment
may currently prevent the FDA from prohibiting cer-

Among the most useful proposals of the Working
Group is that the FDA should do more than disclose information. The agency should actively determine which information about drugs is misleading,
the Working Group proposes, and counter that false
information not merely by disclosing but effectively by
publicizing information of its own. In ways that echo
Jerry Avorn’s brilliant strategy of counter-marketing
— also known as “academic detailing”17 — the Working Group calls for an affirmative strategy of openly
correcting misleading information by dint of the FDA
releasing its own, countervailing information.
Let’s be clear that this is far more than a transparency policy. In order to be effective, it will have to be
a publicity policy, and to the extent it is at all effective
it will be greeted with hostility by some of the medical products industry’s most ardent defenders in the
interest group domain, at think tanks and universities,
and among politicians. The moment that FDA “disclosure policy” becomes a competitor and a counterweight to pharmaceutical company advertising and
marketing, we can at least imagine, if not wager, that
industry-aligned politicians will be involved in trying
to restrict what the agency can do, by outlawing such
disclosure or by gutting the budget for such activities.
So the Working Group should be aware, if it is not
already, that this particular recommendation will succeed or fail not on the battlefield of policy experimentation and cost-effectiveness, but that of raw industrial
and indeed partisan politics. Yet I support the recommendation, not least because given the state of First
Amendment litigation restricting the agency’s ability to constrain off-label marketing and claims, FDA
statements to correct misleading information may
be the best way to provide the public with productneutral information to rebut misleading claims. Such
information amounts to a form a “public good” not
merely in the literal sense of the term but also in its
economic meaning, in the sense that incentives for its
provision are weak and attenuated.
Some of the work here can be done by extending the
report’s other suggestions. If, for instance, the FDA
continues to publish clinical trial data from failed trials — which recent research suggests are poorly sup-

Conclusion: From Disclosure to Publicity
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tain claims about products, but in no way does it prevent the FDA from making strong, evidence-based
and widely publicized claims that counter the companies’ misleading statements and marketing.
Effective transparency in an inescapably political world, then, requires distribution of the relevant
information. Absent what amounts to a real advertising and marketing budget, even a robust transparency
policy in the sense envisioned by the Working Group
is likely to fail.
Note

The author has no conflict of interest to declare.
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Clinical Trial Transparency:
The FDA Should and Can Do More
Amy Kapczynski and Jeanie Kim

I

n recent years, the scientific community and regulators have increasingly recognized the value of
data transparency in clinical research. Adding to
this momentum, the Blueprint for Transparency at
the FDA calls upon the U.S. Food and Drug Administration to act as a key intermediary for sharing clinical
trial data. We strongly support the Blueprint’s recommendations for the FDA to proactively release substantially more pre-market and post-market clinical
trial data submitted by companies. The FDA is in a
particularly good position to facilitate public disclosure of data. Tasked with comprehensively regulating
the drugs, devices, and biologics on the U.S. market,
the agency has access to a wealth of clinical trial data
and receives more data than its European counterpart.1 Notably, the recently appointed FDA Commissioner Scott Gottlieb has expressed his support for
data transparency, acknowledging that the agency
should leverage its regulatory authority to release data
in the public’s interest.2
In this brief commentary, we show that the FDA
has the legal authority to share much more clinical
trial data that it currently does. We also show that the
primary existing route for obtaining such data from
the FDA — individual requests under the Freedom
Amy Kapczynski, J.D., M.Phil., M.A., is a Professor of Law
at Yale Law School and faculty director of the Collaboration
for Research Integrity and Transparency and the Global
Health Justice Partnership. She received her A.B. from Princeton University, M. Phil. from Cambridge University, M.A.
from Queen Mary and Westfield College at University of London, and J.D. from Yale Law School. Jeanie Kim, J.D., is a
Research Scholar at Yale Law School and a Research Fellow
with the Collaboration for Research Integrity and Transparency. She received her A.B. from Washington University in St.
Louis and J.D. from Northeastern University School of Law.

of Information Act (FOIA) — can be used to obtain
important categories of data, particularly summary
data and metadata. But FOIA cannot substitute for
a comprehensive data sharing system that prioritizes
public health. The FOIA approach can take years,
often requires litigation, and will be piecemeal and
reactive in nature. A more proactive approach to the
release of data would allow the FDA to set priorities
and to build a platform for data sharing that maximizes the benefits for patients and the research community. Such a platform could also, when appropriate,
craft data use agreements that protect patient privacy
while promoting research integrity and transparency.

The FDA Should Proactively Share More
Clinical Trial Data
The FDA’s core public health mission is to ensure that
medicines are safe and effective for their intended
uses — a task primarily accomplished by evaluating
the rigor and sufficiency of the evidence submitted
by companies. By sharing data from clinical studies,
the FDA can improve the evidence base that informs
patients, providers, and payers, and help protect the
integrity of the clinical research enterprise. In 2015,
the Institute of Medicine (IoM) released one of the
most comprehensive reports in support of sharing data
from clinical trials.3 The report defines three categories of clinical trial data: “individual participant data”
(i.e., raw data and the analyzable data set); metadata,
or ‘data about the data’ (e.g., protocol, statistical analysis plan, and analytic code); and summary-level data
(e.g., summary-level results posted on registries, lay
summaries, publications, and [clinical study reports
(CSRs) submitted for regulatory review]).”4
As the report emphasizes, transparency for each
category offers distinct benefits. By sharing summary
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results, the FDA can “help[] protect against publication bias.”5 Many clinical trial results that are submitted for regulatory review are unpublished or differ significantly from the results that are selectively reported
in journals.6 Disseminating summary data ensures
that patients and the research community have access
to all trial results that are relevant for clinical care, and
not just the positive or favorable outcomes.7 Furthermore, the FDA receives detailed summaries in CSRs
that contain far more information than what is found
in publications.8 Making CSRs publicly available
“allows for better understanding of regulatory decisions and facilitates the use of analyzable data set.”9
Clinical trial protocols should also be shared because
they provide context for understanding published
data, as well as any summary data and analyzable data
that are shared. 10
The FDA is reportedly the only regulator that routinely obtains analyzable data sets.11 The sharing of such
data sets, accompanied by study protocols and summary data, to qualified independent researchers “allows
for reanalysis, meta-analysis, and scientific discovery
through hypothesis generation.”12 Secondary researchers can help identify issues that may have been missed
by regulators or understudied or buried by companies.13

The FDA Can Proactively Share More
Clinical Trial Data
Despite the potential benefits, the FDA does not proactively share most of the clinical trial data in its possession in any comprehensive fashion. Congress has
set forth baseline disclosure requirements for the FDA
as well as some confidentiality obligations. However,
much of the data submitted to the FDA falls somewhere between these two poles, giving the FDA discretion to determine what should be made available in the
public’s interest and what should be kept confidential.
Federal agencies generally have the authority to
release information to the public if the release is not
otherwise forbidden by law. FOIA, enacted in 1966,
embodies this core presumption in favor of transparency.14 In passing FOIA, Congress evinced “a general
philosophy of full agency disclosure unless information is exempted under clearly delineated statutory
language.”15 Moreover, while FOIA provides several
exemptions, including Exemption 4 for “confidential
commercial information” (CCI) and Exemption 6 for
personal privacy,16 courts have found that Congress
did not intend for the exemptions themselves to create absolute bars to disclosure.17 Rather, the exemptions are “workable standards” designed to permit
an agency to withhold certain information without
limiting its discretion to disclose that information
either proactively or in response to a FOIA request.18
34

In general, even if information falls under an exemption, agencies have the discretion to release it if there
is a compelling public interest in disclosure related to
the agency’s activities and and if the disclosure is not
barred by another law.19
The FDA has yet to fully exert its discretion to release
much of the summary data, metadata, and individual
participant data (IPD) in its possession. To do so, the
FDA would first have to recognize that many types of
clinical trial data can be shared without genuine risks
to patient privacy. Summary-level trial results, CSRs,
and study protocols typically contain no patient-specific information or can be easily redacted to remove
patient identifiers.20 Analyzable data sets present
more complex privacy concerns, and some may be
difficult to fully de-identify without rendering them
useless for secondary analyses.21 However, emerging
protocols for de-identification make it possible to sufficiently anonymize certain analyzable IPD so that the
risk of re-identification is very small.22 Agencies have
the discretion to weigh legitimate personal privacy
concerns against the public interest in disclosure and
to share data if the privacy risks are minimal in relation to a public benefit.23 The FDA is well positioned
to consider the privacy risks and public health benefits
associated with sharing different types of clinical trial
data, and the FDA and the U.S. Department of Health
and Human Services have both signaled interest in
exploring ways to share de-identified IPD from clinical trials submitted for regulatory review.24
While agencies have less discretion with respect to
CCI because of overlapping nondisclosure laws that
prohibit federal employees from unauthorized release
of commercial or financial data, they are still entitled to
substantial deference to determine the initial threshold question of what constitutes CCI.25 This is a critical point for the FDA when considering various types
of clinical trial data. Much of the clinical trial data
that researchers need for meta-analyses and secondary analyses simply is not CCI, or can be redacted to
address any CCI concerns. The IoM Report describes
how commercially sensitive information that reflects
a company’s business strategies and clinical development processes can be separated from analyzable data
that are more objectively collected and tabulated.26 For
example, CSRs, which contain manufacturing formulas or clinical trial site information, can be redacted
to address legitimate CCI issues. Courts have also
rejected CCI arguments for certain types of clinical
research data, including postmarket study protocols
and raw safety data, where the claims of competitive
harm are negligible or vague.27
The FDA’s lack of proactive disclosure is particularly problematic where data relevant to drug safety
journal of law, medicine & ethics
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is concerned, because Congress has expressed in clear
terms its intention that the agency disclose data relevant to that question. The Food and Drug Administration and Amendments Act (FDAAA) instructs
the FDA to maintain a website that provides patients
and providers with better access to safety information
about drugs and biologics.28 The FDA must post the
most recent FDA-issued safety alerts, warning letters,
links to the trial registry and results, and “other material determined appropriate by the [agency].”29 To fulfil its obligation to release “other material” pertinent
to patient safety, the FDA should routinely release at
least data like CSRs, summary results, full protocols,
and analyzable datasets that can be de-identified.30
These data are pertinent to drug safety, and to the bal-

particularly Exemptions 4 and 6, and affirm the scientific and public health value of data sharing. This is
particularly appropriate where, as in the case of data
that sheds light on drug safety, Congress has expressed
its view that an interest is especially compelling.

Leveraging FOIA to Obtain Clinical Trial
Data from FDA: A Partial Solution
When faced with requests for particular clinical trial
data, the FDA has in fact released many types of clinical trial data, implicitly conceding that such disclosures do not raise commercial confidentiality or personal privacy concerns. We recently used FOIA to seek
access to clinical trial data for Gilead’s blockbuster
Hepatitis C drugs, sofosbuvir (Sovaldi) and ledipas-

Until the FDA proactively releases data on a routine basis, individual FOIA
requests are the only mechanism to obtain data that the agency does not
release. Our experience with FOIA shows that the process can be a very
powerful tool for obtaining clinical trial data, at least of the summary and
metadata variety, but that FOIA also has important limits. First, valid FOIA
requests can go unfulfilled without the aid of a lawyer to take the agency
to court for its failure to timely respond. Second, even when successful, the
process is slow. Requests for clinical trial data are likely to be put in the slower
“complex” queue because of the high volume and complexity of the data as
well as the need for redactions, and so typically it will take years to resolve.
ancing of risks against clinical benefits for particular
indications, and can help patients, providers, and the
research community fully understand the safety profile of drugs and devices.
Congress has also pressed the FDA to be more
forthcoming and has urged the agency to incorporate
broader transparency policies for the benefit of the
public. Congress has done this not only in congressional hearings,31 but also through specific laws, such
as statutory provisions that mandate the release of
“action packages” — the FDA’s summaries of all safety
and effectiveness data in its possession — for every
approved new drug or biologic.32 These disclosure
requirements are intended to address the discrepancies between the comprehensive information that the
FDA possesses and the selective information that is
publicly available, which in many cases have led to
widespread patient harms.33 In order to further bridge
information gaps and increase the value of clinical
research data, the FDA should revisit whether various
types of data legitimately fall under FOIA exemptions,

vir/sofosbuvir (Harvoni).34 Although it took two years
of litigation, the FDA has now released tens of thousands of pages of summary data and metadata, including safety and effectiveness summary-level data, full
protocols that include analysis plans and amendments, and CSRs. The agency redacted very little —
for example, select information about ingredients and
manufacturing information that was commercially
confidential, and participant contact information that
implicated privacy. Notably, Gilead had intervened in
the case early on, thereby presumably consenting to
all data disclosures and implicitly admitting that there
are few CCI and privacy concerns relevant to these
categories of data, and that those that exist can be
addressed through simple redactions.
Our suit did not resolve the extent to which FOIA
can be used to access IPD and analyzable datasets. The
orientation of FOIA — a disclosure law designed for all
types of governmental information — may sometimes
make it a blunt tool for these purposes. FOIA rests on
a philosophy of broad public dissemination and equal
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access to information. Once one entity receives information under FOIA, the public as a whole is presumed
to have the right to access the same material.35 Courts
have historically found that selective or conditional
data disclosure arrangements are not consistent with
the purpose of FOIA.36 However, such arrangements
— like data use agreements with confidentiality provisions — may, depending on the circumstances, be the
best means of sharing analyzable data to secondary
researchers at a reasonable cost, while also protecting
patient privacy and commercial interests.37
Until the FDA proactively releases data on a routine
basis, individual FOIA requests are the only mechanism to obtain data that the agency does not release.
Our experience with FOIA shows that the process can
be a very powerful tool for obtaining clinical trial data,
at least of the summary and metadata variety, but that
FOIA also has important limits. First, valid FOIA
requests can go unfulfilled without the aid of a lawyer to take the agency to court for its failure to timely
respond. Second, even when successful, the process
is slow. Requests for clinical trial data are likely to
be put in the slower “complex” queue because of the
high volume and complexity of the data as well as the
need for redactions, and so typically it will take years
to resolve.38 Despite the hundreds of hours of legal
assistance, it took us nearly two years to begin receiving data pursuant to our FOIA request.39 The process
can be slow even where a research question is exceptionally urgent, and the FDA grants “expedited processing.” In 2014 and 2015, the FDA completed two
requests that were granted expedited processing; it
took the agency 693 days and 862 days respectively to
finish document production.40
FOIA is also better suited to individual requests
for specific data than for systematic release of data of
scientific and public health importance. Production
of data generally occurs piecemeal for practical reasons, and recipients of data may, but are not obliged
to, release the data they receive to others. Proactive
release of data by the FDA would be preferable to the
current reactive approach for many reasons. It would
allow the agency to ensure that researchers have equitable access to data. The agency could also — and
should — prioritize, releasing first those categories
of information that are both important and readily
redactable, such as CSRs and protocols for widely prescribed drugs. Proactive release would also allow the
agency — possibly with additional appropriations —
to create a dedicated and centralized platform, alone
or in conjunction with other entities, that would give
investigators with legitimate scientific and public
health inquiries access to redacted and de-identified
datasets, similar to the National Institutes of Health’s
36

database for biomedical and clinical research.41 The
FDA could also design optimal conditions for data
sharing. For an example, where appropriate, the
agency could implement data use agreements that
prohibit improper uses of shared data or further promote transparency by requiring that results of studies
using the data be publicly shared.42
By proactively sharing data, the FDA can address
the limitations of FOIA and create data sharing policies that promote the health and safety of all Americans. The public interest in data disclosure is more
urgent and compelling now than when the FDA
first formulated its disclosure policies. With modern
advances in data generation and analyses, there is an
even greater potential for data sharing to enhance and
accelerate medical knowledge. By proactively sharing
data, the FDA can better fulfill its responsibilities to
patients and public health.
Note
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FDA and the Marketplace of Ideas
for Medical Products
Nathan Cortez

M

odern free speech law is predicated on an
analogy. Just as superior products and services will prevail in a free and open market,
so too superior ideas (and ideally, the truth) will prevail in a free and open “marketplace of ideas.”1 Inspired
by laissez-faire economics, the analogy suggests that
free expression, with minimal government interference, will generate the best ideas and the most truth.2
But consider the marketplace of ideas for medical
products, specifically those under premarket review by
the U.S. Food and Drug Administration (FDA). There
is significant demand for information about such
products. Investors and patient groups often keep
close track of announcements concerning investigational products, including clinical trial findings and
milestones in the FDA review process.3 But competitive pressures on companies and publication pressures
on researchers often result in selective publication of
study results, whereby positive findings are published
and publicized, while negative ones are not.4 Considering the immense financial stakes of FDA approval,
companies sometimes exaggerate or embellish study
results or the product’s review status with the FDA.
Thus, the “marketplace of ideas” for investigational
products can present a highly skewed picture of the
product, particularly its likely benefits and risks — a
“market failure,” to follow the analogy.
Should the FDA more actively correct such market
failures? Should the agency correct misleading information released about products in development? This
question, among others, is taken up by the FDA Transparency Working Group, whose Blueprint points to
Nathan Cortez, J.D., is the Callejo Endowed Professor of Law
and Associate Dean for Research at Southern Methodist University Dedman School of Law.

two recent examples.5 In 2013, the company Sarepta
publicized study results for a drug being developed
to treat Duchenne muscular dystrophy, but excluded
from the analysis two patients with adverse outcomes,
despite objections to such post-hoc calculations by
the lead reviewer for the FDA’s Advisory Committee.6
Then, in March 2015, the company Orexigen filed a
report with the Securities and Exchange Commission
(SEC) that misstated unpublished evidence regarding
the potential cardiovascular benefits of a drug being
studied for obesity, despite the FDA’s contrary view.7
In neither case did the FDA counter the misleading
statements or correct the “failure” in the marketplace
of information.8
Of course, the marketplace of information for investigational products is not a completely free and unfettered one — and for good reason. Before the FDA
has reviewed the scientific basis and clinical evidence
supporting a product’s intended uses, it is premature
to make claims regarding its safety and effectiveness.
Thus, the FDA carefully restricts promotion for investigational products, but allows “the full exchange of
scientific information concerning the drug, including
dissemination of scientific findings in scientific or lay
media.”9 Of course, drawing the line between promotional and scientific exchange can be difficult.
For example, the FDA has long been reluctant to
interfere with mandatory disclosures required by
securities laws.10 The agency has explained that its
rules do not bar disclosing study results in SEC reports
or press releases to investors, so long as the communication makes no claims regarding safety or efficacy
and does not otherwise commercialize the product
prior to approval.11 Ordinarily, the FDA will not object
to information required by the SEC, but will scrutinize
statements that are gratuitous or embellished.12 So, for
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example, the FDA does not object when companies
make non-promotional announcements required by
the SEC regarding their research activities or products
in development, but may object to information that
tries to characterize safety or efficacy data or otherwise makes claims about intended uses.
Over time, the FDA has grown skeptical of companies invoking their SEC obligations in response
to FDA objections.13 FDA officials see a lack of symmetry, as companies are quick to publicize favorable
study results or FDA approvals, but are exceedingly
discreet (or even silent) regarding negative events that
should be equally “material” to investors under securities laws.14 Perhaps worse is when a company with no
publicly-traded securities invokes the “SEC defense.”15
Thus, the FDA and SEC have formal mechanisms
for sharing information and expertise on corporate
disclosures for FDA-regulated products.16 In some
instances, the SEC has even suspended public trading for a company’s stock after the company made
misleading statements about clinical trial results or
a product’s FDA approval status,17 perhaps reflecting
increased scrutiny after the ImClone scandal.18

But enforcement actions like these can take years
before misinformation is corrected. So when, and
how, should the FDA correct misleading statements?
Current FDA regulations give the Commissioner
discretion to disclose all or part of any FDA record
when in the “public interest,” when consistent with
privacy, property, and trade secret rights, and when
consistent with the agency’s need to promote frank
internal deliberations.22 But FDA rarely invokes this
discretion.23 Moreover, the rule exempts from disclosure trade secrets and other confidential commercial
information.24
The Blueprint thus recommends that the FDA more
actively correct misleading information released about
products in development, noting that such information can mislead physicians, patients, investors, and
other audiences when not corrected.25 Corrections are
justified, according to the Blueprint, when “the information has the potential to cause significant confusion in the medical community and among patients,”
or when it is “vital to public health.”26 This recommendation largely mirrors the 2010 FDA Transparency
Initiative Task Force’s recommendation that summary

The FDA should publish guidelines detailing when and how the agency will
correct misleading information for investigational products, allowing the
agency to counterbalance the overwhelming financial incentives companies
often have to exaggerate or embellish. Such guidelines would signal to
companies that quick corrections to the marketplace of information would be
possible. The guidelines would also be particularly important given flexible
new approval standards introduced in the 21st Century Cures Act.
Nevertheless, abuses remain, forcing courts and
agencies to police the marketplace of information.
In 2013, the 9th Circuit Court of Appeals upheld the
fraud conviction of Scott Harkonen, a drug company’s
former senior director of biostatistics, who had issued
a press release misrepresenting clinical trial results
for interferon gamma-1b (Actimmune). The court
held that fraudulent commercial speech is entitled
to no First Amendment protection.19 And in 2016,
AVEO Pharmaceuticals paid a $4 million penalty to
settle SEC charges that the company failed to disclose
the FDA’s safety concerns with a drug under review,
including FDA staff recommendations that the company conduct an additional clinical trial.20 The SEC
also pursued charges against three former officers of
AVEO, including its former CEO, chief financial officer, and chief medical officer.21
40

safety and efficacy information be released when “in
the interest of public health,” including when “necessary to correct misleading information.”27
In rare instances the FDA has taken to heart a recommendation by courts that the preferred remedy for
potentially false or misleading speech is “more disclosure, rather than less,”28 issuing the agency’s own publicity to counter publicity by companies that the FDA
found objectionable.29 But given complaints about the
fairness of this method, including the lack of advanced
notice,30 the FDA does not invoke this remedy often.
The FDA should publish guidelines detailing when
and how the agency will correct misleading information for investigational products, allowing the agency
to counterbalance the overwhelming financial incentives companies often have to exaggerate or embellish.
Such guidelines would signal to companies that quick
journal of law, medicine & ethics
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corrections to the marketplace of information would
be possible. The guidelines would also be particularly important given flexible new approval standards
introduced in the 21st Century Cures Act. The Cures
Act directs the FDA to consider “real world evidence”
when considering new uses for approved drugs, relaxing the agency’s longtime insistence on randomized
clinical trials.31 Such “real world evidence” may be
more likely to be mischaracterized by manufacturers
and misunderstood by the public. The Blueprint thus
can be an important counterweight not only to existing problems, but also to problems generated by the
Cures Act.
Note
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Disclose Data Publicly, without
Restriction
Peter Doshi and Tom Jefferson

T

he FDA holds more clinical trial data than
any other body on the planet, more than any
other regulator and more than any single pharmaceutical company. And at present the FDA sits on
those data, treating such data as commercial confidential information that it is not at liberty to disclose.1
This prevents systematic reviewers, guideline committees, other public health bodies, and other third parties from independent evaluation of the clinical evidence the FDA relied upon to determine the benefits
and harms of medicines. In other words, ‘no sunlight
please — we know what is best for you.’ This must end,
and the Blueprint rightly calls on FDA to “disclose
data from scientific studies to enhance understanding
of medical products.”2
Since concerns about publication bias emerged
decades ago,3 systematic reviewers have paid particular attention to addressing the vexing problem of
unpublished trials.4 But over the past decade, additional grave concerns have emerged over the trustworthiness of even those clinical trials that are published.5
The inescapable conclusion from this growing body of
research is that what we see, even in the most highly
regarded peer-reviewed journals, cannot be trusted at
face value. We know this only for selected cases, such as
with the drugs rofecoxib, celecoxib, paroxetine, gabapentin, and oseltamivir, and often only because litigation or public pressure helped force company reports
Peter Doshi, Ph.D., is an assistant professor at the University of Maryland School of Pharmacy and associate editor
at The BMJ. His research focuses on policies related to drug
safety and effectiveness evaluation in the context of regulation
and evidence synthesis. Tom Jefferson, M.D., is a senior
associate tutor at the University of Oxford. He is a physician, researcher, and campaigner for access to randomized
controlled trial data.
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of clinical trials into the public domain: “clinical study
reports.” These are unabridged reports of clinical studies created by industry following a set format primarily for regulatory review.6 Publications by contrast may
omit or minimize mention of serious adverse events
that occurred during the trial. They may misreport the
trial’s primary endpoint, the duration of the trial, or
other aspects of the protocol. They may fail to disclose
limitations in reliability of the collected data, or lapses
in the conduct of the trial. They may describe a substance as placebo when it’s not inert or they may fragment a dataset in a number of reports — some visible,
some not.
Those that believe sound clinical decisions can be
made based on the evidence available in journal publications alone are, whether they realize it or not, betting that the problems that have been discovered thus
far are “in the past,” “bad apples,” “all fixed” and that
under reporting and mis-reporting of trials no longer occurs. This is a dangerous and costly bet to make
on human welfare. It also is an unnecessary bet, as
the raw data from clinical trials already exists. All it
takes is disclosure of the data to enable independent
scrutiny.
We therefore believe that public disclosure of the
clinical trial data in FDA’s possession is not simply
an “opportunity to enhance transparency at FDA,” to
quote the Blueprint, but is rather an ethical imperative to ensure evidence-based medicine is truly based
on evidence and not a selected summary of it.

Public Release or Not?
Now comes the issue of just how to disclose clinical
study reports (Recommendation 16). In this regard,
we believe the Blueprint’s suggestions need clarifying. The Blueprint advocates both “harmonizing FDA
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policy with that of the European Medicines Agency”
(which has been releasing clinical study reports since
late 2010 through a freedom of information-like
mechanism) and using a repository that “employ[s]
safeguards” prior to sharing individual participant
data, including verifying that “the research proposed
would advance science or improve public health and
healthcare, check institutional status, and create
legally enforceable agreements that ensure applicants
will not compromise patient identity.” These suggestions must be considered in light of the fact that the
EMA does not screen requests, a fundamental and
important contrast to the many data access (not data
sharing) systems now available such as the joint pharmaceutical company sponsored ClinicalStudyDataRequest.com. While we share the aims of groups making data accessible — ensuring responsible research
conduct, protecting the rights of patients, and good
data stewardship — we disagree that gatekeeping is

vacy and integrity of individuals that may be named
— or discoverable — in documents.9 A second policy
the EMA launched last year (policy 0070) proactively
publishes clinical study reports to the web.10

Individual Participant Data
While clinical study reports are paper (PDF) documents that routinely run hundreds to thousands of
pages in length, electronic patient level datasets raise
heightened concerns about the risk of re-identification
of patients. There is no doubt that this risk increases
with access to electronic patient level datasets. Even
if patients cannot be re-identified using a single trial
dataset, risk of re-identification rises with linkage to
other datasets. As EMA does not routinely request
participant level data, whereas the FDA does, FDA
must forge new ground in setting standards of how to
effectively balance the imperative to share these data
while also working to reduce the risk of re-identifi-

We therefore believe that public disclosure of the clinical trial data in FDA’s
possession is not simply an “opportunity to enhance transparency at FDA,” to
quote the Blueprint, but is rather an ethical imperative to ensure evidencebased medicine is truly based on evidence and not a selected summary of it.
the appropriate means to that end and we have several years’ experience to back our views. We place
more faith in the structures of open science to police
misconduct and reward good behavior, and believe a
regulator’s duty in a political democracy is to ensure
the basis for all citizens to make informed decisions
about medicines based on the data in its possession.
Thus we challenge the Blueprint’s proposed scope for
limiting FDA’s transparency involvement in this area
to only those trials “where sponsors have not already
made their data available by other means.” Researchers who have reused data from ClinicalStudyDataRequest.com have called it like doing research “through
a periscope”;7 this is unsatisfactory.
The gatekeeper-free approach EMA adopted is thus
the correct one, but it suffers from an inability to keep
pace with the volume of requests. In 2013, the agency
received less than 300 requests through its “reactive”
access to documents policy 0043. In 2016, it received
more than 800, and by the end of 2017, these are likely
to top 1000.8 Overload has set in despite an increase
in staff to 12 full-time employees that communicate
with requestors and sponsors of affected products
and oversee the redaction process to protect the pri-

cation of participants. Because the probability of reidentification, even after anonymization, is generally
not zero, the pros and cons of various control mechanisms (such as contracts or more restrictive terms on
access) will need to be considered. Public release of
data, without restriction, may pose a low risk of reidentification for certain clinical trial datasets whereas
for other datasets, more restrictive measures may be
necessary to meet the public’s perception of “acceptable risk.” This is a field that data scientists have been
working in for some time, and the FDA should elicit
their contribution in establishing standards.11

Correcting Misleading Information
In the few years that have now passed since the launch
of EMA Policy 0043, YODA, and ClinicalSudyDataRequest.com, one can ask whether these systems
for data sharing and data access-without-sharing are
being sufficiently used with outcomes that offset the
cost and effort involved in making them exist. We
think the answer is a definite ‘yes’ and as evidence
offer the case of oseltamivir. Since 2004, the US government in the pandemic influenza preparedness and
response plan offered a scientific rationale to justify
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its stockpiling of influenza: the drug was to cut rates
of serious complications of influenza and hospitalizations in half.12 This rationale was based on a six-page
journal article; four of the six authors were employees
of the manufacturer, and one was a paid consultant.13
Had our Cochrane review team reviewed clinical
study reports in the year 2000 rather than 2011, we
could have shown that oseltamivir was not proven to
reduce these risks years before governments stockpiled billions of dollars worth of the drug.14 Just one
oseltamivir-like experience every decade surely offers
the opportunity to correct misleading information and
save orders of magnitude more money than it costs
to ensure timely public access to clinical trial data in
FDA’s possession.
At the same time, FDA is in a position to do more
than just release clinical trial data. It can also help
“correct misleading information in the market” itself,
as the Blueprint advocates (Recommendation 15). In
numerous cases, important discrepancies between the
published reports of clinical trials and the data submitted to FDA are known to FDA scientists. Quickly
correcting misleading publications of trials soon after
drug approval could prevent many adverse downstream effects, and FDA scientists are well positioned
to do this.15 If all it takes to achieve this aim are extra
resources, then we think these would be well spent,
considering the threat to life and tax payers’ wallets
that the cited cases entailed. We therefore believe that
in addition to the Blueprint’s prudent suggestions to
establish a standard for correcting misleading information by public servants, the Agency should also
actively encourage its scientists to help ensure the
accuracy of the medical literature by engaging directly,
without need for sign-off from one’s superiors. Less
bureaucracy and secrecy and more sunlight is needed
if regulation is to regain its lost reputation and fulfill
its public health mission.
Note
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Withholding Information on
Unapproved Drug Marketing
Applications: The Public Has a
Right to Know
Sammy Almashat and Michael Carome

T

he U.S. Food and Drug Administration (FDA)
is a critical public health agency that regulates
drugs, medical devices, food, cosmetics, and
tobacco products, which together amount to one-fifth
of all U.S. economic activity.1 However, much of the
information upon which the agency relies when making pivotal regulatory decisions with regard to such
products is withheld from the public.
One prominent example of the FDA’s lack of transparency that has gained increasing attention in recent
years concerns new drug applications (NDAs), including supplemental NDAs, that have been rejected by
the agency or withdrawn by the company. The FDA’s
long-standing policy is that it does not release its analyses of data submitted for such applications or disclose agency complete response letters (CRLs) notifying drug manufacturers of the non-approval decisions
and the reasons for such actions, nor does the agency
even notify the public that such rejections or withdrawals have occurred.2 If a company abandons or
withdraws a drug marketing application before the
FDA takes action on it, the FDA is technically required
by law to disclose the safety and efficacy information
in the application “upon request,”3 but the agency does
not disclose the existence of such withdrawn or abandoned applications,4 which effectively renders moot
this legal obligation.
Sammy Almashat, M.D., M.P.H., is a researcher with Public
Citizen’s Health Research Group. He is an expert on various
aspects of pharmaceutical and medical device safety and policy, with a focus on the FDA; and occupational health, primarily related to federal and state OSHA oversight of workplace
toxins and physical hazards. Michael Carome, M.D., is the
Director of Public Citizen’s Health Research Group (HRG). His
areas of expertise include drug and medical device safety, FDA
regulations, and the protection of human research subjects.
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By contrast, the FDA routinely releases to the public
its detailed analyses and findings related to data supporting the approval of a drug’s first NDA and, upon
request by at least three individuals, of supplemental
NDAs for new uses of already marketed drugs.5

Need for, and Benefits of, Increased
Transparency on Unapproved Drug
Marketing Applications
The recent report Blueprint for Transparency at
the U.S. Food and Drug Administration (hereafter
referred to as “Blueprint report”) highlights this issue,
among other FDA transparency concerns.6 This report
builds on the work of the FDA’s 2010 Transparency
Task Force, which made a number of recommendations to the agency, one of which was to release CRLs
to shed light on why drug marketing applications were
refused.7
The Blueprint report noted several potential benefits from releasing such information, including
that “[t]he clinical community can benefit from the
insight, expertise, and analyses of FDA reviewers, and
researchers can learn from the failures of previous
medical products in subsequent research programs.”8
As detailed in the second focus area of the report,
keeping the public in the dark about unapproved drug
marketing applications prevents patients, researchers, and healthcare providers from gaining insight
into why a drug’s application was not approved.9 This
lack of transparency is particularly troubling in cases
where the FDA has found a currently marketed drug
to be ineffective or unsafe for a newly proposed indication. Disclosure of the FDA’s findings in such cases
would promote public health by encouraging healthcare providers to avoid prescribing drugs for unapproved (off-label) uses that the agency has deemed to
journal of law, medicine & ethics
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be potentially dangerous or ineffective. This is especially important given the endemic practice within the
pharmaceutical industry of illegally marketing drugs
for off-label uses.10
Disclosure of CRLs is all the more important given
the current permissive framework allowing the promotion of already marketed drugs for unapproved
uses. Existing FDA guidance already permits drug and
medical device manufacturers to market their products to physicians for unapproved uses through the
dissemination of scientific or medical journal articles
and reference publications.11 The Medical Product
Communications Act of 2017, which was introduced
in the U.S. House of Representatives,12 would further
expand the scope of and permitted venues for off-label
promotion while prohibiting the FDA from consider-

CRLs were disclosed in the companies’ press releases.
Disclosing all CRLs would allow the public, healthcare professionals, and other interested stakeholders
access to an unbiased rendering of the reasons for the
FDA’s rejection of a drug marketing application.
Finally, a new policy of transparency whereby the
FDA discloses the existence of, and data related to,
rejected applications for new drugs and new indications for already approved drugs also would be consistent with the Belmont Report’s basic ethical principle
of beneficence governing human subjects research.14
The beneficence principle establishes an ethical obligation to minimize possible harms and maximize
potential benefits. In the event that a drug marketing
application is rejected because the FDA determines
that the drug’s harms outweigh its benefits for a par-

Keeping the public in the dark about unapproved drug marketing
applications prevents patients, researchers, and healthcare providers from
gaining insight into why a drug’s application was not approved.
This lack of transparency is particularly troubling in cases where the
FDA has found a currently marketed drug to be ineffective or unsafe for a
newly proposed indication. Disclosure of the FDA’s findings in such cases
would promote public health by encouraging healthcare providers to avoid
prescribing drugs for unapproved (off-label) uses that the agency has deemed
to be potentially dangerous or ineffective. This is especially important given
the endemic practice within the pharmaceutical industry of
illegally marketing drugs for off-label uses.
ing such off-label marketing activities as evidence of
a manufacturer’s “intended uses” for a drug or medical device. Such erosions of restrictions on off-label
marketing make it vital that healthcare professionals
be informed of off-label uses that were deemed by the
FDA to be too dangerous or ineffective for patients.
Failing to provide information on unapproved NDAs
also gives companies free rein to craft their own selfserving narratives as to why their product applications
were turned down. A 2015 study by FDA researchers
compared 61 of the FDA’s CRLs issued to companies
with the companies’ press releases announcing the
failed marketing applications.13 Unsurprisingly, the
study found that in 11 (18%) of the 61 CRLs, companies did not issue a press release, and in 13 others
(21%), the press release contained no information
from the CRLs. Disturbingly, only 16% of the statements related to efficacy concerns and only 15% of the
statements about safety concerns across all of the FDA

ticular use, both the drug company and the FDA have
an ethical obligation to make this determination public in order to avoid future clinical trials of the drug
(or, in some cases, a similar drug in the same class)
that would unnecessarily expose human subjects to
harm. Other drugmakers can avoid such clinical trials
only if they are made aware of all previous clinical trial
data in a timely manner. Unfortunately, the medical
literature is not a comprehensive or accurate source
of such data.15

Feasibility: The FDA Should Follow Europe’s
and Canada’s Lead
A policy whereby the FDA releases CRLs and the
underlying analyses leading to the agency’s decision
not to approve a drugmaker’s application is certainly
feasible. In 2004, the European Union (EU) required
that the European Medicines Agency (EMA) make
publicly accessible “information about all refusals [of
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human drug marketing applications] and the reasons
for them.”16 The same EU law also stipulated17 that for
all drug applications withdrawn by the sponsor before
the EMA has issued a decision on the application, the
agency must publish public assessment reports containing the agency’s analyses and conclusions related
to the clinical data in the applications.18 In the latter
case, the law made clear that such disclosures can
only occur after the EMA removes all “commercially
confidential” information from the public assessment
reports of the withdrawn marketing applications.
One can now search the EMA’s website for all public
assessment reports, with specific searches available
for drugs that have been refused marketing authorization or that have been suspended or withdrawn after
approval.19
Health Canada followed suit in 2015 when it
announced that it would make available to the public
all regulatory decision summaries, which contain the
rationale for the agency’s decisions on drug marketing applications.20 This decision notably included, for
public release, “final negative decisions and cancellations” for all marketing applications for new drugs
and new indications for existing drugs.21 Similar to the
European procedure, all regulatory decision summaries are now publicly searchable on Health Canada’s
website.22
Thus, there exist one national and one multinational model of regulatory transparency to which the
FDA can look for guidance should it choose to follow
its sister agencies’ lead by allowing the American public to, for the first time, learn when the FDA rejects a
drug’s marketing application and why it has done so.

Industry Argument Fails to Convince
To justify keeping the American public and healthcare providers in the dark about the FDA’s rejections
of drug marketing applications, the pharmaceutical
industry primarily has argued that disclosing such
actions would reveal confidential commercial data
and give other companies a competitive advantage.
There are several reasons for rejecting this argument.
First, a rejection by the FDA often occurs in parallel
with a rejection by European or Canadian regulatory
authorities, meaning that the failed marketing application and the reasons for the failure likely would
become public knowledge anyway.
Second, although public disclosure of the FDA’s
rejection of one company’s marketing application may
allow competing companies to reap some monetary
benefits by recalibrating similar research and development efforts, there is reason to believe that such disclosures would be economically advantageous to the
industry in the aggregate. As the FDA’s Transparency
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Task Force pointed out in its 2010 report, disclosure of
failed drug applications would allow other companies
to more efficiently invest research monies into potentially more promising therapies.23 Most companies
eventually should benefit from such transparency.
Third, and most importantly, the current reality —
in which companies remain unaware of a competitor’s rejected drug marketing application for a similar product or use and, as a result, continue to invest
research dollars and to expose human research subjects to potential harm in clinical trials that are likely
to be futile — is unacceptable from both a public
health and an ethical perspective.

Right to Know
The FDA must join the EMA and Health Canada in
allowing the public to know when a drug is deemed
unsafe or ineffective for a certain use. Even notwithstanding the public health benefits that disclosure of
such information would reap, the public has a right to
know when, how, and why the nation’s largest public
health agency reaches major decisions on the products it regulates. What former FDA Commissioner
Dr. Donald Kennedy noted in 1978 still holds true:
“[G]overnmental decisions, particularly regulatory
decisions, should be based on publicly available information … This premise underlies the Freedom of Information Act, the Federal Advisory Committee Act, and
the Government in the Sunshine Act. In enacting each
of these statutes, the Congress implemented a basic
principle of our political system: that people affected
by governmental decisions have a right to know the
basis on which they are made. Anyone who questions
the wisdom of a regulatory decision should be able to
examine the factual foundation of the decision.”24
Note

The authors have no conflict of interest to declare.

References
1.

2.
3.
4.

5.
6.
7.

U.S. Food and Drug Administration, “Consumer Expenditure
on FDA Regulated Products: 20 Cents of Every Dollar,” available at <https://blogs.fda.gov/fdavoice/index.php/2016/11/
consumer-expenditure-on-fda-regulated-products-20-centsof-every-dollar/> (last visited November 9, 2017).
21 C.F.R. 314.430 (c) and (b).
21 U.S.C. §355(l)(1).
FDA Transparency Working Group, Blueprint for Transparency at the U.S. Food and Drug Administration, March 13,
2017, available at <https://www.jhsph.edu/departments/
health-policy-and-management/_pdf/FDA_Transparency.
pdf> (last visited November 9, 2017). Also published in JLME
45, no. 4, Suppl. (2017) (hereinafter cited as Blueprint).
21 U.S.C. §355(l)(2).
See Blueprint, supra note 4.
U.S. Food and Drug Administration, Transparency Task
Force, FDA Transparency Initiative: Draft Proposals for Public Comment Regarding Disclosure Policies of the U.S. Food

journal of law, medicine & ethics
The Journal of Law, Medicine & Ethics, 45 S2 (2017): 46-49. © 2017 The Author(s)

Almashat and Carome
and Drug Administration, May 2010, available at <https://
www.fda.gov/downloads/aboutfda/transparency/publicdisclosure/glossaryofacronymsandabbreviations/ucm212110.pdf>
(last visited November 9, 2017).
8. See Blueprint, supra note 4.
9. Id.
10. From 1991 through 2015, a total of 373 settlements were
reached between the federal and state governments and pharmaceutical manufacturers, for a total of $35.7 billion. The
unlawful promotion of drugs, mostly off-label marketing, was
the single violation that resulted in the largest financial penalties. See: Public Citizen, “Twenty-Five Years of Pharmaceutical Industry Criminal and Civil Penalties: 1991 through 2015,”
March 31, 2016, available at <https://www.citizen.org/ourwork/health-and-safety/twenty-five-years-pharmaceuticalindustry-criminal-and-civil-penalties-1991-through-2015>
(last visited November 9, 2017).
11. Food and Drug Administration, “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,
January 2009, available at <https://www.fda.gov/RegulatoryInformation/Guidances/ucm125126.htm> (last visited
November 9, 2017).
12. H.R.1703 - Medical Product Communications Act of 2017.
Introduced March 23, 2017, available at <https://www.congress.gov/bill/115th-congress/house-bill/1703/text> (last visited November 9, 2017).
13. P. Lurie, H. S. Chahal, D. W. Sigelman, S. Stacy, J. Sclar, and
B. Ddamulira, “Comparison of Content of FDA Letters Not
Approving Applications for New Drugs and Associated Public
Announcements from Sponsors: Cross Sectional Study,” BMJ
350 (2015): h2758.
14. Department of Health Education and Welfare, The Belmont
Report: Ethical Principles and Guidelines for the Protection of
Human Subjects of Research The National Commission for the
Protection of Human Subjects of Biomedical and Behavioral
Research (April 18, 1979), available at <https://www.hhs.gov/
ohrp/regulations-and-policy/belmont-report/> (last visited
November 9, 2017).
15. E. H. Turner, A. M. Matthews, E. Linardatos, et al., “Selective Publication of Antidepressant Trials and Its Influence on

16.

17.
18.

19.

20.

21.
22.
23.

24.

Apparent Efficacy,” New England Journal of Medicine 358, no.
3 (2008): 252-260; A. M. Roest, P. de Jonge, C. D. Williams,
et al., “Reporting Bias in Clinical Trials Investigating the Efficacy of Second-Generation Antidepressants in the Treatment
of Anxiety Disorders: A Report of 2 Meta-analyses,” JAMA
Psychiatry 72, no. 5 (2015): 500-510.
Official Journal of the European Union, Regulation (EC) No
726/2004 of the European Parliament and of the Council,
at Article 12(3), available at <http://eur-lex.europa.eu/LexUriServ/LexUriServ.do?uri=OJ:L:2004:136:0001:0033:en:
PDF> (last visited November 9, 2017).
Id., at Article 11.
European Medicines Agency, European Public Assessment
Reports: Background and Context, available at <http://www.
ema.europa.eu/ema/index.jsp?curl=pages/medicines/general/
general_content_000433.jsp&mid=WC0b01ac058067fa25>
(last visited November 9, 2017).
European Medicines Agency, European Public Assessment Reports, available at <http://www.ema.europa.eu/
ema/index.jsp?curl=pages/medicines/landing/epar_search.
jsp&mid=WC0b01ac058001d125> (last visited November 9,
2017).
Health Canada, Notice: Regulatory Decision Summaries
and Submissions under Review, March 13, 2015, available
at <http://www.hc-sc.gc.ca/dhp-mps/prodpharma/rds-sdr/
drug-med/rds-sur-notice-phasei-avis-sdr-pce-eng.php> (last
visited November 9, 2017).
Id.
Health Canada, “The Drug and Health Product Register,”
available at <https://hpr-rps.hres.ca/reg-content/regulatorydecision-summary.php> (last visited November 9, 2017).
U.S. Food and Drug Administration, Transparency Task
Force, FDA Transparency Initiative: Draft Proposals for Public Comment Regarding Disclosure Policies of the U.S. Food
and Drug Administration (May 2010), available at <https://
www.fda.gov/downloads/aboutfda/transparency/publicdisclosure/glossaryofacronymsandabbreviations/ucm212110.pdf>
(last visited November 9, 2017).
Id.

blueprint for transparency at the u.s. food and drug administration • winter 2017
The Journal of Law, Medicine & Ethics, 45 S2 (2017): 46-49. © 2017 The Author(s)

49

Stay up to date with
the latest research
Sign up for FREE Journal Email Alerts
http://online.sagepub.com/cgi/alerts
Register online at SAGE Journals and start receiving…
Content Alerts
Receive table of contents alerts when a new issue is published
OnlineFirst Alerts
Receive notification when forthcoming articles are published online before they are scheduled
to appear in print
Announcements
Receive need-to-know information about a journal such as calls for papers, special issue
notices, and events
CiteTrack Alerts
Receive notification for citations and corrections to selected articles
Search Alerts
Create custom fielded boolean keyword search alerts across one or more journals

http://online.sagepub.com

track
Authors!
Submit your article
online with
SAGE Track
SAGE Track is a web-based peer review and submission
system powered by ScholarOne® Manuscripts
The entire process, from article submission to acceptance for publication is now
handled online by the SAGE Track web site. 300 of our journals are now on SAGE
Track, which has a graphical interface that will guide you through a simple and
speedy submission with step-by-step prompts.

SAGE Track makes it easy to:
• Submit your articles online
• Submit revisions and resubmissions
through automatic linking
• Track the progress of your article online
• Publish your research faster

To submit a manuscript, please visit:

http://www.sagepub.com/journalsIndex.nav
Select a journal and click on the Manuscript Submissions tab for detailed
instructions for submission.

How do you get more people to read an
people to read and cite your research?
How do you get more people to read and cite your research?
How do you get more people to read and cite your research?

EXPLAIN
it in plain language
EXPLAIN
it in plain language
SHARE
it in plain
it via web, email
language
SHARE
and social media

EXPLAIN

PLAIN

plain

languag

it via web, email
and social media

SHARE

GET STARTED
www.growkudos.com
GET itSTARTED
via web,

ARE

email
www.growkudos.com
✓
Free
service
and social media
web, email
✓ Quick and simple to use
ocial media
✓
service
✓ Free
Proven to increase readership
✓
✓
✓
✓
✓
✓

GET STARTE
T STARTEDwww.growkudos.com
Quick and simple to use
Keeps track of outreach wherever you do it
Proven to increase readership
Centralized reporting of full text downloads,
altmetrics
and
Keeps track
of citations
outreach wherever you do it
Across
all publications
with
CrossRef
DOI
Centralized
reporting of
full a
text
downloads,
altmetrics and citations

growkudos.com
✓ Across all publications with a CrossRef DOI

✓
✓

Free service

Greater Research Impact

Quick and simple to use

Join
ASLME
Membership Benefits
• Subscription to the Journal
of Law, Medicine & Ethics

• Subscription to the American
Journal of Law & Medicine

• Discounted registration
to Society-sponsored
conferences

• Opportunities for earning
Continuing Medical and
Legal Education credits

• And more!

www.aslme.org

Join ASLME
today!
Membership Benefits
• Subscription to the Journal
of Law, Medicine & Ethics

❒  Yes, I want to join the American Society of Law,

Medicine & Ethics.

• Subscription to the American

Please fill out and remit in full to: American Society of Law, Medicine & Ethics,
765 Commonwealth Avenue, Suite 1634, Boston, MA 02215. Fax: 617-437-7596
Please print or type all information. You may join online at www.aslme.org.

• Discounted registration to

Questions?
Contact ASLME at 617-262-4990 or e-mail membership@aslme.org.

 pportunities for earning
•O

Name

Journal of Law & Medicine

Society-sponsored conferences
Continuing Medical and
Legal Education credits

• And more!

Address
City
Please indicate if the above is your

“Being a member of ASLME pays dividends far
beyond its publicized benefits – it is about
being part of the major changes in how we
think about health care and public health
services and delivery through law and ethics.”
James G. Hodge, Jr., JD, LLM,
Director of the Public Health Law and
Policy Program at the Sandra Day O’Connor
College of Law, Arizona State University
“My affiliation with ASLME has been among
the most satisfying and beneficial relationships
in my career.”
Judith F. Daar, JD,
Professor of Law at Whittier Law School
“Over the two decades of my membership
in ASLME, as my career trajectory shifted
from cardiac surgery to ethics and philosophy,
JLME has been an invaluable companion and
component of my ongoing education and
continuing contributions to the field
of bioethics.”
Robert M. Sade, MD,
Professor of Surgery at
Medical University of South Carolina

Suffix/Degrees

State

Zip

❒      Home or ❒    Business address

Work phone
Home phone
Email
Membership Rates

1 year

3 years

Doctoral
MD, JD, LLB, PhD, DDS, MBA, DNSc, DO, or other
equivalent professional position

$230

$550

❒

❒

Non-Doctoral/Allied Health
e.g., RN, MSW, MA

$150

$355

❒    

❒

Student
Full-time, without doctoral-level degree

$25
❒  

n/a

Memberships with shipping addresses outside of the
U.S. require an additional $40 per year shipping fee.

Total:

❒    My check made payable to ASLME is enclosed.
❒  Please charge my Mastercard/Visa/Discover/American Express.
Card #
Signature

Exp. date

❒

