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EXECUTIVE SUMMARY

PURPOSE

To evaluate the Department of Health and Human Services (HHS) oversight of sponsor
and investigator efforts to recruit human subjects for industry-sponsored clinical trials.

BACKGROUND
Protecting Human Subjects

In a June 1998 report, Institutional Review Boards: A Time for Reform,
(OEI-01-97-00193), we identified weaknesses in the system intended to protect human
subjects who participate in clinical trials. Since the release of our series of reports on
institutional review boards (IRBs), both the Office for Protection from Research Risks
(OPRR) in the National Institutes of Health (NIH) and the Food and Drug Administration
(FDA) — the two bodies responsible for human-subject protections within the
Department — have taken action against many research institutions, reflecting the strong
Federal stance we called for in the recommendations of our report. OPRR has cited a
number of research institutions for non-compliance with Federa regulations and
temporarily suspended ongoing research at seven of these institutions. More recently,
FDA terminated all gene therapy research after finding serious deficiencies in human-
subject protections at another center. These collective actions support and respond to the
findings in our report concerning the safety net for protecting human subjects.

This Inquiry

In this report, we follow up our prior report by focusing on one aspect of the clinical
research process, the recruitment of subjects into industry-sponsored clinical trials. We
have chosen to focus on industry-sponsored trials because in recent years the clinical
research environment has become more commercialized and competitive, as industry
sponsors have assumed a more prominent role in the search for new drugs. In this
changing environment, with significant increases in the number and complexity of clinical
trias, the quest to find human subjects has intensified. Sponsors and investigators are
facing increasing difficulty finding enough subjects in atimely manner to bring drugs to
market within their desired time-frame.
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In this report and our companion report, Recruiting Human Subjects: Sample Guidelines
for Practice (OEI-01-97-00196), we focus on the recruitment practices used in industry-
sponsored clinical trias for investigational drugs. We explain the practices, identify major
concerns about them, and address the extent and type of oversight undertaken by IRBs
and, within HHS, by the FDA and NIH.

Our inquiry is based on a survey of arandom sample of IRBs; areview of FDA'’s database
of IRBs and investigators involved in investigational new drug research; areview of
FDA’sIRB and clinical investigator inspection process, including participation in two
FDA inspections; six Site visits to research sites; reviews of existing Federa guidelines,
interviews with numerous parties involved in each step of the recruitment process; and an
extensive literature review.

FINDINGS

In this report, we focus on human subject recruitment for two main reasons. One is that
recruitment is a vital first step in the consent process, one that must not in any way be
coercive or misleading to the potential subjects. The second is that recent investigations
and complaints revea disturbing recruitment practices. a study in which patients were
recontacted numerous times in an effort to persuade them to enroll; a nursing home
resident who was forced to participate in a study or leave the home; and a subject, later
found to be ineligible, who died after participating in atrial.

Sponsors and investigators use four main strategies to recruit human subjects
and encourage timely recruitment.

»  Sponsors offer financial and other incentives to investigators to boost enrollment.
» Investigators target their own patients as potential subjects.

» Investigators seek additional subjects from other sources such as physician referrals
and disease registries.

»  Sponsors and investigators advertise and promote their studies.

IRB officials and others closely involved with clinical research express many
concerns about current recruitment practices.

Erosion of Informed Consent. The most fundamental concern is that the consent
process may be undermined when, under pressure to recruit quickly, for example,
investigators misrepresent the true nature of the research or when patients are influenced
to participate in research due to their trust in their doctor.
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Compromise of Confidentiality. Many people raised concerns about someone other
than the patient’ s physician searching medical records and then contacting a patient about
participation. They also raised concerns about investigators' use of other records such as
disease registries, school records, or mailing lists.

Enrollment of Ineligible Subjects. Research observers fear some investigators may be
led to enroll subjects that are indligible, or of questionable digibility, in order to meet
guotas and satisfy sponsors.

Oversight of the recruitment of human subjects is minimal and largely
unresponsive to emerging concerns.

» IRBsare not reviewing many of the recruitment practices that they and others find
most troubling.

» |IRBS limited review of recruitment practicesisin part dueto their perceived lack of
authority to review certain practices.

»  HHS provides little guidance to IRBs on acceptable recruitment practices. In
contrast, some professional medical associations provide strong guidance on selected
iSsues.

» Intheir own oversight of research sites, sponsors pay minimal attention to how
human subjects are recruited.

»  Nor does HHS pay much attention to recruitment practices in its inspections of IRBs
and investigators.

RECOMMENDATIONS

The critical challenge is to ensure essential human-subject protections without
unnecessarily slowing the pace of research and discovery. With that objective, below we
offer recommendations jointly to the FDA, NIH, and the Assistant Secretary of Health
(ASH). Weinclude ASH because the Secretary of HHS recently announced that OPRR
will soon move from NIH to the Assistant Secretary’s office.

The first two recommendations specifically relate to the oversight of human-subject
recruitment. The last two relate to the oversight of human-subject protections more
generally, but are integral to the oversight of recruitment. Although our methodology
focused on drug research, we expect that our findings and recommendations would aso
apply to other types of human-subjects research, such as devices and biologics.
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1. Provide IRBs with direction regarding oversight of recruitment practices

Clarify that IRBs have the authority to review recruitment practices. FDA and
OPRR should disseminate guidance explicitly stating this authority based on IRBS
established authority to ensure informed consent and review anything related to human-
subject protections.

Provide guidance to IRBs on how to exercise thisauthority. FDA and OPRR should
suggest recruitment questions that boards should address in their protocol reviews and
should foster discussion about these issues.

2. Facilitate the development of guidelines for all parties on appropriate
recruiting practices

A clearer determination of appropriate recruiting practices would be helpful for all parties
— sponsors, investigators, and IRBs. It is essentia that this determination be made
cooperatively with industry and the research community. As part of their deliberations,
these parties could explore such questions as:

» |Isit acceptable for sponsors to offer bonuses to investigators for successfully
recruiting subjects?

» Should physicians be allowed to receive fees for referring their patients as potential
subjectsfor aclinica tria?

» Should the financial arrangements between sponsors and investigators be disclosed to
potentia subjects?

» Does searching medical records for potential subjects constitute a breach of
confidentiality?

An examination of the feasibility and effectiveness of institutional policies currently in
place could also provide useful information for those considering an expansion of current
Federa guidance.

3. Ensure that IRBs and investigators are adequately educated about human-
subject protections

» Require investigator education as a prerequisite for conducting research under FDA
authority or before receiving funds under the Public Health Service Act.

» Require that IRBs have atraining program for members.
» Require more extensive representation on |RBs of nonscientific and noninstitutional

members. Such members can help sensitize IRBs to patient concerns about recruitment
practices.
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4. Strengthen Federal oversight of IRBs

» Requirethat all IRBs register with the Federal government and regularly report basic
descriptive information.

» Revamp the FDA on-site inspection process.

COMMENTS ON THE DRAFT REPORT

We received comments on our two draft reports from HHS. We also solicited and
received comments from the following external organizations: Public Citizen's Health
Research Group, Pharmaceutical Research and Manufacturers of America, Applied
Research Ethics National Association in conjunction with Public Responsibility in
Medicine & Research, and the Consortium of Independent Review Boards. We did make
anumber of changesin the final reports, many technical in nature, that respond to their
comments. Below we summarize the magjor comments and offer our response to HHS
and, collectively, to the external parties.

HHS Comments

HHS shared our concern about some current recruitment practices and agreed that such
concerns could be minimized if it were to provide IRBs with guidance on appropriate
practice. It agreed to work with professional societies and othersto develop this
guidance. Although HHS disagreed with our assertion that current guidance documents
from FDA and NIH are unclear about IRB’ s authority to review certain recruitment
practices, it indicated that the new office in the Office of the Secretary would revisit this
guidance and augment it as necessary. HHS indicated its commitment to establishing
educational requirement for investigators, IRBs, and IRB staff and that efforts are
underway within FDA to register IRBs.

We are pleased that HHS has made such a significant commitment to establishing
education requirements. We are also pleased that HHS has agreed to work with outside
parties in developing consensus about appropriate recruitment practices. We encourage
the Department to continue its current efforts to register IRBs. Although we agree that
NIH and FDA already have guidance documents indicating that IRBs have authority to
review recruitment practices, we found that many |RBs are uncertain of this authority,
suggesting that clearer guidance is needed.

External Parties Comments

Overal, external parties echoed the concerns we raised about some current practices for
recruiting subjects into clinical trials and agreed that steps should be taken to identify, at
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anational level, appropriate recruitment practices. External parties comments to our
report raised afew common concerns. One concern was that our recommendations would
prompt Federal bodies to dictate appropriate recruiting practices without input from
outside groups. Another was that aready overburdened IRBs would be asked to add to
their duties by suggesting that they review recruitment practices. Finaly, there were
severa guestions and concerns about our methodol ogy, including the scope of the study
and the evidence upon which our findings are based.

We clarified some of the language we used in our draft report to elucidate our belief that
guidelines for appropriate recruiting practices should emerge from a dialog among all of
the key partiesinvolved in clinical research, including IRBs, sponsors, investigators, as
well as Federal bodies. We believe that our recommendation that HHS clarify IRBS
authority for reviewing recruiting practices would not add significantly to the boards’
workload. Many IRBs already review recruitment practices; national guidelines on
appropriate practices would reduce the time now required for |RBs to debate the future
use of such practices. Regarding our methodol ogy, we sought to document current
recruitment practices in industry-sponsored research and any concerns raised by these
practices; we did not judge the appropriateness of any of these practices, nor did we
differentiate these practices and concerns by funding source. Our analysis was primarily
gualitative, based on interviews and observations, due to the nature of the study topic.
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INTRODUCTION

PURPOSE

To evaluate the Department of Health and Human Services (HHS) oversight of sponsor
and investigator efforts to recruit human subjects for industry-sponsored clinical trials.

BACKGROUND

Protecting Human Subjects

In aJune 1998 report, Institutional Review Boards: A Time for Reform,
(OEI-01-97-00193), we identified weaknesses in the system intended to protect human
subjects who participate in clinical trials. Since the release of our report, both the Office
for Protection from Research Risks (OPRR) in the National Institutes of Health (NIH) and
the Food and Drug Administration (FDA) have taken action against many research
institutions, reflecting the strong Federal stance we called for in the recommendations of
our report. OPRR has cited a number of research institutions for non-compliance with
Federa regulations and temporarily suspended ongoing research at seven of these
ingtitutions. More recently, FDA terminated all gene therapy research at another center
after finding serious deficiencies in human-subject protections. These collective actions
support and respond to the findings in our report concerning the safety net for protecting
human subjects.

Recruitment as a Human-Subject Protection Issue

In this report, we follow up our prior report by focusing on one aspect of the clinical
research process, the recruitment of subjectsinto clinical trials. Recruitment warrants
special attention because it marks the first step in the informed consent process and, thus,
must not be coercive or misleading. Second, as we found in a prior report, oversight
bodies almost never witness the actual consent process. The review of some recruitment
methods, particularly advertisements, provides additional opportunity for oversight bodies
to monitor the actual content of the consent process. Third, little is known outside the
research community about the ways in which subjects are recruited. An understanding of
these practicesisimportant in order to target effective oversight.

Several recent Federa investigations and complaints raise concerns associated with
recruitment: a study in which patients were recontacted numerous timesin an effort to
persuade them to enroll; a nursing home resident who was forced to participate in a study
or leave the home; and a subject, later found to be ineligible, who died after participating
inatrial.
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Oversight of Human-Subject Protections

Two agencies within HHS are responsible for protecting the rights and welfare of human
subjects participating in clinical research: the FDA and NIH. Aspart of its oversight of
clinical trials, FDA oversees research on products it regulates. Currently, NIH, through its
Office for Protection from Research Risks (OPRR), oversees research funded by HHS.
Both NIH and FDA delegate most of the direct authority for reviewing human-subjects
research to ingtitutional review boards. These boards, known as IRBs, are charged with
reviewing research protocols and ensuring that adequate human-subject protections arein
place.

This Inquiry

This report focuses on industry-sponsored research. We are focusing on this research
because the financia incentives to create effective and competitive drugs profitably are
more pronounced in industry-sponsored research than in research funded by the
government. We are aware that government-funded research is not immune to these and
other pressures; therefore, we may follow up later by focusing on recruitment in
government-sponsored trials.

It isimportant to note that the thrust of our information gathering for this report was to
gain a better understanding of the concerns associated with recruiting practices. We
recognize that there are many investigators who are conscientious in their recruiting of
subjects and who seek to better understand how to educate potential subjects about
clinical research and what it entails.

Because of the potential for overlapping jurisdiction, we chose to review both FDA’s and
OPRR’s oversight processes. Our focus on industry-sponsored clinical research would
normally lead to an examination of FDA’s oversight of subject recruitment. However,
OPRR’ s oversight mechanism, the assurance document, is applied at many institutions to
all research conducted at that institution regardless of funding source.

We aso focus on biomedical research, specifically drug-development research, rather than
psychological, sociological, or other types of research that do not result in a marketable
product. Furthermore, we concentrate on drug trials rather than medical devicetrials,
because drug trials represent the majority of ongoing research. There are trials involving
certain diseases for which sponsors have no difficulty finding a sufficient number of
subjects; in these cases, there is areverse struggle of trying to meet patients demands to
be subjectsin alimited number of clinical trials. We will not be addressing this “limited
supply” issue that occurs in aminority of clinica trials.
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Methodology

We surveyed arandom sample of IRBs; reviewed FDA and OPRR processes; anadyzed
FDA'’s Center for Drug Evaluation and Research database of IRBs and investigators
involved in Investigational New Drug research; conducted six in-depth site visits to both
academic and independent research sites; reviewed FDA'’ s inspection process, including
accompanying FDA inspectors on two inspections; reviewed existing guidelines;
interviewed numerous parties involved in each step of the clinical research process; and
conducted a thorough literature review. A more detailed description of our methodology
can be found in appendix A.

We conducted this inspection in accordance with the Quality of Standards for Inspections
issued by the President’s Council on Integrity and Efficiency.
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The Main Players in Clinical Trials

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 attempt to
describe the roles of and interactions among these players.

Sponsors

Pharmaceutical companies, which we refer to as sponsors in this report, are responsible for proving the
safety and efficacy of investigational drugs, through clinical trials, to the FDA. Sponsors are also
responsible for conducting on-site oversight of their trials. This oversight is carried out by monitors.
Traditionally, sponsors have not only conducted basic drug research and development, but have
conducted the clinical trials needed to gain FDA approval of the drug. 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
specialized 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, public relation firms whose sole mission is recruiting human subjects, have emerged
in recent years in response to sponsors and CROs' desire for speedy recruitment of subjects. For the
purposes of this report, the term “sponsors’ refers to sponsors and their agents, including monitors,
CROs, and patient recruitment firms.

Investigators and Research Sites

Sponsors depend upon physicians, called clinical investigators, to actually conduct clinical trials.
Investigators often rely on their staff to handle the administrative and sometimes much of the clinica
work associated with clinical trials. Often, investigators will have a point person, or study coordinator,
apractitioner (generally a nurse) whose primary responsibility is to facilitate the conduct of clinical
trials. Coordinators may be involved in recruiting and consenting subjects, as well as maintaining the
datafor thetria. Inthisreport, theterm “investigator” refersto all practitionersinvolved in conducting
clinical trials, including study coordinators, sub-investigators and others.

Investigators conduct trials in a variety of different settings. Traditionaly, they have conducted clinical
trials primarily in university hospitals, or academic medical centers (AMCS). 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

Thefinal, and most critical, playersin aclinica trial are the human subjects themselves. Subjects may
be recruited by an assortment of agents and/or entities: sponsors, CROs, clinical investigators, research
coordinators, and patient recruitment firms. In general, sponsors use healthy subjects to test the safety
of adrug in first-in-human trials. They use subjects with the condition they are targeting to test the
efficacy of adrug in later-stage trials.
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A Changing Clinical Trials Environment

In a highly competitive environment, sponsors and investigators face
growing difficulty finding subjects and finding them quickly

The clinical research environment is evolving rapidly, with many of the changes creating
significant competition for al playersin the clinical trials arena. There has aways been,
and will continue to be, apublic interest in bringing useful, potentialy life-saving drugs to
market quickly. However, recent changes in the research environment are causing
sponsors to vie more aggressively to be the first to bring their product to market and are
causing sites and investigators to compete more intensely for research contracts. Three of
these changes particularly impact human-subject recruitment.

Change Explanation
| ncreased Higher drug development costs. The cost of developing new drugsis growing
Pressure for rapidly. Inthe past 20 years, the average cost of developing a drug has grown almost
Quick 10-fold from $50 million in the 1970s to $400-500 million in the 1990s.?

Pharmaceutical companies claim that they need to constantly increase the percentage
Ter naround of their expenditures allocated to research and development in order to remain
Times competitive within the industry.®

Increasing industry investment in resear ch and development. Between 1998 and
1999, sponsors increased their world-wide research and devel opment investments by
14 percent and have nearly tripled this investment between 1990 and 1999.* As
developing drugs becomes more costly, sponsors are increasingly anxious to get their
products to market quickly in order to recoup these initial outlays. Thus, they are
trying to speed up the drug development process, of which subject recruitment is part.

| ntensified Moredrugsin development. Pharmaceutical companies are developing more drugs
Search for now than ever before. In 1995, ';here were 2,585 drugs in pre-clinical testing; by 1998,
: that number had risen to 3,278.
Human Subjects Mor e subjects needed for each trial. In addition, clinical trials are becoming more
complex and are requiring far more subjects per trial than before.® An average of
4,237 subjects were used in New Drug Applications from 1994 to 1995, compared
with an average of 1,321 subjects from 1981 to 1984.” Sponsors are struggling to meet
thisincreasing need for human subjects.

Quest for More Commercial research shifting to private settings. Pharmaceutical companies are
Efficient seeking the quickest, most efficient settings to conduct their clinical trials.

Research Sites Increasingly, they are shifting out of the academic medical centers (AMCs).
Approximately 50 percent of industry-sponsored trials are conducted in AMCs now,
compared with 80 percent 5 years ago.?

Growth of private-practice investigators. Industry-sponsored trials are increasingly
leaving AMCs and flowing into private practice settings. The number of private-
practice based investigators increased from 3,513 in 1990 to 11,588 in 1995.° This
growth is part of alarger influx of investigators into the clinical trials arena. The
number of new investigators increased approximately 22% annually between 1992 and
1996.
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Quick Turnaround Times

Many of the investigators, monitors, and other playersin the clinical trial arena whom we
interviewed noted a trend towards increasingly tight enrollment deadlines. Asone
investigator stated, “In the past 10 years there has been way more pressure to recruit;
studies that used to take 1 years to enroll [are] now [supposed to] take 3 months.” A
typical explanation we heard of these “unrealistic” deadlines was that, increasingly,
business people rather than clinicians are making decisions about enrollment goals and
deadlines. Asked what sponsors are looking for from sites, one investigator responded,
“Number one—rapid enrollment. Number two—rapid enrollment. Number three—rapid
enrollment.” Virtually every investigator mentioned that a site’s ability to recruit quickly is
one of the main qualities sponsors attempt to assess before contracting with a site, a belief
that is supported by the literature.™*

Shorter enrollment deadlines reflect pharmaceutical companies struggle to remain
profitable in a business that requires enormous investments of time, money, and risk before
aproduct can reach the market. The clock for a drug patent starts running when the
patent application isfiled, which is prior to the clinical testing of the drug. Thus, sponsors
wish to shorten the testing phase, as they are anxious to recoup research and devel opment
costs of their drugs before a generic or therapeutically similar drug appears on the market.
Recruitment, amgor bottleneck in the flow of drugs through the development pipeline, is
one of the main aspects of clinical testing that sponsors are trying to shorten.*? Although
pharmaceutical companies are setting shorter deadlines in hopes of hastening the
recruitment process, most trials fail to meet these deadlines.

Sponsors and their agents constantly remind sites of the need to expedite recruitment.
Sites report numerous phone calls from sponsors, informing them of how their enrollment
statistics compare with those of other sitesin the trial. One investigator, who was the top
recruiter on atrial, told us that the sponsor called every week to urge her to keep enrolling
so that she did not lose her “#1” status. Other sites report receiving newsl etters with
charts comparing enrollment at their site to others, faxes goading them to speed
recruitment, and other reminders comparing their enrollment with that of other sites.

Intensified Search for Subjects

Not only do sponsors want rapid enrollment of subjects, but they also need increasing
numbers of subjectsto fill more and larger trials. More and more drugs are being
developed as advances in biomedicine and genetics enable scientists to further understand
disease mechanisms, and as pharmaceutical companies increase productivity to be
competitive.** These trials need to be filled by an ever-growing number of subjects.

In addition, trials need to be filled with subjects that meet particular igibility criteria.
Defining appropriate eigibility criteriais an essential part of designing atrial, but these
criteria aso have broad implications for recruiting subjects. Virtually everyone we
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interviewed cited overly restrictive digibility criteria as one of the biggest barriers to
enrollment. “They [sponsors] are asking us to find subjects that smply don’t exist” was a
complaint we frequently heard in one form or another.”> Sponsor representatives also
seemed well aware of this problem. The main explanation for these tighter eligibility
criteria, given by both sponsors and investigators, is that sponsors need to prove the
efficacy of their drug to increasing numbers of “customers,” including FDA reviewers,
foreign regulators, clinicians, and the public. Particularly in the case of clinical trials for
therapeutically similar drugs, even small improvements in efficacy can confer atremendous
marketing advantage for the experimental drug over the currently available, competing
drug.’® Thus, sponsors design clinical trials to limit confounding factors. One investigator
took this explanation further, claiming that sponsors “enrich trials with patients who are
most likely to benefit.”

A particularly troublesome eligibility criterion cited by many investigatorsis the exclusion
from atrial of potential subjects who are either currently on medication to treat their
condition, or have been on medication in the past. Subjects that have never been on
medications are known in the industry as “naive’ subjects. Investigators mentioned that it
isvirtualy impossible to find these “naive’ subjects, particularly in some therapeutic areas
for which medication is the standard of care, such as asthma or hormone replacement
therapy. Only those lacking access to drugs, such as the uninsured or some foreign
populations, would not be on medication for these conditions.

Many investigator and industry sources that we spoke to noted that sponsors are
increasingly looking abroad for such subjects. In the past decade, there has been
enormous growth in the number of new foreign investigators involved in trials testing
drugs for FDA approval. According to our analysis of an FDA database, the number of
new foreign investigators increased from 988 in the 1990-92 period to 5,380 in the 1996-
98 period. Although sponsors' search for “naive” subjects abroad has undoubtedly
contributed to the increase in the use of foreign investigatorsin U.S.-based trias, other
causes explain this proliferation of foreign investigators. Foreign research sites are often
less costly to operate, may provide sponsors with access to populations with ahigh
prevalence of the condition being studied, and, after testing, may facilitate launching the
drug globally.*’

Quest for Efficient Research Sites

“More, faster, and better”— we heard this phrase repeatedly from a variety of playersin
the clinical trials industry to describe sponsors' desire for improved subject recruitment.
Research sites are often competing with one another on the basis of their ability to recruit
subjects.

Sponsors seek research sites that can test drugs most efficiently and have access to the
most subjects. Increasingly, sponsors are finding academic medical centers, the traditional
site of research, to be dlow and cumbersome compared with private practices
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or dedicated research sites.”® The representatives of academic centers that we spoke with
felt that it was difficult to compete with investigators in other research settings in terms of
both numbers and speed of subject enrollment. Private Sites are able to begin enrollment
sooner than academic centers because private sites generally use an independent |IRB
rather than the traditionally slower academic IRBs. Finadly, private-practice doctors often
have a much larger patient base to tap for recruiting certain subject groups than
investigators in academic centers, which are tertiary care centers. One research nurse,
who left research in an academic center to open her own dedicated research site, said that
when she had conducted clinical trials in an academic center, she and her staff were always
hustling to keep up with the private sites and, as a result, had a hard time convincing
sponsors to contract with them.

As industry-sponsored research has migrated out of the academic centers, the number of
new investigators conducting clinical trials has exploded. This proliferation of
investigators is due, in part, to sponsors' increasing acceptance of non-academic
investigators. Theincrease is aso aresponse to a growing need for investigators, fueled
by the growing numbers of clinical trials. Also, many investigators have turned to clinical
trials to compensate for managed care-driven reductions in patient-care revenue.™

Many of the researchers we interviewed noted that the introduction of these new
investigators into the clinical trials arena was exacerbating the competitive aspect of the
clinica trials “business,” both inside and outside of the academic centers. Sponsors seem
to be capitalizing on the increase in the supply of investigators. In addition to cutting
study budgets, we found that sponsors are using their market advantage to encourage
investigators to accelerate enrollment.®® First, before a contract is signed, sponsors will
ask the investigator or site manager to estimate the numbers of subjects that the site can
enroll. Sites are aware that if they do not give a high estimate, they probably will not be
given the contract. Not surprisingly, sites often overestimate the number of subjects they
expect to recruit, a frustration frequently reported by the sponsors and their agents with
whom we spoke. Second, sponsors will often explicitly state when contracting with a
research site that the site will be dropped if they do not enroll adequately. In this market-
driven research environment, where one’s ability to enroll adequate numbers quickly is
crucial to one’'s competitiveness, poor enrollment on atrial could ruin asite’s chance for
future participation in trials.
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FINDINGS

Sponsors and investigators use four main recruitment
strategies to recruit human subjects and encourage timely
recruitment

In response to the difficulties they face in recruiting subjects for clinical research, sponsors
and investigators use myriad methods to identify, inform, and recruit subjects® We
identified four broad recruiting strategies which encompass a number of specific methods.
Below, we identify the four strategies, the corresponding methods, and a brief explanation
of their implementation. We further describe them and offer examplesin the following

pages.
Recruitment Examples of Brief Description
Strategy Methods
Offering Financia » offering an additional payment per subject enrolled above
Incentives Incentives the study budget; seen most often as an enrollment deadline
nears and additional subjects are still needed
Nonfinancia » itemsinclude office equipment, educational stipends, and
Incentives authorship on journal articles presenting research results
Compstitive » organizing trials so sitesin amulti-center trial compete to
Enrollment fill available subject slots on afirst-come, first-serve basis
Targeting Own Referring Own » identifying eligible patients when they come in for
Patients Patientsto Trial appointments or through chart reviews
Seeking Referrals from » sending information about ongoing research to other local
Additional Patient | Other Physicians physicians, asking for referrals, and occasionally offering
Bases feesto induce referrals
Dissamination of | » distributing trial information to appropriate disease advocacy
Information to groups or student groups, perhaps by giving lectures or
Relevant Groups presentations to such groups
Advertising and Media Ads » describing the trial, including study requirements, eligibility
Promotion criteria, and a contact for more information; can be found in
newspapers, on radio, television, or on Internet sites
Press Releases / » compiling trial information in the form of a press release for
News Segments airing on news programs or as a news article
Specia Events » disseminating information in speaking engagements, such as
local community organizations, health fairs, or medical
screenings
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Offering Incentives

The use of certain recruitment methods illustrates the transformation of clinical research
into atraditional business model. Sponsors provide incentives, both financia and
nonfinancial (see box), to investigators to encourage speedy enrollment and/or reward
those that recruit certain numbers of subjects. Also, whereas before each site was allotted
a certain number of subject dots,
many trials now are conducted as
“competitive enrollment.” Because

“...The order on the author list will be determined
by the number of patients enrolled, so that the

SPONSOr's pay sitgs_ per subject center which enrolls the highest number of patients
enrolled, competitive enrollment will obtain first authorship...”
penalizes those sites with aslow From a sponsor -investigator contract

start-up period and encourages
aggressive recruiting.?

The use of financial enrollment bonuses appears to have increased somewhat in the past
few years, despite evidence that such incentives are often ineffective. A coordinator
we spoke with reinforced this notion when she told us her site “had gotten burned by
enrollment bonuses in the past” because it enrolled all of its subjects before the bonus was
offered. Shetold us, “we’ll think about that the next time around,” and possibly wait to
enroll al of their subjects.

It isimportant to distinguish the financial incentives used to encourage timely recruitment
from the sponsor payments to investigators for costs associated with conducting clinical
research. Research costs vary significantly based on the the requirements of the trial and
can be very high when many expensive procedures are involved. When we refer to
financia incentives for recruitment, we are referring to payments given to investigators
purely to encourage speedy enrollment. Sponsors offer these incentives most often as an
enrollment deadline nears or is passed.

The distinction between payment and enrollment incentives, however, can get blurred in
practice. As sponsors continue to cut initial study budgets, many investigators that we
spoke with reported that bonuses can help sites recoup the costs of conducting trials.
These investigators often stated that they would rather have the initial study budgets
accurately reflect the trials' costs. One investigator discussed a study in which he was
initially paid $12,000 per subject enrolled. After other investigatorsin the trial complained
to the sponsor of excessively tight budgets, the sponsor added a $30,000 bonus once a site
enrolled its first six subjects and, after these first six subjects were enrolled, the site would
receive an additional $6,000 per subject. The investigator, in describing this bonus
scheme, emphasized that the sponsor had chosen to reimburse investigators by using
bonuses to encourage recruitment rather than just revising the contract to reimburse
investigators $18,000 per subject enrolled.
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Targeting Own Patients

For many investigators, their own patients are a vital source of subjects. Nearly al of the
investigators we spoke with told us that they first tried to enroll any of their patients that
were digible. Asaninvestigator at an academic center told us, he saw a direct correlation
between his clinic time and his ability to recruit. When he reduced his clinic time to one
half-day per week, his recruitment declined significantly; when he increased histime, his
recruitment resumed accordingly. Similarly, investigators who lack certain types of
patients often experience difficulties enrolling for those trials. For example, an academic
physician we spoke with told us he had a hard time recruiting for one of hisclinical trias
because the trial focused on a common ailment. At the tertiary care center where he
practiced, he rarely saw such common diseases which are easily treated by community
physicians.

Patients are an important source of subjects in both academic and independent research
settings. Even though many independent centers are free-standing entities, these sites
contract with investigators who specialize in the condition under study, in large part
because the investigators have potentially eligible subjects among their patients. The
investigators will then refer their patients to the research site.

An advantage to using one’' s own patient base is the relative speed and ease with which
investigators can reach these potential subjects. In fact, when asked what sponsors are
looking for in placing aresearch
study, both sponsor representatives
and investigators told us that access L ooking for Trials!

to eligible patientsis key. Sponsors We are alarge family practice office with 4 physicians

seek out investigators and sites with and 3 Physician Assistants. We have two full time
large patient populations when coordinators and a computerized patient data base of

looking to place tri as® 40,000 patients....We are looking for Phase 2-Phase 4

trials as well as postmarketing studies. We can

Investigators recognize thi§ and, _in actively recruit patients for any study that can be
turn, have begun to advertise their conducted in the Family Practice setting.

large patient bases. Such

advertisements are numerous and An Internet advertisement directed to sponsors
prominent, particularly on the by a private practice seeking resear ch

opportunities.

Internet, as investigators reach out to
sponsors to place atria with them
(see box).*

Seeking Additional Patient Bases

When sponsors and investigators need more subjects, they target their search efforts to

reach large groups of potentialy eligible subjects, such as other physicians' patient bases
or disease advocacy groups. Occasionally, investigators offer fees to encourage referrals
from other physicians or nurses. For example, one coordinator told us that a site she had
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formerly worked at offered $75 to physicians or nurses for each subject referred. Another
investigator told us about alocal site that offered referring physicians a reimbursement of
10 percent more than Medicare reimburses for services that this physician provided as part
of thetrial.

The researchers we spoke with said that they rarely hear referral fees offered. This may be
due, in part, to the fact that many investigators find referrals to be an unsuccessful method
of identifying additional subjects.?’ The investigators who found referrals fruitless
believed other physicians lack the time and the interest in research to approach their
patients about participating. In addition, several academic physicians felt that community
physicians were concerned that if they referred their patientsto atrial, the academic
investigators might take over all of the patients' care, thus “stealing” their patients.”®

Advocacy groups and student populations are another source of subjects. Advocacy
groups often encourage researchers to develop new treatments for their disease. Many of
these groups are eager to disseminate research information through their member
networks and newdletters. Several investigators told us that they sometimes give
presentations at advocacy meetings in which they try to mention their ongoing research
protocols. For trials requiring healthy subjects, many sponsors and investigators reach out
to student populations. Areas of high research activity are often located close to large
universities.”

Promotion and Advertising

Advertisements seeking human subjects are common. They can be found in newspapers,
on the radio, the Internet, television, or as postersin, for example, public transportation or
hospitals. Ads can be very expensive, especialy in certain parts of the country. Because
of this, many researchers are reluctant to use them unless absolutely necessary. Severa
researcherstold us that ads are cost-effective only for studies in which the eligible
population is large and widely dispersed (i.e., depression or heart disease) as opposed to
rarer conditions such as cystic fibrosis.

Recently, sponsors and CROs have been helping sites recruit by initiating national
recruitment campaigns for multi-site trials. The national efforts have spawned a new
industry of patient recruitment firms and research marketing companies who are creating
professional, elaborate marketing packages. Staff at the sites we spoke with report they
are receiving more advertising from the sponsors at the start of the trial (including posters,
fliers, and even prerecorded radio announcements for the local stations) than in years past.
Many of these national advertisements include toll-free numbers. Call centers may provide
operators who can screen respondents according to the trial’ s éligibility criteriaand can
schedul e appointments at sites most convenient to calers. Or, the toll-free number may
automatically transfer to a phone at the closest site.
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The Internet is a fast-growing medium for advertising to potential subjects. As health care
consumers make efforts to become more informed about their options, they are turning to
the Internet as an important resource.*® Sponsors and/or investigators may post
information about atrial on their website or on central listings of active research. There
are severa central listings and, in the past severa months alone, there have been two
announcements of alliances between healthcare websites and clinical trial organizationsto
post tria information on the Internet.®* Information on the Internet may prove particularly
beneficia in recruiting for trials involving rare diseases where any one site may have only a
small number of €igible subjectsinits area.

Investigators told us that they have recently seen more press releases or television news
segments describing their research and any promising progress the research may hold.
Though not explicitly advertisements, the segments can generate numerous responses.®

IRB officials and others closely involved with clinical
research express many concerns about current recruitment
practices

Two-thirds of the IRBs responding to our survey expressed concern about current
practices used to recruit human subjects. We not only heard concerns from IRBs, but also
from investigators and sponsor representatives. The IRBs had particular concern about
those practices that occurred apart from the actual investigator-subject interaction. Their
concerns included the financial arrangements between sponsors and investigators (i.e.,
financial incentives), referral fees, and database searches of private medical information for
identifying and recruiting subjects. Both investigators and sponsors raised concerns about
the increased pressure to recruit subjectsin atimely manner. Many of them spoke of the
need to establish alevel playing field in the recruitment of subjectsin order to avoid a
“race to the bottom.” In general, the concerns permeate all four of the recruiting methods
we described earlier. At the core, we identified three sets of concerns.

The most fundamental concern is that current practices may contribute to the
erosion of informed consent, the foundation of human-subject protections.

In 1978, the National Commission for the Protection of Human Research Subjects laid out
the guiding ethical principles still in use today in its report, the Belmont Report.® The
report identified three important elements to informed consent: information,
comprehension, and voluntariness. The concerns that IRBs, sponsors, and investigators
have about recruitment practices relate, in various ways, to each of these elements.

Information. Potential human subjects, the Belmont Report makes clear, should have
sufficient information that is both accurate and balanced in order to make an informed
decision about participation.* Misleading information may shape subjects’ initial
judgment about a research study and, thus, may influence decisions about participating.
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IRB officias,

investigators, and Therapeutic Misconception?
SPONSOr representatives New Treatment for Patients
consistently expressed thefr with Liver Cancer/Colon Cancer

frustration to us over
BN i-dical Center Researchers Seek Participanis

%e'ng ajs they in Gene Therapy & Radiotrequency (BEF) Clinical Trials
considered misleading.

If you are suffering from colon cancer which has spread to the Liver,
An 8d may be you may be eligible w0 participate in hese clinical twials, In the gene
m| g eajl ng’ for therapy trial, patients will receive p53 gene therapy and lver-directed

chemotherapy, administersd by a Lotally implantable pump. In the

example, when it
impliesthat an
investigational drug is treatment rather than research (see box). Indeed, many subjects
enter research studies with hope of receiving treatment, a phenomenon well-recognized by
theindustry.® The blurring of research and treatment, often referred to as “therapeutic
misconception,” can be difficult to clarify once a potential subject’s initial impressions
have been formed. One coordinator explained that it was difficult for her to field phone
inquiries following a news segment about atria at her research site. She felt that the news
segment portrayed the research as a potential cure; callers were eager to join the trial,
despite the fact that the research was in its earliest testing stages. Ads also should not
overly stress any payment, monetary or otherwise, offered to subjects lest they be
considered coercive to the subject (see box below).*®* Another concern we heard was
about the use of receptionists without clinical expertise who answer 1-800 phone numbers,
and serve asthe first source of information for potential subjects.®

In the case of national ads,
even if IRBsdo review an
ad and raise questions, many
IRBs are concerned that
sponsors do not have to
respond to their concerns.

Resear ch for Money?

One IRB official e)(p|a ned a You can earn money while contributing te the future of medicine. Wo nead healthy
. . . . . individuals to participate in medically-supervised reseorch studies to help evaluate
recent situation in which his new medi:ullieans. YOU may be aligible. You hove to meet certaln eriteria to qualify for
. a study, including sur free medical exam and sereening tests, See below for just some
IRB was asked to review the of our current study opportunities,

video of a sponsor-produced
televison ad. The board had
problems with the video
because it felt the ad
strongly misrepresented the purpose and potentia effect of the investigational material.
However, despite repeated communications with the sponsor, the IRB was forced to
acquiesce its authority in this matter; the sponsor was not bound to incorporate the
changes because a different IRB had already approved the current version of the ad.® The
use of national marketing efforts to recruit is increasing; often the products are flashy, very
general and do not reference a specific research site. Consequently, many IRBs are unsure
of their authority in reviewing these national ads.
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IRBs also have concerns about some newer recruiting methods because the methods are
not easily reviewed. News briefs, interviews, or speeches at hedlth fairs call for
investigators to speak freely. The focus of the presentation may not be about the research
study per se, but the investigator may mention an ongoing study and invite interested
people to participate. IRBs are confused over whether these methods actually constitute a
recruiting method and what they can or should do after-the-fact.

Comprehension. The way that relevant information is presented to potential subjectsis
also of vital importance. The Belmont Report states, “presenting information in a
disorganized and rapid fashion, allowing too little time for consideration or curtailing
opportunities for questioning, all may adversely affect a subject’ s ability to make an
informed choice.”* It isimportant, therefore, that investigators and their staff convey the
information in away that facilitates potential subjects’ true understanding about atrial’s
risks and benefits.

Many people expressed to us their concern that the pressure-filled and competitive
research environment may lead investigators or their staff to encourage hesitant subjects to
participate.* These concerns were raised particularly regarding financial incentives
offered to investigators. According to one survey respondent, financia incentives have
the “potential for pressure on/coercion of prospective subjectsto enroll.” Asone
investigator stated, “bonuses are just an incentive for bad behavior.” Although the
informed consent document lists the potential risks and benefits of the trial, investigators
presenting informed consent documents to subjects may, conscioudly or subconscioudly,
distort their descriptions of the trial. As another respondent said, “| worry about what is
said to potential subjects.” These concerns are validated by our findingsin prior work.
We found that IRBs focus agreat deal of attention on ensuring that all relevant
information is included in the informed consent document, which can run up to 20 pages
in length. However, IRBs know little about the interaction between investigator and
subject and, thus, how the study is actually presented to potential subjects.*

The potential significance of industry incentives raises more concerns. Both academic and
independent investigators we spoke with expressed the importance that industry monies
play in maintaining their position and supporting their research staff. Nonfinancial
incentives, such as authorship, may be important for career advancement or tenure
decisions at academic institutions. The concerns surrounding these incentives invariably
lead to questions about what constitutes adequate disclosure of relevant information.
Potential subjects may not understand that investigators are paid or receive a bonus for
their participation in atrial.

Voluntariness. Even with accurate information and a balanced presentation, true
informed consent, according to the Belmont Report, “requires conditions free of coercion
and undue influence.”* We heard significant concerns that the dual role of physician-
investigators might infringe upon this voluntariness; concerns worthy of particular
attention as we found that investigators often enroll many of their own patients into their
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trials. Patients may be reluctant to contradict their doctor’ s wishes by refusing
participation in atrial, or may agree to participate because they trust and respect their
physician, who they believe islooking out for their best interests. As one coordinator we
spoke with said, “patients see their doctor as God.” Another investigator recognized the
trust patients hold in their doctors. He told us that he was reluctant to even mention to his
patients atrial that involved withdrawing their asthma medications. He was afraid they
would agree to participate because he asked them, despite the fact that their current
medications were stabilizing their asthma. A Presidential advisory commission went so far
asto state that the patients of physician-investigators should be considered a vulnerable
population.®

Many ethicists see the doctor-patient relationship as fundamentally different than that of
the investigator-subject. 1n the former, medical careis solely for the benefit of the patient.
The investigator-subject model differsin that the subject may or may not benefit from
participation in research and the primary interest of the investigator isto develop scientific
knowledge.* Some IRBs have recognized these concerns and accordingly enacted
policies to distance the physician-investigator from the recruiting process.

The potential influence of physicians on their patients decision to participate in atria is
particularly troubling for some observers of the clinical research process when the
physician receives a fee for referring a patient to atrial.* The concerns focus on the fear
that referral fees may lead physicians to further encourage their patients to enter atria in
order to receive afee. Referral fees are considered unethical by the American Medical
Association and by some States; several IRBs and institutions also have policies forbidding
their use.*

We also heard concerns that people’s “Done correctly, publicity can look like an

trust in certain health care _ endorsement by your well-respected newspaper
professionals could influence their reporter or TV news anchor. It can be an excellent

perceived value of the research study way to generate phone calls needed to fill studies.”
being promoted, whether it be on the
I nternet, television, or e sawhere. From an industry article on subject recruitment
Potential subjects views and
expectations of the research may be
altered because they trust the source of the information (see box).*” One Internet site,
associated with awidely respected former U.S. Surgeon General, received areferral fee
for each subject enrolled in atrial through its website; after coming under increasing
criticism, he dissolved this reimbursement mechanism.”® Another recruiting method we
heard about is funneling trial information through disease-support chatrooms on the
Internet. In one instance, an investigator went into a chatroom and answered questions
about a study, providing the site's name and number, but did not reveal that he was asite
representative.

Recruiting Subjectsin Industry-Sponsored Resear ch 23 OEI-01-97-00195



Concerns about voluntariness are often connected to subject payments as well. Subject
payment levels have been studied and most parties involved in clinical research are
sensitive to the fact that high payments may lead subjects to enroll in research that they
would not participate in otherwise.®® As one article mentioned, “it is easier to recruit just
before Christmas than in mid-August.”*

A second major concern is that, in the rush to recruit subjects, sponsors and
investigators may compromise patient confidentiality.

The ease of scanning a patient database to find potential subjects makes the use of these
databases very attractive for investigators under pressure to recruit (see box). Most
people we spoke with were not concerned about investigators searching through their own
patient database to identify eligible subjects. Rather, they were concerned about someone
other than the patient’ s physician going through medical records and then contacting a
patient about participation. Several IRB representatives told us they did not allow their
investigators to search any institutional databases, to the frustration of many of the
investigators, who assumed that patients had granted access to their records by signing an
informed consent document upon admission to the hospital.

Patients often are unaware that their

records are being reviewed by persons
other than their physician and that “At present, this group includes 9 cardiologists, 8
these records may be used to contact cardiovas_cular surgeons, 3 electrophysiologi_sts, 7
them about participating in research. nephrologists, 3 pulmonologists, as well as 7 primary

M . lved in dlinical h carephysicians. This gives XXX Research access to
ay Involved In clinical researc apatient base of over 100,000. Approximately 16,000

believe that patients ought to know of these patients are already in a computerized
who has access to their recordsand to | database, which allows for rapid recruitment.”

which records. The Secretary of _
HHS recently proposed regulations “Accessto our vast patient database enables us to send

. ; . direct mail pieces to prospective patients.... Patients
regarding prlv_ ) O.f medlcal recc_)rds are listed according to ICD-9 codes for easy access.”
that may have implications for this

recruitment practice. From site advertisements to sponsors

Physician databases are not the only

source of confidentiality concerns; disease registries, school medical records, mailing lists,
court records, or other databases have been used to contact subjects.® For example,
reporting to some State cancer registries is mandatory. We heard about one State’s
registry that is available to any investigator working on a protocol approved by the
registry. Yet people listed in registries or other databases may not have consented to
being contacted for tria participation.

Concerns about the confidentiality of medical information extend beyond using this
information to contact potential subjects. We also heard concerns about confidentiality of
personal information collected during the screening of potential subjects. For example,
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when call centers are used to pre-screen prospective subjects, callers may be asked their
name, contact information, and possibly sensitive information about sexual history or drug
use. Potential subjects have little knowledge as to what happens to that information if
they are not accepted into thetrials. Adequate protections may not be applied to this
sensitive information.

IRBs have also received complaints of harassment from potentia subjects. OPRR recently
cited aresearch institution when it found investigators participating in harassing
recruitment tactics. The potential subjects were recontacted repeatedly despite declining
to participate.

Another concern is that pressures on investigators to recruit may lead them to
enroll subjects that are ineligible.

Investigators seeking to fulfill a contract with a sponsor and/or ensure future contracts are
under constant pressure to find subjects and recruit them quickly. At the same time,
investigators face tight eligibility criteria, limiting the eligible pool of potentia subjects.
Sponsors decide appropriate eligibility criteriajointly with FDA and then inform
investigators as to how to determine whether subjects fit these criteria. However, ina
competitive environment, research observers fear that, while most investigators will enroll
correctly, some investigators may enroll subjects that are ineligible or of questionable
eligibility in order to meet quotas and satisfy eager sponsors.

Although it is difficult to quantify how often ineligible subjects are enrolled into trias,
research observers tell us that it happens infrequently; most investigators enroll only
eligible subjects. However, what constitutes “eligible” is often hazy; digibility criteria
often involve medical judgment, adding a degree of subjectivity to enrollment decisions.
One sponsor monitor told us that some investigators that she has overseen have stretched
enrollment criteria, claiming that some used “ outrageoudly bad clinical judgment” just to
get subjectsinto atrial. Another investigator, speaking about the use of incentives, said
that if abonus was set to 30 subjects and a site had 29, “you could bet that the site would
get the 30" subject.” But, “1 wouldn’t guarantee what you'd find” if someone looked
more closely at the subject. Severa investigators told us that they had questions about
subjects' true digibility in some of their trials. Questions arose when the investigators
had difficulty finding subjects, and yet other sites were able to enroll great numbers.

The participation of ineligible subjects raises concerns about human-subject safety and
datavalidity. Sponsorsinclude certain exclusion criteriain order to prevent certain people
from experiencing adverse reactions and/or to eliminate those at the greatest risk of harm
from participating. When sponsors and FDA make decisions regarding a drug’ s safety and
efficacy, they base their conclusions on the assumption that the drug was tested on the
intended population. If these assumptions are false, conclusions of efficacy could be
wrong. There are many checks and balances in the clinical research system to uncover
ineligible subjects before the trial data has been reviewed by FDA; FDA medical
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officers, field investigators, and sponsors monitors al review subjects eigibility criteria
Y et, there have been recent cases in which none of these groups discovered that
investigators had been enrolling indligible subjects until after the trials were complete.>

Oversight of the recruitment of subjects is minimal and
largely unresponsive to emerging concerns

IRBs are not reviewing many of the recruitment practices that they and others
find most troubling.

Although financial incentives given to investigators by sponsors to boost enrollment are
among the recruitment practices that IRBs are most concerned about, 75 percent of IRBs
that responded to our survey do not review any financia arrangements between sponsors
and investigators. When IRBs do review subject recruitment practices, they primarily
review advertisements and incentives paid to subjects, not practices involving sponsor-
investigator interactions.

In addition, 25 percent of IRB survey respondents do not ask investigators to explain
recruiting practices in their application for review. The finding that a significant
percentage of IRBs do not gather basic information about recruitment practices on their
application for review raises the possibility that some IRBs may not be reviewing
recruitment practices at al. In addition, of the 23 applications provided by our surveyed
IRBs, 13 ask only general questions about recruitment such as, “How will subjects be
recruited for the study?’ Few inquire about specific recruitment practices in their
application for review.

On a positive note, although the IRBs that responded to our survey do not seem to be
reviewing the recruitment practices they find most troubling, they claim to be devoting
increasing attention to recruitment issues. Sixty-one percent of IRB survey respondents
reported that they had requested changes in the recruitment practices called for by a
protocol during the past 3 years and many said that they are requesting more of these
changes now than 3 years ago. In addition, there has recently been a spate of messages on
alistserv for IRB representatives regarding recruitment issues, reflecting both concerns
and confusion about many of these issues. Despite lack of guidance from other sources,
some IRBs and research institutions have created their own guidelines and policies relating
to recruitment (see Recruiting Human Subjects: Sample Guidelines for Practice, OEI-
01-97-00196), even though more stringent reviews may put these IRBs at a competitive
disadvantage because the reviews take longer.
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IRBs’ limited review of recruitment practices is in part due to their perceived lack
of authority to review certain practices.

IRBs may not be reviewing some recruitment practices because they do not believe that
they have the authority to do so, or are uncertain of their authority. Our survey indicates
that, while IRBs are confident about their authority to review advertisements for recruiting
subjects and subject incentives, both explicitly mentioned in FDA guidance to IRBS, they
are much less confident about their authority to review other recruitment methods. 1RBs
can draw their authority to review protocols from sources other than Federal regulations
and guidelines, such asinstitutional policy. Yet, any steps that an IRB were to take
toward establishing more stringent protocol reviews would be unpopular anong the
researchers in that institution. Given the competitive nature of the current research
environment, such added stringency would put the IRB at competitive disadvantage.

IRBS perceived authority to review different recruitment practices

Recruiting Method Clearly Have Are Uncertain Clearly Don’t
Strategy the Authority of Authority Have the
Authority
Offering Authorship incentives 24% 42% 34%
Incentives ] - ]
Financial incentives to 43% 32% 26%
investigators
Targeting One's | Review of investigators 60% 16% 24%
Own Patients own patient databases
Seeking Review of other physicians' | 66% 17% 17%
Additional databases to identify/
Patient Bases contact eligible subjects
Referral fees 65% 25% 10%
Advertisingand | Print ads 96% 3% 1%
Promotion ] ]
Radio/TV scripts 92% 7% 1%
Internet ads 83% 15% 2%
Subject payments 92% 5% 3%
Receptionist scripts 64% 28% 9%

Source: OEIl survey, 1999.
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HHS provides little clear guidance to IRBs on acceptable recruitment practices.
In contrast, some professional medical associations provide strong guidance on
selected issues.

FDA. The primary guidance to IRBs comes from the FDA in the form of Information
Sheets. Two Information Sheets relate specifically to recruitment issues, “Recruiting
Study Subjects’ and “Payment to Research Subjects’ ( see appendix B for the complete
text of these documents). “Recruiting Study Subjects’ gives IRBs blanket authority to
“review the methods and material that investigators propose to use to recruit subjects,”
but does little to explain how methods ought to be reviewed.

The Information Sheets aso fail to mention many recruitment methods that are currently
in use. The Sheets focus solely on methods that come into direct contact with potential
subjects, such as advertisements, payments to subjects, and receptionist scripts. Notably
absent from the Information Sheets is any guidance regarding methods that are “invisible”
to subjects, such as how physician-investigators should handle their dual role when
recruiting their own patients. Similarly, the Sheets fail to mention anything about
investigators or others accessing names of potential subjects (with identifiable medical
information), through el ectronic databases or medical charts, to contact about trial
participation. Finally, the Sheets do not consider what types and degrees of financial
incentives constitute a potential conflict of interest. The FDA recently began requiring
investigators to disclose to the Agency some of the investigators' financial arrangements
with sponsors, evidence that FDA believes that a certain level of financial interest is
relevant to the Agency’ s own scientific review.*

One of the most confusing issues not addressed in the Information Sheets is recruitment
practices in multi-site trials. Sponsors, IRBs, and sites all reported being uncertain about
some aspect of recruitment for these trials. IRBs were uncertain of their authority to
change ads or telephone scripts on amulti-site trial if another IRB had already approved it.
Private sites that used different IRBs for different trials complained about alack of
consistent guidelines for IRB review of ads and other recruitment materials; certain
wording that was forbidden by one IRB might be required by another. Sponsors faced this
same frustration when they tried to create an ad that would be acceptable to all of the
IRBs in amulti-site trial.

NIH/OPRR. OPRR has a Guidebook for IRBs that discusses avariety of recruitment
issues not mentioned in the FDA Information Sheets.®® But, the Guidebook relies on the
Information Sheets for specific guidance on recruiting practices. For example, the
Guidebook draws attention to possible conflicts when the investigator is aso the subject’s
physician and to concerns of coercion when the trial offers free health care. It also
mentions concerns regarding searching databases for potential subjects and then
contacting these subjects about participating in the trial. However, the Guidebook failsto
advise IRBs as to whether these practices should be alowed or how they ought to be
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reviewed, nor does the Guidebook link these issues explicitly with recruiting practices.
For instance, in discussing the practice of following up aletter requesting participation
with a phone call, the Guidebook merely states, “IRBs should be sensitive to this
concern.”’

Other Sources. Federa oversight bodies are not the only sources of guidance available to
IRBs. Many investigators and IRB members are members of professional medical
associations that provide some additional guidance on recruitment issues. In our review of
20 medical associations' codes of ethics and position papers, we found that some
associations have strong, explicit guidelines on certain recruitment issues (see appendix C
and our companion report). For example, the American Academy of Neurology
acknowledges the trust relationship that patients have with their doctors, especially in
cases where patients are particularly vulnerable, such as people with severe, progressive,
or terminal illnesses. Under such circumstances, the Academy claims that the “distinction
between medical care and experimenta treatment may become blurred.”?® It further
suggests that researchers and |RBs take specia precautions, perhaps by requesting that an
“uninterested” party explain the research to the potential subject. The American College
of Emergency Physicians states that industry payments to investigators should be
disclosed.*

Many other associations have general guidelines about medical practice that could be
extrapolated to the practice of research. For instance, many professional medical
associations prohibit the use of patients' private medical information for any purposes
other than diagnosis and treatment, unless the patient has given express permission.®
Such a position could be interpreted to mean that these associations do not condone the
use of private medical information for contacting subjects about trial participation.

In their own oversight of research sites, sponsors pay minimal attention to how
human subjects are recruited.

Although IRBs' central mission isto oversee human-subject protections, sponsors have
responsibility for the ongoing safety of subjectsin their trials. The FDA states that the
“gponsor is responsible for assuring throughout the clinical investigation that the
investigators obligations, as set forth in applicable regulations, are being fulfilled.”®* In
fulfilling this responsibility, sponsors may officially delegate clinical trial monitoring
responsibilities to a CRO.®* Sponsors or CROs oversee investigators, and in turn, the
protection of human subjects, almost exclusively through their monitors.

We found, in speaking with monitors and investigators, that monitors focus on ensuring
the quality of data, rather than human-subject protections. Although monitors will often
verify that advertisements have been approved by the site’'s IRB, they do not verify IRB
approva of some of the recruitment methods that raise the most concerns. Monitors visit
the research site frequently and may learn of practices that raise concern. Y et, according
to monitors and sponsor representatives, even if amonitor were to discover that an
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investigator was doing something that raised concern, the monitor may be discouraged by
his/her superiors from taking any action, particularly if the investigator in question were a
prestigious one.®®* Furthermore, sponsors initiate many of the practices that raise the most
concerns, such as enrollment bonuses and authorship incentives, thus undermining their
ability to oversee research sites' recruitment practices effectively.

Nor does HHS pay much attention to recruitment practices in their inspections of
IRBs and investigators.

The FDA routinely inspects investigators and IRBs under the Bioresearch Monitoring
Program. Its objectives for conducting investigator inspections are, “ensuring the quality
and integrity of data and information submitted to FDA as well as the protection of human
research subjects.”® However, our review of FDA'’s inspection process for clinical
investigators revealed that the FDA’s main focus is on the former, ensuring the integrity of
data submitted to the Agency.

The FDA' s stated purpose in inspecting IRBs is “to determine whether an IRB is
operating in accordance with its own written procedures as well asin compliance with
current FDA regulations affecting IRBs.”® In our review of FDA’s inspection process for
IRBs, we found that FDA focuses on procedural compliance, not the content of IRB
reviews.

Neither the IRB and investigator inspection protocols, nor the inspections themselves,
consider how investigators recruit or ensure that IRBs oversee recruitment. The one
exception involves ads. Both the investigator and IRB inspection protocols instruct FDA
inspectors to determine whether any recruitment advertisements had been approved by the
site’'s IRB before subjects were alowed to participate in the trial.

Not only are FDA inspections of investigators and IRBs limited in scope, but they are also
limited in number, particularly at foreign research sites. The Center for Drug Evaluation
and Research conducted 179 IRB inspectionsin 1998, out of a universe of roughly 3,000-
5,000 IRBs.®® Despite the large number of foreign trials, the FDA normally does not
inspect foreign IRBs.®” In that same year, 1998, CDER conducted 348 investigator
inspections, of which 60 were conducted abroad.

OPRR conducts many fewer inspections than FDA and conducts them primarily for cause.
Unlike FDA, OPRR lacks a written inspection protocol that would enable us to determine
exactly what they consider in its IRB inspections. Since most of OPRR’ s inspections are
for cause, its inspections are focused according to the problem at hand. Occasionally,
those on-site reviews will address and raise concerns about recruitment practices. In at
least one of OPRR’s recent inspections, OPRR faulted the IRB for inadequate review of a
protocol’ s recruitment methods and required the IRB to establish “subject enrollment
procedures that minimize the possibility of coercion or undue influence’ in order to be
allowed to continue conducting federally funded research.
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RECOMMENDATIONS

There is a compelling national need to recruit human subjects to participate in clinical
research — aneed vital to the continued progress and discovery of new, effective drugs.
But, there is adanger that this imperative could compromise the protection of human
subjects. Our inquiry reveals significant vulnerabilities concerning the recruitment of
subjects. It also reveasthat IRBs, the Federal government, and sponsors have been doing
little to address the recruitment practices that generate the most concern.

It isin the best interest of al involved in the research enterprise to address concerns about
recruitment practices. In ahighly competitive marketplace, with few rules or guidelines
governing recruitment, thereis avery real danger of arace to the bottom. Some sponsors
and investigators may find it difficult to refrain from recruitment practices that are
effective in delivering a steady stream of subjects to participate in clinical trials. But, these
recruitment practices could compromise long-valued human-subject protections. A
groundswell of concern over certain recruitment strategies, or negative publicity over an
unfortunate event, would undoubtedly lower public confidence in clinical research and, in
turn, heighten the difficulty many sponsors and investigators experience in recruiting
subjects.

The critical challenge, then, is to achieve some balance — to ensure essential human-
subject protections without unnecessarily slowing the pace of research and discovery.
This challenge is especialy significant since IRBs, which serve as the main source of
protection, are themselvesin danger. Aswe have shown in a previous report, they are
increasingly overburdened, have limited helpful information, and often have inadequate
resources.

Below we offer four main recommendations. The first two are specifically pertinent to the
concerns raised about current practices used to recruit human subjects. The third and
fourth recommendations, which stem from our prior work on IRBs, are aimed at
improving human-subject protections more generally, but are integral to the issues of
subject recruitment.

We present these recommendations jointly to FDA, NIH, and the Assistant Secretary of
Health (ASH). We include ASH because the Secretary recently decided that OPRR be
moved to the Office of Public Health and Science, within the Office of the Secretary, with
adirect reporting line to the Assistant Secretary for Health. In those instances where we
present a recommendation to only one of the agencies, we specify the agency directly.

We should also note that, although our methodology focused on drug research, we expect
that our findings and recommendations would also be relevant to other types of clinical
research (including clinical research on medical devices or biologics).
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1. Provide IRBs with direction regarding oversight of
recruitment practices

la. Clarify that IRBs have the authority to review recruiting practices

The most important step that Federal bodies should take isto clarify that IRBs have the
authority to review recruiting methods. Our review found that IRBs are uncertain of their
authority to review recruiting practices, some of which raise significant concerns about the
adequacy of the informed consent process.

Federa regulations state that informed consent may be sought “only under circumstances
that provide the prospective subject or the representative sufficient opportunity to
consider whether or not to participate and that minimize the possibility of coercion or
undue influence.”® IRBs have the authority to ensure informed consent of human
subjects. Similarly, Federa regulations require IRBs to review and approve the initiation
and conduct of covered biomedical research activities involving human subjects. This
broad mandate also provides a basis for IRBsto review practices for recruiting human
subjects.

Federal bodies should explicitly indicate in their guidance that certain practices that may
only indirectly impact subjects, such as investigator incentives, also fall under IRB
purview, as they may affect the informed consent process. FDA and NIH should
disseminate this guidance promptly. The focus of current Federa guidelines and IRB
oversight is on recruiting practices that directly affect potential subjects. IRBs most often
review advertisements or subject payments, the subject of the two FDA Information
Sheets.

1b. Provide guidance to IRBs on how to exercise this authority

FDA and OPRR should assist IRBsin their review of recruiting practices by suggesting
guestions that boards should address and by fostering discussion of the issues by IRBs at
thelocal level. A smple statement outlining IRB authority to review recruiting practices
isinadequate. Throughout its IRB Guidebook, OPRR does propose that IRBs pay
attention to issues such as subject confidentiality and doctor-patient influence. However,
these issues should be more closely linked with the review of recruiting practices. This
guidance would be of immediate value to IRBs in their review of protocols, as many IRBs
are extremely conscientious of their responsibilities as outlined in Federal regulation and
guidance. Such direction will allow IRBs to take stepsin their oversight previously
considered unnecessary, murky, or intrusive.
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2. Facilitate development of guidelines for all parties on
appropriate recruiting practices

We recognize that the concerns raised about current recruiting practices include many
gray areas where opinions differ on appropriate practices. Thus, it is essential to involve
an adequate representation of the key participants — sponsors, industry groups,
investigators, IRB representatives, patient advocates, ethicists, and other parties (such as
the Institute of Medicine) — in a process that addresses the concerns and seeks to develop
consensus on appropriate practices. Such discussions are vital to assisting Federal bodies
in developing further recruitment guidance, thereby maintaining adequate human-subject
protections.

A clearer determination of appropriate recruiting practices would be helpful for all parties
— sponsors, investigators, and IRBs. Understanding the appropriateness of certain
practices can be helpful for sponsors and investigators as they recruit subjects and for
IRBs in their reviews. Recently, there have been forums convened considering standards
for medical Internet sites.®® Further Federal guidance on appropriate recruiting practices
will help to ensure alevel playing field in the competitive clinical research marketplace.

As part of their deliberations, the groups should seek consensus on gquestions such as:

» |Isit acceptable for sponsors to offer bonuses to investigators for successfully
recruiting subjects?

» Should physicians be allowed to receive fees for referring their patients as potential
subjectsfor aclinica tria?

» Should the financial arrangements between sponsors and investigators be disclosed to
potentia subjects?

» Does searching medical records for potential subjects constitute a breach of
confidentiality?

In addition, a greater understanding of already established guidelines and their impact
would be helpful to the deliberating groups, including Federal bodies, as they develop
guidance on appropriate practices. The groups could research the existing guidelines and
policies on issues not currently addressed in the FDA Information Sheets, many of which
are dready adhered to at local research ingtitutions or in other countries.” For example,
they could assess what prompted these research institutions, foreign regulatory agencies,
and medical professional associations to develop such guidelines or policies, any barriers
that these entities have encountered in implementing these guidelines/policies, and how
their members/investigators responded to them.
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3. Ensure that IRBs and investigators are adequately
educated about human-subject protections

3a. Require education for investigators before conducting human-subjects
research

An education requirement could be a prerequisite for signing an investigator-agreement
form (known as a 1572) to participate in research under FDA regulation or for receiving
Public Health Service Act funds for conducting human-subject research. Investigator
education is of particular importance because investigators and their staff are the ones who
actually interact with potential subjects and often lead recruiting efforts. Also, there are
an increasing number of new, inexperienced investigators participating in clinical research.
At least one research institution has created a human-subject protection training
requirement for its investigators.

3b. Require that IRBs have a training program for board members

Because of their vital roles as the primary source of human-subject protections, IRB
members must have adequate training that highlights the issues surrounding the
recruitment of human subjects. IRB education could inform members of current recruiting
practices and could raise their awareness of concerns about these when conducting their
reviews.

3c. Require more extensive representation on IRBs of nonscientific and
noninstitutional members

The requirement of at least one noninstitutional and one nonscientific member out of five
members should be interpreted as aratio. |RBs often have 15 or more members and the
requirement can be fulfilled with the appointment of just 1 person. Nonscientific and
noningtitutional members on IRBs can further ensure that IRBs are sensitive to human-
subject protection issues; lay members' voices provide an important balance to
ingtitutional interests on an IRB. Because many recruiting concerns raise issues about
what atypical subject would wish to know in order to make an informed decision or what
constitutes a breach of confidentiality, the perspectives of independent lay members are of
particular importance.™
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4. Strengthen Federal Oversight of IRBs

4a. Require that all IRBs register with the Federal government and regularly
report basic descriptive information

Federa oversight could be strengthened if IRBs were required to submit, at a minimum,
brief descriptive information including location and contact person. Such information
would be extremely helpful in disseminating guidance and targeting effective oversight,
such asinspections. FDA has begun the process of developing such aregistration system.
We a so suggest that there be one registration system for all HHS agenciesinvolved in
human-subject protection oversight, further facilitating communication and oversight
efforts between the agencies.

FDA has a database of IRBs identified on the investigator-agreement form submitted to
review Investigation New Drug research, but the database is limited. We used the FDA
database to identify IRBs for our survey. A significant percentage of the surveys were
returned to sender or the contact person called us to say that they had never heard of the
IRB or were never involved with its reviews. These limitations of FDA’s IRB database
are particularly important because recruitment guidance for IRBs would be disseminated
using the database, thus raising the possibility that alarge number of IRBs would not
receive such critical guidance.

4b. Revamp the FDA on-site inspection process

In FDA’s inspections, primarily the clinical-investigator inspections, the Agency could
address many of the concerns about recruiting methods and raise questions about how
human subjects were recruited. Inspectors could consider assessing the range in number
of subjects enrolled across sites. If, for example, one site enrolled significantly more
subjects than other sites or financial incentives were offered by sponsors, inspectors could
probe to understand how these subjects were enrolled and why the high-enrolling site was
able to recruit when others were unsuccessful. Also, at these high-enrolling sites,
inspectors could examine more closely whether enrolled subjects were truly dligible.
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Comments on the Draft Reports

We received comments on our two draft reports from the Department of Health and
Human Services (HHS). We aso solicited and received comments from the following
external organizations: Public Citizen’s Health Research Group, Pharmaceutical Research
and Manufacturers of America (PhRMA), Applied Research Ethics National Association
(ARENA) in conjunction with Public Responsibility in Medicine & Research (PRIM&R),
and the Consortium of Independent Review Boards (CIRB). We did make a number of
changesin the final reports, many technical in nature, that respond to their comments. We
include the complete text of the commentsin appendix D. Below we summarize the major
comments and offer our response to HHS and, collectively, to the external parties.

HHS Comments

We appreciate both HHS' positive response to our reports and its commitment to address
the issues raised in our findings and recommendations. We are particularly encouraged by
HHS committment to establish new requirements for human-subject protection education.
Asthe primary bodies for subject protections, IRBs must be adequately educated about
ethical issuesin order to ensure protections. Investigators interact directly with subjects
and therefore, must be attuned to protection issues and concerns. We note here also, that
through the course of this study, we became increasingly aware of the fact that
investigators' staff interact with subjects much more so than investigators. We urge HHS
to recognize the increasing importance of investigators' staff in their efforts.

We particularly welcome, too, HHS' (through FDA, NIH, and the new Office of Human
Research Protections) willingness to work with all partiesin clinical research to develop
guidance on appropriate recruiting practices. Aswe noted in our recommendations, it is
essential that all parties be involved in this consensus-building process. The Department,
and particularly NIH, is awell-recognized leader in the field of clinical research and is
well-positioned to take a leading role in this important area.

We acknowledge in the report that both FDA and NIH have current guidance documents
highlighting the recruitment of human subjects. However, we found in our survey that
many IRBs remain unsure of their authority to review recruiting practices and, therefore,
further guidance is needed. Clearer guidance is especialy important because IRBs may
face pressure to provide atimely review of protocols. In reassessing the current IRB
guidance, we urge HHS to consider our recommendation that |RBs be provided guidance
clarifying their authority in thisarea. The guidance need not be a laundry list of how to
review each individual practice, rather areminder that IRBs already have the authority.
This guidance would also serve as a recognition that recruiting practices can impact
human-subject protections.
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Through its assurance process, OPRR does have identifying information on the IRBs it
oversees. With the move to the Office of the Secretary and the new office’s central rolein
representing the Department, we urge the new office and FDA to combine its efforts to
create one repository for information and contacts for all IRBsinvolved in HHS activities.
As HHS acknowledges in its comments, this information will facilitate more effective
education and oversight.

External Parties’ Comments

Overal, we were pleased that external parties echoed the concerns we raised about some
current practices for recruiting subjects into clinical trials and that steps should be taken to
identify, at a national level, appropriate recruitment practices. The following are common
points raised in the external parties comments to our report:

Consensus about appropriate recruitment practices must be forged among all
parties.

A number of parties raised concerns that our recommendations would call for Federal
bodies to dictate appropriate recruiting practices without input from outside groups.
These are not easy questions and there are not easy answers. Thus, we have
recommended that all of the different partiesinvolved in clinical research, including
Federal oversight bodies, sponsors, investigators and IRBs, search for reasonable
consensus on appropriate practices. We hope that the concerns we raise in this report
provide the impetus for discussions on appropriate practice.

Other entities must share theresponsibility for over seeing recruitment practices
with IRBs.

Many voiced concern that IRBs are already overburdened and, therefore, it would be
unwise to add to their duties. We share this concern, but do not believe that the
recommendations laid out in this report would necessarily require more work on the part
of the IRB. First, just as we believe that decisions about appropriate recruitment practices
should be arrived at jointly, we believe that the oversight of these practices should be a
shared responsibility. Presumably, as consensus devel ops, sponsors and investigators will
be more aware of which recruitment practices are appropriate and will refrain from
engaging in them, making the IRB’s job easier. In addition, many IRBs aready do review
recruitment practices, but, because of alack of clear guidance, this review can entail much
debate. If clear guidance existed, such debate could be minimized. Ultimately, if
recruitment practices are occurring that could potentially harm human subjects, then these
concerns must be addressed, whether by the IRB or other entities, regardless of time and
resource constraints. Perhaps some of the Federa IRB regulations could be revamped to
allow IRBs greater flexibility to review issues that have direct impact on human-subject
protections, as suggested in a prior report.
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Clarifications on our Methodology

Several points were raised about our methodology. In this report, we sought to document
current practices used to recruit human subjects and identify any concerns associated with
these practices. We did not seek to judge the appropriateness of any given recruitment
practice. We also focused on industry-sponsored trials and therefore are not in a position
to determine whether recruitment practices vary by funding source. We should note that
much of our information was provided by investigators who were involved in research
from different funding sources. It is possible that the investigators in talking with us may
not have distinguished their research by funding source.

Because of the variety of disease types, potentia subject groups, phase of trial, and other
factors specific to each protocol, we had to rely primarily on qualitative evidence, obtained
through site visits and interviews with key stakeholders. There would have been no
feasible way to conduct this study in a strictly data-driven manner. We drew from
common themes that arose during the course of this study, using examplesto illustrate
these themes.

Our IRB survey respondents included all types of IRBs: independent, hospital-based and
academic IRBs. We did not consider the differences among these types of IRBs. There
were no significant differences in responses to our survey when stratified by domestic
versus foreign IRBs. We believe our findings and recommendations should apply to all
types of IRBs.

Answersto specific comments

Registration of IRBs. ARENA raised concerns that our recommendation that IRBs
register with FDA would add a burden to IRBs with little benefit. We believe that
registration would allow FDA to provide guidance to al IRBsin an efficient, streamlined
fashion. Because the Agency has limited and sometimes inaccurate information about the
IRBs it oversees, its ability to disseminate guidance in away that ensuresthat al |RBs will
receiveit isjeopardized. The registration process need not be a significant burden to an
already overtaxed IRB system; the process could involve IRBs providing minimal
descriptive information to FDA (i.e., location, address, contact person and number).

Education Requirements. We agree with PnRMA that education of investigators, IRBs
and sponsors should not be a*“one-size-fits-all” model. Our recommendation calls for an
education requirement. However, we do not intend to suggest that there should be a
national standardized educational program. The substance of the education may vary
according to the party it is geared towards. The important thing isthat all of the parties
are educated, as a prerequisite for taking part in FDA-regulated research.
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APPENDIX A

Methodology

IRB Survey

We surveyed atotal of 200 IRBs. We selected the random sample of IRBs identified
through the FDA Investigational New Drug database. In an attempt to ensure that our
respondents had adequate and recent experience to draw on and to improve the response
percentage, the sample included only those IRBs involved in four or more IND tridlsin
1997 and 1998 and those that identified a contact person. Of the 624 remaining unique
IRBs in this group, we randomly selected 150 U.S.-based IRBs and 50 foreign IRBs.

The surveys focused on any experiences or concerns they may have about any recruitment
techniques and the extent and nature of their oversight. We received responses from 108,
or 54 percent, of the IRBs we sampled.

Review of FDA and OPRR Oversight Processes

We reviewed each office’ s oversight processes to determine whether and to what extent
they address subject recruitment issues. For FDA, we reviewed the Bioresearch
Monitoring inspection protocols for both IRBs and investigators. In addition, we
accompanied FDA inspectors on the routine inspection of both a clinical investigator and
an IRB. We observed the inspection process and reviewed files for IND clinical trials
seeking information on subject recruitment. For OPRR, we examined the assurance
process, reports from previous inspections, and its IRB Guidebook.

In-depth Site Visits

We visited five research sites, both academic and independent, to learn about individual
investigators' and research staff’ s experiences recruiting subjects. We chose the sites
based on their research activity, location, and our ease of access to the research
community. In each of the institutions, we interviewed, among others, research
investigators; research coordinators and nurses; IRB administrators and members; and
ingtitution administrators.

Review of Existing Guidelines
We collected relevant ethics codes or guidelines from 20 professional medical

associations, numerous IRBs, and Canada. We then reviewed these guidelinesto
determine their applicability to the recruitment of subjects.

Recruiting Subjectsin Industry-Sponsored Resear ch 39 OEI-01-97-00195



APPENDIX A

Analysis of Data in IND Database
We analyzed the FDA Center for Drug Evaluation and Research’s Investigational New
Drug database, current as of July 29, 1999, by importing the database into SAS to identify
trendsin, for example, the selection of sites and the activity of research investigators.

Interviews with Key Parties

We interviewed representatives of groups with national perspectives on recruitment issues,
including: sponsors, CROs, SMOs, patient recruitment firms, IRBs, and ethicists.

Literature and Document Review
We reviewed relevant literature, including Federal documents, scientific and trade

literature, the lay press, and relevant websites, for information on the issues surrounding
recruitment.
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FDA Information Sheets

GENERAL

RECRUITING STUDY SLRIECTS

~

RECRUITING STUDY SUBJECTS

i

Sepormber 14958

FDA requires that an Instizutional
Review Board (IRE) review and have
authorey o approve, recuire modifi-
cations n, or disapprove all research
activities covered by the IRE regula-
tions [21 CFR 506.109(2)]. An IRR is
required o ensure that appropriate
safeguards exist to protec the rights
and welfare of research subjects [21
CFR 56.107(a) and 56,111 In fulfill-
ing these responsibilities, an IRB is
expected 1o review all the research
documents and activitles thar bear
directly on the rghts and welfare of
the subjects of proposed research.
The proocol, the consent document
and, for studies conductel under the
Investigational Mew Dirug (INDD regu-
lations, the investigator's brochure
are examples of documents that the
IER should review. The IRB should
also review the methods and macerial
that Investgaoes propose [0 use [
recrull subjects,

A, Media Advertising:

Direcr advertising for research suhb-
jects, ie., adversising thar is intended
ter be seen or heard by prospective
subjects o sclicit their participacion
in # study, is notin and of iself, an
objectionable practice. Direct adver-
tising includes, bur is not necessarily
lirnited 1o newspaper, radio, TV bul-
letin boards, posters, and fyers that
are intended for prospective subjects
Now included arg; (1) communica-
tions intended o be seen ar heard by
health professtionals, such as “dear
doctor” letters and docrorto-doctar
letters (even when soliciting for smdy
subjects), (2) news stovies and (3
publicity intended for other audi-
ences, such as financial page adver-
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tisernents directed oward  prospec-
LivE InvESLoTs

IEB review and approval of listings of
clinical trials on the inerner woull
provide no additional safeguard and
i no reguired when the sysem for-
mai limits the information provided
to basic rial information, such ag: the
title; purpose of the swdy; protocol
summary; basic eligibility criceria;
stucly site Jocadon(s): and how w
contact the site for further informa-
tion, Examples of clinical toal listng
services that clo not reguire prospec-
tive [RE approval inclucle the Mational
Cander Institnee’s cancer clinical trial
fisting (PO and the povernmen:-
sponscred AIDS Clhnical Trials Infor
mation  Service (ACTIS). However,
when the opportunity o sdd addi-
tiondl descriptive information (5 not
precluded by the data base svstem,
IRE review and approval mav assan:
that the additional information docs
not provnise or imply 2 certaing of
cure or other benefit boyond whar is
contained in the protocol and the
informed consent documern

FDA considers divect advertasing for
stucy subjects to be the stare of the
informed consent and subject selec-
o process. Advertisements should
by revieswesdl and approved by the 168
as part of the packape for initial
review, However, when the clinical
investigator decides at a later date o
advertise for sulyects, the advertising
may be comsiclered an amendment o
the cngoing study, When such adver
tlsenients are easily compared o the
approved conscnt documens, the IRB
chair, ar other designated 1RB mem-
ber, may review and approve by expe-
dired mieans, as provided by 21 CFR
50.110¢h3E. When the [RE reviewer
has doubs or other complicating
isses are involved, the adverising
should be reviewed ar 4 convencd
meeting of the [RB.

FDA expects [RBs 1o review the achver

(  Fikirumanen Skeats [ 20
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APPENDIX B

H HRECRUITING STUIW SURIECTS

7 GENERAL B

fsing o assure that it is nor unduly
coercive and does not promise a cer-
tainty of cure beyond what 15 outlined
im the consent and the protocal, This
is especially critical when a study may
irvlve subects who are likely to be
vulnerable o unduoe influence. [21
CFR. 5020, 5025, 56111{a)3)
56,1110 and #12.20(h)(11).|

When direct advertising i to be used,
the IRB should review the informa-
tion conined in the adverisement
and the mode of its communication,
o determine that the procedurs for
recruliing subjects is not coercive and
does not state or imply 3 certainty of
favorable oucome or other benefits
brevond whae is outlined in the con-
sent document and the protocal. The
IRB shoull review the final copy of
printed advertisements 1o evaluate
the relative size of ope used dnd
other visual effects. When adverse-
ments are 1o be mped for broadcast,
the IRE should review the final
audioivides wmpe. The IRB may
review and approve the waording of
the advertisernent prior to taping to
preclude re-taping because of inap-
proprate wording, The review of the
final ped message prepared from
IRB-approved text may be accom-
plished through expedited proce-
dures. The [RB may wish to caution
the clinical investigators 1o obtain IREG
approval of message 1exn prior o wp-
order to avoid re-taping
because of inappropate wording.

ing, in

No claims should be made, aither
caplicitly or implicitly, that the drug,
hiologic or device s safe or effective
foer the purposes under investigation,
or that the test armicle is known w be
equivalent or superior o any other
chrug. biclogic or device: Such repre-
senation would not only be mislead-
ing o subjects but would also be a
violation of the Agency's regulations
concernng the promotion of invesn-
gational drugs [21 CFR 312.7¢a)] and

(30}
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of investigational devices [21 CFR
BL2.7(d0]

Advertising  for recrultment inmio
investigational drug, biclogic or
device studies should not use terms
such as “new eeatment,” “new med-
ication” or “new drug” without
cxplaining thar the test armicle is inves-
tganonal. A phrase such as “receive
néew reatments” leads study subjects
to believe they will be receiving newly
improved products of proven worth.

Advertisements should not promise
“free medical weatment,” when the
intent is only o say subjects will not
be charged for taking part in the
investigation. Aelvertisements may
state that subjects will be paid, bur
should not emphasize the payment
or-the amount o be paid, by such
rmeans as larger or bokd tepe.

Crenerally, FDA believes that any
advertisement 10 recruir subjecrs
shiould be limited to the information
the prospective subjects need o
determine their eligibility and inter-
est. When appropriately worded, the
following items may be included in
advertisements. It should be nored,
howeever, that FDA does not reguie
inclusion of all of the listed items.

1. the name and address of the clir-
cal investigaror andfor research
Facility;

2. the candition under study and/or
the purpose of the reserch;

3, i summary form, the criteria that
will be used o determine eligibili-
oy for the soudy:

4. abrief list of pacticipation benefits,
it any (e.g., a no-cost health exami-
MAcy;

3. the time or other commitment
required of the subjects; and

6. the location of the research and
the person or office o contace for
further informadion.
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B. Receptiondst Scripts:

The first conmcr prospective stady
subjects make is often with a recep-
tonist who follows a script 1o deter-
mine basic eligibility for the specific
stucly The IRB should assure the pro-
cedures foflowed adequeitely protect
the rights and welfare of the prospes-
tive subjects. In some cases personal
and sensitivie informarion is gathered
abour the individual. The IRB should
have assurance that the information
will be appropriately handled. A sim-
ple starement such as “confidendaliny
will be maintained” does nor ade-
quately inform the [RB of the proce-
dures thar will be used.

Examples of issues that are approp-
ate for IRB review: Whart happens 1o
personal information if the caller
encds the interview or simply hangs
up? Are the dam gathered by a mar-
keting company? If 50, are namaes, e1c,
solcd o others? Ave names of non-eli-
pibles maintained in case they would
qualify for another study? Are paper
copics of records shredded or are
reaclable copics put out 25 trash? The
acceptabiling of the procedures would
depend on the sensitvity of the data
pathered, inchuding; personal, med-
ical and finaneial,

Alsg see FOA Information Sheets: A Guide o
Informed Corsent Qocwmends™ and “Popment
to Resemch Subjeces.™

Seprembser 1998
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[ AGENERAL

EAYMENT TCr RESEARCH SUBJECTS |

PAYMENT TO

RESEARCH SUBJECTS

g =

o

Seprember 1998

The Institutional Beview Board (IRB)
should determine that the risks o
subjects are reasonable in relation o
anticipated  benefits  [21 CER
56,111 2)] and that the consent
document  containg an  adeguate
description of the study procedures
[21 CFR 30.23ay(1)] as well as the
risks [21 CFR 50.25(a0 2] and bene-
fits |21 CFR S0.23{a)3)]. I is nuot
uncormimedn for sublects o be paid for
thoir participation in research, espe-
cially in the sarly phases of investiga-
tiomal drug, Bologic or-device devel-
COPHTRETLL. F‘.&:.'l'l'lt‘l‘lr toy resesre b subjects
for partcipation in stucdies 1s not con-
sidered a benefit, ‘it is 4 recroitment
incengive. Financial incentives are
pften used when health benefits 10
subpects are’ remcte or on-exisen.
The amount and schedule of all pav-
ments should be presented 1o the [RB
at the cime of initial review: The IRB
should review . both the amount of
pavment and the proposed method
ancl iming of disbursement Loy dssure
that neither are coercive or present
undue influence {21 CFR 50.20]

Any credit far pavment showld acorue
as the study progresses and not be
contingent Upon the subject compler-
Ing the entive sty Unless it creates
urrdue InConvenence or 9 Coercive
practice, payment to subjects who
withdraw from the study may he
madle ar the dme they woulkl bave
completed the study (or completed a
phiase of the study) had they not wigh-
clrawn. For example, in & study lasting
onily a few days, an TRE may find it per-
misgible o allow g single pavment
dare ar the end of the snedy, cven w
subjects who had withdrrwn befone
that date.

Recruiting Subjectsin Industry-Sponsored Resear ch 43

While the entire pavment should no
ber contingent upon completion of
the entive study. pavment of a small
pEOEaien -as an incentve for come-
pletion of the siudy s acceprable w
FDA, providing thar such incentive i=
not coercive, The [RB should clerer-
rmirnee: thar the amount paid 25 a bonus
fior completion is reasonahle ancl nos
sor-large as o unduly induce subjeets
postay i the seuche when ey wioiled
otherwise have withdrawn. All infiw-
maticn concerning payment, wchud-
ing the amount and schedule of pay

ment(s), should be ser forth in the
informed consent document

Alsa see FIA Informetion Sheets: "4 Gwide to
Infarmed Carient Dacuments™ and "Recrulting
Study Subfects ¥

§ Fow. Infemation Sharts (31)
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Medical Association Guidelines

The following chart indicates which medical associations have such guidelines or codes of ethics.
Guidelines that specifically pertain to clinical trials are denoted by av’. Associations that have
general medical practice guidelines or codes of ethics that could have implications for clinical

research are denoted by a .

Professional Association

Associations Guidelines or Codes of Ethics

. Dua 1 corfidentia | other
Incentives I .
Records Guidance
Role
o [25 ]2 | BEg
e, = >
=2 128 |z 259 8% g2
"_;E o @ 5 & § L &3 3@ b a2
g |zs |55 g | 228 |3z |2| &%
= = o8 | = g e g| <o
z 185 |55 | 3 %93 22 la S8
ﬁ % N= 5= < S g o= » @' =4
2 % 2 g %' g S ,a o) a
7] 2@ Q' 20 7S @
=} o2 g =
g S
v o
American Academy of Allergy,
Asthma and |mmunol ogy
American Academy of Family | & D)
Physicians
American Academy of v
Neurology
American Academy of D) D)
Ophthalmology
American Academy of DO v AMA Code
Orthopaedic Surgeons of Ethics
American Academy of v v
Pediatrics
American Academy of D) Nuremberg
Physical Medicine and laws
Rehabilitation
American Association of D)
Neurological Surgeons
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Professional Association

Associations Guidelines or Codes of Ethics

Dua

. Confidential Other
Incentives I .
Records Guidance
Role
=g [25 |2 | 83§ N
28 |58 |2 | 252 |32 g2
2|z |EB | & 22 3 35 |z 3
@, = Q = —h - 8 (o
z |22 |36 | g8 |23 |2| &¢2
s [88 €5 | @ =38 8 |2 23
Bl3g 22| | "%8 |== |3] s=
e o2 3 >
S 13 “
v ™
American College of o \v Declara_tion
Emergency Physicians of Helsinki
American College of D)
Obstetricians and
Gynecologists
American College of 4 D) 4 D) 4
Physicians
American College of D)
Radiology
American College of Surgeons | & | ©
American Geriatrics Society
American Medical Association | v D) 4
American Women’s Medical
Association
American Pharmaceutical
Association
American Psychiatric o \v < AMA .Code
Association of Ethics
American Society of < AMA .Code
Anesthesiologists of Ethics
American Society of Plastic Dol I04)
and Reconstructive Surgeons
National Medical Association
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Comments on the Draft Reports and OIG Response

In this appendix, we present the full comments of all parties that responded to our two
draft reports. In order, the comments that we present in this appendix are from the
following parties:

» TheU.S. Department of Health and Human Serivces

»  Public Citizen’ s Health Research Group

»  Pharmaceutica Research and Manufacturers of America

»  Applied Research Ethics National Association (in conjunction with Public
Responsibility in Medicine & Research)

»  Consortium of Independent Review Boards
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‘,‘;mm i,
;‘ C' DEPARTMENT OF HEALTH & HUMAN SERVICES OHice of the Secretary
%
g . Wachington, D.C. 20201

26 May 2000

MEMORANDUM TO: George Grob
Dcputy Inspector General for Evaluations and Inspeclions

FROM: witiamRas A0 s Qauiﬁ

Deputy Assisiant Sceretary for Science Policy

SUBJECT: OIG Report on Recruitment of Human Rescarch Subjects

The Oflice of the Secrctary, HHS appreciates the opportunily to comment on the Office of the
Inspector General (OIG) report cntitled *Recruiting Human Subjects: Pressures in Industry-
Sponsored Clinical Rescarch”, We are concerned that some contemporary recruitment practices
may put potential subjects at unnccessary risk. Moreover, we note that such risk covld be
reduced to a minimal level if Institulional Review Boards (JRBs) were uniformly diligent in their
ovorsight of recruitment practices. HHS has 4 respensibilily to provide [R13s guidance that helps
them meat this challenge.

The remainder of this memorandum is divided into two paris, The first part contains our
comments on the specific recommendations in the subject report. The second part contains
information on new and ongoing LIHS actions to protect human research subjects. We beljeve
this additional inforination is strongly relevant not only to the subjcct report but alse to earlicr
related ones issued by OIG,

SPECIFIC COMMENTS ON THE SUBJECT REPORT

1. Pravide IRBs with direction regarding oversight of recruitment practices,
Clarify that IRBs have the authorily to review recruiting practices.
Praovide gridance to IRBs on how to exercise this authority,

Current guidance documents jssued by the Office for Protection from Research Risks (OPRR),
National Institutes of Health (NTH) and the Food and Drug Administration (FDA) make clesr that
IRBs have rosponsibility for oversight of recruitment practices. For example, FDA has an
Information Shect entitled “ Reeneiting Study Subjects™. Following the imminent clevation of
human subjects protection functions from the OPRR/NII to the Office of the Sccretary and
appointment of a Dircetor for the relocated unit, HHS will assess the current guidance related to

IRB oversighl of recruitment practices and augment it as appropriate, We agree that this effort
warrants high prionty.
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2, Facilitate development of guidelines on appropriate veceuiting practices.

In concert with thoit joint and individue! efforts to protect human rescarch subjects, OPRR, FDA,
and NTH will work with professional societies and others to identify exemplary recyuitment
practices and incorporats them into guidance, either directly or by reference, as appropriate.

3, Fusure that 1RBs and investigators are adequately educated about human-subjects
praotectlons, ’
Require education for investigators before conducting human-suljects rescarch.
Require that JRBS have a training program for board members.
Require more exiensive representation on IRBs of nonscientific and
noninstitutional members.

FIHS will instituts new requirements for continuing education regarding the protection of human
research subjects, NIH and FDA will ensure that authorized curricula are consistent with
Tnternational Conference on Hartenizations (ICH) guidelines on Good Clinical Practice in
Clinfcal Research, which already ave promoted by FDA and its cournerpart repulatory agencies of
_nations within the Europear Union and Fapan. The continuing education requirement wiil apply
to investigators, [RB members and staff, and other officials invelved in regulatery compliance.

4. Strengthen Federal oversight of IRBs.
Reguire that all IRBs register with the Federal government and on a regular basis
report minimal deseriptive information.
Revamp the FDA on-site inspection process.

OPRE has identifying information on all the TRBs associated with the assurances it has
negotiated with research institutions, A research institution must have an aceeptable assurance
on file with OFRR before it may undertake human subjects regearch funded by HIHS agenciss.
Institutions with OPRRapproved assurances usually apply the terms of their assurances to all
their research with human subjects, irrespective of sponsor.

FDA is developing 2 plan to register the IRBs for which it has cogpizancs and will implernent
this plan 84 resources allow. The FDA, effort will include collaboration with OPRR toward
ensuring efficiency and avoiding undue duplication of cffort. Webelicve thal registration of
IR®s not only will enable HHS agencles to provide more effective education and oversight but
also will be an important step in developing an accreditation process for institutianal systerns
designed to protect human research subjects.

‘Duitifig the last several years, FDA has stepped up its on-site inspection process significantly,
FDA will continue to refine and expand its inspection system as resources allow.
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NEW AND ONGOING ACTIONS TO PROTECT HUMAN RESEARCH SUBJECTS

Overview

Dramatic advances in prevention and trealment of discasc have been achieved through rescarch
carried oul by universities, the private sector and the government. A crucial part of this rescarch
involves the voluntary participation of human subjects in clinical trials to test promising but often
visky new therapies. Federal policy has sought 1o preserve the benefits of this research, while at
the same tinie protecting against possible abuse or harm to research subjects, In particular, a
repulation implemented by 17 federal agencies, known as the Common Rule, seeks to puaranice
review of research for projects and assure willing consent, including a proper understanding of
risks involved, for those participating in clinical trials.

The Office for Protection from Research Risks (OPRR) in the Departiment of Health and Human
Services (IIHIS) is responsible for cnsuring the safety and weifare of people who participate in
H{1S-spousored rescarch. The Food and Drug Administration (FDA) must approve all clinical
trials aimed al Lesling 2 new drug, biological product or medical device, and the National
Institutes of [Tcalth (NU1) has devcloped important patient safety guidelines thal must be
followed in any research the agency funds. NIH also has a speeial panel, the Recombinant DNA
Advisory Commiitee (RACY) that provides oversight and public discussion of gene (ransfer
clinical research.

Thesc agencies work with ethical oversight committees, known as institutional review boards
(IRBs), which are responsible for cnsuring that people who agrec to participale in studies fully
wnderstand the nature of the rescarch and willingly consent to participate, This "informed
consent" process requires that potenlial participants be given an explanation of purposes of the
rescarch, the expected duration of the subjcet's participation, a description of the procedures to be
followed and Lheir poteatial risks and benefits, and identification of any procedurcs that are
experimental. Rescarch institutions such as academic heallh centers and universities have the
ultimate responsibility to ensure that clinical investigators adhere to this informed consent
process.

In reeent years, clinical research has become mereasingly complex and has been accompanied by
antincrease in new cthical and conflict-of-intercst considerations, HHS has recognized the need
for human subject protections to be strengthened even further, and, as a resvlt, on May 23, 2000
HHS Secretary Donna E. Shalala announced several new efforts designed to improve human
research subject salely; to further strengthen government oversight of 21l medical rescarch,
including gene transfer rescarchy; and (o reinforce clinical researchers’ responsibility to follow
federal guidelines,
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Background

For more than 50 years, I1FLS agencies have been committed to protecting individuals from
possible abuse or harin in clinical trials and 1o ensuring that prospective and curolled participants
understand the potenlial risks and potential benefits, if any, of being a research subject. In the
19G0s, for example, amendments to the U.S. Food, Drug and Cosmetic Act established
requirerncnts that, at a minimum, people must consent fo participating in an experimental
therapy. A 1967 FDA policy clarified the procedure firther to ensure that informed consent be
obtained in writing.

In the 1970s, the National Commission for the Protection of Human Subjects of Biomedieal and
Behavioral Rescarch furthered protections with recommendations for IRBs, ethical oversight
committees that are responsible for ensuring that people who agree to participate in stadies fully
understand (he nature of the research and willingly consent to participate.

TIn 1972, OPRR was created as part of NTH to ensure the safety and welfare of people who
patticipate in research sponsored by FIHS. And in 1981, FDA followed up by revising its
regulations Lo require written inforrcd consent in all studics of products that FDA rogulates.
Today, FDA, NIH and OPRR conlinue to play important and complementary roles in oversecing
research and protecting the human subjcets involved.

Fuderal Qversipht and the IRB Process

OPRR has the primary responsibility within the federal government for developing and
fmplementing the policies, procodures, and regulations to proteet human subjects involved in
J11iS-spensored rescarch. In carrying oul its mission, OPRR has set up formal agreements with
more than 4,000 federally-funded universitics, hospitals and other medical and behavioral
rescarch instilutions in the United States and abroad. “These agreements or “assurances”™ outline
each institution's cormmitment Lo conduct its resoarch projects in an cthically sound manner and
10 protect the welfare of people involved in these projeots.

In accordance with these apreements, each institution sets up one or more IRBs, which arc
responsible for cnsuring that people who agrec to participate in studies fully understand the
nature of the research and willingly consent to participate. This "informed consent" proccss
requires that potential participants be given an explanation of purposes of the research and the
expected duralion of the subject's participation, a descriplion of the procedures to be followed,
and identification of any procedures that arc experimental, among other necessary information.

“Che membership of an institution's IRB typically includes physicians, scientists, paticat
represenlalives and others who are charped with regularly monitoring the design, development
and progress of the research projects being conducted at the institution. Federal regulations
require that & non-scientist and an individual not affiliated with the institution be included on
every IRB.
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Guaraulecing Eifective Oversight

As the number of research projects and study volunteers increases and clinjeal research becomes
increasingly complex, it is critical that {he integrity of rcsoarch be meintained.

Recognizing the need for further euhancements to existing human subject protections, Seerelary
Shalala announced on May 23, 2000 several new efforts designed to improve human rescarch
subject safety, to further strengthen government eversight of all medical research, and to
reinforee clinical researchers’ responsibility to follow federal guidelines.

Education and Training. I11S will undertake an aggressive effort to improve the education and
troining of clinical investigators, IRB members, and associated 1RB and instiwutional stall. NI,
EDA and the Oflicc of Protections from Rescarch Risks {OPRR) will work closely together to
ensure that all elinteal investigators, rescarch administrators, IRB members and IRB staffreceive
appropriate research bioethics training and human subjeets research training. Such training will
be a requirement of alt clinical investigators receiving NTH funds and will be a condition of the
NIH grant award process and of the OPRR assurance process. . :

Informed Consent. NIH and FDA will issue speeific guidance on informed consent, clarifying
that research institutions and sponsors arc expected lo audit records for evidence of compliance
with informed consent requirements. For particularly risky or complex clinical trials, IRBs will
be expeeted io take additional measures, which, for cxample, could include third-party
obscrvation of the informed consent process. The guidance will also reassert the obligation of
investigators 10 reconfirm informed consent of participants upon tbe occurrence of any
sigmificant trial-related event that may affcct a subject’s willingness to participate in the hial,

Freproved Mounitoring. NTH will now require investigators conducting smaller-seals early clinical
trials (Phase I and Phase If) to submit clinical trial monitoring plans to the NIH at the time of
grant application, and will cxpecl investigators to share these plans with IRBs. The NIH already
requires investigators (o have such plans and they also require large scale (Phase 1) trials to
Lsave Data and Safuly Monitoring Boards (IDSMBs). For research on medical produets intended
1o be marketed, FIDA will also issue guidelines for DSMBs that will delineate the relation ship
between DSMBs and IRBs, and define when DSMBs should be required, when they should be
indspendent, their responsibilitics, confidentiality issues, operational issues and qualified
membership, .

Further, OPRR 15 streamlining ils assurance procedures for research institutions, In sddition, NIH has
issucd new guidance allowing prant applicants to defer TR review of proposed rescarch profocols
until afler complelfng the initial phase of NIH peer review but before final fanding approval.
Previously, NI asked for TRB review and appraval to be documented in all grant applications, even
though fewer than balf of all applications submitted to NIH arc actually funded.
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Conflict of Intcrest, NIH will issus additional gixidance to clarify ils regulations regarding conflict of
intesest, which will apply to all NTH-funded rescarch. HIIS will also hold public discussions this
summer lo find ncw ways Lo manage conflicts of fnlerest so that research subjects are appropriatcly
informed, and to further cosure that research results are analyzed and presented objcctively, Tn
addition, Mese public discussions alse will focus on clarifying-and enhancing the fnformed consent
process. Bascd on those public forums, NIH and FDA will work to gether 1o develop now policices for
the broader biomedical research community, which will require, for example, that any rescarchers’

financial interest in a clinical trial be disclosed to potential participants.

Civil Monetary Penalties. HHS will pursue logislation to cnable FDA to levy civil monetary penalties
for violations ol inlormed ¢consent and other important research practices—up to $250,000 per
clinical investigator and up to $1 million per research jnstitution. While FDA can currently issue
warning letlers or iinposc regulatory sanctions that halt rescarch until problems are rectified, financia)
penalties will give the agency additional tools to sanction research institutions, sponsors and
rescarchers who do nol follow federal guidelings. As an interm step, NTH, OPRR and FDA witl work
more closcly together to enforce and larget existing penalties.
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HHS Inspector General’s Study
Recruiting Human Subjects:
Pressures in Industry-Sponsored Clinical Research
Comments by Sidney M. Wolfe, M.D. and Peter Lurie, M.D., ML.P.H.
Public Citizen’s Health Research Group

Somewhat buried in the middle of this highly disturbing report, the authors mention “the
transformation of clinical research into a traditional business model.” As a result of the shifi to
this business mindset, the often highly unethical and possibly illegal recruitment practices
documented in the Report appear to be increasing rapidly. The rise of separate (from the drug
companies themselves) for-profit Human Experimentation Corporations (HECs), amore
accurate name for the more benign-sounding name currently in use--Contract Research
Organizations (CROs)--has introduced new techniques for rapidly recruiting patients. When
combined with the appallingly inadequate Federal regulation of human experimentation in
general, and recruitment practices in particular, and the failure (as usual) of the medical
profession to police itself, the risk of abuse of patients increases dramatically.

This Report is the first attempt to thoroughly address the issues involved in the
rectuitment of patients to clinical trials. Most previous writing has been terribly non-specific;
this Report is the best available on current practices in this area. However, as good as the Report
is in description, it remains weak in prescription. We advocate a much stronger set of
recommendations than is provided by the Inspector General’s Report; in particular, we advocate
promulgating strong new regulations based, in part, on models that are being successfully
employed in various settings and which are described in the Report. (See last paragraph of our
comments) .

More drugs are in clinfcal trials now than even a few years ago. In addition, many
therapeutic categories of drugs, such as those for hypertension, are becoming saturated with
drugs, leading to increased competition. More human subjects are therefore needed and the
competition to get them approved quickly and beat the competitor drug to the market has
intensified. For some drugs, one month earlier to market can mean tens of millions of dollars in
additional revenue before the drug is challenged by a generic. Speed and efficiency, from the
drug industry’s perspective, favor the privatization of human experimentation, moving research
away from the academic medical centers where it has traditionally resided. Whereas in 1993,
only 20% of pharmaceutical company research was done in the private, for-profit research
setting, the fraction has gone up 2 ¥ times and by 1998, 50% was being done outside of
academic medical centers. The number of private practice-based investigators has grown from
3,153 in 1990 to 11,588 in 1995, an increase of almost four-fold.

According to Richard Friedman of Cornell University in the British journal, the Lancet,
“In the USA, monetary incentives have spawned a whole industry of private physicians who
don't necessarily have any experience in research or with protocols in the specialty areas in which
they're testing.” These privaie entities “push patients through trial after trial”, with little concern

1
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for what happens to them afterwards. The result is “stop-gap” medicine for vulnerable patients .
who can't afford treatment any other way, he says. A recent article in the New York Times

documents how, with 43 million Americans uninsured, many are forced to turn to a series of

research studies to remain treated. This invites exploitation.

The Growth of International Research

Drug companies can increase the likelihood of a drug’s success by using exclusion
criteria to, as one investigator told the Inspector General’s office, “enrich trials with patients who
are most likely to benefit,” One way to accomplish this is to exclude patients who are currently
on medication to treat their condition or even those who have been on medication in the past.
Such patients are known in the industry by the double entendre “naive” subjects. These prized
subjects are hard to locate but, according to the Report, can often be found among the uninsured
or in foreign countries. Many researchers told the Inspector General’s staff that drug companies
are increasingly looking abroad for such subjects. One advertisement, in this case directed toward
possible drug industry customers by the world’s largest HEC, North Carolina-based Quintiles--
with offices all over the world--promised that they can “even help you tap the vast drug-naive
patient populations of China, Korea and other emerging markets.”

The Report points out that the number of new foreign investigators in the FDA's database
grew from 988 in the 19901952 period to 5,380 in the 1996-1998 period. Aside from easier
access to drug-naive patients, the costs for foreign studies are often less than in the United States.
Despite this, the FDA only conducted 60 drug investigator inspections abroad in 1998 and,
according to the Report, the FDA does not normally inspect foreign Institutional Review Boards
(IRBs).

While the Report makes clear that there is increasing internationalization of research, it
fails to state that there are ongoing efforts by the research industry to water down the existing
internationat ethics documents to facilitate some of the practices the Report finds troubling. The
current version of the Declaration of Helsinki states that, if the patient has a dependent
relationship with the investigator, “the informed consent should be obtained by a physician who
is not engaged in the investigation and who is completely independent of this official
relationship.” (It is noteworthy, as the Report documents, how widely this international ethics
document is ignored.) Some have proposed that this language be replaced by the following: “In
some cases of this type, it may be preferable if the informed consent were to be obtained by 2
qualified person who is not engaged in the investigation, independent of the dependent
relationship, or both.” This is precisely the wrong direction for changes in ethical practice at a
time when pressures to recruit are increasing.
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Recruitment Method Concerns
The four main categories of findings in the Report which we believe demand action are:
Offering Incentives

Because human experimentation has been transformed to a “business model”, this newly
emerging “business” of experimenting on people has every imaginable incentive for fast
recruitment and fast results. A bonus of $30,000 after recruiting the first six patients and a bonus
of $6000 per additional patient captures the “competitive enrollment™ which, according to the
Report, “encourages aggressive recruiting.”

Targeting Own Patients

In concordance with a New York Times investigation documenting doctors getting paid as
much as several thousand dollars per patient to recruit patients from their own practices, the
policy of recruitment by physicians of patients from their own practices is further documented in
the Report. The vulnerability of a doctor’s own patients to be persuaded to become an
expetimental research subject because of their trust in their doctor, combined with signing
boruses which the doctor pockets for the referral sets up a toxic situation where some doctors are
literally selling their own patients into human experiments. In a gross commercialization of this
practice, one large family practice group advertised its “compulerized patient data base of 40,000
patients” to HECs and others running clinical trials as one from which “We can actively recruit
patients for any study...”

Seeking Additional Patient Bases

In addition to plumbing their own files for potential experimental subjects, some
researchers pay “finder’s fees” to other doctors who do not even conduct the research:
“Qccasionally, investigators offer fees to encourage referrals from other physicians or nurses,”
such as an offer of $75 to physicians or nurses for each subject referred, according to the Report.
The use of patients reached through patient advocacy groups, also described in the Report,
similarly has the taint of using 2 relationship of trust to recruit patients who might otherwise not
be interested in participation in such experiments.

Advertising and Promotion

The “new industry of patient recruitment firms and research marketing companies™ has
produced, according to the Report, more advertising for human subjects than in the past. Until
public criticism changed this practice, the website DrKOOP.com was using the formerly good
name of this medical huckster to recruit patients, for a finder’s fee, 10 the multinational HEC
Quintiles.
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Erosion of Informed Consent

The Report expresses serious concern about the way the business model of research, as
manifested through the practices described above, might erode the essential elements of informed
consent,

Information: The Report describes misleading advertisements which blurred the distinction
between treatment and research, an excessive focus on monetary or other compensation which
can become coercive and the lack of response by drug sponsors to concerns raised by IRBs in the
less-than-frequent instances in which the [RBs actually review the advertisements.

Comprehension: The failure to conduct research on or to audit the extent that the patient
acteally understands the recruitment materials and the informed consent forms is of concern.
According to the report, the performance of the physician/investigator in fully informing patients
may be compromised by bonuses for more patients recruited and by promises of top authorship
on papers emanating from the research tied to recruiting success. :

Voluntariness: One medical journal article concerning effective human subject recruitment
strategies noted that “Done correctly, [media] publicity can look like an endorsement by your
well-respected newspaper reporter or TV news anchor. It can be an excellent way to generate
phone calls needed to fill studies.” This part of the Report reiterates the concerns about doctors
recruiting patients from their own practices and states that “patients see their doctor as God”
because of the trust they place in them.

Successful Models

While the Inspector General’s Report makes clear that there is little in the way of
guidelines or regulations to prevent the kinds of abuses the Report documents, it does contain a
number of examples of innovative approaches that the Report should endorse, rather than merely
mention. These fall into the categories of recruitment incentives, the dual physician-investigator
role and confidentiality of medical records. Unfortunately, the Report merely identifies four
questions that need to be addressed (page 31 of the current draft), rather than recommending the
answers that the Report’s evidence would seem to require and which these models prove is
feasible.

Several groups (University of Rochester IRB, Partners HealthCare System) have banned
the use of borus payments designed to encourage patient recruitment, while Partners HealthCare
System and the American Medical Association also ban fees for referring patients to other
investigators, HECs or drug companies. ‘We strongly endorse these initiatives. We believe that
physicians have a right to reasonable reimbursement for any costs incurred or time spent beyond
what they would ordinarily expend in the care of the patient, but no more. We agree in general
with efforts to increase disclosure of potentially conflicting interests to patients. But we are
opposed to using disclosure of such interests as a substitute for banning the more egregious of
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these incentives.

Disclosure has also been the preferred approach-{when any approach is put forth) by
universities (University of Califormia at Los Angeles) to the problem of the dual physician-
investigator role. However, some groups have stated that, at least in some circumstances, the
preferred approach is to have a more neutral intermediary, without the conflict of interest of the
investigator approaching the patient. We believe that this approach should be more the norm
than the exception. As is almost always the case, the preferred method for resolving potential
conflicts of interest is to involve neutral third parties, '

Finally, the Report makes clear how little work has been done, particularly by medical
associations, in addressing the problem of researchers using databases that include patients cared
for by another health care provider to recruit study participants. This is an improper invasion of
privacy and is prectuded by some IRBs (Medical College of Ohio, University of California Los
Angeles, Partners HealthCare System). All IRBs should follow this model.

In sum, the Report has clearly identified a wide range of relatively new threats to patients
in clinical research studies. Furthermore, this burgeoning field is largely unregulated. Even
when the IRBs have particular authority, they appear unwilling or unable to exercise their
authority. And some of the Report’s solutions are to give more authority to [IRBs, which the
Inspector General’s previous reports have already documented are hopelessly overworked. The
following are appropriate subjects for regulation: banning finder’s fees; banning reimbursement
to physicians beyond research-related expenses and time expended; mandatory disclosure to the
potential participant of the source and amount of all recruitment fees; and restrictions on the
ability of health care providers other than the patient’s physician from gaining access to a
patient’s medical records for the purpose of recruitment. In the absence of regulation, therefore,
sponsors will be able to choose the route least protective of patients” rights in their quest to
maximize recruitment--the ethical “race to the bottom™ of which the Report warns and which has
characterized much of globalization to date.
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Bert Spilker, PhD, MDD %M

SENIOR VIGE PRESIDENT
SCIENTIRC AND REGULATORY AFFAIRS

April 12, 2000

June Gibbs Brown

Inspector General

Office of Inspector General
Room 5250 Cohen Building

330 Independence Avenue, S.W.
Washington, DC 20201

Re: Comments on the Draft HHS-OIG Reports: Recruiting Human
Subjects OEI-01-97-00195 and 00196.

Dear Dr. Gibbs:

The Pharmaceutical Research and Manufacturers of America
(PhRMA} represents the country’s leading research-based pharmaceutical and
biotechnology companies which are devoted to inventing medicines that allow
patients to lead longer, happier, healthier and more productive lives. Investing
more than $26 billion annually in discovering and developing new medicines,
PhRMA companies are leading the way in the search for cures.

We appreciate your sending a copy of the above noted draft reports
to Mr. Alan Holmer on March 10, 2000 for our comments. Our comments are
limited to Report 00185.

The pharmaceutical industry agrees with the stated overall goal: to
achieve a level playing field in the area of recruitment.

We are concerned that the report is anecdotal and contains a
number of false or overly simplistic statements. And overall, it displays a certain
degree of naiveté about the subject being discussed. Despite these limitations,
the Report is reasonably well-written and fairly balanced, and contains many
appropriate chservations.

This Report expresses concern about a number of practices that we
wish to comment on:

Pharmaceutical Research and Manufacturers of America ’

1100 Fitteenth Street, NW, Washington, DC 20005 = Tel: 202-835-3540 « FAX: 202-835-3597 * E-MAIL: BSpilker@phrma.org
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+ Targeting patients in the investigator’s own practice. The Report expresses
concern that the inherent duality of interest may cause the investigator not to
act in the best interest of the patient. In particuiar, the Report expresses
concern that the relationship between the investigator and the Sponsor are
not disclosed to a patient. Comment: As required by FDA regulations, the
research nature of this relationship should be disclosed in informed consent
forms. Investigators who recruit their own patients especially should ensure
that patients understand the investigator's role.

+ Seeking referrais from the investigator’s colleagues and dissemination of
study information to patient support or disease advocacy groups. The Report
expresses concern about compromised confidentiality if patient databases are
searched for specific diaghoses in order to identify prospective subjects.
Comment: Access fo patient databases is a key factor in the identification of
potential study subjects, especially by CROs. Any limitations to this access
should be addressed by appropriate IRBs. However, permission from
prospective subjects should be sought if databases are to be maintained for
the purpose of third party access to identify potential research subjects. To
protect confidentiality, access to patient medical records should be limited to
the physician or designee(s) at a specific site.

« Aggressive advertising and promotion through the media, press releases, or
speaking engagements. The report expresses concern that the key
components of informed consent, information, comprehension and
voluntariness, may be compromised by incomplete or misleading advertising.
Comment: As is the current practice, IRBs should review and approve any
form of direct patient contact related to research studies, including
advertising.

» Aggressive follow-up from study sponsors, including phone calls and the use
of newsletters. The Report expresses concern that these methods may
compromise the objectivity of investigators and study coordinators.
Comment: Frequent contact with study sites is important to successful study
enrollment. However, this form of contact should not compromise the
objectivity of study personnel in identifying, obtaining informed consent from,
and enrolling appropriate study subjects.

Specific Comments

Page 11, second paragraph - “The clock for a drug patent starts running at the

beginning of the clinical testing phase.” This is false. The patent ¢lock used to
start in the U.S. when the patent was issued. As is the international norm, it now
starts when the patent application is filed.
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Page 11, third paragraph - While this paragraph implies that newsletters with
enroliment charts are a questionable practice - it is usually viewed by
investigators and spaonsorts as an efficient way to keep the lines of
communication open between the sponsor and study sites. It keeps a trial in
people’s minds, which is a real challenge for a year {(or longer) trial.

Page 11, last sentence and on page 12 top - This requirement may be mandated
by FDA. Itis also related to the needs of Phase [l trials for a narrow
homogeneous population.

Page 12, 1* paragraph, [ast sentence - While the investigator's comment was
meant to be negative, isn’t the purpose of a new drug to help more patients? Did
the patients meet inclusion criteria? Was the trial controlied? Those are the key
questions to address in deciding whether patients enrolled are appropriate.

Page 12. paragraph 2 - The FDA often desires or even insists that sponsors find
and enroll drug-naive patients.

Many statements imply that sponsors themselves are making many decisions on
recruitment, whereas in fact many such decisions are actually made with FDA
staff, or by FDA staff themselves. The next paragraph on page 12 also omits
including the influence of the FDA.

The desire {(or need) of a sponsor for a global launch of a new drug is also
omitted in paragraph 3.

Page 12, second paragraph from bottom. - This omits discussing the changing
responsibility for patient recruitment from investigators to sponsors and their
vendors {e.g., CROs, recruitment companies).

Page 13, last paragraph,. lines 6-8 - Sponsors must ask these questions (and
often request evidence to support the investigators’ statements) at the first site
visit in order to assess the appropriateness of the site, and not after a contract is
signed.

Page 13, last paragraph, last 5 lines - The draft Report questions these practices
without acknowledging the other side of the argument -- that investigators make
gross overestimates of their ability to enrofl patients. 1 would suggest that you
mention this practice as well, as it raises various ethical issues.

Page 25, Table - Can you add the correct answers to the questions posed,
possibly as a footnote?
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Page 27, first three lines of fast paragraph - Monitors generally visit sites about
every 6 weeks, and are primarily responsible for assuring the integrity of the
data. While monitors generally have no direct patient contact, to the extent
possible, monitors are attuned to issues of patient protection and attempt to
identify potential issues.

The statement that “sponsors are ultimately responsible for chgoing
safety of subjects” because of our moniforing responsibilities is misleading. In
fact, 21 CFR 312.60 states that investigators are responsible for “protecting the
rights, safety, and welfare of the subjects under the investigator’s care.” We
certainly do not disclaim responsibility to support patient safety, but it should bhe
pointed out that the investigator is directly responsible, and that sponsors can
provide support in many different ways. Adding this context would address the
point being made on page 27 that the activities of monitors are supportive, but
not sufficient, to protect patients. ,

Overall, it is disappointing that this Report does not proactively
discuss the creation and use of practical recruitment strategies.

Other assertions of the Report:

Provide IRBs With Authority to Oversee Recruitment. They already have this
role. The Report cites a few general regulations and guidances in support of
providing IRBs with clear authority to oversee recruitment, but may have it
overlooked the most direct source: 21 CFR 56.111 requires IRBs to ensure that
the “selection of subjects is equitable.” This is usually read to include the
process of selecting subjects in addition to the substantive eligibility criteria.

Facilitate Development of Guidelines. The Report recommends industry
involvement in this process of developing guidance. We concur with this, and
would be enthusiastic to participate.

Ensure Adequate Education of Investigators and IRBs. We agree with the need to
continue to educate these parties, but disagree with a formal “one-size-fit-all”
requirement as may be suggested as a prerequisite for physicians to act as
investigators. The report states that awareness of these issues and educational
opportunities are on the rise — we should all support that trend by participating in
and, when feasible, sponsoring education, and (for the sponsor’s part)
emphasizing the issue when we select and train investigators (e.g., at start-up
meetings).

Strengthen Federal Oversight over IRBs. If this strengthens the IRB process, it

should help all parties involved.
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The Report gives an inadequate description of the sponsor
processes that are in place to address the potential concerns raised by the
recruiting pressures on investigators. The Report should at least acknowledge
that protocols typically contain detailed inclusion/exclusion criteria, that
physicians are trained on interpreting these criteria at start-up meetings, that one
or more of the sponsor’s physicians are in charge of overseeing the
implementation of these criteria by investigators and often answer such
questions, that monitors check adherence to these criteria, and that subjects who
are enrolled outside of these criteria may be discontinued from the study. There
are also requirements for sponsor approval of informed consent documents that
allows sponsors to support patient protection in the areas of consent and
confidentiality.

Page 32, 3a and 3b - Does not contain comments on how this would, can, or
should be achieved. This is an unfortunate omission.

A final suggestion is in the basic organization of the Report. The
Report mentions several times that there are “four main ‘recruitment strategies™
used by sponsors and investigators. In fact, what is listed are three “sources” of
patients (i.e., the investigator’s own patients, or patients that are referred by
another physician or contacted through advertising). Again, | think it's
misleading to call these three “recruitment strategies”, when they are the only
inherent processes by which patients may come in contact with the investigators.
The fourth category — “offering incentives” — is not a source of patients. Rather,
it describes the inducements that are either inherent in the process or offered by
the sponsor related to patient enrollment.

Thank you very much for allowing us the opportunity to comment on
this Report.

Sincerely,

Bert A. Spilker, PhD, MD
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PRIM&R

Public Respansibility in Medicing and Rasearch

. 132 Boylston Street, Fourth Floor
Agpril 20, 2000 ' Bm? | 7M 4’230 i: :;
FAX 617.423.1185

Mark R. Yesatan, Ph]D. e-mail: prmr@sol.com

Regional Tpspector General for Evaluation and Inspections www.azme,orglresearch/prime
Dept. of Health & Human Services . .
JFK Fedeqal Bldg., Room 2225 Jewan Rachlin .0, M.RH., Executive Diractar

Boston, MA 02206
Dear Dr. Yessian:

In response to your kind offer to take an “early Jook™ at your repert on recruiting human subjects
for clinical research, plese find attachad the comments of Applied Research Fihics National
Association (ARENA), our affiliate organization, We support without reservatlon the content of
ARENA's letier, snd urge you to consider (he points therein.

We would like yon to consider expanding the reach of the Report's "grasp" to inchude the
additional forms of TRBs, including, hut not limited to, central and independent IRBs, as well as
the variety of organizations that fund research and ultimately propose the range of recruitiment
practices covered in the Report. More specifically, TRB can onty review the recruitment
practices that arc provided to them.

As meationed above, bocause there are a variaty of types of IRRs (institutional, central, e.g., the
cooperative oncology groups, and independent IRRs), T wanld respectfully request that the OIG
Report comment on the resultant differences in the types of recruitment practices depending on
the sonrce of funding, and/or the type of IRB performing the review. Thers are, maintain,
diffarences among them, and the different "culrures” in which the research tokes place will
necessarily affect the nature of, and response to, proffered corrective actions.

Tn general, it is nay hope thet this Report will function pa a "wake up call" for thase who create
and promulgate questionable, or patently unethical recruitment practices, and 1 zm therefore
grateful far your efforts to bring eomoe of the problems with subject reeruitment to Jight.

Sincerely,

%A{mf 5&’?&??{,%
Sanford Chodosh, M.D,

President, PRIM&R.

JR/es

oo Susan Komatsky, President, ARENA
Ada Sue Selwitz, Chair, ARENA Pablic Policy Commiltes
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April 20, 2000

June Gibbs Brown

Inapector Genetal

Department of Health and Human Services
Washingion, DC 20201

Dear Ms. Gibhs Brown:

Thank you for providing ARENA with the apportunity 1o review and comment on the
two draft reports on recririting human subjects for clinicnl research (OET-01-97-00195
and OEJ-01-97-00196). Applied Research Ethics National Association (ARENA)isa
suhsidiary of Pablic Responsibility in Medicine and Research (PRIM&R), 2 nonprofit
organization dedicatad to promoting (he ethical conduct of research. ARENA isa
professional association with 900 members who are administrators, chairs, and members
of Institutional Review Boards (TRRs) and Institntional Animal Care and Use
Committees (TACUCs) thronghout the United States, ARENA's mission is to supporl
(hoge professionals whose respongibilities include the protection of human and animal
research subjects.

We wish o commend you for beginning the exploration of this difficult area and for
.initiating & dislogus ot problems and solutions. The Report entitled, *Sample Guidelines
for Practice" provides useful examples and guidance that can be considered in recruiting
practices. ARENA fully agreea with this guidance and has no firther comment on this

Report,

ARENA finds the main Report to be timely, thoughtful, and useful. The Reporl Lighlights
recruitment isaues that TRBs are concerned about, including conflicts of interast and large
subject payments. This Report pivea credibility to the rectuitment issues that IRBs,
sponsors, federal agencien, and investigators need to consider and resolve. We hope that
tha Report will plve "clout” and "enhanced substantive grounds” to TRBs that question
recruitment practices. Also, the Report may function as a "wake up call” for those who
create and promulgate questionable, or patently unethical recruitment practices, and we
are therefore grateful for your, efforts to bring some of the problems wilk subject
tecmmitment to light.

Although we applaud the efforts of the Office of Inspector General (herein after “OI(3"),
ARENA offers the following three general comments:

132 BOYLSTON STREEY

BOSTON, MASSAGHUSETTS 02118
B17-423-4112 phone; §17-423-1185 fax
PRMRE®AOL COM e-mail
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Firat, that (he Raport foonses too heavily on IRRs and misdirects attention away fiom the
constituencies that actually initiate and control recruitment practices. The Institutional
Review Board system is only one part of the picture; recommendations need ro be
directed to other constituencies as well. In fact, [RBs have tried to address and solve
many of the issnes raised in yaur Reporl. "Howavee, to be eifective, IRBS need the
support and cooperation of the federal and other regulatory agencies, as well as the
sponsors and investigators, in order for meaningful changes to be made, Focusing six of
the eight recommendations on TRBs gives (he impression that that the problems and their
Tepair are solely the province of TRBs, when in fact other constituencies such as sponsors,
investigators, and regulators also need to address specific issues, Protection of humnan
subjects is a shared responsibility. We fecl that the Report should more explicitly
acknowledge that [RBs are not the sole ~ or even primary — source 3f the problem,

Second, TRBS review the recrsitment practices that are developed hy either individual
investigators or sponsors. There are a variety of organizations that fund research and
propose the respective recruitment practices. The Report does not comiment on whether
there are differences in the types of recruitment practices depending on the sowrce of
funding. If there are differences, these factors may be important, since subsequent
carrective actions could be focused on where the problems initialty oceur,

Third, in the June 1998, Report, the OIG acknowledged that TR Bs are under-resonreed
and overworked. Although ARENA supports efforts to ptomete othical recruitment
procedures, we also are sensitive to fiscal and practical tealities which impact IRBs’
abilities to achieve this goal, Throughaut the Repont, there are recommendations which
have (he potential to increase workload and/or costs (¢.g. mandatory training). Thisisa
challenging issne, one bt cannot be resolved castly. The OIG needs to support effarts 1o
impede erogion of Facilitiss and Administration costs (i.e. indirect costs), and make
recommendations for other avenues of funding.

In addition to these three general comments, below are five more specific comments:

a} In the "Executive Summary Findings," the Report conunents, "recent
investigations and complaints reveal disturhing recruiiment practices,” and
follaws with three examples, While thase practices undoubtodiy did oceur, they
constinze a small percenfage of subject recruitmeat, compared to the thonsands of
clinical trials that have used appropriate rectuiting procedures, It may be helpful
1o acknowledge that these are extreme examples, and to further acknowledge that
unacceptable recriitment practices can and will continue at an increasing rate if
unethical recruitment practices are not addressed.

b) In the discussion on the "Quest for Efficient Reseprch Sitas," the Report
indicates that the growing numbers of first-time investigators whe have not been
trained in clinical research may contribute to the use of questionable practices,
ARENA agrees with this ohservation, and suggests that this "change" should be
addad to the table on "Changing Clinicel Trials Environment" (refer to page 10),
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The. only recommendation that addresses firat-time investigator training is da.
While the call for education is an excellent first step, mentoring, monitoring, and
progressive respousibility are additional aress ripe for recommendation. More
attention should be focused on this issue.

c) The section subheading, "TRBs arc not reviewing many of the recruitment
practices that they and others find most troubling" may be misleading,
Recruitment incentives are a smali, afbeit ethically sensitive, portion of the
financial arrangements between sponsors and investigators. Within the ITRB
community there are different practices for reviewing financial arangements in
addition to payment to subjects. ARENA agrees that individuals and institutions
should have approptiate mechanisms in place 1o conslder and address these
difficult issues, and to prevent unaccepiable financial and recruitment prastices.
Other issues, such as investigator conflicts of interest and insppropriate pressure
generntad by spontors, plso need 1o be brought into the equation. This can be done
in a number of different ways. For example, in some institutions, the IRB may
fulfi)l this role by reviewing ali financial arangements. n othet institations,
offices of sponsored programs ar clinical trials share in this responsibility.
Acceptsble practices nsed to be established and a mechanism for review and
adherence to these practices must he pui into place. Tlis is not solely an IRB
respensibility,

d} The Report snggests thal FDA and OPRR should develop questions that IRBs
can ask whan reviewing recruitment materials and processes. These agencies
should be cautious when developing guidance, and we respectfully recommend
that thay h2 asked 10 seek input from experts in the IRB field, Intarpretation of
the questions will be essential, and involvement of the IRBs in the development
stage may prevent misunderstandings or misguided questions. Also, when
agencies develop “questions”, those guidelines are aften translated into
“regulation” which must be applied and documented for each review. It would be
helpful to have OPRR and FDA suggest concepts and pive examples of
acceplable practices, and to then permit the institations to find (he approaches
which best meot their needs.

¢) Recommendation 2 i3 addressed to the fedezal regulators. This
recommeandation eanld offor valuable assistance, especially if the wider isaues
described above and contained elsewhere in the Report ate addressed. A national
dialagne wonld be an imporfant step in asriving al acceptable solutions and
practices. Such a step would be extremely valuable if cveryone {sponsors,
professional organizations, investigators, [RBs, and regulators) is provided wilh
guiding principles to be used in considering recruitment practices.

£) The registration for TRRs called for in rezonumendation 4a needs to be given
careful thought, Registration will provide a vehicle for improved communication
snd eduoation, however, it is not clear (hat, in and of itself, it will solve
recruitment issues raised by the Report. Registration processes can vary from the
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simple name and address format to 2 complicated and detailed degeriptive
mechanism. The federal implementation of the Report's suggestion of submitting
“brief deacriptive information” is worrisome, since this may becorae yet anofher
burden for IRBs.

In conclusion, ARENA agroos that ensuring essential human subject protection withou!
unnecessarily hindering research is a ¢ritical challenge. The Report brings inte focng
impartant issues. ARENA thanks you for the opportunity o provide sur comments. We
look forward to providing additional comments or other assistance, as your office
continues t addraes these and other dimensions of protecting those who participate in
biomedical and behavioral research.

Sincerely,

M !@ﬂu@é 2 Ade due 8 afw{fg’aas

Susan Kometsky, M. TL.H, Ada Sus Salwitz, M.A.

ARENA President ARENA Publie Policy Committee Co-Chair

‘Q%Mf (,j//Lﬂ_d(»&u-tf% 2 dey

Gary Chadwick, Pharm D., M.P.H.
ARENA Immediate Past-Prasident

cc:  Erica Heath, ARENA Drafling Subcommittes
Elizabeth Bankert, ARENA Drafting Subcommittee
Karen Hansen, ARENA Drafting Subemnmittes
Peter Marshall, ARENA Drafting Subcommittee

Sanford Chodosh, President, PRIM&R
Joan Rachlin, Exccutive Director, PRIME&R.
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CONSORTIUM OF
INDEPENDENT
CIRB REVIEW BOARDS CIRB

April 13. 2000

June Gibbs Brown

inspector General

Office of Inspector Generel

Department of Health and Human Service
330 Independence Avenue, S.W.
Washington, D.C. 20201

Re:  Draft Reports Concerning Recruiting of Human Subjects
Dear Ms. Brown:

On behalf of the Consortium of Independent Review Boards ("CIRB"), we applaud the
Deparniment of Health and Human Services' ("HHS") Office of Inspector General ("OIG") en its
draft report and sample guidelines for practice concemning recruitment of human subjects for
clinical triale. CIRB heartily supports OIG's review of the clinical research recruitment process
and generally endorses its recommendations, However, CIRB has several comments that it
believes will strengthen these drafts and clarify the QIG's recommendations. Provided below are
our comments concerning the following draft documents: (1) Recruiting ffuman Subjects:
Pressures in Industry-Sponsored Clinical Research (Draft Report), and (2) Recruiting Human
Subjects: Sample Guidelines for Practice (Sample Guidelines). The CIRB membership hopes
that its comments will be helpful to OIG as it finalizes these draft docuwments.

1L Reeruiting Human Subjects: Pressures in Industry-Sponsored Clinical
Research

As stated above, CIRB generally supports the OIG's discussion of the human subject
recruitment process. However, it has several observations. First, CIRB belicves that the subtitte
of the Draft Report, Pressures in Indusiry-Sponsored Clinical Research. as well as several
statements within the Draft Report itself, fail 1o recognize fully the extent of the OIG's review of
the recruitment process. The Draft Report demonstrates a review of patient recruitment issues
associated with both federally-funded rescarch and industry-sponsored sesearch. CIRB agrees
that the use of recrnitment incentive offers and the "rush to market” mentality" is unique to
research supporied by industry sponsors. However, ali other recruitment strategies and pressures

Censortium of Independent Review Boards Phone: (202) 496-/7301
1900 K Street, N.W. Fax: (202) 496-7756
Washington, DC 20006-1108
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Ms. June Gibbs Brown
April 13. 2000
Page 2

identified in this report are employed in both the federally-funded research seiting and the
industry-sponsored research setting. Indeed, OIG's discussion of & study in which patients were
recontacted by investigators numerous times in an effort to persuade them to enroll (page 2 of
Draft Report) reminds CIRB of facts leading up to the Office of Protection from Research Risk's
{"OPRR") recent suspension of an Assurance Agreement with aninstitution conducting a
federally-funded study of the causes of Alzheimer's disease. Thus, ae this report makes clear, the
pressures on clinical investigators conducting federally-funded research (e.g., university
pressures associated with tenure, grant priority) aiso can result in questionabie human subject
recruitment practices.

Fusther, as we are sure OIG undersiands, while many institutions may conduct both
industry-sponsored research and federally-funded research, OPRR's jurisdiction is limited to
federally-funded studies. Thus, OIG's discussion of OPRR's enforcement measures in
connection with industry-sponsared research is arguably misplaced. We would supgest that in
order to fully encompass the true scope of OIG's extensive review of the human subject
recruitment process, O1G revise the Draft Report title and the Draft Report content to recognize
that its comments are of sighificance to both federally-funded research and industry-sponsored
research by titling it Pressures Used in Recruiting Human Subjects.

CIRB's second comment concerns the absence of a discussion of FDA's oversight
function under the subsection entitted "Oversight of the recrufiment of human subjects is
minimal and largely unresponsive to emerging concems." See Page 3 of Draft Report. CIRB
believes that the Draft Report should briefly discuss FDA's oversight authority in this area,
Further, CIRB brings to OlG’s attention FDA's Guidance for Institutional Review Beards and
Clinical Investigators, which contains an Information Sheet specifically entitled "Recruiting
Study Subjects.”

CIRB also notes the absence of a discussion of IRBs, FDA, and OPRR in the section of
the Draft Report entitled, The Main Players in Clinical Trials. See Page 9 of Draft Report. This
section is intended to describe the many parties who play a role in the conduct of clinical trials.
Clearly IRBs, FDA, and the OPRR play significant oles in this process and CIRB believes
mention of those reles chould be idemified. For example, an industry-sponsor generally must
submit an Investigational New Drug ("IND") application to FDA prior to commencing clinical
research. Among other things, the FDA reviews these applications (o assure the safety and rights
of human subjects. 21 CF.R. §312.22. FDA can order a clinical hold (an order to delay
commencing a study or to suspend an ongoing investipation) if it believes the safety or rights of
subjects are not sufficiently protected. 21 C.FR. § 312.42. Fusther, industry-sponsors
frequently meet with FDA prior to commencing a clinical study or while the study is ongoing to
apprise FDA about the study and to obtain information from FDA as to what it expects for
purpases of approval of a New Drug Application. 21 C.F.R. § 312.47. Among other things,
these meetings provide FDA with the opportunity to question the number of subjects in a
protocol, the exclusion and inclusion criteria, and the study design itself. It is not unusual for
sponsors to completely redesign a study design to address FDA's questions. FDA may require
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more studies or more subjects. Thus FDA can have a significant role in driving the search for
more subjects that meet tighter eligibility criteria.

With regard 10 OIG's discussion of health professional referral fees on pages 16 and 17 of
the Draft Report under the subtitle, Seeking Additional Patient Bases, CIRB wishes to bring to
OIG's attention that, at least in some states, i1 is against the law 1o pay referral fees o health
professionals for referring patients for enrollment in clinical research.

In paragraph three of the introduction 1o the Draft Report Recommendation section, 01G
states "As we have shown in & previous report, they review toe much, o quickly, with teo little
expertise." Sge Page 29 of Draft Report. It is CIRB's understanding that this statement refers 1o
O1G's June 1998 report entitled [nstitutional Review Boards: A Time for Reform ("June 1998
Report™). The June 1998 Report also identified insufficient resources as a problem for many
IRBs. Thus, CIRB recommends extending this statement by adding " . . . and too few respurces.”

CIRB’s strongest endorssment concerns OIG's recommendation that FDA and OPRR
provide guidance regarding the IRB's authority to review recruiting material. As the Draft
Repert adequately reflects, outside the advertising and promotion context, most IRBs are unsure
about their authority to review recruiting practices such as investigator's selection of or pursuit of -
an adequate patient base. Further, CIRB also believes that clinical investigators and sponsors
require direction regarding appropriate human subject recruitment practices. Therefore, CIRB
fully believes that it is absolintely critical that FDA and OPRR issue guidance documents that
clearly specify appropriate human subject recruitment practices and the measures [RBs must take
to fulfill their responsibility to adequately review such practices.

Because the solution 10 the problems associated with human subject recruitment can only
be addressed by collaboration among all parties involved in clinical research, CIRB believes
these guidance decuments should be directed not only to IRBs, but to sponsors and clinical
investigators as well. Therefore, it suggests revising the titles for Recommendation 1 and
Recommendation 1b to read as follows: Provide IRBs, Sponsors, and Clinical Investigators with
direction regarding appropriate recruitment practices.

CIRB has always supported OIG's recommendation regarding investigators and IRB
board member training on human subject protections, as well as its rccommendation regarding
IRB registration requirements. Finally, while CIRB is not averse to requiring more extensive
representation of nonscientific and noninstitutional members on IRBs, CIRB believes that there
has been no research to suggest that a larger IRB will benefit human pratection. While same
studies may benefit from a review by a Board composed of a greater number of nonscientific
members, other studies may require a more scientiflcally-based Board that can fully understand
the science behind the study in order to analyze the risks to human subjects. Therefore, CIRB is
concerned that an increase in size or representation alone may not be beneficial.
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3. Recruiting Human Subjects: Sample Guidelines for Practice

CIRR believes that the Sample Guidelines are an excellent starting point in the discussion
that will be necessary to determine appropriate yecruitment practices and measures 1o ensure that
only appropriate practices are followed. However, CIRB provides one observation regarding
OIG's interpretation of certain professional medical associations statements in the context of
patient recruitment for clinical studies. While some professional associations have set forth
ethical ghidelines that relate specificatly to research, other associations have general guidelines
that OIG has extrapolated 1o support its recommendations regarding appropriate recruitment
practices. While CIRB has not reviewed all documents referenced by OIG, it is concerned that
the extrapolation of gencral medical practice guidelines to rescarch may not be appropriate or in
the best interest of the patient, We are of the view that the creation of guidelines would no doubt
address what is necessary to protect human subjects.

Again, we extend our congratulations on the report and thank you for the opporiunity to
comment on these draft documents. We hope that the OIG will feel free to contact CIRR if we
can be of any assistance.
Sincerely. -
Todesd®
John Isidor, 1D,
Chairman

AMB/amb

ce:  CIRB Membership
Mr. George Grob, OIG
Dr. Mark Yessian, OIG
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