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Introduction

The demand for patients for clinical trials continues to
increase. There are more clinical trials being done (often
involving patients with similar conditions), government
regulators require an increasing amount of data for the drug
approval process, and some within industry have specu-
lated that patients are becoming less willing to participate.

These pressures have led to the development of a variety
strategies to make the recruitment of patients more effi-
cient and effective, such as the creation of research net-
works, the implementation of software to determine
patient eligibility' and the use of email and the internet to
find new patients.” Indeed, patient recruitment has become
an industry.

Competitive enrolment has emerged as one of the most
common patient recruitment practices. Despite being ubiq-
uitous, there is surprisingly little literature on the nature
and ethical implications of competitive enrolment. This
paper briefly considers the issues associated with this
recruitment scheme. I will argue that competitive enrol-
ment creates significant ethical challenges that need to be
addressed by both REBs and at the level of national
research ethics policy.

Competitive Enrolment

From the perspective of industry, patient recruitment is
seen as a critical issue. In a paper written by an industry
consultant, it is claimed that “only 15% of clinical trials are
completed on time, with over 50% of delays attributed to
patient recruitment and 30% of investigator sites failing to
recruit a single patient.” The authors also suggest that the
“estimated cost of patient recruitment is $1.89 billion.
These costs are subject to further increases with each day’s
delay in bringing the product to market.”* In another indus-
try document it is stated that “drug companies stand to lose
between $600,000 and $8 million each day clinical trials
delay a drug’s development and launch.”

It shouldn’t be forgotten how much the industry has
invested in the research and development process. Though
estimates vary considerably, one paper suggests that it
“takes nearly eight years to develop a drug, almost twice as
long as it took 20 years ago”and, quoting from a study by
the Tufts Center for the Study of Drug Development, “$1
billion per drug, from concept to market.”®

While such figures often come from industry sources, there
is no doubt that increasing access to patients and promoting
patient participation in clinical trials has become an indus-
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try priority. A lot of money is at stake. For sponsoring com-
panies, encouraging patients to participate and to complete
clinical trials has a direct relationship to profit and the suc-
cess of anew drug product. As such, it is understandable that
sponsoring companies would want to devise strategies to
optimize recruitment.

One such strategy is competitive enrolment. Indeed, it is fre-
quently viewed as an essential part of the overall patient
recruitment plan. As noted by one recruitment consultant:
“We strongly recommend the use of competitive enrolment
together with the inclusion of backup sites so they can be
brought on board should indi-
vidual sites drop below their

Ethical Challenges

As with other recruitment strategies, such as generous
investigator remuneration and recruitment bonuses,'’ com-
petitive enrolment schemes could create serious ethical
challenges. Because rapid enrolment is the goal, these strat-
egies may compromise the consent process or cause investi-
gators (or the investigators research team) to put subtle
pressure on patients to participate. Indeed, one industry
paper suggests that “patient motivation to become a research
study participant is ‘perishable’” and that there is a need cre-
ate “momentum for every [recruitment] campaign.”'
Viewing patient motivation as
perishable and recruitment as a

agreed target levels.””’

Competitive enrolment is often
part of the clinical trial agree-
ment between the investigators
and the sponsor of the trial —
usually a pharmaceutical com-
pany. The goal, of course, is the
advancement of rapid patient
recruitment. It works by pitting
investigating sites against one
another. In return for involve-
ment in the protocol and remu-
neration (which is often
generous),’ investigators agree

"Viewing patient motivation
as perishable and recruitment
as a campaign is hardly
consistent with the reflective,
ongoing, no pressure,
atmosphere that is meant
to accompany the consent
process."

campaign is hardly consistent
with the reflective, ongoing, no
pressure, atmosphere that is
meant to accompany the con-
sent process.

Given the pressures inherent in
a  competitive  enrolment
scheme, there seem little doubt
that they challenge the clinical
investigator’s fiduciary obliga-
tions to the patient — that is, the
obligation to ensure the inter-
ests of the patient remain para-
mount.'> A competitive enrol-

to recruit a specific number of
patients (often within a speci-
fied period of time). Such arrangements create a significant
incentive for investigators to recruit patients as fast as they
can. In a sense, they are in a race with other sites. If the clini-
cal site does not meet a specified recruitment target, the
sponsoring company may have the option to drop them from
the protocol. For the clinical researcher, this may result in
lost time and, even, money.

In some ways, competitive enrolment can be considered a
modification to traditional recruitment strategies (such as
recruitment fees).” However, unless an REB is aware of the
practice and look for relevant provisions in the clinical trial
agreement, it may not be apparent that a clinical trial
involves competitive enrolment. Moreover, because exist-
ing research ethics guidelines do not refer, explicitly, to
competitive enrolment, it is worth considering the ethical
concerns associated with this recruitment strategy and the
ways in which existing policies may be implicated.

ment scheme is designed to
place other objectives, the
recruitment of patients, high on the investigator’s agenda.
At a minimum, fiduciary duties heighten the investigator’s
obligation to conflicting interests, a point that will be
addressed further below.

Competitive enrolment may also encourage investigators to
push the boundaries of a protocol’s inclusion and exclusion
criteria. This has the potential to impact the scientific value
of the protocol and, more importantly, would have implica-
tions for the well being of the patient. Frequently, inclusion
and exclusion criteria are designed to ensure that inappropri-
ately “at risk” patients are not involved in the testing of a
new therapeutic products. Allowing patients at the margins
of eligibility, which may be required to satisfy the agreed
upon enrolment targets, could create safety issues.

Aggressive enrolment strategies may also encourage inap-
propriate advertising practices. For example, one recruit-
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ment consultant laments the impact of REB review on
effective advertising, thus:. “In most countries, advertise-
ments need to be approved by an ethics committee, which
can lead to rather bland messages.” He then provides strate-
gies, such as directing the patient to a call centre, that will
allow investigators to get around the dilemma of the bland
message."> Obviously, there are specific reasons REBs rec-
ommend more tempered messages. But these “bland” mes-
sages run counter to the goal of rapid recruitment.

Finally, competitive enrolment is frequently used in the
community setting,where some investigators may not have a
tremendous amount of experience and, as a result, may not
be sensitive to the ethical challenges created by aggressive
recruiting practices.

Discussion and
Recommendations

While I sympathize with the difficulties associated with
patient recruitment, competitive enrolment and the associ-
ated recruitment strategies create profound ethical and regu-
latory challenges that must be addressed by the research
ethics review process. First, REBs need to recognize that
competitive enrolment is an emerging ethical concern.'* It is
a practice that creates many of the same ethical issues as
inappropriate physician remuneration and recruitment
bonuses, practices that are generally prohibited by research
ethics policies."”

REBs and clinical investigators have an obligation to con-
sider how, and if, contractual obligations create inappropri-
ate conflict of interest issues. This means that REBs must
compel the submission of agreements between investigators
and sponsors. As noted in article 7.2 of the Tri-Council Pol-
icy Statement: “The REB must carefully examine each clini-
cal trials to assist researchers in avoiding potential conflicts
of interest concerning the selection and recruitment of sub-
jects, and payments by sponsors to the researchers.”'® To
fulfil this task, it has been suggested that “boards will have
to develop some expertise in evaluating financial arrange-
ments.”"’

Second, REBs should seek to sensitize clinical investigators
about how competitive enrolment agreements are designed
to create incentives that may compromise the investigator’s
ethical obligations. This is particularly important for inexpe-
rienced investigators who may practice in the community."®

Third, REBs may want to consider compelling the disclo-
sure of competitive enrolment agreements to patients as part
of the consent process. Investigators are already often
required (as they should be) to disclose information about
other conflicts, such as remuneration and the fact that the
protocol is being sponsored by a private company.
Requiring disclosure of a competitive enrolment scheme is
an extension of the same research ethics policy. Moreover, it
is certainly arguable that this is part of the investigators con-
sent obligation as it is something that a reasonable person in
the patient’s position would want to know."® And, as noted
above, fiduciary principles require physicians to disclose
information about factors that may compromise their dedi-
cation to the interests of their patients.

Finally, on a broader scale, the issues associated with com-
petitive enrolment need national attention. As with inappro-
priately  generous  physician = remuneration  and
non-disclosure agreements, it is difficult for REBs to act on
their own without guidance at the level of national policy —
this is particularly so when a practice is viewed as a standard
approach.
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