Appendix 5: Effectiveness of opioids (all types) versus placebo for chronic non—cancer-related pain
(higher values = worse pain). Studies are shown in chronological order. SD = standard deviation, SMD
= standardized mean difference, CI = confidence interval, A = high-quality, B = low-quality.

Qpioide for chrenic nen-malignant pain

Comparizen: 13 Opioids (all ty; sus placebo for chronic non-malignant pain (all types)
Outcome: an worse pain)
Study Opioid Placebo SMD (random} Weight SMD (random}
or sub-category N Mean (SD} N Mean (SD} 95% CI % 95% CI Year Quality
01 Codeine + Acetaminophen
Boursau 20 22.00(13.00) 20 47.00(31.00) —— 1.7¢ -1.03 [-1.83, -0.37] 1351 A
Subtota Iy 0 z0 il 1.76 -1.0% [-1.83, -0.37]
Test for heterogeneity: not applicable
Teszt for overal effect Z = 3.04 (P = 0.002)
02 Centrolled-release Codeine
Arkinztall 15 30 35.00(18.00) 30 45.00({16.00) —a— 2.48 -0.81 [-1.34, -0.28] 1335 B
Pelozo 2000 31 145.40(101.30) 35 221.30(118.70) —a— 2.€3 -0.68 [-1.17, -0.18] 2000 B
Subtotal (& [ 3 &5 4 .18 -0.74 [-1.10, -0 1
Test for h ity: Ch# = 0.13,df=1 (P=0.72), F=0%
Teszt for overall effect Z = 2.00 (P < 0.0001)
03 Tramadel
Babul 2004 124 1zz 57. - 5.35 -0 2004 B
Boureau 2002 €3 €2 33. —= 4.08 -0 2003 A
Fleizschmann 2001 €3 €8 2. —= 4.13 -0 2001 A
Harati 1988 g3 &4 2. —- 3.87 -0 1338 R
Roth 1998 21 21 1 —=r .01 -0 13398 B
Rucff 2002 181 157 sz, - 5.89 -0 2003
Russel 2000 ER 24 7. — 2.83 -0 2000
Schinitzer 2000 127 127 5. - 5.47 -0 2000
Sindrup 1 34 32 €. —a— 2.74 -0 1333
Subtotal (3 Iy €31 887 ‘ 38.35 -0.57 [-0.70, -0.44]
Test for heterogeneity: Chif = 10.98, df =8 (P = 0.
Test for overal effect Z = 8.48 (P« 0.00001)
04 Tramadel + Acetaminephen
Bennett 2003 156 157 g5 = 5.83 -0 0.17]1 2003 A
Emkey 2004 133 133 48 - 5.87 -0 03] 2004 B
Peloso 2004 187 183 LF - 5.83 -1 731 2004 B
Silverfigld 2002 133 103 1 = 5.84 -0 38l 2002 a
Subtotal (35% CI) F8% EEE] L 2323 -0.5 0.z4]
Test for heterogenety: Chif = 24.58 df=3 (P=
Test for overall effect Z = 3.38 (P = 0.0007)
05 Controlled-release Oxycodone
Gimbel 2003 B2 4.10(2.70) 77 - 4.54 -0.45 [-0.7 14] 2003
Roth 2000 34 1.55(0.58) 38 —— 2.77 -0.30 [-1.33, -0.42] 2000
VWatzon & Babul 1558 38 35.00(25.00) 38 5 —.— Z.83 -0.75 [-1.22, -0.29] 15858
Watzon 2002 4z 26.30(24.700 4z 48.7 — 3.1z -0.78 [-1.23, -0.34] 2003 S
Subtota 1) 136 135 + 13.38 -0.88 [-0.87, -0.43]
Test for heterogeneity: Chif = 3.11, df =3 (P=0.37), F=3.7%
Test for overall effect Z =621 (P < 0.00001)
08 Immediate-release Oxycodene + Acetaminophen
Caldwell 37 1.40(0.81) 38 2.10(1.200 —— Z.8% -0.73 [-1 -0.28] 1555 S
Subtota & Cly 37 E L z.88 -0.73 [-1.21, -0.2§]
Test for heterogeneity: not applicable
Test for overal effect Z = 3.02 (P = 0.003)
07 Leng-acting Merphine
Caldwel 2002 73 5€.10(18.50) 73 1 - 4.31 -0.88 [-0.33, -0.32] 2002
Harke 2001 15 T.20(1.40) 15 & —1= 1.83 0.28 [-0.40, 0.3§] 2001
Huse 2001 1z 3.28(1.59) 1z a. —_— 1.z3 -0.50 [-1.31, 0.32] 2001
Maier 2002 zz 5.40(2.94) 22 €. — 2.11 -0.33 [-0.32, 0.2%8] 2002 %
7 45.60(13.40) :] 72. 0.66 -1.39% [-2.58, -0.2Z] 1351 B
46 7.10({2.00) 4€ 8. —— 3.40 -0.45 [-0 1338 B
&4 4.40(2.40) 58 6. —- 3.8%8 -0.72 [-1 351 2002 B
244 232 ‘ 17.28 -0.51 o 0.28l
962 df=6 (P=0.14), F= 376%
Test for overal effect Z=13 (P < 0.0001}
Total (§5% Cl) 1318 1823 . 100.00 -0.60 [-0.83, -0.50]
Test for heterogeneity: Chif = 52,12, df = 27 (P = 0.003), F=48.2%
Test for overal effect Z=11.81 (P < 0.00001}
V] 2 0 2 4
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