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Clinical Trials Reporting and Publication

Summary

In 2004, concerns arose that certain antidepressants, other medicines (e.g.,
Vioxx), and medical devices(e.g., coronary stents), had been marketed to consumers
despite unresolved safety issues. Datafrom clinical trials conducted both before and
after aproduct goesto market are central to assessing its saf ety and effectiveness, but
thereiscurrently no centralized system for reporting results. Dueto medical journal
practices and drug sponsor and researcher incentives to publicize positive results,
many trialswith inconclusive or negativeresultsare not publicly reported. Although
Food and Drug Administration (FDA) regulations require sponsors of trialsthat test
the effectiveness of new drugs for serious or life-threatening conditions to register
with the Department of Health and Human Services (HHS) at clinicaltrials.gov, not
al suchtrialsarelisted there. A voluntary registry of recent controlled trialsresults
was created in October 2004 by the Pharmaceutical Research and Manufacturers of
America (PhRMA).

Severa groups have called for public accessto standardized clinical trialsdata,
including noticeof trial launch and research resultsthrough acentralized system such
asaregistry. Proposals for registries for these purposes raise issues regarding the
goals of providing public access, the appropriateness of the information and its
presentation for the audience, the timing of a trial’s inclusion, whether registries
could compromise intellectual property rights, whether reporting should be
mandatory, potential conflicts of interest, and whether medical device trials should
be included.

In February 2005, Senator Christopher Dodd introduced S. 470, the Fair Access
to Clinical Trials (FACT) Act. The FACT Act would expand clinicaltrials.gov to
require the inclusion of trials on devices and biological products, create a database
of clinical trial results, and require FDA to make public internal drug approval and
safety reviews.

This report will be updated on aregular basis.
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Clinical Trials Reporting and Publication

Introduction

In 2004, Congressand othersraised questionsabout the saf ety and effectiveness
of several FDA-approved biomedical productsonthemarket. Theseincluded certain
antidepressants, Merck’ s painrelief drug, Vioxx, Boston Scientific’ s cardiac stents,
and other drugs and medical devices. Discussion about ways to help ensure saf ety
and effectiveness of biomedical products focused primarily on two questions:
whether datafrom all clinical trials should be made publicly available, and whether
FDA's processes for product approva and post-market surveillance and study are
adequate. This report focuses on the first of these questions.*

Clinical trials, which are the gold standard for assessing drug and device safety
and effectiveness both before and after they are marketed in the United States, are
scientific studies that systematically test interventions on human beings. They may
include behavioral studiesor other biomedical investigations, such asthose that test
drugs and medical devices. As described by FDA, clinical trials are generaly
conducted in four phases following successful animal testing.? Phase | trials study
a new drug or device in a small group of people (20-80) to evaluate its safety,
determine a dosage range for drugs, and identify gross side effects. Phase Il trias
study the product in alarger group of people (100-300) to see whether it is effective
for aspecific purposeand to further evaluateitssafety. Phaselll trialsinvestigatethe
product in a large group of people (1,000-3,000), to confirm the product’s
effectiveness, monitor side effects, and collect information that will allow the drug,
treatment or deviceto be used safely. PhaselV trialsare usually large-scale studies,
conducted after the FDA approves a product for marketing in order to demonstrate
effectivenessin abroader clinical context and to watch for rare side effects that may
not be identified until significant numbers of people have used the product.

The federal government has historically regulated certain aspects of some
clinical trials by attaching conditionsto those conducted with federal research funds,
and/or by creating requirements that must be met before a drug or device can be
marketed in the United States. Most federal funding occursthrough the Department
of Headlth and Human Services (HHS) National Institutes of Health. Both pre-
market approval and post-market monitoring of medical drugsand devices marketed

! For further information about whether FDA’s processes for product approval and
post-market surveillanceand study areadequate, see CRSReport RL 32797, Drug Safety and
Effectiveness: |ssues and Action Options After FDA Approval, by Susan Thaul.

2 For further information on therole of federal agenciesin evaluating biomedical products,
see CRSReport RS21962, From Bench to Bedside: The Role of Health and Human Services
(HHS) Agenciesin the Evaluation of New Medical Products, by Michele Schoonmaker.
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inthe U.S. arethe responsibility of HHS s FDA. Each FDA center that reviews and
approves biomedical products for human use— the Center for Drug Evaluation and
Research, the Center for Devices and Radiological Health, and the Center for
Biologics Evaluation and Research — posts summaries of safety and effectiveness
datafrom clinical trialsthat support approved applicationsfor new products, or new
uses of approved products, FDA does not otherwise post clinical trials data.

The FDA Modernization Act of 1997 (FDAMA, P.L. 105-115, Section 113)
required the Secretary of HHS to establish a clinical trials registry, intending the
availability of information to increase the access of individuals to cutting-edge
medical careavailable only through research protocols. Sponsorsof trialstestingthe
effectiveness of life-threatening disease or condition treatments (drugs, but not
devices) that are being conducted to obtain FDA approval for marketing,® under an
expanded use protocol* of an investigational new drug application to FDA, or on
Group C® cancer drugs are required to register. In addition, any trial (drug, device,
or other) that has been approved by ahuman subject review board (or equivalent) and
conforms to the regulations of the appropriate national or international health
authority may aso be included. In response to FDAMA, the National Library of
Medicine (NLM) established a clinical trials registry and made it available to the
public in 2000 [http://www.clinicaltrials.gov]. It was later reported that an FDA
analysis found that in 2002 only 48% of trials of cancer drugs had been registered,
and a preliminary review indicated the listing rate for drugs for some other serious
diseasesisin the single digits. Some companies reportedly have listed no studies;
sometrialsare listed without identifying the sponsoring company or the drug being
tested.® In March 2002, FDA issued a guidance document, instructing industry how
and when to participate in the registry [http://www.fda.gov/cder/guidance/
4856fnl.htm].

Despitethe centrality of clinical trialsin assessing biomedical products safety,
particularly Phase Il and 1V studies, apresentation of all resultsrelated to a product

% Pursuant to 21 U.S.C. § 355(i).

* An expanded use protocol is one that allows for widespread patient access to an
investigational new drug not yet approved for marketing, when the drug has shown promise
for treating a serious or life-threatening condition, there is no comparable or satisfactory
aternative therapy, and the sponsor is actively pursuing permission to market the drug (21
U.S.C. § 360bbb(c)).

®> Group C “was established by agreement between FDA and the National Cancer Institute
(NCI). The Group C program is a means for the distribution of investigational agents to
oncologists for the treatment of cancer under protocol s outside the controlled clinical trial.
Group C drugs are generally Phase 3 study drugs that have shown evidence of relative and
reproducible efficacy in a specific tumor type. They can generaly be administered by
properly trained physicians without the need for specialized supportive care facilities.
Group C drugs are distributed only by the National Institutes of Health under NCI
protocols.” Information Sheets: Guidance for Institutional Review Boards and Clinical
Investigators, 1998 Update, DrugsandBiologics, FDA, at [ http://www.fda.gov/oc/ohrt/irbs/
drugshiologics.html].

6 Shankar V edantam, “ Drugmakers Prefer Silence on Test Data,” Washington Post, July 6,
2004, p. A 1.
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can bedifficulttofind. Researchershavetraditionally reported pre- and post- market
trial results in peer-reviewed medical journals, which have historically tended to
favor publication of clinical trials demonstrating successful intervention; the results
of negative or inconclusive trials often go unpublished.” Other venues for the
dissemination of research results are industry, government, or university press
releases and presentations at medical conferences. Researchers — who may be
affiliated with a product’s manufacturer, a university, the government, or an
association established to find better treatmentsfor a particular disease— may have
various motives for publishing or not publishing results. Some observers have
expressed concern that a lack of transparency, particularly for negative data, could
adversely affect medical decision-making.?

Clinical trias reporting can mean public access to results after a trial’s
conclusion, to a proposed plan before a trial is begun, or both. There is no
centralized system for either type of reporting, so different trials may have the same
title, onetrial may bereported in several placesunder different titles, and many trials
are never reported. Recent discussions of clinical trias reporting have largely
focused on post-market trials concerning drugs and devices' long-term effects, and
their safety and effectivenessin specific sub-populations such aschildren or persons
with heart conditions.

Recent Events

In 2004, a number of national and international groups recommended that
clinical trial reporting be centralized, standardized, and/or include both positive and
negative results. In April 2004, the World Health Organization (WHO), which
supports and funds much of theinternational research on marginalized populations,
announced a system designed to facilitate the sharing of research. The system will
assign standardized numbers to each randomized controlled trial the WHO ethics
review board approves. A London-based company will maintain ano-charge, online
register of thesenumberedtrialsat [ http://www.controlled-trials.com] toidentify and
track them throughout their life cycle. The system is designed to avoid the problem
of publication bias by posting information on trial starts and their results.

In June 2004, the American Medical Association (AMA) recommended that
HHS create a comprehensive, centralized clinical trials registry. The AMA further
caled on al ingtitutional review boards to make registration in this database a
condition of their approval of the bioethical aspects of clinical trials.® Noting the

" “Pressure Mounts for Clinical Tria Registry,” Medicine & Health, vol. 58, no. 24 (June
21, 2004), pp. 2-3.

8 Robert Steinbrook, “Public Registration of Clinical Trials,” JAMA, vol. 351, no. 4 (July
22, 2004), p. 315.

® Joseph M. Heyman, “AMA Encouraged by Early Signs of Industry Support for National
Clinical Trials Registry,” American Medical Association, press release, June 18, 2004, at
[ http://www.ama-assn.org/amalpub/category/13909.html].
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AMA'’ s position, Senators Tim Johnson and Christopher Dodd called for a national
clinical drug trial registry in aJuly 8, 2004 letter to the heads of NIH and FDA.*°

In July 2004, the FDA announced that clinical trial sponsors could use a
standard format, the Study Data Tabulation Model (SDTM) developed by the
nonprofit organization Clinical Datalnterchange Standards Consortium (CDISC), to
submit datato theagency [ http://www.cdisc.org/index.html]. Accordingtothe FDA,
providing aconsistent framework and format for clinical trial information isexpected
to enhance data integration opportunities and thereby reduce data management
barriers for sharing the latest clinical trial data.™*

In September 2004, the International Committee of Medical Journal Editors
(ICMJE), which comprises the editors of 12 major journals, including the New
England Journal of Medicine, The Lancet, and the Journal of the American Medical
Association, announced anew clinical trials publication policy. The policy requires,
for publication of clinical trial results, that a sponsor have posted itstrial in apublic
registry before enrolling patients.*? The policy appliesto trials that start recruiting
human subjects on or after July 1, 2005. The ICMJE said it did not advocate any
particular registry, but cited clinicaltrials.gov asthe only database currently meeting
its requirements. In June 2005, the ICMJE specified the minimum set of data
elements necessary for atrial to be considered fully registered, adoptingaWHO list
of 20 items, such as unique trial number, funding source, research ethics review,
outcomes, etc.”

Since September 2004, the AMA and NIH have both taken actionsthat dovetail
withthelCMJE policy. In December 2004, the AMA House of Delegatescommitted
the organization to take all appropriate action to protect the rights of physician
researchers to present, publish, and disseminate data from clinica trials'* In
February 2005, the NIH announced that as of May 2, 2005, it would request that
investigators with manuscripts that are accepted for publication, and that are the
result of research supported in whole or in part with direct costs from NIH, submit

10% Senators Call for National Registry of Clinical Drug Trials,” Senator Tim Johnson, press
release, July 8, 2004, at [http://johnson.senate.gov/~johnson/rel eases/200407/
2004708B20.html].

1 «“EDA Announces Standard Format That Drug Sponsors Can Use to Submit Human Drug
Clinical Trial Data,” FDA News, July 21, 2004, at [http://www.fda.gov/bbs/topics/
news/2004/NEW01095.html].

12 Catherine De Angelis et a., “Clinical Trial Registration: A Statement from the
International Committee of Medical Journal Editors,” New England Journal of Medicine,
vol. 351, no. 12 (Sept. 16, 2004), p. 1250, at [http://content.ngjm.org/cgi/content/full/
351/12/1250Q].

13 Catherine DeAngelis et d., “Is This Clinical Trial Fully Registered?: A Statement from
the International Committee of Medical Journal Editors,” New England Journal of
Medicine, vol. 352, no. 23 (June 9, 2005), p. 2436, and [http://www.icmje.org/
clin_trialup.htm].

14 American Medical Association, “610. Physicians and Clinica Trials,” December 2004
Resolutions, at [http://www.ama-assn.org/meetings/public/interim04/resol utions.pdf].
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them voluntarily to NLM’s PubMed Central.™® This effort would only enable free
access to results published elsewhere and would not facilitate access to previously
undisclosed results. The NIH announcement was preceded by a July 2004 House
Committee recommendation that NIH providefreepublic accessto the complete text
of articles and supplemental materials generated by NIH-funded research.'®

In May 2005, concerns were raised by two medical journa articles that
contractual “gag” clauses might prohibit clinical trial investigators from examining
dataindependently or submitting amanuscript for publication without first obtaining
the consent of trial sponsors. According to one of the articles, sponsors with a
financial interest in the outcomes of clinical research could thus suppress negative
results and interfere with the publication of unfavorable data on safety.” The other
article, which described results from a survey of medical school research
administrators responsible for negotiating clinical trial agreements with industry
sponsors, reported that industry provides approximately 70% of funding for clinical
drug trials in the United States.’® The survey results suggested that 85% of the
administrators' officeswould not approve provisionsthat gave industry sponsorsthe
authority to revise manuscripts or to decide whether results should be published.
Administrators responses varied regarding whether contracts could contain
provisions allowing sponsors to insert their own statistical analyses in manuscripts,
draft manuscripts, or prohibit investigators from sharing datawith their parties after
thetrial’s conclusion.

The pharmaceutical industry’s reaction to clinical trials reporting has been
mixed, athough as litigation and FDA and congressional interest have increased,
some individual manufacturers and groups have volunteered to make some of their
clinical trialsdatapublic. How theindustry definesthetypesof trialstoinclude (e.g.,
hypothesis-testing or late-phase only) could affect a registry’s utility. Initially
skeptical, PhARMA introduced its own clinical trials database in October 2004 at
[http://Iwww.clinicalstudyresults.org]. Companies that market drugs in the United
States can voluntarily post the positive and negative results of controlled trials
(mainly Phase Il and IV studies) completed after October 2002 on the PhARMA
database. As of June 2, 2005, 23 companies had posted results for 79 drugs.
Accordingto FDA, morethan 10,000 drugsare approved for marketing inthe United
States. In January 2005, PhRMA additionally called for its members to voluntarily
post al hypothesis-testing clinical trials on NLM’ s registry, clinicaltrials.gov.

> National Institutes of Health, “Policy on Enhancing Public Access to Archived
Publications Resulting from NIH-Funded Research,” NOT-OD-05-022, Feb. 2, 2005, at
[http://grants2.nih.gov/grants/guide/notice-filesyNOT-0OD-05-022.html].

16 U.S. Congress, House Committee on Appropriations, Departments of Labor, Health and
Human Services, and Education and Related Agencies Appropriations Bill, 2005, report to
accompany H.R. 5006, 108" Cong., 2™ sess., H.Rept. 108-636 (Washington, GPO, 2004).

" Robert Steinbrook, “Gag Clausesin Clinical-Trial Agreements,” New England Journal
of Medicine, vol. 352, no. 21 (May 26, 2005), p. 2160.

18 Michelle Mello, et a., “Academic Medical Centers Standards for Clinical-Trial
Agreements with Industry,” New England Journal of Medicine, val. 352, no. 21 (May 26,
2005), p. 2202.
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In January 2005, an international pharmaceutical federation of which PhRMA
is a member, the International Federation of Pharmaceutical Manufacturers and
Associations (IFPMA), announced that its members would voluntarily disclose
summary results of al industry-sponsored clinical trials.® Trial results would be
published in a standard, non-promotiona summary that would include a description
of trial design and methodol ogy, resultsof primary and secondary outcome measures
described in the protocol, and safety results. In May 2005, IFPMA announced that
it would launch in September 2005 a search portal of clinical trial registries and
databases worldwide.?

Legislation Introduced in the 109" Congress

In February 2005, Senator Christopher Dodd introduced S. 470, the Fair Access
to Clinical Trids (FACT) Act. He and Representative Edward Markey introduced
similar legislation (S. 2933 and H.R. 5252) in the 108" Congress.

The FACT Act would create apublicly accessible data bank that consists of an
expanded clinicaltrials.gov registry and a new database of clinical trial results for
drugs, biological products, and devices, as well as results from some other types of
trials. For trialsincluded in the registry and/or the database, the FACT Act would
create the requirement that the HHS Secretary assign a unique identifier that is
consistent to the extent possiblewith internationally recognized identifiers. The Act
would asorequire FDA to makepublicitsinternal drug approval and safety reviews.
At the present time, the FDA releases this information only if it relates to an
approval, so applicationsfor new drugsor for label changesthat are not approved are
not made public by FDA.

Regarding the registry portion of the data bank (clinicaltrials.gov), the FACT
Act would maintain the current requirement that only trials aimed at treating life-
threatening conditions need register. However, the Act would expand theregistry by
requiring the inclusion of not only drug trials, but also of trials of devices and
biological products. The registry would contain information aimed at enabling
potential research subjects to locate and decide whether to participate in clinical
trials: trial descriptions, location, recruitment and contact information, administrative
data, and funding sources.

The FACT Act would require that a results database be constructed to help
ensure that the trial results, whether negative or positive, would be reported.

¥ The announcement was made jointly with PhRMA, the European Federation of
Pharmaceutical Industries and Associations (EFPIA), and the Japanese Pharmaceutical
Manufactures Association (JPMA). International Federation of Pharmaceutical
Manufacturers and Associations (IFPMA), “Global Industry Position On Disclosure of
Information About Clinical Trials” IFPMA Press Release, Jan. 6, 2005, at
[http://www.ifpma.org/News/NewsRel easeDetail .aspx?nl D=2205].

2 |FPMA, “ Patients and Physiciansto Gain Easy Accessto Clinical Trials Information via
New IFPMA Search Portal,” IFPMA Press Release, May 16, 2005, at
[http://www.ifpma.org/News/NewsRel easeDetail .aspx”nlD=2807].
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Therefore, some information would be entered at the trial’ sinception (title, product
tested, description, purpose, projected end date), and asummary of resultswould be
added after the trial’ s end.

The registry and database would have the following characteristics:

Public Access. Boththeregistry and database would be publicly accessible.
Current law: Theregistry, clinicaltrials.gov, ispublicly accessible (42 U.S.C. § 282

(1)(2)).

Types of Trials. Thebill definesaclinical trial asaresearch study in human
volunteersto answer specific health questions, including treatment trial s, prevention
trials, diagnostictrials, screening trials, and quality-of-lifetrials. Clinical trialswith
all three of the following characteristics would have to be included in the registry:

e conducted on drugs, devices, or biological products (except for
Phase | studies);

e aimed a testing a treatment for a life-threatening disease or
condition; and

e conducted in the United States, or conducted abroad if federally
funded or used in requesting FDA approval.

Theregistry may also include certain Phase | trials and trials of other health-related
interventions with the consent of the responsible person.

In the results database, clinical trials with all three of thefollowing
characteristics would have to be included:

e conducted on drugs, devices, or biological products, or required by
the HHS Secretary to be included in the interest of public health;

e completed after the enactment of the FACT Act, or required by the
HHS Secretary to be included in the interest of public health; and

e conducted in the United States, or conducted abroad if federally
funded or used in requesting FDA approval.

Evenif not required by the HHS Secretary, those who have conducted clinical
trials that do not involve drugs, biological products, or devices (such as those
comparing surgical procedures, for example), and also those completed before the
bill’ senactment may voluntarily includetheir studiesintheresultsdatabase. Current
law: Onlytrialsthat meet all three of the following criteria must be included in the
registry, clinicaltrials.gov: (1)The trial is testing a drug; (2) The trial is being
conducted to obtain FDA approval for marketing, is conducted pursuant to an
expanded use protocol of investigational new drug application to FDA, or is
conducted on a Group C cancer drug; and (3) The trial tests treatments of serious
or life-threatening conditions. Other trials that have been approved by a human
subject review board (or equivalent) and conform to the regulations of the
appropriate national or international health authority may also be included.

Types of Information Posted for Each Trial. Theregistry wouldinclude
information describing the trial’ s title, procedures (including safeguards), purpose,
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outcome measures, recruitment and contact information (including eligibility and
exclusion criteria), administrative data (including funding source), and aso list the
trial’ slocation. The database would include asynopsis of the study and safety data,
and asummary of results presented in astandard format. Current law: Theregistry,
clinicaltrials.gov, includes research subject eligibility criteria, trial site location
descriptions, and points of contact for those wanting to enroll, presented in a form
that can be readily understood by members of the public.

Timing. Information would have to be submitted to the registry no later than
21 days after the trial is opened for enrollment. Information would have to be
submitted to the results database both at the outset (initial information — including
thetrial’ stitle, description, purpose, funding source, etc.) and conclusion of the study
(results— including adescription of outcome measures, asummary of results, safety
data, FDA actions, etc.).

The date by which the initial information would have to be submitted to the
results database might vary, depending on the whether the trial is federally funded,
whether it is governed by FDA regulations, and whether it tests drugs, biological
products, or devices. For federally funded clinical trias, initial information would
haveto be submitted to the database before the HHS Secretary could approveor fund
theproject. For non-federally funded clinical trial sthat are subject to FDA regulation
(such as, for example, privately funded drug trials), initial information would have
to be submitted to the database at a time determined by the HHS Secretary’s
modification of regulations governing the protection of human subjects and
institutional review board (IRB) review.?® For two types of trials for which
submissions would generally be voluntary — non-federally funded trial s that do not
involve drugs, biological products or devices (for example, clinical trialscomparing
surgical techniques), and trials completed prior to the enactment of the FACT Act—
in the event that the HHS Secretary made submission of initia information
mandatory, the Secretary would determine the required submission date. For non-
federally funded clinical trialsthat involvedrugs, biological products, or devices but
are not subject to FDA regulation (such as, for example, FDA-approved drugstrials
that the drug’ s sponsor does not know about),? the timing of the initial submission
is unspecified.

The results would have to be submitted to the database within one year of the
earlier of the actual or estimated completion of atrial, unless one of the following
apply: (1) the HHS Secretary grants an extension to accommodate publication in a
peer-reviewed journal; (2) the study is not federally funded and does not involve
drugs, biological products or devices; or (3) the study is completed prior to the

2L Aninstitutional review board (IRB) isagroup formally designated by aninstitution (such
as a hospital or university) to review, to approve the initiation of, and to conduct periodic
review of biomedical research involving human subjects to ensure the protection of their
rightsandwelfare. IRB review isrequired by federal regulationsfor clinical trialsregul ated
by FDA, and for those funded by most federal agencies (21 C.F.R. § 56.102(q)).

22 EDA requirements apply to those responsible for creating and distributing the drug (such
as, for example, sponsors, manufacturers, and distributors), not to others. See, eg., 21
C.F.R. 8 310.305, regarding adverse event reporting requirements.
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enactment of the FACT Act. In the first case, the length of the extension would
determine the submission date, and in the second and third cases, if the HHS
Secretary made submission of results mandatory, the Secretary would determine the
submission date. Current law: Information must be submitted to the registry,
clinicaltrials.gov, not later than 21 days after thetrial is opened for enrollment (42
U.S.C. §282(j)(3)).

Audits and Corrections. To encourage compliance, the HHS Secretary
could conduct audits of any information submitted to the registry or database, and
following prior notification of the responsible party, modify it if it is factualy
inaccurate, false, or miseading. Current law: The Secretary does not have the
authority to audit or correct entriesin the registry, clinicaltrials.gov.

Sanctions. Inatrial with anon-federal funding source (which would include
a tria that is partially federally funded), if the responsible person (usualy the
sponsor) fails to comply with the bill’s requirements, the person may be fined
$10,000 per day until the proper submissions are filed. For trials solely supported
with federal funding, a principal investigator who fails to send trial results to the
database will be ineligible to receive federal grants, contracts and cooperative
agreements until the required submissions are made. Current law: No specific
enforcement mechanismor penaltiesexist for failingtoregister inclinicaltrials.gov.
General mechanisms for enforcing compliance with FDA requirements may be
applicable, but have not been applied by FDA.

Cost Recovery. Non-profit sponsors would be able to recover the costs of
IRB review and submissions made to the registry and database direct expenses in
their federally funded clinical trials. Current law: No costs associated with the
review of human research protocols by an Institutional Review Board (IRB) may be
charged as direct costs for NIH-funded research involving human participants,
unless such costs are not included in the institution’s facilities and administrative
rate,? implying that a non-profit without a standing |RB may be able to recover the
costs of IRB review and regulatory compliance as a direct expense.

Reports. The HHS Secretary would be directed to commission areport from
the Institute of Medicine (IOM) to determine the extent to which the bill impacted
the public health. The Secretary would also be required to make a report to the
appropriate committees of Congress on the status of the implementation of
regulations regarding the registry and database. Current law: No such reportsare
required.

Z NIH Policy on Direct Cost Charges for IRB Review (NOT-OD-03-042), May 22, 2003,
at [http://www.niams.nih.gov/rtac/funding/grants/notice/not_od_03_042.pdf].



CRS-10

Issues

Issues surrounding the possibility of clinical trials reporting and publication
have focused on arange of topics:

Goals. Proponents of public access to clinical trials data cite the need to
provide information to members of the general public, health care workers, and
researchers, both to help inform treatment decisions and to help eliminate abuses.
Industry advocates have also cited the potential benefits of public awareness of the
resources necessary to get a drug approved, and the elimination of duplicated failed
efforts. PhRMA citesmaking clinical trial resultsfor U.S.-marketed pharmaceuticals
more transparent, and providing information to practicing physicians and their
patients. The FACT Act’s stated purpose is to create a publicly accessible clinical
trial registry (accessibleto patients and health care practitioners seeking information
related to ongoing clinical trials for serious or life-threatening diseases and
conditions) and aresultsdatabase (accessibleto the scientific community, health care
practitioners, and members of the public); and to foster transparency and
accountability in health-related intervention research and devel opment.

Appropriateness/Presentation. Some have questioned whether
registration and publication of clinical trialsand their results are the best mechanism
for ensuring patient safety, both because the language may be too technical for lay
audiences, and because numerous trials may need to be viewed together in order to
draw meaningful conclusions— an analysisthat would be difficult for many doctors
aswell. (A singleclinical trial may generate thousands of pages of documentation.)
These gquestions have led some to focus on how information might be presented in
an audience-appropriate way. PhRMA'’s registry contains a link to drug labels, a
bibliography, and a summary of results in a format developed by industry
consensus.?* The FACT Act registry would include, among other things, recruitment
information and trial descriptions; the database would include, among other things,
thetrial result summaries, adverse event reports, and FDA actions.

Timing. Some have argued that only clinical study results are important to
judging effectiveness, so publication of atria’s inception is not necessary. Others
have argued that some registration at inception is necessary to avoid abuse, and is
helpful for connecting potential subjects with varioustrials. FDAMA requires that
notice of a qualifying trial be submitted to clinicaltrials.gov no later than 21 days
after thetrial is open for enroliment. PhARMA'’ s database only accepts results from
completed trials. The FACT Act would require registration at a trial’s inception
(before human subjects testing could have begun), and posting of results within one
year of the earlier of thetrial’ s actual or projected completion date.

Intellectual Property. Some have expressed concern that publication of
information about clinical trialswill lead to problemsin protecting both trade secrets
and copyright. Others maintain that the information needed to protect public safety
is not the type protected by trade secret or copyright law. PhRMA'’s registry is

24 gructureand Content of Clinical Sudy Reports; Guideline Approved by the International
Conferenceon Harmonization, July 1996, at [ http://www.fda.gov/cder/gui dance/iche3.pdf].
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voluntary, giving companiescontrol over what informationisreleased. Althoughthe
FACT Act would require reporting, it would allow manufacturers to strip their
submissions of trade secret information.

Voluntary or Mandatory/Penalties. Concerns about the potentia
regulatory burden on smaller drug and device manufacturers, as well as about the
potential for intellectual property problems, have led some to call for voluntary
registration and publication. The desireto protect public safety and to reduce abuse
has led others to back mandatory reporting. PhRMA’s registry is voluntary. The
reporting proposed in the FACT Act would be mandatory (with limited exceptions
for trialsnot conducted on drugs, devices, or biological productsand those completed
before the bill’ s enactment) and would carry penalties for noncompliance.

Conflicts of Interest. Some commentators have focused on the need for
public disclosure of financial and other arrangements between researchers and
sponsorsinorder to demonstrate potential conflictsof interest that may affect clinical
trial design, interpretation of data, and presentation of results. The PhRMA database
does not include information about funding rel ationships, though productsthere are
identifiable by company, which may also bethetrial funding source. The FACT Act
would require the disclosure of funding source(s), among other things.

Devices. Some have questioned whether information about clinical trials
related to medical devices should be included in the registry. The medical device
advocacy group, Avamed, pointsout that FDA regulation of devicesisdifferent from
itsregulation of drugs. Devicesare often approved based on analytical comparisons
to existing products rather than on the conduct of new clinical trials. Devices as
compared to drugs often tend to present a lower risk to patients, tend to be
manufactured by smaller companies, tend to have ashort market life dueto frequent,
incremental refinements rather than major breakthroughs, and tend to require more
financial incentivesto test. PhRMA’ s database contains only information related to
drugtrias; those proposed inthe FACT Act would require information about device
trias.



