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The mission of the Office of Inspector General (OIG), as mandated by Public Law 95-452, as amended,
is to protect the integrity of the Department of Health and Human Services (HHS) programs, as well as
the health and welfare of beneficiaries served by those programs. This statutory mission is carried out
through a nationwide network of audits, investigations, and inspections conducted by the following
operating components:

Office of Audit Services

The OIG's Office of Audit Services (OAS) provides al auditing services for HHS, either by conducting
audits with its own audit resources or by overseeing audit work done by others. Audits examine the
performance of HHS programs and/or its grantees and contractors in carrying out their respective
responsibilities and are intended to provide independent assessments of HHS programs and operations in
order to reduce waste, abuse, and mismanagement and to promote economy and efficiency throughout the
Department.

Office of Evaluation and | nspections

The OIG's Office of Evaluation and Inspections (OEI) conducts short-term management and program
evaluations (called inspections) that focus on issues of concern to the Department, the Congress, and the
public. The findings and recommendations contained in the inspections reports generate rapid, accurate,
and up-to-date information on the efficiency, vulnerability, and effectiveness of departmental programs.

Office of I nvestigations

The OIG's Office of Investigations (Ol) conducts criminal, civil, and administrative investigations of
allegations of wrongdoing in HHS programs or to HHS beneficiaries and of unjust enrichment by
providers. The investigative efforts of Ol lead to criminal convictions, administrative sanctions, or civil
monetary penalties. The Ol aso oversees State Medicaid fraud control units which investigate and
prosecute fraud and patient abuse in the Medicaid program.

Office of Counsal to the I nspector General

The Office of Counsel to the Inspector General (OCIG) provides general legal services to OIG, rendering
advice and opinions on HHS programs and operations and providing all legal support in OIG’s internal
operations. The OCIG imposes program exclusions and civil monetary penalties on health care providers
and litigates those actions within the Department. The OCIG also represents OIG in the global settlement
of cases arising under the Civil False Claims Act, develops and monitors corporate integrity agreements,
develops model compliance plans, renders advisory opinions on OIG sanctions to the health care
community, and issues fraud aerts and other industry guidance.




EXECUTIVE SUMMARY

PURPOSE

To assesstherole of dinical trid Web sitesin fostering informed consent and of indtitutional
review boards in overseeing the information on these Web sites.

BACKGROUND

In a June 2000 report, Recruiting Human Subjects. Pressuresin Industry Sponsored-
Clinical Research, we examined the Strategies sponsors and investigators use to recruit human
subjectsfor clinica trids. In thisreport, we take acloser ook at anew recruitment vehicle:
clinicd trid Web stes. These Web Sites provide a Sgnificant opportunity not only to recruit
human subjects, but aso to foster informed consent by increasing the amount of information that
isavailableto an individua interested in aclinica trid. In this report we focus on the latter
opportunity. Given the centrd role ingtitutiona review boards (IRBs) have in ensuring informed
consent, we aso look at their role in overseaing the information on these Web Sites.

In conducting thisinquiry, we reviewed 22 clinicd trid Web stesand 110 dinicd trid ligtings
on those Stes. We analyzed both the generd clinical trid information and the trid-specific
information presented on these Web stes. We dso interviewed Web sSite representatives, IRB
members, and Federd officids.

FINDINGS

Clinical trial Web sites are emerging as an important recruitment strategy.

Clinical trid Web stesare growing in popularity. Totd vistors on the National Cancer
Indtitute’ s Web site, CancerNet, increased from an average of 500,000 visitors per week in
May 2000 to an average of 700,000 visitors per week in May 2001. Another Site,
CenterWatch, saw the average number of visitorsincrease from 38,000 in 1997 to 334,000 in
2000.* Furthermore, these Web Sites offer benefits as a recruitment vehicle: accessto alarge
number of individuas, servicesthat alow for persondization, and the potentia to reduce costs
associated with recruitmen.
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Clinical trial Web sites show promise as a means of fostering informed consent.

Most of the Web siteswereviewed provide valuable general and trial-specific
information about clinical trials.

In our review of generd clinica trid information on 22 Web stes we found that:

» 21 explain the importance of informed consent.

» 16 describe the role of IRBs in protecting human subjects.
» 16 explain the overdl purpose of clinicd trids.

In our review of trid-specific information in 110 clinicdl trid listings we found thet:

» 91 provide digibility criteria
» 80 provide a clear statement of the trid’ s purpose.

But clinical trial Web sites fail to take full advantage of their potential to foster
informed consent.

Most of theclinical trial listings we reviewed exclude key information. In our review of
110 dinicd trid ligings, we found shortcomings in the following arees:

» Trial benefitsand risks. Not one has any information about risks to human subjects, while
29 describe the benefits.

» Sponsor name. 77 fail to identify the sponsor for the dinicd trid.

» Phase of trial. 69 do not indicate the phase of the clinicdl trid.

» Description of trial. 56 lack agenera description of the protocol.

Some Web sites provide mideading general clinical trial information. For example, one
Web site inaccurately describes phase onetrids by saying the chances of a successful treatment
are good, when in fact such trials are conducted to test safety. Another suggests that clinical
triads provide access to new drug trestments, when in fact they involve the use of experimenta
drugs, not proven treatments.

Most Web sitesthat collect personal information fail to disclose how they will usethe
information. In our review of 13 online privacy policies from Web stes that collect persona
information, we found that:

»11 do not indicate how long the Web ste stores such information.
»9 do not describe their processes to ensure that such information is securdly transmitted over
the Internet.
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Web sites provide minimal information about their financial relationships. Of the 12
Web stes that generate revenue, haf fail to disclose how they do so.

IRBs face major challenges in reviewing clinical trial Web sites.

Federd guidance for IRBsfails to make dear when aclinicd trid listing requires review and
fals to address privacy issues surrounding prescreening through the Internet. 1RBs have limited
leverage over generd information on Web stes because it is outsde their purview. Findly,
many IRBs are already overburdened by increased workloads and lack the resources to take
on the additiond responghility of reviewing dinicd trid ligings

RECOMMENDATIONS

We direct three recommendations jointly to FDA and the Office for Human Research
Protections (OHRP). Both of these entities issue guidance to IRBs and rely on them to ensure
adherence to federa regulations that afford protections to human subjects.

IRB OVERSIGHT. Provide further guidance to IRBs on clinical trial Web sites.

Clarify that risk and benefit information in trid listings should be subject to IRB review and
goprova. In addition, any prescreening used for specific trids that collect persona information
should be reviewed and gpproved by an IRB. In reviewing prescreening mechanisms specific
atention should be given to privacy and confidentiality issues.

VOLUNTARY STANDARDS. Facilitate the adoption and use of voluntary
standards for clinical trial Web sites.

Through workshops and other forums for deliberations, FDA and OHRP should exert
leadership to fogter the development and application of voluntary standards for clinicd trid
Web dtes. On the bagis of our inquiry, we suggest four sandards that focus on maximizing the
Web ste' s potentid to foster informed consent. They cdl for a comprehensive overview of
clinicd trids, key information in dinica trid listings, and prominent disclosure of privacy policies
and sgnificant financid relationships (see pageiv). The standards go beyond the risk-benefit
and prescreening information for which we cal for mandatory IRB review and gpprova.

INDEPENDENT REVIEW. Encourage clinical trial Web sites to undergo periodic
review by independent bodies.

Periodic review of clinicd trid Web steswill hep ensure that information provided by them is
bal anced and not mideading or coercive. These reviews could address generd clinicd trid
information provided on the Web sites and examine their privacy policies and procedures
surrounding persona information. Reviews could be conducted by IRBs and/or accrediting
bodies.
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Standards for Clinical Trial Web Sites:

A Preliminary Framework

Standards

Elements

General Clinical Trial Information

Provide a comprehensive
overview of clinical trials

The more subjects know
about the process in general
the more informed their
decision to enroll will be.

A comprehensive overview includes:

» Clear statement that a clinical trial is research not treatment

» Description of FDA's drug approval process

» Description of the Common Rule and FDA Good Clinical
Practice regulations

» Description of the informed consent process

» Description of the role of IRBs

» Explanation of the importance of weighing risks and benefits

» Information on how to contact key Federal agencies for further
clinical trial information

» Sources of clinical trial information

» Explanation of the importance of considering alternatives to a
clinical trial.

Disclose prominently a
comprehensive
privacy/confidentially policy

Disclosure gives consumers
control over their personal
information before they share
it. Consumers should be fully
aware of how their personal
information will be used.

A comprehensive policy contains the following with regards to
personally identifiable information:

» How long is personal information retained

» What information is collected

» How information will be used

» What entities or individuals have access

» How consumers can eliminate personally identifiable
information

» When the policy was last updated

Disclose prominently
significant financial
relationships

Informs the subject of
potential conflicts of interest
the Web site may have.

Significant financial relationships include:
» Revenues collected based on Web site services

» Funding the site receives from pharmaceutical companies,
health insurers, trial sites, etc.

» Agreements for advertising on the site

Trial-Specific Information

Provide key information in
clinical trial listings

Key information about specific
trials helps the subject more
quickly identify appropriate
trials.

Key trial information includes:

> Title
» Phase
» Purpose

» Description of trial

» Eligibility criteria

» Duration of trial

» Time commitment for the subject

» Balanced description of risks and benefits
» Compensation for injury

» Name of trial sponsor(s)

» Name of clinical investigator(s)

» Contact information for research site(s) - contact name, phone
number, and location

SOURCE: Office of Inspector General.

Clinical Trial Web Sites
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COMMENTS ON THE DRAFT REPORT

We recelved comments on the draft report from the Food and Drug Adminigtration, the Office for
Human Research Protections, and the Nationd Ingtitutes of Hedlth. Each agreed with the thrust of our
report and offered a number of comments. Below we summarize their comments and, in itdics, offer
our response to them. In thisfina report, we made some technical changes and clarificationsin
response to the comments. The full text of the comments gppears in Appendix E.

Food and Drug Administration

The Food and Drug Adminigtration indicated that it will be addressng our recommendations as it
revisesits Information Sheets for IRBs and Clinica Investigators. However, FDA expressed concern
about the potentia burdensto the aready overburdened IRBs. Asaway of easing the burden, it
suggested that Federa guidance might call for IRBsto limit theirs reviews of trid-specific information to
that information not considered basic trid information. We modified our recommendations to focus
IRB review and approval to the risk and benefit information and prescreening questions for trial
listings.

Office for Human Research Protections

The Office for Human Research Protections emphasizes that dlinicd trid web sites have not only the
potentia, but also a requirement to fogter informed consent. Even basic trid information, it Sates, is
subject to IRB review. If further guidance is needed to make this clear, it urges that it be issued.
OHRP’ s response focused on Web sites for institutions that received federal funds and are under
the purview of those institutions. Our review included these sites but also others that are not
part of any research institution. We suggest that FDA and OHRP work together to produce a
common set of expectations for all Web sites. The preliminary standards we propose may be
helpful in thisregard.

National Institutes of Health

The Nationd Inditutes of Hedlth, among a number of technical comments, asked for further clarification
addressing the IRB’ s respongibility for Web stetrid listings beyond the local Sites. In our report, we
added language specifying that a local investigator or a sponsor initiating a trial listing that
includes more than basic trial information is responsible for obtaining IRB approval.
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INTRODUCTION

PURPOSE

To asesstherole of dinica trid Web stes in fostering informed consent and of indtitutiona
review boards in overseeing the information on these Web stes.

BACKGROUND

Clinica invedtigators and sponsors of dlinical trids, typicaly pharmaceutica companies, often
have difficulties finding a sufficient number of human subjects to participate in clinicd trids (see
gppendix A for an overview of the clinica trid process). These difficulties dow down the
process of bringing new drugs to market, increase costs, and delay access to new and
potentidly useful drugs. In a June 2000 report, Recruiting Human Subjects: Pressuresin
Industry Sponsored-Clinical Research (OEI-01-97-00195), we examined the strategies
sponsors and investigators use to recruit human subjects. In this follow-up report, we look at a
new recruitment vehicle: clinicd trid Web Stes (see primer on page 4). Given the centrd role
ingtitutiona review boards (IRBs) have in ensuring informed consent, we also look &t their role
in overseaing the information on these Web Stes.

Web sites as an Opportunity to Recruit Human Subjects

The Internet offers dinicd trid Web sites a unique opportunity for clinica investigators and
gponsors to target individuals with aninterest in clinicdl trids. These Web Stes are portds for
clinica trid information that can be accessed anytime by any individua with access to the
Internet. In thisreport, we begin by offering some background on the growth of these Web
gtes and the factors propelling them as arecruitment vehicle.

Web Sites as an Opportunity to Foster Informed Consent

No less sgnificant than the above opportunity is the one that these Web sites offer to facilitate
informed consent among those individuas who decide to become human subjectsin aclinica
trid. These Web sites have an opportunity to raise the awareness and understanding of clinica
trids by increasing the amount of information available to these individuas and, thereby,
fostering informed consent. It is this opportunity that serves as the main focus of this report.

Obtaining informed consent has long served as one of the bedrock elements of protecting
human subjects. In 1978, theinfluentid Belmont Report, issued by the Nationd Commission
for the Protection of Human Research Subjects, set forth three essentia
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elements to informed consent: (1) information — accurate and balanced information that hel ps
individuas make a reasoned decision to participate or not; (2) comprehenson — information
presented in ways that facilitate understanding; and (3) voluntariness — information presented
under conditions free of coercion and undue influence?

Clinicd trid Web stes afford an opportunity to foster informed consent that can help meet the
elements outlined in the Belmont Report. These Sites provide access to both generd and trid-
specific information. The Internet dlows individuas as much time as they need to thoroughly
review and comprehend thisinformation. Web sites can fogter informed consent by presenting
clinicd trid information that helps individuas make bal anced assessments of risks and benefits
and prepare questions for clinica investigators, research coordinators, and their own
physicians. These Stes are not a subgtitute for the discussion that takes place between the
individua and physician, but an opportunity to raise the awareness and increase the amount of
information that is avallable prior to Sgning the informed consent document.  This opportunity is
especialy important because the informed consent process is too often one that occursin a
hurried fashion under intimidating surroundings and confronts the potentid subject with a
detailed, lengthy document to Sgn — one that often gppears amed more at the legd liability
concerns of the ingtitution or sponsor than to the concerns of the potential subject.® Informed
consent of this kind inhibits the comprehension or voluntariness envisoned in the Belmont

Report.
Relevance to Federal Oversight

Within the Department of Hedlth and Human Services, two components have the primary
responsbility of heping to ensure the rights and welfare of human subjects participating in
clinical research. The Food and Drug Administration (FDA) regulates research in the products
it regulates. The Office for Human Research Protections (OHRP) within the Office of the
Secretary ensures the rights and welfare of human subjects participating in research funded by
HHS. Both entities rely heavily on IRBs for ensuring adherence to Federd regulations that
protect human subjects* These boards conduct initid and continuing reviews of research
protocols, informed consent documents, and recruiting practices. FDA and OHRP issue
guidance documents to help IRBs, sponsors, and investigators meet the Federa requirements.

Methodology

Our inquiry analyzed 22 Web stes and 110 clinicd trid ligtings. The exact number of clinica
trid Web stesis unknown because of the vast and congtantly changing nature of the Internet.
Therefore, we researched relevant literature and interviewed key stakeholdersto sdlect a
sample of 22 Web sitesthat islargely made up of third-party sites, but aso includes Federd
Stes, location-gpecific sites, and sponsor-specific Stes (see appendix D for acomplete listing of
the 22 Web sites).> For our review of dinicd trid listings, we sdlected five listings from each of
the 22 Web sites, for atotd of 110. The sample of listings represents various drug trials for
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life-threstening diseases and chronic illnesses. We did not review other practices of Internet
recruitment such as Web sites that are specific to one trid and banner advertisements.

We reviewed two types of information from each Web site in our sample: generd dlinicd trid
information and trid-specific information. We reviewed each of the 22 Web dtes for the types
of generd dlinicd trid information they provide, such as a description of Federd regulations and
the process of informed consent We reviewed our sample of 110 dinicd trid ligtings for the
types of trid-specific information they provide such astitle, purpose, and contact informetion.
We did not evauate functiondity or accuracy of information of the Web Stes. (See gppendix
D for dl data dements.)

We conducted interviews with key representatives from 10 of our sample Web sSites to answer
broader questions and provide greater context. Interviewsincluded discussions about the
advantages and disadvantages of Internet recruitment, Federal guidance, and the role of IRBs.
In addition, we interviewed Federd officids a OHRP and FDA, IRB members, privacy and
patient advocates, and ethicists.

This report reflects the information that these Web Sites provided during the period of April
2001 through September 2001. Since our review of these Web sites, some have changed in
appearance and content.

We conducted this study in accordance with the Quality Sandards for Inspections issued by
the Presdent’s Council on Integrity and Efficiency.
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A PRIMER ON

CLINICAL TRIAL WEB SITES

What kind of information do Web sites provide?

General Clinical Trial Information. This can cover awide range including, but not limited to, information on
the elements of clinical trials and the drug approval process such as the protections afforded to human subjects
participating in trials, the definitions of key medical and research terms, and the standard treatments, therapies,
and the state of research for particular diseases.

Trial-Specific Information. Clinical trial listings on these Web sites provide specific information about trials
enrolling subjects. The information islikely to include the title, purpose, eligibility criteria, and contact
information.

What types of Web sites exist?

Federal Sites. Three such sitesare: (1) The AIDS Clinica Trials Information Service (ACTIS) offers a database
of AIDSclinical trias; (2) CancerNet provides a database of cancer clinical trials, and (3) Clinica Trials.gov
presents alisting of all federally and some privately funded clinical research. The National Institutes of Health
maintains these three sites.

Third-Party Sites. These sites are not operated by funders, sponsors, or by the institutions at which trials are
being carried out. They tend to be operated by private companies. The information on them istypically
copyrighted. Most of the trial listings on these sites are copied from Federal sites (in some cases the Web site
will edit the Federal trial descriptions). Sites also obtain trial information directly from sponsors and clinical
investigators. In afew instances, sites create their own clinical trial descriptions, drawing on non-copyrighted
sources. These sites generate revenue in the following ways: (1) fee-per listing (aflat feeto list asingletrial); (2)
fee-per-referra (afeelevied each time anindividual contacts thetrial location through the site); (3) fee-per-
enrollment (afee for each subject that ends up enrolling in atria ; and (4) fee for data access (a charge to

outside entities seeking access to the site's databases that maintain information on individuals who use the

site); and (5) fee for advertising on the site.

L ocation-Specific Sites. A specific healthcare facility or its contractor manages these sites and mainly list
clinical trials being conducted at their location. Trial information tends to be obtained directly from the clinical
investigators at those locations.

Sponsor -Specific Sites. Commercia sponsors of clinical trials or their contractors manage these sites. Trids
listed on these sites tend to be only those trials supported by the sponsor. Information on the site is provided
by the sponsor or contractor; the clinical investigators are not necessarily involved with or even aware of this
process.

Others. These include sponsor and location-specific sites, as well as patient advocacy sites.
What Kind of Services do the Web Sites Provide?

Prescreening. There are two types: General Prescreening for Clinical Trial Listings, an online questionnaire
used to generate alist of clinical trials an individual may be eligible for, and Prescreening for a Specific Trial, an
online questionnaire used to determine if an individual is eligible for aparticular clinical tria. If theindividud is
eligible, then, depending on the site, the individual or the Web site may contact the clinical investigator to
discuss enrollment.

Disease Information. Offersinformation concerning specific diseases.

Trial Folders. Enable usersto save specific trials of interest and access them later through a password.

E-Mail Updates. Provide noticesthat alert users to new trials and information available on the site.
M essage Center. Allows usersto access, viaa password, messages in areas of particular interest.

Chat Rooms. Allows users to discuss with one another about various health-related topics.
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FINDINGS

Web sites are emerging as an important recruitment strategy.

Clinical trial Web sites are growing in popularity.

Increasing number and variety of Web sites. Over haf of the 22 Web sites we reviewed
were cregted in the last 5 years. The Federd government took the lead in using the Internet to
provide clinica trid information to the public and is still amgor player, despite the entrance of
various privately run Web stes. Entrepreneurs are starting companies focused on recruiting
human subjects over the Internet. Pharmaceutical companies and contract research
organizations are ligting dlinicd trids on their own Web stesaswdl asliding trids on other
clinica trid Web stes. Research indtitutions such as academic medica centers are cregting
their own Web stesthat ligt trids currently enrolling subjects a their inditution.

Increasing use of clinical trial Web sites. Totd vigtors on the National Cancer Indtitute's
Web site, CancerNet, increased steadily during the last year.” The site averaged about
500,000 visitors per week in May 2000 and increased to 700,000 visitors per week in May
2001. Another popular Web site, CenterWatch, saw the average number of visitorsincrease
from 38,000 in 1997 to 334,000 in 2000.2 Similarly, the government-sponsored AIDS Clinical
Trids Information Service, ACTIS, averaged 6,084 visitors per month in 1999. Within 2 years
this number more than doubled to about 12,580 visitors per month.®

Research professonds that use the Internet for recruiting patients are aso contributing to the
increase of vidtorsto these Web sites. According to arecent survey of sponsors and contract
research organi zations conducted by the Association for Clinical Research Professionals, 15
percent of the respondents regularly use the Internet to recruit patients and by 2001 over haf of
the respondents expect to use the Internet regularly to recruit patients.’©

Three badc trends drive the growth of the number of vistorsto dlinical trid Web Stes. Firs,
consumers are taking an increasingly active role in managing their health care. According to a
recent survey of human subjects, 54 percent salf-referred themsdvesiinto atrid. ! Second,
physicians are beginning to incorporate the Internet into their professon. A recent poll showed
that from 1999 to 2001, physician use of the Internet went up from 34 percent to 40 percent.*
As physicians become more accustomed to using the Internet, they will likely use it to search
for clinicd tridsfor their patients as well as encourage their patients to do so on their own. And
findly, the growing accessability and use of the Internet, in generd, is fuding the number of
vigtorsto dinical trid Web Sites
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Clinical Trial Web sites offer several benefits as a recruitment vehicle.

Representatives from clinical trid web dtes estimate that these sites enroll between 10-15
percent of the subjectsin a particular trid. They anticipate that the percentage of enrollees from
the Internet will increase as the Sites become more widdy used. Below we identify three
advantages that these Sites offer as a recruitment vehicle.

Accessibility. Inthelatter haf of 2000, over 100 million adults accessed the Internet.’* An
estimated 60 million people used the Internet to seek hedth or medica information.** The Web
gtesmake clinicd trid information accessible to anyone on the Internet. The anonymity that
many of the Stes offer may further encourage the use of these Web sites by individuas who
may not have otherwise done so out of concern for privacy or confidentiaity.

Clinica trid Web sites have made information particularly accessible to vulnerable populations
who are often desperate for medical options. Many of these Web Sites have taken great Strides
to make dinicd trid information accessble to those suffering from a chronic or life-threstening
illness such as AIDS or cancer, especidly where standard medica trestment has failed.
“Cancers and other Neoplasms’ isthe largest disease category on Clinica Trids.gov offering
2,103 trias out of the 11,000 trids available on the Web site.’> One Web site we reviewed,
EmergingMed, is devoted entirely to cancer trid listings.

Clinicd trid Web Stes aso improve access to clinicd tria information for rare diseases.
Identifying potentia subjects for rare disease trids is difficult for sponsors and investigators
since the population is smdl and the diseases are less known. Individuas with rare diseases
often do not hear about trids, especidly if they are far from alarge medica center. These Web
gtes can provide people dl over the country with access to rare disease information and clinica
tria locations. “Rare Diseases’ isthe second largest disease category on Clinica Trias.gov with
1,901 trials.®

Personalization. The Internet alows Web
gtesto customize the information and sarvices
they provide to individuds (table 1). One of

Table 1. Personalized Services
Provided by 22 Clinical Trial Web Sites

the most advantageou_s servicesl IS prescreening. Personalized Number of
Many of these Web sites contain hundreds and, Services Web Sites
in some cases, thousands of trid listings. _
Prescreening uses persond information that is Prescreening 8
submitted by individuas to determine thelr Personal folders 6
eigibility for one or moretrids. An effective _

. . . E-mail updates 12
prescreening process can quickly bring together
apotentia subject and investigator and help Chat rooms 2

ensure timely enrollments. Other services such
as chat rooms and e-mail updates help keep

individuas abreast of new information as well as offer support.

Clinical Trial Web Sites 6
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Cost effectiveness. On average, recruitment accounts for 10-15 percent of the overdl
research study budget.r” Traditiona advertising, print or television, can be one of the more
expengve recruitment strategies and can cost, on average, over $600 dollars per patient
enrolled.®® The Internet can disseminate information relatively inexpensively and reduce the
cogts associated with recruiting. One case study estimated Internet recruitment costs at $63
per enrolled patient — less than half the cost of other recruiting strategies used for the study. *°

Clinical trial Web sites show promise as a means of fostering
informed consent.

Most of the 22 Web sites we reviewed provide valuable general clinical trial
information.

Beow we demondtrate how clinicd tria Web Sites can help foster informed consent by
providing key generd information to potentia subjects. In our review of 22 Web siteswe
found that:

v

21 explain the importance of informed consent as a means to help subjects make an
informed decision about whether to participate in aclinicd trid.

» 16 describe therole of IRBs in protecting human subjects.

» 16 explain the overdl purpose of dlinicad tridsisto learn aout a new drug or diagnostic
test, not to treat patients.

» 12 describe clinicd trids as part of the FDA’s drug approva process to evduate the
safety and efficacy of drugs.

» 12 explain the importance of weighing the risks and benefits associated with a clinical
trial when consdering to participate.

However, these Web sites vary in the extent of information they provide. For example, we
found one Site that describes the role of IRBs in asingle sentence, compared with another that
devotes an entire paragraph to the subject and even eaborates on the importance of IRB
members avoiding conflicts of interest.
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Below are two examples we sdlected from Web Stes that demondirate the promise that these
gtes offer to foster informed consent. One explainsthe role of IRBs (figure A); the other
clearly satesthat trias may have risks as well as possible benefits (figure B). (For more
examples of promising approaches see gppendix B.)

Figure A: Explaining the Role of IRBs

Yubral ix the basic ubjective ol IRB ST

IO = are comprized of medical prcfessionals aswell as nonredical pro‘essiora s and laype-sons who
[ewlew 3l r2seacrwih 112 bes . 0J)ective 1 Jriestina fartciparts. Specreally, "hey ty1c Lphold 3
principles, respact for parsons, benafcance and justice.

« Respect for persons requires thamto sssure that patients a-e provid2d with all ofthe informasicn
thew nea noorer o deriea ifthey shoolded /amll
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Figure B: Explaining Risks Associated with Clinical Trials

Arethererisksin clinical trials?

The process of evaluating new treatments can involve some risk. All drugs used
in clinical trials have been extensively tested in laboratory experiments.
However, some side effects do not become apparent until the treatments are
given to humans. Side effects can vary from patient to patient. It isimportant to
remember that clinical trials can carry unknown dangers as well as possible
benefits.

Source: Veritas Medicine (3/29/01)
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Most of the 22 Web sites we reviewed provide important trial-specific information.

In our review of 110 dinicd trid listings we found that:

» 91 (83 percent) provide digibility criteria. Thistype of information isimportant
because it discourages individuas from inquiring about trids for which they are not
digible, thereby, dlowing individuds to focus ther time on underganding informeation in
those trid listings that are most relevant to them.

» 80 (73 percent) provide a purpose statement. A purpose statement can indicate the
type of experimenta drug being tested, the type of subjects needed, and further
emphasize that adinicd trid is research, not trestment.

Similar to generd information, the extent of tria-specific information varies from Steto Ste.
For example, one Web site we reviewed provides severa paragraphs of digibility criteria that
included sex, disease, age, previous medications and surgical treatments, and stage of disease,
while another Web ste for the same trid only offers sex, age, and disease information.

We highlight two examples from Web stes that use novel approaches to present clinical trid
ligtings in an easy format that fosters comprehension. (For additional examples of promising
gpproaches see gppendix B.) One provides an interactive ligting that links to a glossary of
terms. Within each listing, selected words are underlined to indicate they are active links to the
Nationa Cancer Indtitute' s dictionary of cancer terms (figure C). The other example shows
how the interactive capability of the Internet can alow individudsto link from thetrid listing to
other sources of information such as relevant journd articles (figure D on following page).

Figure C: Defining Clinical Trial Terms
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Source: Cancernet (7/16/01)
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Figure D: Providing Background Information on a Clinical Trial

Alore Infonnaton
Irrtulae sk Faeg
Frolicaiur:

Tomns 1904 A-eecd snlastc afesa, JASA Vel 252 p, 201

Foan = 199% The ww: bl ol of 3o coed eoliasl i areme, 1= ThI- 006l 3505 00 365

Fowes 223 ap roresased ITa TES Secvency is sees b 2odast s ansia padents, Houd, Wl o g 527

&l

Source: ClinicalTrials.gov (7/16/01)

But clinical trial Web sites are not taking full advantage of their
potential to foster informed consent.

Most of the clinical trial listings we reviewed exclude key information.

Web sites provide trid-specific information in listings to draw in those people who may be
potentia study subjects. It isimportant, especidly from the outset, that thisinformation be
accurate and comprehensive. If not, then potentia subjects may enter the informed process
with faseimpressions, thereby undermining that process.

In our review of 110 dlinicd trid ligings, we found that:

» None describe the risks associated with the study protocol, while 29 describe the benefits to
subjects. It isimportant that risks and benefits are presented to subjectsin a balanced
fashion. Ligtingsthat only provide benefits can midead individuds to assume thet the trid is
without risks. We found that most of the benefits described were not therapeutic, but instead
focused on convenience and incentives to the study subject, such as free parking and

monetary compensation. These benefits can be mideading if not tempered by a statement that
risks are involved.

» 77 (70 percent) fal to identify the sponsor for the dlinicd trid. The name of the sponsor tells
the individua who is accountable for the sudy.
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» 69 (63 percent) do not indicate the phase of the clinical trid. Thus, in these cases, an
individua would not be able to distinguish a phase one trid amed drictly at testing the safety
of an experimenta drug from a phase three trid focused on testing efficacy as well as safety.

»56 (51 percent) lack a general description of the protocol. A general description provides a
sense of the procedures that a subject will undergo and the time commitment that is necessary
to participate in the trid.

Some clinical trial Web sites we reviewed provide misleading information that can
undermine informed consent.

In our prior reports we found traditional advertisements that overstated benefits to recruit
human subjects®® Therefore, it is not surprising that we aso found this to be a problem on
severd dinicd trid Web stes. Bdow we cite some examples of mideading generd information
that we found on three different Web sites. In each case we explain our basis of concern:

Example #1

Web Site Text: “Why should | participatein aclinicd trid?...Often [teking patin a
research study] gives you the chance to access amedicine that is not available on the
market for prescription.”

Basisfor Concern: This statement neglects to mention that the medicine has not yet
been shown to be safe and effective, which iswhy it is not on the market.

Example #2

Web site Text: “Isadlinicd trid right for you?...Many people who volunteer for

studies do so because it provides them access to new drug treatments before they are
available in the marketplace."*

Basisfor Concern: Similarly, this satement neglects to mention that the medicine has
not yet been shown to be safe and effective and that the main objective of clinicd trids
is not about access, but about research.

Example #3

Web site Text: “Clinicd tria phases...In generd, the chances of successin aphase|
trid are good...”?

Basisfor Concern: Phase onetrias are not designed to show efficacy; they are
designed to show that the drug is not toxic in humans. Little is known about the safety
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of drugsin phase one trias, because thisiswhen they are usudly tested in humans for
the firgt time or are evauations of a new dosage or new mode of adminigiration.

Most clinical trial Web sites we reviewed that collect personal information fail to
disclose how they will use the information.

Of the 22 Web sites we reviewed, 13 collect personal information and each of them provide an
online privacy policy. However, in our review of these 13 online privecy policies we found that:

»11 do not indicate how long the Web Site stores persond information.

»9 do not address their processes to ensure that personal information is securely submitted
over the Internet.

» 7 do not specify whether persond information is shared with an investigator or aclinica
research personnel at the trid location.

»6 do not provide alinking policy that addresses privacy concerns when users leave their Web
gteand link to adifferent Ste. Lack of alinking policy isworrisome because linking from one
Ste to another can appear seamless and individuas may be unaware that they have left the
origind dte.

Collecting persond information such as hedth information is not necessarily ingppropriate. In
fact, many individuas are willing to share such information in return for possible benefits. The
issue of concern from the perspective of protecting human subjects is whether users are fully
aware of how their persond information will be used prior to submitting it to the Web ste.

Clinical trial Web sites provide minimal information about their financial
relationships.

Of the 12 Web sites that generate revenue, hdf fail to disclose how they do so. Knowledge of
aWeb ste' sfinancid relationships can affect how an individud interprets information on that
Web ste. Of those Web sites that do disclose their revenue sources, three indicate that they
generate revenue from patient enrollment/referral fees and three indicate that they generate
revenue from trid listing fees. Asde from addressing revenue based on patient enrollment and
listing fees, only one Web site clearly sates it does not accept funds from pharmaceutica
companies and another Ste states it does not accept advertising. Three Web sites do accept
advertisements and provide a corresponding advertisement policy.
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IRBs face major challenges in reviewing clinical trial Web sites.

Ingtitutiona review boards (IRBs) are the only entities whose sole function is to ensure human-
subject protections.®* They play acritica rolein ssfeguarding subjects’ rights and welfare
during the recruitment process, informed consent process, and the conduct of the trid.

Limited Federal guidance on trial-specific information.

Both FDA and OHRP have issued guidance documents to sponsors, investigators, and IRBs
regarding recruitment practices. Current FDA guidance addressing clinicd trid listings on the
Internet is part of a broader commentary about recruitment that is addressed in the 1998 FDA
Information Sheet, “Recruiting Study Subjects” OHRP s guidanceis contained in its 1993
Ingtitutional Review Board Guidebook and endorses the aforementioned FDA Information
Sheet. Because the two guidance documents are identical, we will refer to them together as
Federal guidance.

Unclear language determining when a clinical trial listing requiresreview. Federa
guidance cals for IRBsto review and approve dl direct advertissments to study subjects.?®
However, the guidance carves out an important exemption for clinicad listing services. It dates
that clinicd trid listing services that contain basic trid information do not need to be reviewed
by an IRB. It addsthat basic trid information includes: title, purpose, protocol summary, basic
eigibility criteria, sudy Ste location, and how to contact the site. The guidance specificaly
mentions the National Cancer Ingtitute' s cancer trid listing, the Physician’s Data Query (PDQ)
found on CancerNet, and the government-sponsored AIDS information service, ACTIS, as
examples of dinicd trid listing services that contain basic trid information and do not require
IRB review.

However, many of the dinica trid Web sitesin our review provide additiond trid information in
their ligtings that is not explicitly mentioned in the guidance as basic trid information, such as
risks and benefits and the name of the investigator or sponsor. It is unclear whether this type of
trid-gpecific information is consdered to be basic trid information. If it isnot basic trid
information, then according to current guidance it requires review by an IRB. Although some
investigators, sponsors, and Web stes submit clinica trid listings for review regardless of
whether they contain basic tria information, most do not appear to do so.

Failureto address privacy issues surrounding prescreening for specific trials.
Prescreening for a specific trid uses a questionnaire that asks individuas to answer persona
guestions to determine whether they are digible for particular trids (see figure F on the
following page for sample questions). The persond information collected through prescreening
raises concerns about privacy and confidentidlity.
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Although prescreening through the Internet is new, the concept of prescreening isnot. Online
prescreening questions are milar to those on scripts that are used by telephone receptionists at
centrd call centersfor determining digibility for a specific sudy. Federal guidance haslong
required receptionist scripts to be reviewed by an IRB to ensure that individuas confidentidity
and privacy are protected. However, the guidance does not require online prescreening
processes, which contain the same type of sensitive questions as receptionists scripts, to be
reviewed by an IRB.

Figure F: Collecting Sensitive and Private Health Information Through
Online Prescreening Questionnaires
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Source: Emergingmed.com (7/24/01)

Limited leverage over general clinical trial information.

The generd information on adlinicd trid Web dteis of condderable relevance to the informed
consent process. It can, as we have suggested, help individuals gain valuable perspectives on
the pros and cons of clinical triads and on the protections that are supposed to be afforded to
human subjects. As noted earlier, it can dso serve as ameans of mideading potential subjects
— for example, by indicating that trids present an opportunity to gain access to new drugs.

Notwithgtanding the significance of the information presented at this generd levd, it exigsina
domain that is beyond the purview of IRBs. Federa regulations do not reguire the IRBs to
review thisinformation. The limited attention that IRBs give to Internet recruitment is, therefore,
limited dmog entirdly to trid-gpecific information.
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IRBs are overburdened.

Some IRB members that we spoke with require investigators to submit for review dinicd trid
ligtings that will be posted on Web sites. They dso anticipate more Internet-based recruitment
in the future and expressed concerns about how to address the increasing use of this Strategy.

In aprior report we drew attention to the fact that IRBs are reviewing more materids at afaster
pace.?* We aso found that 25 percent of IRBs do not even ask investigators to explain their
recruiting practices®’

Many IRBs are aready burdened by increased workloads and lack the resources to devote to
reviewing traditiona recruitment materiads. The nature of the Internet alows for vast amounts of
information to be published and updated rdatively inexpensvely. Sometrid listings on the Web
can be four pages long and contain numerous links to other Web Stes that provide even more
information. Thus, dinicd trid listings contain more information than atypicd print
advertisement and review of them will likely add to IRB workloads.
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RECOMMENDATIONS

In thisinquiry we focused on the potentid that clinicd trid Web stes have to foster informed
consent. Below we recommend steps that can be taken to use this potential and help ensure
that information on these Web sSites does not undermine informed consent. We direct our
recommendations jointly to the Food and Drug Adminigtration (FDA) and to the Office for
Human Research Protections (OHRP). We urge FDA and OHRP to work together with
externa stakeholders to address these recommendations.

Provide further guidance to IRBs on clinical trial Web sites.

The recent growth of Internet-based recruitment Strategies warrants renewed attention in
guidance. We recommend that FDA and OHRP develop a new section, within current
guidance, that specifically address recruitment practices on the Internet. 1n regard to clinica
trial Web sites, we recommend to FDA and OHRP the following:

Clarify that risk and benefit information in trial listings is subject to IRB review and
approval.

Current guidance does not require IRB review if the dlinicdl trid listing islimited to the following
basic trid information: title, purpose, of the study, protocol summary, basic digibility criteria,
study Site location(s), and how to contact the study site for further information.?® Thisisa
sound policy that we do not propose to change. However, some Web sites we reviewed
provide more than the prescribed basic trid information mentioned in current guidance. In
these ingancesiit is unclear to IRBs whether review of the listing isrequired. Therefore, we
recommend FDA and OHRP make it clear that (1) risk and benefit information in atrid
listing is subject to IRB review and gpprovd, and (2) sponsors and investigators have the
responghility to obtain that review. ThelRB isthe most suitable entity to ensure that risk and
benefit information is presented in abalanced and fair manner.

Require IRB review of any prescreening used for specific trials.

Prescreening for specific trias use questionnaires to ask potentia subjects persond and
sendtive hedth information to determine ther digibility for those trids. Such screening
questions should be subject to IRB review and approvd. Ininstances where thisinformation is
persondly identifiable and stored, FDA and OHRP should cal for IRBsto review this type of
prescreening to ensure that appropriate steps have been taken to address privacy issues.
Guidance should be Smilar to what is dready in place for receptionist scripts that are used a
central call centers.

On page 18, we suggest voluntary standards that IRBs may want to consider for privacy
policies of clinica trid Web stes that collect persond information.
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Facilitate the adoption and use of voluntary standards for clinical
trial Web sites.

FDA and OHRP should exert leadership to foster the development and application of voluntary
standards for clinical tril Web sites. Such standards could address various aspects of these
gtes, such as accuracy, comprehensiveness and functiondity. On the basis of our inquiry, we
have developed a preiminary framework offering four Sandards that are especialy pertinent to
the role of Web stesin fostering informed consent (see page 18). Deveoping such standards
can be an important way of conveying the important role that Web stes can play as
mechanisms of informed consent and of raising the bar of current practice. The sandards we
propose go beyond the risk-benefit and prescreening information for which we cdl for
mandatory IRB review.

We suggest that FDA and OHRP determine the best ways in which they might exert such
leadership to facilitate the development and encourage the use of voluntary standards.
Deveoping such standards would necessitate a broad public didogue. Our preiminary
framework is presented with the intent to help focus discussions on how the Web sites can
sarve as more significant vehicles of informed consent.? One promising approach to facilitate
discussion would be to promote public workshops involving key stakeholders such as
representatives of Web sites, the broader research community (government and industry), and
patient advocacy organizations. FDA and OHRP could propose pointsto be considered in
these workshops.

Encourage clinical trial Web sites to undergo periodic review by
independent bodies.

The conduct of reviews of individua Sites by independent parties can be an important step in
enhancing the credibility of clinica trid Web dtes. Such reviews could address the generd
information provided on the Stes— an areathat currently is excluded from IRB review. They
could, for example, address privacy policies and procedures to ensure that persond information
is handled gppropriately. These independent reviews could also address trid-specific
information, perhaps involving an examination of a sample of listings to make sure that they
provide baanced information about the trids.

Such independent reviews could be performed by IRBs. On their own initiative, two of the
Web sites we reviewed have dready contracted with IRBs to provide such reviews. The
reviews could aso be performed by an accrediting body. Although not directly geared toward
human-subject protection issues, severd organizations aready exist that have devel oped
gandards for health information Web stes. Four of the Web stes we reviewed are members
of the Hedlth on the Net Foundation and subscribe to its eight principles (see gppendix C for a
description of these organizations).
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Standards for Clinical Trial Web Sites:

A Preliminary Framework

Standards

Elements

General Clinical Trial Information

Provide a comprehensive
overview of clinical trials

The more subjects know
about the process in general
the more informed their
decision to enroll will be.

A comprehensive overview includes:
» Clear statement that a clinical trial is research not treatment
» Description of FDA's drug approval process

» Description of the Common Rule and FDA Good Clinical
Practice regulations

» Description of the informed consent process

» Description of the role of IRBs

» Explanation of the importance of weighing risks and benefits

» Information on how to contact key Federal agencies for further
clinical trial information

» Sources of clinical trial information

» Explanation of the importance of considering alternatives to a
clinical trial.

Disclose prominently a
comprehensive
privacy/confidentially policy

Disclosure gives consumers
control over their personal
information before they share
it. Consumers should be fully
aware of how their personal
information will be used.

A comprehensive policy contains the following with regards to

personally identifiable information:

» How long is personal information retained

» What information is collected

» How information will be used

» What entities or individuals have access

» How consumers can eliminate personally identifiable
information

» When the policy was last updated

Disclose prominently
significant financial
relationships

Informs the subject of
potential conflicts of interest
the Web site may have.

Significant financial relationships include:

» Revenues collected based on Web site services

» Funding the site receives from pharmaceutical companies,
health insurers, trial sites, etc.

» Agreements for advertising on the site

Trial-Specific Information

Provide key information in
clinical trial listings

Key information about specific
trials helps the subject more
quickly identify appropriate
trials.

Key trial information includes:

» Title
» Phase
» Purpose

» Description of trial

» Eligibility criteria

» Duration of trial

» Time commitment for the subject

» Balanced description of risks and benefits
» Compensation for injury

» Name of trial sponsor(s)

» Name of clinical investigator(s)

» Contact information for research site(s) - contact name, phone
number, and location

SOURCE: Office of Inspector General.
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COMMENTS ON THE DRAFT REPORT

We recelved comments on our draft report from the Food and Drug Adminigtration, the Office
for Human Research Protections, and the Nationd Ingtitutes of Hedlth. Below, we summarize
the mgor comments and, initaics, offer our response. We made a number of changesin the
fina report, mostly technicd in nature. The full text of each set of comments gppearsin

Appendix E.
Food and Drug Administration

FDA commended our report and indicated it will work to include our recommendations asiit
reviews its Information Sheets for IRBs and Clinica Investigators. However, FDA expressed
concern about the potential burdens to the aready overburdened IRBs. Asaway of easing the
burden, it suggested that Federd guidance might cal for IRBsto limit theirs reviews of trid-
gpecific information to that information not consdered basic trid information.

We modified our recommendations to focus IRB review and approval to therisk and
benefit information and prescreening questions for trial listings.

Office for Human Research Protections

The Office for Human Research Protections describes the report as * comprehensive and
indghtful.” But it takes the pogition thet clinica trid Web dtes have not only the potentid, but
aso the requirement, to foster informed consent and to meet al provisions of the Federa
Common Rule. Even basic trid information, it States, is subject to IRB review. If further
guidance is needed to make this clear, it urges it that it be issued.

OHRP’ s response focuses on ingtitutional Web sites that function under the federal
assurance process overseen by OHRP. Our review included these sites but also many
othersthat are not part of an institutional assurance. We suggest that FDA and OHRP
work together to produce a common set of expectations for all Web sites. The
preliminary standards we propose may be helpful in this regard.

National Institutes of Health

The Nationd Ingtitutes of Hedth indicated that it was pleased with the report and offered a
number of technica clarifications which we addressed in the report. Substantively, NIH was
not clear if IRB gpprova of adlinicd trid liging at the sudy Ste was sufficient or if a separate
Web approval is needed.

We have added a clarification in our text that sponsors and investigators are responsible
for obtaining IRB approval for any clinical trial Web site listing they initiate that goes
beyond providing basic clinical trial information.
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APPENDIX A

The Main Players in Clinical Research

Clinical trials for new drugs are complex and require the engagement of many different entities.
In recent years, the number of these entities and their agents has proliferated. Below, we
describe the roles of and interactions among these players.

Sponsors

Sponsors are the primary agents responsible for conducting the clinical trial and typically are the
primary source of funding for the trial. They can be either pharmaceutical companies or Federal
agencies such as the National Institutes of Health. Sponsors are responsible for conducting on-
site oversight of their trials. This oversight is carried out by monitors. Recently, in an attempt to
reduce their research and development costs and to streamline processes, sponsors have started
outsourcing many aspects of clinical trials to other entities. Sponsors often delegate a variety of
specidized functions, such as the organization and management of clinical trials, to contract
research organizations (CROs) which sometimes, in turn, outsource to other specialized entities.
Patient recruitment firms, which are public relation firms whose sole mission is recruiting human
subjects, have emerged in recent years in response to sponsors' desire for speedy recruitment of
subjects.

Investigators

Sponsors depend upon clinical investigators to actually conduct clinical trials. Investigators often
rely on their staff to handle the administrative and sometimes much of the clinical work associated
with clinical trials. Often, investigators will have a point person, or study coordinator who is a
practitioner (generaly a nurse) with the primary responsibility to facilitate the conduct of clinica
trials. Coordinators may be involved in recruiting and obtaining consent from subjects, as well as
maintaining the data for the trial. Investigators conduct trials in a variety of different settings.
Traditiondly, they have conducted clinical trials primarily in university hospitals, or academic
medical centers. Increasingly, research occursin physicians private practices or in dedicated
research sites, sites exclusively used for research. Some investigators and/or sites have tried to
accommodate sponsors' desire for efficient, streamlined trial conduct by forming site networks,
sometimes referred to as site management organizations (SMOs).

Human Subjects

The final, and most critical, playersin aclinical trial are the human subjects themselves. Subjects
may be recruited by an assortment of agents and/or entities: sponsors, contract research
organizations, clinical investigators, research coordinators, and patient recruitment firms. In
general, sponsors use healthy subjects to test the safety of a drug in first-in-human trials (phase 1
trials). They use subjects with the condition they are targeting to test the efficacy of adrugin
later-stage trials (phase 2 and 3 trials).
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APPENDIX B

Best Practices of Clinical Trial Web Sites

Here, we cite examples from Web Stes that best demondtrate the potentia for informing
individuas about dinicd trids.

Providing General Clinical Trial Information

Partnering with other heglth content providers can be an important way to further inform people
about clinicd trids and new medical thergpies. Acurian has partnered with HopkinsHedth to
provide current disease information. HopkinsHedth is managed by Johns Hopkins Medica
Ingtitutions, which disseminates consumer hedlth information on various disease topics that are
written by hedlth care professonas® Thus, an individua on Acurian is able to read about the
latest news on treatment approaches, preventive hedth care, and drugs in development.3!

Defining Key Terms

Some Web stes provide aglossary of termsfor technical words an individua may commonly
come across while researching clinicd trids. CenterWatch and thehedlthexchange both provide
acomprehensive glossary of dinica research termsin their overview of dinicd trids32% For
example, the glossary explains the Declaration of Helsinki, the Common Rule, and adverse
events. Ingead of providing the glossary in only one location, Emergingmed’s “medica
dictionary” is accessible from every one of its Web pages (figure A).>* The siteintegrates the
Nationa Cancer Inditute' s online dictionary to define multiple cancer terms. Thisis not only
convenient to users, but it also fosters a better understanding of diseases and clinical trids.

Figure A: Medical Dictionary
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Source: Emergingmed (7/27/01)
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CancerNet provides an interactive trid description that linksto aglossary. Within each trid
listing, selected words are underlined that are active links to the National Cancer Indtitute's
dictionary of cancer terms (figure B).

Figure B: Dictionary of Disease Terms
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Providing Disease Information

When individuas focus their trid search to one disease, dinical trid Web dtes often provide
disease-specific information. Each disease
category on EmergingMed not only provides
clinicd trid information, but dso standard Figure C: Disease Information
disease treastments and therapiesin
development (figure C).*

INFORMATION
clinical trials listing
Veritas Medicine provides smilar disease
information, but, in addition, prominently
discloses the names of the physicians who

therapies in developmeant

standard treatments

write the information and offers alink that disease description
provides their professiona background and frequently asked questions

credentials. Each disease category on Veritas
Medicineiis developed by one of their medica
directors, who are physician-scientistss with an
expertise in a particular disease category.*
They provide information about disease and

clinical trial news

resourcoes

Source: Emergingmed (7/28/01)
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gandard trestment and investigationd
trestments within their disease category.
This places accountability on the Web
site and fosters confidence that the Diabetes

information provi ded is accurate and The information in thiz section is written by:

. . 37
relidble (flgure D)- Evan D. Rozen, M.D., Ph.D. read bio
Imstructor in Medicine, Harvard Medical School

Figure D: Source of Information

Clinica Trials.gov offers specific disease
information by providing linksto
MEDLINEplus related topics.
MEDLINEplusisarepostory of hedth
information from the Nationd Library of Medicine®® This sarvice provides access to extensive
medica information about specific diseases and conditions.

Source: Veritasmedicine (7/28/01)

Providing Drug Information

For drugsinvolved in AIDS dlinicd tridsthet are _ .
lised on the Nationd Indtitute of Allergy and Figure E: Drug Information
Infectious Disease database, actis.org, the Ste

provides links to the AIDSDRUGS Database. In

Drugs Used in this Triad

the trial description, an individual “dicks’ on the Ceritediae Haie
underlined drug name and is automatically linked to E3r el e Wi
extensve AIDS drug information (figure E).* Drug Zoaic e
descriptionsinclude links to relevant articles on Geng doiCnge Hame
PubMed and to current and past trials that have “8lingvi iresviste
used the drug. Gensdoalone Wz ne

I 1 R0 L e [P I 1

Source: ACTIS (7/28/01)

Describing Systems for Protecting Human Subjects

Educating individuas about the protections of human subjectsin dinicd tridsis an important
part of thetria process that fosters informed consent. An explanation of human-subject
protections includes describing the drug approval process, informed consent and the role of
IRBs. Intheir overview of dinicd trids, CenterWatch summarizes the protection of human
subjects through IRB gpprova and the informed consent process (figure F on following page).
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Figure F: Description of Protections for Human Subjects

The patient's rights and safety are protected in two important ways. First, any
physician awarded a research grant by a pharmaceutical company or the NIH must
obtain approval to conduct the study from an Institutional Review Board. The review
board, which is usually composed of physicians and lay people, is charged with
examining the study's protocol to ensure that the patient's rights are protected, and
that the study does not present an undue or unnecessary risk to the patient. Second,
anyone participating in a clinical tria in the United States is required to sign an
"informed consent” form. This form details the nature of the study, the risks involved,
and what may happen to a patient in the study. The informed consent tells patients
that they have aright to leave the study at any time.

Source: CenterWatch (4/10/01)

CancerTrids, an arm of CancerNet, offers a comprehensive description in a section entirely
devoted to the “ Protections for Participantsin Clinical Trids’.*’ This section gives smple
explanations and links to safeguards the government has in place to protect human subjects
such as the informed consent process and larger systems of Federd protection like the
Common Rule and the Office for Human Research Protections.**

Explaining Risks

Of the Web stes we reviewed, only the National Cancer Ingtitute’ s CancerNet Web site
provides a generd discussion in thetrid listing about the possible risks associated with
participating in acancer trid. Each trid description contains the following explanation that
addresses therapeutic misconceptions individuals may have about participating in a cancer tria
(figure G on fallowing page).
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Figure G: Explanation of Risks

Warning

The purpose of most clinical trias listed in this database is to test new cancer
treatments, or new methods of diagnosing, screening for or preventing cancer.
Because all potentialy harmful side effects are not known before atrial is
conducted, dose and schedule modifications may be required for participants if
they develop side effects from the treatment or test. The therapy or test described
in this clinical tria isintended for use by clinical oncologistsin carefully structured
settings, and may not prove to be more effective than standard treatment. A
responsible investigator associated with this clinical trial should be consulted before

Providing Additional Assistance

One-on-one assistance. Individuds
who need assistance in searching for Figure H: Online Assistance
clinica trids on CancerNet have access
It(r)]flcl)\r/ri;?(!)lr?d? ﬁ::scte\t\:ﬁgnva?l Meed hedp finding information? |ﬁ
. ’ Chat cnfine with the NGI LiveHeip
answer questions about how to use and Available M-F, 12-4 pm ET
navigate the Web ste. Assstanceis
avalablein the afternoonsfive days a
week (figure H).*?

Source: CancerTrials (6/16/01)

Other Web sites may offer atoll-free

number to lend assistance for navigeting

through their Site or regigtering for atrid. Veritas Medicine offers assistance eight hours a day,
five days aweek.®®
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A feedback mechanismis useful to let Stes

know whether they are providing their consumers _ )
with the services they want. Feedback also Figure I: Feedback Mechanism
dlowsanindividud to tell the Ste what services
are lacking and what needs improvement.
Veritas Medicine provides an online feedback
form and will aso respond to comments when
an emall addressis provided (figurel). Source: Veritas Medicine (7/28/01)

Safeguarding Personal Information During
Prescreening

Recruitment Web Site privacy policies are particularly important to the consumer when the Site
provides a prescreening service and collects persond hedlth information. Two Web siteswe
reviewed automatically display awindow that discloses to the consumer their intent to collect
persond hedth information through a questionnaire. At the end of atria description, for those
trids that offer the option to prescreen online, Hopelink provides a“ Participation
Questionnaire’. Prior to the questionnaire, Hopelink provides aweb page that describes the
purpose and process of the questionnaire. In order to proceed to the questionnaire, individuas
must agree to transfer their contact information to the trid investigative Ste and click “Agree”’
(figure Jisaportion of the prescreening agreement).

Figure J: Prescreening Agreement

Agreement:
Lsi=gi e Fartizipat cnGuestionnaire conzliftes sgreamsnt 1o the transfer Jfyour contalt
i ~formation to bie malinvestigativs sits fyous respo-ses mestths prel minary 2iaiziliz crtena.

| Agree || 1 Do Mot Agree

Source: Hopelink (6/5/01)
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Health Internet Organizations

The organizations below represent the sdf-regulatory efforts of the Internet health industry to
provide credible and reliable hedth information to consumers. Membership is open to al Web
gtesthat provide hedth information.

Health on the Net Foundation

The Hedlth on the Net Foundation (HON) is an internationd initiative whose
missonisto “guide lay persons or non-medica users and medica
practitioners to useful and reliable online medical and hedth information”. In
1996, the Foundation established a code of conduct, the HONcode, that
conggts of eight principles of reliable hedth information on the Internet.
Membership isfree. A Web stefills out a questionnaire to verify that it
follows HONcode principles and, if not, the stepsit will take to comply.
The Web site then receives the HTML code for the sedl to post on the Web
dte. Beow arethe eight principles*

1. Authority. Any medica or hedth advice provided and hosted on this site will only be
given by medicdly trained and quaified professonds unless a clear satement is made that
apiece of advice offered is from anon-medicaly qudified individua or organization.

2. Complementarity. Theinformation provided on thissteis designed to support, not
replace, the relationship that exists between a patient/ste visitor and hisher existing

physcian.

3. Confidentiality. Confidentidity of data relating to individua patients and vistorsto a
medica/hedth Web ste, including their identity, is respected by this Web ste. The Web
Ste owners undertake to honor or exceed the legd requirements of medical/hedth
information privacy that gpply in the country and state where the Web ste and mirror Stes
arelocated.

4. Attribution. Where appropriate, information contained on this Site will be supported by
clear references to source data and, where possible, have specific HTML linksto that
data. The date when aclinica page was last modified will be clearly displayed (e.g. & the
bottom of the page).

5. Justifiability. Any daimsrdating to the benefitsperformance of a specific treatment,
commercia product or service will be supported by gppropriate, balanced evidencein the
manner outlined above in Principle 4.
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6. Transparency of authorship. The designers of this Web site will seek to provide
information in the clearest possible manner and provide contact addresses for vigtors that
seek further information or support. The Webmaster will display hisher E-mail address
clearly throughout the Web dte.

7. Transparency of sponsorship. Support for thisWeb site will be clearly identified,
incdluding the identities of commercia and non-commercid organizations thet have
contributed funding, services or materid for the site.

8. Honesty in advertising & editorial policy. If advertisng isa source of funding it will be
clearly stated. A brief description of the advertising policy adopted by the Web site
owners will be displayed on the Site. Advertisng and other promotiona materia will be
presented to viewers in amanner and context that facilitates differentiation between it and
the origind materia created by the indtitution operating the Site.

Hi-Ethics

Hi-Ethicsis a consortium of severd hedth Web stes. The god of the organization is“to earn
the consumer's trust and confidence in Internet health services’. Web sites pay an annual fee
for membership. Hi-Ethicsis developing a new program with TRUST e (see next description)
dueout in 2001. Hi-Ethics established 14 ethica standards to ensure Web sites provide

Clinical Trial Web Sites

reliable and current hedth information and safeguard confidentiaity and security of persond
information. Below is abrief description of each of the 14 sandards*®

1. Privacy Policies- Disclose use of

aggregate and personal health
information.

2. Enhanced Privacy Protection for
Health-Related Personal Information-
Disclose use of persona health
information.

3. Safeguarding Consumer Privacy
in Relationships with Third Parties-
Disclose third party use and access
to person health information.

4. Disclosure of Ownership and Financial
Sponsorship- Disclose mgjor financial
interests in the Web site or its partners.

5. ldentifying Advertising and Health Information
Content Sponsored by Third Parties- Disclose how
the Web site accepts advertising and obtains health
information, clearly distinguish advertising from
health information, and disclose significant
relationships between commercia sponsors and
health content.

6. Promotional Offer, Rebates, and Free Items or
Services- Will comply with Federal and state laws
regarding these services offered by the Web site

7. Quality of Health Information Content- The Web
site will not provide false or misleading health
information or advertising

28
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8. Authorship- Disclose source of health
information and provide a conflict of interest
policy for al authors. Any information
created by the Web site will disclose the date
it was created or last updated.

9. Disclosure of Source and Validation for
Self-Assessment Tools- Disclose the source
and scientific basis for their use.

10. Professionalism- Maintain and adhere to
professional ethical principles.

11. Quadlifications- Provide credentials and
qualifications of those persons supplying
health information to the Web site and
disclose if theinformation is verified.

TRUSTe

APPENDIX C

12. Transparency of Interactions, Candor and
Trustworthiness- Inform consumers of the risks,
responsibilities, and reasonable expectations
associated with using the Web site. The Web site
will

make apparent to consumers when they are moving
from one site to another that may involve achangein
the assumed risks, responsibilities, and expectations
of

the site.

13. Disclosure of Limitations- Disclose the
limitations

of the health information provided on the Web site
and emphasize that the services provided are not
intended to take the place of the health professional-
patient relationship.

14. Mechanism for Consumer Feedback- Make it

easy
for consumers to provide feedback or complaints.

TRUSTeis an online privacy sed program that assures

consumers that Web ste members adhere to their privacy
principles. All Web stesthat display the sedl mugt disclose their
persond information collection and privacy practices Disclosure
gives Internet users assurance of privacy and choice over how

their persond information is collected, used, and shared by Web

Stes

Utilization Review Accreditation Commission (URAC)

URAC, isan organization that has created a health Web ste accreditation program. In
collaboration with Hi-Ethics, URAC' s accreditation program incorporates the 14 Hi-Ethics
sandards. Accredited members display the URAC sedl on their Site. Accreditation includes a
fee, aninitia audit, and random inspections*’ The find standards were approved by URAC on

July 27, 2001.

Clinical Trial Web Sites
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The Internet Healthcare Codition ams to promote ethical principles within the Internet hedth
industry. The codition is comprised of representatives from the industry, government,
medicine, law, and patient and consumer groups. In May 2000, the codition released the fina
draft of their code of ethics meant to be used by Web stes providing hedth information. The

code addresses eight principles?®

1. Discloseinformation that if
known by consumers would likely
affect consumers’ understanding or
use of the site or purchase or use of
aproduct or service.

2. Betruthful and not deceptive.

3. Provide health information that
is accurate, easy to understand,
and up to date. Also, provide the
information users need to make
their own judgments about the
health information, products, or
services provided by the site.

Clinical Trial Web Sites

4. Respect users' right to determine whether or how
their personal data may be collected, used, or shared.

5. Respect the obligation to protect users’ privacy.

6. Respect fundamental ethical obligationsto
patients and clients. Also, inform and educate
patients and clients about the limitations of online
health care.

7. Ensure that organizations and Web sites with
which they affiliate are trustworthy.

8. Provide meaningful opportunity for usersto give
feedback to the site. Also, Web sites will monitor
their compliance with the eHealth Code of Ethics.
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The table below presents dl the 22 Web sites contained in our review.

Table 1; The 22 Web Sites Reviewed

Federal Web
Sites

>

actis.org
cancernet.nci.nih.gov
clinicaltrials.gov

Third-Party
Web Sites

acurian.com
americasdoctor.com
centerwatch.com
clinicaltrials.com
drugmonitor.com*
drugstudycentral.com
emergingmed.com
trialpages.com
veritasmedicine.com
thehealthexhange.org
hopelink.com
mycure.com

Location-
Specific Web
Sites

clinicaltrials.iupi.edu
crnet.mgh.harvard.edu
mayo.edu/research/clinical_trials.html
med.umich.edu/gcre

Sponsor-
Specific Web
Sites

amgentrials.com

icsltd.net/clinicalstudies
glaxowellcome.com/clinicaltrials_external/c
linicaltrials.html

*drugMonitor.com is no longer in operation.
Source: OIG Data Analysis

Clinical Trial Web Sites
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The table bel ow represents e ements used to score each of the 22 Web sites.

Table 2: Review of 22 Clinical trial Web sites

General Element Yes| No| NA
Offers a membership service 13 9 0
Membership required in order to search for trials 1 11 10
Membership required in order to obtain contact information 6 6 10
Describes FDA's drug approval process 12 10 0
Describes the Common Rule 2 20 0
Describes the role of IRBs 16 6 0
Describes the informed consent process 21 1 0
Discusses the importance of weighing the risks and benefits 12 10 0
Provides links to Federal Web sites for more information 14 8 0
Provides a clear statement that clinical trials are research, not treatment 16 6 0
Discloses payments it receives 6 6 10
Discloses who is responsible for content 3 19 0
Accepts advertisements 3 19 0
Discloses its policy for advertisements 3 19 0
Member of e-ethics organization 4 18 0
Provides an online privacy policy 17 5 0
Collects personally identifiable information 13 9 0
Discloses how long personally identifiable information is retained 2 11 9
Discloses that personally identifiable information can be deleted or edited 8 5 9
Discloses the processes it has in place to secure provided info in transit 4 9 9
Discloses it policy to notify users of changes in its privacy policy 5 8 9

Source: OIG Data Analysis
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The table below represents el ements used to score each of the five specific clinicd triason
each of the 22 Web sites, for atota of 110 clinical trids.

Table 3: Review of 110 Clinical Trials on 22 Clinical trial Web sites

Trial Specific Elements Yes No NA

Provides a title for the trial 58 52 0
Indicates the phase of the trial 38 69 3
Indicates the purpose of the trial 80 30 0
Provides eligibility criteria 91 19 0
Provides a general description of the protocol 54 56 0
Indicates the time commitment required 48 62 0
Describes of risks associated with trial 0 110 0
Describes of benefits associated with trial 29 81 0
Provides sponsor’s name 23 77 10
Provides investigator’s name 47 63 0
Provides contact information at the trial site 84 6 20
Provides disease treatment information 11 99 0
Source: OIG Data Analysis
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o 1R

ATy

: TFEPARTMENT OF HEALTTH A& HITMAN SERVICES Fihli: Health Beavige

g S -

Fiaxd wnd Qneg Selenimististon
Fockyille MD 20857

Date: February 14, 20032
From: Acting Principal Deputy Commiasioner
Sublect: QTG Draft Report: “Clinleal Tral Web Sites: A Proomistonyg Toeol 1o Foster

Informcd Conacnt,”™ OEI-3-97-00198

Tox Inspector General

1 want to commend the Cfee of the Inspector General for this thoughiful and informative report.
The repert’s four proposed standards for clinical minl Web sites should be belpful to eottizs
developing or operating theae sites.

I’.'-.I'c'll,. :.-IH\I'I: rl.:\l'il:W\_'\'J :r"::ll_l'l.' rl:l:l'ﬁrr:."rﬂ::ll,lﬂl:ﬂn.‘\jl inﬂ[udi[‘_g Ijl*- fﬂﬂwi:\ﬁ'
(L} Provide further guidance to IREs on clinical trial Web sites.
[2) Facilitate the adoption amd use of voluntery standurds for clindeal sl Web sites.
(3} Envourage clinical trial Web zites to undergo perodic review by independent bodies

FD4 is revdewing and revising the Apsmey's Informacion Sheets for IRBs and Clinical
Investigptors and will work to inclede the O0G's recommendations during this process, A
will also work to ensure that gonidanee in this area 12 congisent beoween FDA and the Oiies of
Humen Rcseerch Protections {(COHEREP).

We are concertted by the tecormmendation that am TR shoold review irial listings that go beyond
basic trial information. The report identifies “key ial informeation™ as including a “balanced
description of cisks and benefits,” Y et the report recommends 1R review if mink-specific
infermation aboet risks or bensfits is ineleded in the listing. This could sgniGeantly ineresse the
workloads of already burdensd IKBs, 1T Federal pudances regured TRG review ol all clinical
gl listinges contaimng deseriptions of msks and bersefits, 1o lkely tlus ey informelion will pol
e Drschudex].

It may he less burdensome, while providing equivalent protoction, to require only review of that
information not considered basic trial information in cument Federel guidance. For example, ifa
clinical triz] listing were to contain a description of risks and benetits, 1TEB review of thet
risk/benetit description, rather than the entire clinical trisl listng, could be requirsd. 1k s not
clear from the report whether this interpretation woubd meet the aperdt of the report’s
recommendation.
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Page 2 — Lrspactor General

FOA will meet with OHRP to discuss potential forums tor discussing the sdoption and we of
valantary standagds for clindcal trizl Web sites, as the report recommends. FINA will also wge
such torums and other venues ko relay the OG's recommendation to encoumge the pepedic
review of clinical trial Weh sites by independent bodies. FDWA further proposes b disyuss this
recommendation with the [RE conurnanity and with ony acorediting bodies engaged in FDA -
regulafed review,

We also oifer the following techoical comments:

Pags iv and page | §: The third element aszociated with the first standard ("Provide a
comprebensive overview of clinical trials™) should reference FIDWA regulonions as well s the
Commmoon Fule: e, "Description of the Common Bule and FDA Good Clinical Practice
regulativns”

Appendix C, ITi-Fihics ethical standards: Standaed 13 (Disclosue of Limitationg): Replace
"provide" with "provided” in the clause ™. the senvices provide are net intended o take the
place,.”

Appendix E, Endnote #3, final sentence: Replace "finencial” with “financigdl™ in the phrase
“,.providing the informarion financial benefits from subjects that actally enroll "

* We appreciate the wok that went into this very informative Tepornt.

BASSweu

Demmard A, Schwets, TLV WL, PhoD.
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Greg Xoski, MIL, Fhl
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Review
Difice of jnﬁ]‘l ebor CiEperal Ivraft Report:

Clinical Trial Weh Sites—A Promiging Togl to Foster Informed Consent -

Cilimienl trial web siles wers first established several vears apo to provide general infnrmation
ahaut whal new medical intsrventions wers being studied nchrical sethines at insttutions
arpund the world, Some were 5[}HLE1-|_L to inslilulion: and other: oegan W attempl fﬂt.‘l,h:'ging all
krown clinical trizls by diserder, intervention Type ar egent, and instbulion, Sponsors,
inveshiatons, and PJ.Lil:l.'.-’. ETOU S 00T realized that the sites afforded an |.:_||_'_1l_‘pr'[u||il:\_.- o anfonm
mviential subjects with gpecific disorders about relevant clinical tnals and, Firther, to cutline
protocol requirements with an intend 0 recrait subjects St those trals

Tt Report is bath comprehensive and insightful m deseribing this information sharing process
Heweewver, the Report approachss U wipic [fom the viewpoint that web sites which intend to
rectuit buman suhjests have only the potential, but not the requirement, for fosrering infonnezd
consetl, I fact, il is the position of the Ofilce (or Humen Research Protoctions (OFHRTY (st
when an institution that 13 intent upon recruiting human subjects for @ research program heging
providing information to web site readers for the purpose of recruitment, the process of infopmed
congent has already begun, and requiremenes of the Cosunon Rule for Protection of Human
Subjests ("Commmon Hule™) must be taken inte account. OHREP's position would be that even
hagic infirmstion op mrial-epecific welb Hatings intended o be seen by prospectiyve human

sugjects 18 subject 1o IRH review and appravil undesr the Common Bule whenever the olinical
ederally supparted ar eonducted,

sl 5

TTit ig pereeived thae Federal guidence for 1KB: fils to make clear when such provision of
informatiom {0 human subjects is nddressed by the Common Rule and requires IRB reviaw,
further puidance, as recomenmended by the Repact, i8 gssential. OFREP would further secommen d
that, to ussist in this process, the Report reference the scope and specifs reyuirements of the
Common Rule theniaghout the document and provide reference links to the regulations that apply
Ler resgareh Loat 12 within the oversighe jurisdiction of DHHS and FDa.

The tnformntion contained in Appendic B of the Report iz 2xcellent, mving the reader specafic
snamples of best practices [or such web sites. OHEF agrees that suchk informauon and the
smtoiragedment of veluntary standards would be a valunhls part of wior k_‘-;hn_—m and other means of
coTemunication,
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-

DEPARTMEMNT OF HEALTH & HIIM AN SERVICES Public Health Service

LN

r o

S
MNational Institutes of Hoalth
Bethesda, Maryland 20847

WA, R

TO: Janet Rehngulst
Inspector Seneral, HHS

FROM: Acting Directar, NIH

SUBJECT: HNIH Comments on the Office of Inspactor Genearal (O1G)y Dralt Report:
“Clinical Trial Web Sites: A Promizing Toeol ta Foster Informed Consant”
[DEI-01-9700198)

We appreciats the opportunity for the National Institutes of Health (MIH) to comment on
the draft OIG repart on clinical trial web sites. In general, we are very pleased with the

repart; and, in particular, that it is complimentary of the National Cancer Institute’'s \Web
sita.

| have sttachad camments from saveral NIH Institutes and tha Offics af Extramural
Research concaming parts of the report that we would like you to consider changing.
Should you or your ataff have any questions, please have them call Mary Jane Meyers,
Office of Management Assezsment, Division of Outsida Review and Liaiscn, MIH, at
{301) 402-8482.

Thank you again for the opportunity to comment,

B TEA, f:--&pfmu—-—
Ruth L. Kirschstein, M.D,

Attachment
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1.

2.

3.

4,

5.

NIH Commentz on OlG Draft Raport:

“Clinical Trial Web Sites: A Promising Tool to Foster Informed Conaant™

{DEI-01-57-00198)

The data for the numbers of visitors that are attributed to CancerT rials on page 1
of the Executive Summary and page 5 of the report should ectually be atributed
to CancerMet,

Page iii - ©On this page and in other places in the dosumeant, it Is not clear if an
inatitutional IRE (Institutional Review Board) approval at the study sita is
sufflelent or If a Web IRB approval is also being recommended. It would seam, if
no information were changed, that the institutional IRE approval would be all that
is needed.

Page lii - In addition to IRE approval of sites, there should be ather
recommandations made for the periedic reviews, such as editorial boand reviews
done by outsida paricipants.

Pags 9 - The example usad in Figure C may not ba the best one to make the
paint gince it discusses a Phase | frial that has effectivenass as an endpoint; it i=
using standard tharapias in a novel way. Since you dizcusa Phasa | in other
places inthe documeant as toxicity sudies (ese page 11). this could be confusing
to the reader.

Page 11 — Please be aware that when discussing Phase | studies, at least n
cancer, these studies may not be "first time in humans” (example #3) but can
alsn be evaluationa of a new doaage or new moda of administration.

1131502
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Endnotes

1. DianaL. Anderson, A Guide to Patient Recruitment (Massachusetts: CenterWatch, 2001), 25.

2. The Belmont Report: Ethical Principles and Guidelines for the Protection of Human Subjects
of Research. (Washington, D.C.: U.S. Government Printing Office, 1978) DHEW Publication No.
(OS) 78-0012. Reprinted in Federal Register 44 (April 18, 1979):23192.

3. We mention these concerns in two prior reports. (1) U.S. Department of Health and Human
Services, Office of Inspector Generd, Institutional Review Boards: A Time for Reform, OEI-01-97-
00193, June 1998 and (2) U.S. Department of Health and Human Services, Office of Inspector
Generd, Recruiting Human Subjects: Pressuresin Industry-Sponsored Clinical Research (OEl-
01-97-00195), June 2000.

4. 21 CFR 8§50 & 56 and 45 CFR 8§ 46.
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