
EDITORIALS
Barriers to Clinical Trial Enrollment: Are State
Mandates the Solution?

Bruce E. Hillner

Everyone agrees that optimal medical care should be based
upon a database of evidence derived from patients participating
in comparative randomized clinical trials. Unfortunately, there
are numerous barriers to building this database. The design,
recruitment, and analysis of these trials are expensive and en-
meshed with potential conflicts of interest (1,2). A variety of
approaches has been suggested to enhance public participation
in clinical research (3).

One easy-to-identify barrier is uncertainty about third-party
insurers paying for care. Because no consensus in the United
States about who is financially responsible for paying for these
clinical trials has been reached, it is not surprising that private
insurance plans have been reluctant to pay for care provided as
part of a clinical trial (assuming they are aware of trial
participation).

How great are the added costs to an insurer? Several recent
studies have addressed the question. While none was based upon
prospective data, their conclusion has been consistent: the in-
cremental costs of care in government-sponsored phase III (ran-
domized) trials compared with those of standard care are mini-
mal (typically a �10% increase) (4–6). For pilot trials (phase I
or II), there is much more uncertainty about the size of the added
costs.

Even if the costs of randomized clinical trials are comparable
to costs of standard care, the lack of insurance coverage has been
a real or perceived barrier to enrollment. In response to the
perception, cancer advocates have successfully lobbied for leg-
islation in 17 states requiring health plans to pay for the costs of
federally supported cancer clinical trials (7). These laws com-
plement President Clinton’s 2000 presidential decision for
Medicare to begin paying for all routine care costs of partici-
pants in all (not just cancer) federally sponsored trials. The 1999
Commonwealth of Virginia statute is an example but covers
only cancer trials (see Table 1). The only covered industry-
supported trials are comparative ones supporting a Food and
Drug Administration new-drug application.

What are the cost consequences of these mandates? At least
in Virginia, the costs are minimal. In 2001, the impact was
estimated at 0.3% of the overall average premium (8). This
amount is the same as, or less than, other mandated coverage for
cancer-related care (e.g., bone marrow transplants, common
cancer screenings).

The bigger question to cancer providers and patients is “do
these state statutes make a difference in enrollment?” In this
issue of the Journal, Gross et al. (9) address this question by
comparing trial enrollment rates between 1996 and 2001 of
privately insured cancer patients who resided in four states
that enacted coverage policies in 1999 with enrollment in
states without such policies. Their key findings were that: 1)
enrollment in phase III trials was increasing in all states

independent of a legislative mandate, 2) the relative increase
for phase III trials was no different in states with mandates,
and 3) for phase II trials, states with mandates had a modest
increase in enrollment compared with states without, where
enrollment declined. I have concerns about the first two
conclusions but not the third.

Gross et al. did not differentiate between cancer prevention
and treatment trials in either their prior report on race-, sex-, and
age-based disparities (10) or in this report on state mandates.
The difference in trial intent accounts for key differences in size,
design, cost, and ease of recruitment. During the 1996–2001
period, at least four large prevention trials were open: NSABP
P-1 (closed September 1997), NSABP P-2 (opened July 1999),
the Prostate Cancer Prevention Trial (closed December 1996),
and the Prostate Cancer SELECT Trial (opened August 2001).
Each of these has or will accrue thousands of subjects. It is
possible that the majority of the growth in phase III enrollment
was due to preferential enrollment in prevention studies.
Whereas the observed annual increase (�26% per year) in trial
participation would be a blockbuster if these reflected mutual
fund returns, this increase does not reflect current growth in the
cancer knowledge base. A review of therapeutic clinical trial
reports between 1989 and 2000 found an annual growth of 4.8%
in breast cancer and 5.4% in colorectal cancer trials, with no
evidence of a substantial increase in their sample size (11). With
no disrespect to the cancer prevention community, the over-
whelming purpose of state legislation was directed toward can-
cer treatment.

The observed divergent directions of enrollment in phase
II trials supports the authors’ and my own expectation. Given
the wide diversity of therapies and potential costs, insurance
payment is likely to be a necessary but not dominant issue in
enhancing enrollment. Solely focusing on the annual percent
change obscures the effect in absolute enrollment. The abso-
lute annual accrual in any year studied was modest (60 –100
patients per year) in the four states (total population of
approximately 31 million) and represent less than 0.2% of
cancer patients.

By design, this report addresses only part of the clinical
trial universe. The majority of pilot cancer trials are funded
by the biotechnology industry and miscellaneous nonprofit
organizations. Investigators in states without mandated cov-
erage may have shifted their focus and recruitment efforts to
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commercial trials. Until there is a required registration of all
initiated trials (12), an accurate estimate of total enrollment
and the effect of mandates or other societal forces can only be
speculated upon.

Concern about insurance may be diverting attention from
more fundamental barriers to cancer trials. I am especially
intrigued by one rarely discussed in other commentaries.
Schwartz has written about the paradox of choice in contempo-
rary society (13). He notes that being given more options does
not necessarily make us happier or more satisfied in our decision
making. I suggest that one of the under-recognized barriers to
trial accrual and completion is having too many choices. To
illustrate the point, Table 2 lists the number of National Cancer
Institute (NCI)–supported trials available within 100 miles of
Richmond for advanced-stage patients for each of the four most
common cancers. If the target accrual per trial is 60 patients and
200 trials are open, then 12 000 patients are needed. Yet in these
four cancers, about 1200 patients per year enrolled nationwide in
NCI phase II trials between 1996 and 2001. More pilot trials
may not increase the number of participants or their completion
rate (14).

One simple reason is choice or information overload. Patients
and providers cannot actively consider 40–70 different trials. No
wonder the default approach is to not enter a trial. A minimally
explored venue is how to use evolving information systems or
other tools to target specific trials to specific patients based on
specific biologic characteristics of the individual’s cancer.

In summary, insurance mandates to require payment for can-
cer trials address one small hurdle in the long road to increasing
enrollment in cancer clinical trials. The absolute financial burden
on society is minimal. It is time to shift attention and resources
to the numerous other barriers to expanding the foundation of
evidence-based oncology care.
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Table 1. Key components of the Virginia Statute on coverage for clinical trials in cancer*

Costs covered Type of trial Conducting or endorsing entity

“Patient cost” means the cost of a medically necessary
health care service that is incurred as a result of the
treatment being provided to the member for purposes of
a clinical trial. “Patient cost” does not include 1) the
cost of non–health care services that a patient may be
required to receive as a result of the treatment being
provided for purposes of a clinical trial, 2) costs
associated with managing the research associated with
the clinical trial, or 3) the cost of the investigational
drug or device.

Coverage for patient costs incurred during
clinical trials for treatment studies on
cancer shall be provided if the
treatment is being conducted in a phase
II, phase III, or phase IV clinical trial.
Such treatment may, however, be
provided on a case-by-case basis if the
treatment is being provided in a Phase I
clinical trial.†

1) NCI;
2) An NCI cooperative group or an NCI center;
3) The FDA in the form of an investigational new

drug application;
4) The federal Department of Veterans Affairs; or
5) An institutional review board of an institution

in the Commonwealth that has a multiple
project assurance contract approved by the
Office of Protection from Research Risks of the
NCI.

*Source: http://leg1.state.va.us/cgi-bin/legp504.exe?000�cod�38.2-3418.8�401458. [Last accessed: June 15, 2004.] NCI � National Cancer Institute; FDA �
U.S. Food and Drug Administration.

†There are four clinical trial phases. Phase I trials test drug dose, duration, toxicity, and delivery route. Phase II trials test drug safety and effectiveness, focusing
on a particular type of cancer. Phase III trials compare a new agent or intervention (or new use of a standard one) with the current standard therapy. Phase IV trials
evaluate the long-term safety and effectiveness of a treatment. They usually take place after the treatment has been approved for standard use. Source:
http://cis.nci.nih.gov/fact/2_11.htm. [Last accessed: June 15, 2004.]

Table 2. Number of open National Cancer Institute–sponsored clinical trials
by design and cancer stage (within 100 miles of Richmond, VA)*

Recurrent or stage IV cancer Phase I and II, n Phase III, n

Breast 71 4
Non–small-cell lung 52 4
Colorectal 37 4
Prostate 42 9

*Source: http://www.cancer.gov/search/searchclinicaltrialsadvanced.aspx. [Last
accessed: June 15, 2004.]
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