
Conclusion We can conclude on this basis that the results con-
firmed most of our expectations but the experiment allowed us
to refine our a priori hypothesis.
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Background Opioids are the most powerful analgesics, but poli-
tics, prejudice and continuing ignorance still impede optimum
prescribing.1 Furthermore, opioids are the mainstay of cancer
pain management. Retrospective and survey data have confirmed
the efficacy of opioids in chronic non-cancer pain (CNCP) and
found that fears of addiction were not justified in patients with
no prior history of drug abuse.2 While morphine, usually pre-
scribed orally in a sustained-release formulation for the treat-
ment of CNCP, is the standard opioid against which others are
judged, severe constipation (a persistent complication of some
opioids) may adversely affect some patients? quality-of-life more
than their chronic pain.3 Fentanyl, delivered in a transdermal
controlled-release formulation, has demonstrated analgesic effi-
cacy in cancer pain and is associated with less constipation than
morphine.4 Recognising the increasing importance of patient
preference and choice, the authors investigated whether CNCP
patients accustomed to opioids would prefer transdermal fen-
tanyl (TDF) to sustained-release oral morphine (SRM).
Objectives

Methods A randomised, multicenter, international, open-label
crossover trial assessed 8 weeks of TDF and SRM therapy.
Patients previously treated with opioids with CNCP, were rando-
mised to receive TDF and then SRM, each for 4 weeks, or the
same treatments in reverse order.
Results Of the 256 patients entering the study 196 completed
the trial, with 38 and 22 patients withdrawing during the TDF
(n = 126) and SRM (n = 130) treatment periods, respectively.
Most patients (65.1%) preferred TDF (p < 0.001), 27.8% pre-
ferred SRM and 7.1% expressed no preference. More patients
considered that pain control was ?good? or ?very good? with
TDF than with SRM (35% vs 23%, p = 0.002). Patients using
TDF had, on average, higher quality-of-life scores than those
receiving SRM. The incidence of adverse events was similar in
both treatment groups; however, more subjects experienced con-
stipation when treated with SRM than with TDF (48% vs 29%,
respectively; p < 0.001). More patients withdrew because of
adverse events during the TDF than in the SRM treatment peri-
ods (10% vs 5%, respectively). However, within a subgroup of
66 patients that had used neither fentanyl nor morphine prior to
the study (they had used other opioids), similar numbers with-
drew due to adverse effects during TDF and SRM treatments
(11% vs 10%, respectively).
Conclusion Both TDF and SRM treatments were well tolerated,
with good safety profiles in patients with CNCP who had previ-
ously been treated with opioids. Superior pain relief and less
constipation were associated with TDF compared with SRM
therapy.
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Background Persistent and misplaced fears about the risks of tol-
erance, physical dependence and addiction have led to the
underuse of opioids for the treatment of chronic non-cancer
pain (CNCP). Opioids are widely used for the alleviation of
acute pain and cancer pain, and are established as the second
and third steps of the World Health Organisation analgesic lad-
der. Evidence suggests, however, that pain is frequently under-
treated even for these indications.1 Nevertheless, several short-
term, randomised controlled trials have shown that opioids can
be used successfully to treat CNCP without causing undue
adverse events.2–4 A previous randomised crossover trial demon-
strated that, over a 2-month period, 256 patients with CNCP
preferred transdermal fentanyl (TDF) to sustained-release oral
morphine due to better pain control, less constipation and some
improvements in quality-of-life parameters.5 Although these
short-term data are encouraging, no prospective trials have
assessed the long-term efficacy and safety of opioid analgesia in
CNCP.
Objectives The objectives of this international, multicenter,
open-label trial were to assess the efficacy and safety of up to 12
months? therapy with TDF in patients with CNCP.
Methods The efficacy and safety of up to 12 months? therapy
with TDF was assessed in patients with CNCP who required
continuous opioid analgesia. Patients? opioid preference (com-
pared with their previous analgesic), pain control and quality of
life were evaluated. TDF therapy was initiated at an equianalge-
sic dose to pre-trial opioids, then titrated to maintain acceptable
pain control and side-effects.
Results Of the 532 patients recruited, 301 (57%) completed the
full 12-month trial. A total of 530 patients were included in the
safety analysis and 524 in the efficacy analysis. During the study
130 patients (25%) from the efficacy group withdrew because of
adverse events and 39 (7%) due to insufficient analgesia. Weekly
assessments indicated that the percentage of patients who per-
ceived pain control as very good, good or moderate remained
stable over 12 months, at an average of 67%, with 47% citing
better analgesia and 27% convenience as the main reason.
Global treatment satisfaction also remained stable, with 42%
reporting very good or good pain control. Medical Outcomes
Study (MOS) and Short Form 36 (SF-36) quality-of-life measures
showed improvements after 12 months? treatment compared
with baseline. The most common adverse events were nausea,
somnolence, constipation, vomiting and increased sweating. One
of the nine deaths during the trial was considered possibly
related to TDF treatment (severe bronchopneumonia). No prob-
lems of opioid withdrawal symptoms or addiction were
encountered.
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