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From time to time the Canadian Journal of Pain will
consider publishing reports of clinical trials that were
discontinued at some point during the course of the
trial. Readers may be surprised to learn that between
30% and 50% of clinical trials never get published."”
This applies to the adult’® and pediatric' literatures.
Reasons for trial discontinuation and non-publication
are numerous but the most frequently cited is difficulty
recruiting the required sample size."> Non-publication
results in a dissemination or publication bias* character-
ized by the presence of nonrandom differences between
the published and non-published (gray) literatures.* For
example, studies reporting statistically significant/positive
trials are twice as likely to get published as those with non-
significant/negative findings and effect sizes of published
studies are greater than non-published studies or those in
the gray literature.>* The consequences of selective pub-
lication include inaccurate results of meta—analyses,5
wasted resources,” threat to the integrity of the scienti-
fic/medical literature,® and potential harm to patients.”
Some authors have even argued that failure to report the
results of clinical trials amounts to academic misconduct.®

In this issue, Lynch et al.® report the results of a three-
site, randomized, double-blind, controlled trial compar-
ing the efficacy of 11 weeks of twice daily oral methadone
(5-60 mg per 24 hours) versus controlled release mor-
phine (20-240 mg per 24 hours) capsules for moderate-to
-severe chronic neuropathic pain of central or peripheral
origin present for 3 months or longer. Other inclusion
criteria were a score of 4/10 or more on the Douleur
Neuropathique 4 (DN4) pain questionnaire, average
7-day pain intensity score >4/10 on a 0-10 numeric rating
scale (NRS), stable levels of concomitant non-opioid
analgesics, stable levels of other non-pharmacologic inter-
ventions, and, initially, no more than 90 mg in morphine
equivalents/day (MME/day). Sample size estimation
showed that 67 participants per group would provide
enough power (0.96) to detect a 2-point difference in
pain intensity on a 0-10 numeric rating scale in favor of

methadone. Secondary outcomes included pain interfer-
ence, quality of life, mood, global impression of change,
and adverse effects. Participants were required to attend
the clinic on 7 occasions over the course of the 11-week
trial. Mid-trial, challenges with recruitment necessitated
a research ethics board amendment to increase the MME/
day from 90 mg to a maximum of 160 mg. Recruitment
spanned a 36-month period at the three sites during
which >700 participants were screened for eligibility. Of
the 83 eligible participants, only 14 participants were
randomized to receive methadone (n = 6) or morphine
(n = 8) and all completed the trial. After three years, the
trial was discontinued due the challenges recruiting par-
ticipants within the funding period. The authors refrained
from conducting parametric analyses given that they only
managed to recruit ~21% of the required sample size and
instead report descriptive statistics for the two groups
showing the outcomes on the primary and secondary
measures. Interested readers can see for themselves the
magnitude of changes over time for the participants who
received methadone or morphine.

Consistent with the literature," Lynch et al.® report
that their inability to recruit the required sample size
within the specified time period was the primary reason
for discontinuation of the trial. Restrictive inclusion and
exclusion criteria as well as the requirement that partici-
pants attend 7 clinic visits throughout the study period
contributed to the failure to reach the target number of
participants. Increasing the MME/day from a maximum
of 90 mg to 160 mg did not appreciably improve the
accrual rate. While it could be argued that an initial
feasibility” or proof of concept'® study might have alerted
the authors to the participant accrual problem before
embarking on an RCT, it is also possible, as the authors
argue, that unanticipated changes in the climate of opioid
prescribing during the conduct of the trial appear to have
contributed to the difficulty recruiting participants.

The study by Lynch et al® serves to alert future
researchers to the challenges in recruiting participants
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with chronic pain for clinical trials evaluating opioids and
at the same time may provide effects sizes for oral metha-
done and controlled release morphine for those brave
enough to embark on a similar study.
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