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Editorial Message

Clinical Trials Recruiting Section

A new resource for a daunting problem

Steven R. Schwid, MD; and John R. Marler, MD

Thanks to advances in basic and translational neuro-
science over the last few decades, neurology is grad-
ually shifting from a past of therapeutic nihilism
toward an era of experimental therapeutics. While
we are still a long way from the goal of a treatment
or a trial for every patient, major progress has been
made in identifying potentially therapeutic agents
based on more thorough understanding of relevant
disease processes. The next steps include evaluating
the treatment’s safety, appropriate dosing, and fi-
nally, ensuring efficacy in well-designed controlled
trials. Completion of these steps requires establish-
ing patient selection criteria, optimal study designs,
and informative primary and secondary endpoints.
Investigators often spend years addressing these
complex issues during study planning and the itera-
tive processes required to obtain research funding
and regulatory approvals. After clearing those hur-
dles, the next problem is often patient recruitment.
This issue of Neurology introduces a new Clinical
Trials Recruiting Section designed to help address
this concern.

The Association of Clinical Research Professionals
(www.acrpnet.org) estimates that 80% of clinical tri-
als have problems in recruitment that delay or even
prevent their completion. Reasons for this include
patient concerns about risks and a tendency for in-
vestigators to overestimate the availability of appro-
priate subjects.!? Disease severity, the availability of
other treatment options, race, employment status,
and socioeconomic status are all important predic-
tors of the willingness to participate in clinical tri-
als.?* Even recruitment of healthy controls can be
problematic: a study recruiting healthy controls to
examine brain-behavior relationships found that
only 157 of 1,670 respondents to a newspaper adver-
tisement met all eligibility criteria and were willing
to enroll.’ These issues are of particular concern for
the National Institute for Neurological Disorders
and Stroke (NINDS), which currently provides sup-
port for over 1,200 clinical research projects address-
ing 150 different diseases. Approximately 120 of
these projects, requiring nearly 10,000 patients per
year, are trials to test therapeutic interventions.

Many are experiencing difficulty recruiting subjects.
To some extent, enrollment can be improved by mak-
ing eligibility criteria as open as possible and by
minimizing the rigors of study participation. Simpli-
fying inclusion criteria will also improve the general-
izability and acceptance of study results. Taking
these steps can help increase the proportion of poten-
tial candidates who will ultimately enroll in the
study, but identifying candidates may still be diffi-
cult, especially for studies of rare conditions (e.g.,
periodic paralysis) or disease subtypes (e.g., primary
progressive multiple sclerosis).®

Currently, the main sources for study participants
are the investigator’s clinical practice, referrals from
colleagues, conventional advertisement (newspapers,
radio, television, and internet), patient registries,
and trial registries. Patients in the investigator’s
practice are often the most accessible, but they may
provide a skewed sample if all of the investigators
practice in academic settings, limiting generalizabil-
ity of the study results.* The NINDS along with NIH
is currently exploring ways to increase clinical trial
involvement by clinicians in all practice settings. The
feasibility of enrolling patients from private practice
settings has been demonstrated with epilepsy,” but
may be more difficult when highly specialized diag-
nostic techniques and endpoint assessment are re-
quired. In many cases, as the testing and data
collection performed in a study become more com-
plex, the number of centers that can conduct and
eventually use the results of the research decreases.

Conventional advertisements have the potential to
identify patients from the broader community, but tend
to yield a relatively low percentage of eligible patients,
especially when the enrollment criteria are strict.®
Patient registries allow volunteers to record basic
information about their disease so they can be noti-
fied regarding studies for which they may be eligi-
ble. Trial registries may work separately (e.g., www.
clinicaltrials.gov) or in conjunction with complemen-
tary patient registries (e.g., www.centerwatch.com) to
provide patients and investigators access to central re-
positories for studies that are actively enrolling. Both
types of registries are often quite incomplete and out of
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date, however, limiting their usefulness.® None of these
methods is effective for studies requiring immediate
intervention, where a wide-ranging network must be
maintained to instantly alert investigators to poten-
tially eligible patients. Because none of these tools are
perfect, investigators need to use a variety of ap-
proaches whether the goal is to speed enrollment in
general, to ensure that enrolled patients provide opti-
mally generalizable results, or to enhance minority
recruitment.

With these issues in mind, Neurology is introduc-
ing a new Clinical Trials Recruiting Section in this
issue. In the past there have been advertisements for
clinical trials scattered throughout the journal. Now
these will be listed together in a single section simi-
lar to the classifieds, with full page, partial page,
and text listings organized by disease. Each notice
will include a brief description of the study and its
sponsorship as well as contact information for ques-
tions and referrals. If desired, announcements may
run repeatedly until recruitment is completed. Al-
though the studies listed will not be reviewed or
endorsed by the Neurology editorial board or the
American Academy of Neurology, they must all ob-
tain Institutional Review Board approval prior to
submission. Steven Greenberg, MD, Editor, and
Merit Cudkowicz, MD, Co-Editor, will address issues
as they arise during the section’s introduction and
evolution.

Neurology will direct readers to this section with a
prominent banner on the cover of the journal, a list-

ing in the Table of Contents, and links on the journal
home page (www.neurology.com). With a circulation
to over 20,000 neurologists and even wider exposure
to other professionals and patients through the jour-
nal Web site, the Clinical Trials Recruiting Section
may be a particularly efficient mechanism to inform
both clinicians and patients about research opportu-
nities. As the NINDS examines methods for extend-
ing patient recruitment to a broader base of
physicians, this section may also help disseminate
relevant announcements and links to developing
physician networks and patient resources.
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