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Here, we report, to our knowledge, results of the first
placebo-controlled, 2-week,phaselll clinical trial (COMPOSE-4) to
evaluate the efficacy and safety of naldemedine for the treatment of
OIC specifically in patients with cancer. We also report the safety
results from the open-label, 12-week extension study (COMPOSE-5).
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COMPOSE-4 was a randomized, double-blind, parallel-group, - FID AT IERUEZ T > T
placebo-controlled, phase III trial RNE DT D Y
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Because of ethical and technical considerations of conducting TR /IMEEEFR LTS &
long-term, placebo-controlled, double-blind studies in patients with DEHEHBH Y
cancer, we also conducted an open-label, single-arm, 12-week K p2 ZFH5 104TRIC
extension study (COMPOSE-5). S 0)
In COMPOSE-4, eligible patients were randomly assigned on a 1:1
basis_(without stratification factors) to receive naldemedine or
placebo for 2 weeks.
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Eligible patients for COMPOSE-4 had an Eastern Cooperative Oncology
Group performance status < 2, any cancer type that did not directly
affect GI function, and a cancer condition expected to remain stable for
the extent of the study. Patients were on a stable daily dose of opioids for
> 2 weeks before screening and had OIC. The diagnostic criteria for OIC
were five or fewer spontaneous bowel movements (SBMs; a bowel
movement not induced by rescue laxatives) and experience with
straining, incomplete evacuation, and/or hard stools in 25% or more of
all BMs during the 2weeks before random assignment.
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To ensure that target patients had some functional BMs and were not at
an increased risk of bowel perforations, patients who did not have a BM
for > 7 consecutive days were excluded from COMPOSE-4.
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In COMPOSE-4, eligible patients were randomly assigned on a 1:1 il BR3E D FEH L & D 23O A 38
basis (without stratification factors) to receive naldemedine or XL
placebo for 2 weeks.
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The primary end point of COMPOSE-4 was the proportion of SBM MYRLFT VN EDERD Y
responders during the 2-week treatment period.
The secondary efficacy end points assessed in COMPOSE-4 included
the change from baseline in the frequency of SBMs/week, SBMs
with a feeling of complete evacuation (CSBMs)/week, and SBMs
without straining/ week.
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A sample size of 190 patients was planned for COMPOSE-4 on the
basis of calculations that indicated a requirement of 94 patients per
treatment group to detect a 23.5% difference in the primary end
point between groups with a power of >90% and a two-sided
significance level of .05 with the x2 test.
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All investigators and patients were blinded to the treatment T — B RNTE O BARE 7 Fi
allocation, and the study drugs were indistinguishable in EeAQ
appearance, labeling, and packaging. The person responsible for
random assignment and treatment allocation stored the
randomization codes in a sealed envelope, which were revealed only
after all data from case report forms were locked.
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Between November 21, 2013, and March6, 2015, 290 patients were
assessed for eligibility
Between December 7, 2013, and December 26, 2014, 131 patients who
completed COMPOSE-4 chose to enter COMPOSE-5 and received
open-label naldemedine (Fig 1).
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Efficacy analyses were performed on the FAS (all randomly assigned
patients who had at least one dose of study drug and an evaluation of
OIC at baseline and postdose).
Safety analyses were conducted on the safety population (all patients
who received at least one dose of the study drug).
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Study limitations included a lack of ethnic diversity; representation
of limited cancer types; and a relatively short, placebo-controlled,
double-blind treatment period.

Another limitation was that efficacy measures on the frequency of
BMs were collected only during the 2-week blinded treatment period
in COMPOSE-4 and not during the 12-week open-label treatment
period in COMPOSE-5.
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