Appendix 3: Flow diagram according to the QUORUM guidelines. RCTs =
randomized controlled trials.
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3588 irrelevant citations were excluded
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136 paper copies
were retrieved for
more detailed evaluation

95 RCTs were excluded:
23 compared 2 opioids
18 used nonconventional routes of administration®
13 were reviews of the literature
13 were abstracts or commentaries
9 studied acute pain
7 were uncontrolled case series or case reports
3 investigated cancer-related pain
3 failed to specify causes of participants’ pain
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41 RCTs were included 2 examined treatments for less than 7 days
in the systematic review 2 had no outcomes of interest
30 placebo-controlled 1 did not assign patients randomly to groups
10 comparing opioids with 1 was in the German language, which none of our
other analgesics investigators could read
1 N-of-1 randomized trial

Pain outcomes for 7 studies and disability outcomes
for 19 were excluded because the data were
reported in a way deficient for meta-analysis
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34 RCTs were included
in the meta-analysis
28 placebo-controlled (pain
outcomes recorded in 28,
disability outcomes in 20)
7 comparing opioids with other
analgesics (pain outcomes
in 7, disability outcomes in 3)

* Routes not generally applied in doctors’ offices: intramuscular, intravenous, subcutaneous, intra-articular or intra-
thecal routes. (We included studies that used oral, transdermal or suppository-based routes of drug administration.)



