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How to Prevent Poor Patient Enrolment from

Derailing a Clinical Trial

A recent study by researchers at McGill University’s Biomedical
Ethics Unit found that one in five clinical trials is terminated for
failing to recruit enough patients. In the study, the researchers
reviewed more than 2500 trials that terminated early and
determined that 19 per cent ended because the sponsor didn't
enroll enough patients to produce statistically valid results.

Lagging recruitment rates are an expensive and time-consuming
problem for drug developers, given the threat they pose to the
viability of clinical trials and to developers’ ability to get new products
to market.

Ideally, the challenge of low enrolment would be solved by simple
project management. Drug developers could identify the recruitment
risks upfront and structure the trial to address those issues before it
even begins. But that's easier said than done.

In some cases, slow recruitment is due to miscalculating how
long it will take to identify, screen and enroll a specific patient
population. Patient populations that may have been readily available
can disappear because of competing trials or newly-approved
therapies that have changed the standard of care. Investigators may
lose enthusiasm for a trial because another experimental agent has
emerged with a more convincing mode of action.

At the same time, drug developers often underestimate the
number of study sites they need to reach recruitment targets or
constrain themselves to countries that aren't the best suited for a
particular trial. They only realise they have a major problem on their
hands when the project falls woefully behind.
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The good news is that no matter what the obstacles or missteps
are, most clinical trials can be rescued. The key is knowing when
they've veered off course and acting before they've slid too far.

Corrective actions can range from minor adjustments such as
modifying enrolment criteria and adding new study sites, to major
changes such as finding a new contract research organisation (CRO)
or amending the trial protocol. Most require making an additional
investment, revising timelines, and bringing in new expertise.

Trial sponsors can take specific steps to minimise risk by
planning, monitoring key metrics and initiating rescue activities early,
within the first three to four months of a trial’s launch.

Step 1: Feasibility Assessment — Catch it Before it Happens

The most effective way to prevent recruitment problems is to conduct
a thorough feasibility assessment before a trial begins. A feasibility
assessment must include due diligence on the target disease
indication and patient population, a review of medical literature and
internal data, an appraisal of study endpoints by clinicians and other
experts, and identification of optimal regions, countries and study
sites to facilitate enrolment (Figure 1).

A feasibility study should also assess the competitive landscape
for existing and potential treatment alternatives that are (or may
become) available to patients during the study. Just because an
experimental agent addresses an unmet medical need, there is no
guarantee that investigators and patients will be excited to join a
clinical trial. Enrolment projections need to be challenged against
the current standard of care and patient preferences. To participate
in a clinical trial, patients, sites and investigators will be pulled out
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Figure 1: Flow chart for trial feasibility study and monitoring
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of their “comfort zone”—their customary routines and treatments—
and into the unknown. Trials may impose unfamiliar data collection
procedures and numerous (possibly inconvenient) site visits.
While some patients may be motivated to enroll in a trial, many
have a variety of well-accepted treatments already available to
them.

Overestimating patients’ and investigators’ enthusiasm to
participate in a study is a mistake that can be avoided by conducting
a comprehensive feasibility study.

For example, a developer recently planned to fully recruit a
surgery study within 18 months at a single site. Despite confirmation
by an independent assessor that the site saw many patients and
performed a high number of procedures annually, recruitment for
the study was well behind schedule. A more comprehensive feasibility
assessment, which included a deeper analysis of the therapeutic
landscape, revealed the site’s recruitment projections were overly
optimistic because patients who underwent the surgery had other
perfectly good and established options for treatment (the original
assessment had assumed that every single patient treated during the
18 months would join the trial).

The assessment concluded that the site could likely recruit only
a small fraction of the target patient enrolment in 18 months. Based
on this finding, the developer added more sites to the trial and solved
its enrolment problem.

Step 2: Vigilant Monitoring — Catch it While it’s Happening
Although a thorough feasibility study will help you identify potential
problems and take preventative action, what about unexpected
enrolment slumps that arise as the trial proceeds?

The only way to catch emerging problems before it’s too late
is to continually monitor recruitment metrics, particularly leading
metrics, such as the screening failure rate (Figure 2). Key recruitment
metrics include the pre-screening rate (and pre-screening failure
rate), the screening rate (and screening failure rate), the enrolment
rate, and the dropout rate. When projected rates for any of these
measures diverge meaningfully from actual results, it’s time to
investigate.

The trigger point for taking corrective action should be set early,
within the first three to four months of the first patient screening.
Small deviations from the goal can be tolerated, but they should be
within a predetermined range, say 10—20 per cent of the target. If
recruitment falls below that range, it's time to revisit recruitment
and make adjustments (Figure 1).
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Figure 2. A typical projection of screened vs. enrolled for
a proof-of-concept trial with 10 sites

Step 3: Rescue Operations — Fix it if it’s Broken

Once it becomes clear that a trial is behind schedule or off-target,
the first thing to do is to conduct a root cause analysis to determine
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the reasons for poor recruitment. At a minimum, that analysis
should address the following questions:

+  Are certain inclusion or exclusion criteria the main sticking
points?

+  Is the trial protocol too burdensome for patients or doctors?

+  Isthe compensation inadequate?

+  Are competing trials generating more enthusiasm?

+  Is the site staffing deficient?

The answer to these questions will dictate how to fix the
problem. In some cases, smaller, targeted interventions can turn
things around.

Simple steps to revitalise a trial and boost enrolment could
include:

. Initiating an outreach programme to better engage patient
advocacy groups that run websites and are a trusted source of
information for patients

+ Improving educational materials that explain the trial's
purpose and potential benefits

+  Simplifying the informed consent documents

+  Creating short video modules that explain the study’s design,
schedule and other requirements

+  Revising the trial protocol to reduce the burdens on patients
(revisions must be minor or regulatory delays could result)

+  Bolstering relationships with investigators to insure they are
invested in the trial’s success.

In other cases, a bigger intervention is in order. This might
require a large-scale operational change, such as switching to
a new CRO or adding a second CRO to the project team. In one
such case, a sponsor contracted with a CRO to recruit 72 patients
scheduled for surgery within one year for a clinical trial testing a
new treatment administered before surgery. The trial’s designers
estimated they could achieve that goal using nine surgery
sites.
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After a year, however, only a small number of patients had
been enrolled, and the sponsor was alarmed about the study’s
timeline and budget. A root cause analysis showed that although the
competitive environment for the trial had not changed, the sites had
underestimated the effort required to enroll and treat patients in this
surgical setting.

Given how far behind schedule the trial was, the sponsor decided
to hire a second CRO to conduct a thorough feasibility study which
showed that the country mix was suboptimal for the trial and the
patient outreach efforts were inadequate. To speed up recruitment,
the new CRO added multiple sites in additional countries, launched
an advertising campaign, and set up a competition with the other
CRO to see who could reach enrolment targets faster. As a result,
enrolment jumped from 0.05 patients per site per month to 0.7
patients per site per month, and the recruitment was completed in
12 months.

Knowing whether a flagging clinical trial needs a small or large
intervention to boost enrolment turns on several questions, including:
Wil small adjustments result in drastic enough patient
recruitment increases to save the trial?

+  Are new sites or a new CRO needed, or can the current
operational team be revitalised?

+ Do the protocol and technical environment allow for faster
enrolment if inclusion /exclusion criteria are relaxed?

If Enrolment Lags, Intervene Quickly and in the Right Way

It's far less expensive to correctly assess the landscape and design a
trial with enrolment targets that are practical and feasible than it is
to rehabilitate a failing trial later on down the road. Most companies
know this, but sometimes expediency gets in the way of diligence.
In any case, sponsors should monitor progress closely so that they
can intervene quickly and in the right way if things start to go wrong.
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