Appendix 2: Flow of patients through the trial. Immediate release morphine unless otherwise stated. SR = sustained release, M = Morphine, HM = hydromorphone
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1 (F, age 77, MRC5) later opted not to participate; 1 (M, age 67, MRC5) overwhelmed

with new health concerns (neither contributed to baseline dataset).
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First 2 weeks of opioids: 2 dropouts, 0 deaths. One (F, age 63, MRC5) withdrew after
first dose citing feeling ‘squirly’; 1 (M, age 76, MRC5) withdrew at Day 5 (dose 1.0mg
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QID) with complaints of feeling ‘worse than he had in 40 years’ (later treated successfully
S with an alternative opioid but withdrew from the trial).

/ Between 2 weeks and 2 months: 4 dropouts, 2 deaths. One (F, age 66, MRC5) \
withdrew after admission to hospital for constipation (a misunderstanding re: dose
escalation rapidly to 5mg QID); opioids d/c’d and not restarted). 3 patients withdrew
(M=3; MRC 4, 4, 5; ages 57, 71, 76; dose 1-3 mg QID) feeling there was no overall
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benefit to justify continued use. Deaths: 1 (M, age 76, MRC5) died at home, cause of
death unknown however he had made a routine call to his respirologist 24 hours
earlier (1.0 mg QID), and 1 (F, age 57, MRC5) died some days after admission for

@rminal severe respiratory failure (0.5 mg QID on admission increased for palliation)/
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Between 2 months and 4-6 months: 3 dropouts, 1 death.
Dropouts (F=2; ages 73, 77, MRC 4, 5, doses 1mg QID, SRM 10mg OD; and M=1,

age 79, MRC5, SRM 15mg OD) withdrew because they perceived no overall benefit to
justify continued use. Death: 1 (M; age 77, MRC5) died in hospital weeks after an
admission for severe back pain (admission 3 mg SRHM was increased substantially).j
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12 Patients did not complete the trial; 9 dropouts, 3 deaths.

None of these deaths were unexpected nor attributed to use of opioids. For both
hospitalized patients, their attending physicians either continued or increased their

S opioid dosing to provide effective palliation in terminal stages. )
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