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Challenges in Recruiting Patients
to a Controlled Feasibility Study
of a Drug for Opioid-Induced
Constipation: Lessons From the
Population With Advanced Cancer

®

To the Editor:

Clinical research is difficult in populations with
advanced illness because patients have a high disease
burden and short life expectancy, poor functional status
and high distress, or an unpredictable course character-
ized by changing therapies and an increased risk of
adverse events. This is reflected in the paucity of pub-
lished trials; fewer than 1% are conducted in an advanced
illness population. The lack of randomized trials means
that high-quality evidence plays a small role in defining
best clinical practices and standards for end-of-ife care.'

We initiated a small multicenter trial of oral naloxe-
gol (Movantik®) in patients with advanced cancer,
cancer-related pain, and opioid-induced constipation
(OIC) to determine the feasibility of a larger definitive
study. Large controlled studies in populations with
chronic noncancer pain recruited adequately and
confirmed naloxegol’s efficacy.”” Two previous studies
in patients with cancerrelated pain were closed pre-
maturely owing to poor patient enrollment.” Our
study attempted to address the recruitment issues
identified in previous efforts, but recruitment chal-
lenges again led to early study closure. This experi-
ence may provide insight into the problem of poor
trial enrollment in populations with advanced illness.

Methods

A multicenter randomized, placebo-controlled
study was designed to assess the feasibility of a defini-
tive trial of naloxegol for OIC in a population with
advanced cancer. Secondary outcomes included toler-
ability, safety, and efficacy.

Study Design and Sample Size
To reduce patient burden, the design included
fewer study visits and a shorter double-blind
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intervention than prior studies. The maximum study
duration was 35 days, and the main elements were as
follows: 1) a prescreening during which patients were
determined to be potentially eligible for the study; 2)
consent process; 3) seven-day baseline assessment/
OIC confirmation period to confirm eligibility; 4)
randomization followed by 14-day period of double-
blind treatment with naloxegol 25 mg daily or iden-
tical placebo; and 5) a 14-day period of treatment
with open-label naloxegol 25 mg daily for those
who completed the double-blind period. Three sites
in the U.S. participated: Four Seasons Compassion
for Life in Western North Carolina; MJHS Institute
for Innovation in Palliative Care in New York; and
Hospice of the Western Reserve in Cleveland, Ohio.
Planned study enrollment was one to two patients
per site per month, and it was estimated that 64 pa-
tients would be screened to obtain 44 randomly as-
signed patients over 15 months.

Eligibility

Inclusion and exclusion criteria were as follows:
1) age =18 years; 2) able to follow instructions in
English, give informed consent, and respond to
questionnaires; 3) active cancer with a life expec-
tancy of eight weeks or more and a Palliative Perfor-
mance Status scale =30%; 4) if receiving
chemotherapy, completion of =1 cycle of the cur-
rent regimen; 5) pain due to the neoplasm or its
treatment for two weeks or more; 6) daily treatment
with =20 mg morphine or its equivalent for at least
one week; 7) daily laxative use at a stable dose for
seven days or more and a willingness to continue
this for seven days; and 8) OIC defined according
to Rome IV criteria.” Patients were excluded for
any clinically significant brain pathology; intra-
abdominal neoplasm or other gastrointestinal disor-
ders; opioid-refractory pain; elevated liver enzymes;
pregnancy or lactation; myocardial infarction within
six months or symptomatic congestive heart failure
or peripheral vascular disease; active substance or
alcohol abuse; use of prohibited medications or
any investigational medication within the previous
30 days.

Recruitment

Patients were recruited from outpatient oncology of-
fices, palliative care clinics, and hospice and palliative
care sites (home, facilities, or inpatient hospice unit).
Initial prescreening, conducted at each site, involved
review of information in the medical record or from
a treating clinician. When prescreening suggested
eligibility, the patient was contacted by clinical staff
to determine interest. The research coordinator con-
tacted an interested patient to provide information
about the study. At the request of the patient, family

members were often consulted, and additional infor-
mation was sometimes obtained from treating clini-
cians. If the patient was eligible and expressed
interest, a visit was scheduled to obtain written
informed consent before any study-specific procedures
were initiated. Consenting patients whose eligibility
was confirmed entered the seven-day baseline period.

Analysis

The primary reason for study exclusion of pre-
screened and screened patients was recorded, as were
tolerability and safety data.

Results

The study was closed after 24 months owing to poor
enrollment. A total of 590 patients were prescreened
and initially appeared to fulfill eligibility criteria, but
578 were subsequently excluded or declined to con-
sent (Table 1). Most of those excluded (N = 414,
71.6%) were medically ineligible based on additional
information from the patient/family or from a treat-
ing clinician (Table 1). Of the patients who remained
medically eligible after the patient was contacted (140,
24.2%), the majority declined to consent to the study.
The most common reasons included family reluctance
because the patient was too ill and a lack of interest in
clinical research.

Of the 12 patients who were eligible and consented,
seven did not fulfill eligibility for randomization dur-
ing the seven-day baseline/OIC confirmation period.
Two subjects failed to meet the constipation criteria,
two had rapid decline, one had an abnormal labora-
tory result, one had a history of abdominal neoplasm,

Table 1
Reason for Exclusion of Prescreened Patients During a
Controlled Feasibility Trial of Naloxegol for Opioid-
Induced Constipation in Advanced Cancer Patients

Total, N 578
Medically ineligible, n (%) 414 (71.6%)

Low PPS or prognosis 228 (39.5)
Not constipated 43 (7.4)
Abdominal/colon/gastric cancer 34 (5.9)
Cognitive decline/dementia/stroke 32 (5.5)
Brain cancer/brain metastases 27 (4.7)
Prohibited/unstable medications 18 (3.1)
Not taking opioids 14 (2.4)
GI disease 9 (1.6)
No active cancer 4 (0.7)
Safety concerns 2 (0.3)
Substance abuse 2 (0.3)
Pain not cancer related 1 (0.2)
Patient or family declined, n (%) 140 (24.2)
Other, n (%) 24 (4.2)
Non—English speaking 17 (3)
Moved to facility 4 (0.7)
Unknown, n (%) 2 (0.3)
Cannot reach, n (%) 1(0.2)

PPS = Palliative Performance Score; GI = gastrointestinal.
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and one was noncompliant. Of the five randomized
patients, one withdrew consent. Four patients
completed the study and no adverse events reported
were related to the study drug.

Comment

This trial was designed to determine the feasibility
of a multicenter, placebo-controlled randomized trial
of naloxegol for the treatment of OIC in patients with
advanced cancer. Compared to earlier studies, patients
with relatively poor performance status and short
prognosis were eligible to enroll, study duration was
shorter, and the number of visits was reduced.®® Unex-
pectedly, the major challenge as the study unfolded
was patient recruitment. Although many potentially
eligible patients were identified across the three study
sites using a brief prescreening, 98% of patients did
not proceed with the study. Most patients were deter-
mined to be ineligible because of disease severity,
and many of those who were eligible declined because
a family member perceived the patient as too ill.

Although our experience suggests that recruitment
may be better if eligibility is expanded to include pa-
tients with less severe illness, this may be difficult in
studies of cancer symptoms because symptoms are
more prevalent in advanced cancer and studies
compete with cancer treatment trials until relatively
late in the illness. Although the literature on study
recruitment is limited,” our experience is consistent
with previous research in populations with advanced
illnesses. It underscores the need to project higher
screening numbers and lower rates of enrollment
when planning similar trials in populations with
advanced cancer.

Our experience cannot be assumed to apply to
studies that use hospitals or oncology practices as
the primary sites of recruitment or studies that are de-
signed to evaluate other types of treatments or cancer
subpopulations. Moreover, our data do not clarify the
number of recruitment barriers per patient. Nonethe-
less, our experience highlights the potential for
recruitment challenges that must be addressed in con-
ducting high-quality supportive care clinical trials in
populations with advanced illness. Future efforts will
be needed to develop study procedures that address
these challenges and improve the research capability
in this field.
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