Appendix 16a: Clinical evidence forest plots (pharmacological interventions in opioid
detoxification)
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Pharmacology

Methadone

Review:

DMD: Methadone

Comparison: 04 Methadone vs Clonidine

Outcome: 01 Completion of Treatment

Study Methadone Clonidine RR (random) Weight RR (random)
or sub-category n/N n/N 95% ClI % 95% ClI
Washton 1980 6/13 4/13 —_—t 15.68 1.50 [0.55, 4.10]
Kleber 1985 21/25 24/24 - 32.39 0.84 [0.71, 1.00]
San 1990 30740 60/130 —— 31.13 1.63 [1.26, 2.10]
Umbricht 2003 9721 8/21 20.81 1.13 [0.54, 2.35]
Total (95% ClI) 99 188 t 100.00 1.20 [0.70, 2.07]
Total events: 66 (Methadone), 96 (Clonidine)

Test for heterogeneity: Chi? = 25.43, df = 3 (P < 0.0001), I> = 88.2%
Test for overall effect: Z =0.66 (P =0.51)
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Review: DMD 1: Methadone
Comparison: 04 Methadone versus clonidine
Outcome: 02 Concordance with naltrexone maintenance (3-month follow-up)
Study methadone clonidine RR (random) Weight RR (random)
or sub-category n/N n/N 95% ClI % 95% ClI
01 Methadone vs Clonidine
Gerra 2000 9/34 17/32 —B— 100.00 0.50 [0.26, 0.95]
Subtotal (95% ClI) 34 32 ‘ 100.00 0.50 [0.26, 0.95]
Total events: 9 (methadone), 17 (clonidine)
Test for heterogeneity: not applicable
Test for overall effect: Z=2.11 (P = 0.04)
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Review: DMD: Methadone

Comparison: 04 Methadone vs Clonidine

Outcome: 03 Abstinence

Study Methadone Clonidine RR (random) Weight RR (random)
or sub-category n/N n/N 95% ClI % 95% ClI
02 During treatment

Kleber 1985 13/25 10/24 —— 100.00 1.25 [0.68, 2.29]
Subtotal (95% Cl) 25 24 - 100.00 1.25 [0.68, 2.29]

Total events: 13 (Methadone), 10 (Clonidine)
Test for heterogeneity: not applicable
Test for overall effect: Z=0.72 (P = 0.47)

03 Endpoint

Washton 1980 6713 4/13
Kleber 1985 9/25 10/24
Subtotal (95% ClI) 38 37
Total events: 15 (Methadone), 14 (Clonidine)

Test for heterogeneity: Chi2 = 0.78, df = 1 (P = 0.38), I12= 0%

Test for overall effect: Z =0.12 (P = 0.90)

33.00 1.50 [0.55, 4.10]
67.00 .86 [0.43, 1.75]
100.00 1.04 [0.58, 1.85]

o

04 1 month followup

Kleber 1985 8/25 6/24
Subtotal (95% ClI) 25 24
Total events: 8 (Methadone), 6 (Clonidine)

Test for heterogeneity: not applicable

Test for overall effect: Z = 0.54 (P = 0.59)

100.00 1.28 [0.52, 3.14]
100.00 1.28 [0.52, 3.14]

L
05 3 months followup
Kleber 1985 8/25 6/24 R — 100.00 1.28 [0.52, 3.14]
Subtotal (95% ClI) 25 24 100.00 1.28 [0.52, 3.14]
Total events: 8 (Methadone), 6 (Clonidine)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.54 (P = 0.59)

06 6 months followup

Kleber 1985 9/25 4/24
Subtotal (95% ClI) 25 24
Total events: 9 (Methadone), 4 (Clonidine)

Test for heterogeneity: not applicable

Test for overall effect: Z =1.46 (P = 0.15)

100.00 2.16 [0.77, 6.09]
100.00 2.16 [0.77, 6.09]
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Review: DMD 1: Methadone
Comparison: 04 Methadone versus clonidine
Outcome: 05 Withdrawal: self-rated
Study methadone clonidine SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% ClI
01 Peak
Kleber 1985 25 83.00(25.86) 25 100.00(25.86) 100.00 -0.65 [-1.22, -0.08]
Subtotal (95% CI) 25 25 - 100.00 -0.65 [-1.22, -0.08]
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.23 (P = 0.03)
04 Mean change from baseline
Umbricht 2003 18 -3.30(3.68) 18 -4.70(6.73) _ 100.00 0.25 [-0.40, 0.91]
Subtotal (95% CI) 18 18 ‘ 100.00 0.25 [-0.40, 0.91]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.75 (P = 0.45)
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Review: DMD 1: Methadone
Comparison: 04 Methadone versus clonidine
Outcome: 06 Adverse events: side effects rating
Study methadone clonidine SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% ClI
Jiang 1993 100 0.75(1.87) 100 2.83(2.72) = 80.76 -0.89 [-1.18, -0.60]
Kleber 1985 25 11.50(4.88) 25 16.80(4.88) —= 19.24 -1.07 [-1.66, -0.47]
Total (95% CI) 125 125 ’ 100.00 -0.92 [-1.18, -0.66]
Test for heterogeneity: Chi2 = 0.29, df = 1 (P = 0.59), I2= 0%
Test for overall effect: Z = 6.92 (P < 0.00001)
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Review: DMD 1: Methadone

Comparison: 07 Methadone versus other opioid agonist (not buprenorphine)
Outcome: 01 Completion of treatment
Study methadone other opioid agonist RR (random) Weight RR (random)
or sub-category n/N n/N 95% Cl % 95% Cl
Salehi 2006 22/36 22/34 —f 35.41 0.94 [0.66, 1.35]
Sorensen 1982 5/15 4/13 14.68 1.08 [0.37, 3.21]
Tennant 1975 25/36 15/36 —— 32.49 1.67 [1.07, 2.60]
Tennant 1978 12712 3/10 —a— 17.42 3.33 [1.29, 8.59]
Total (95% ClI) 99 93 4‘ 100.00 1.44 [0.86, 2.41]
Total events: 64 (methadone), 44 (other opioid agonist)
Test for heterogeneity: Chi2 = 8.43, df = 3 (P = 0.04), 12 = 64.4%
Test for overall effect: Z =1.40 (P = 0.16)
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Review: DMD 1: Methadone

Comparison: 07 Methadone versus other opioid agonist (not buprenorphine)
Outcome: 05 Abstinence
Study methadone other opioid agonist RR (random) Weight RR (random)
or sub-category n/N n/N 95% ClI % 95% ClI
03 Endpoint
Tennant 1975 10/36 11/36 100.00 0.91 [0.44, 1.87]
Subtotal (95% ClI) 36 36 100.00 0.91 [0.44, 1.87]
Total events: 10 (methadone), 11 (other opioid agonist)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.26 (P = 0.80)
04 1-month followup
Tennant 1975 0/32 5/32 < i 25.52 0.09 [0.01, 1.58]
Tennant 1978 5/12 2/10 —— 74.48 2.08 [0.51, 8.52]
Subtotal (95% CI) 44 42 e 100.00 0.54 [0.02, 14.86]
Total events: 5 (methadone), 7 (other opioid agonist)
Test for heterogeneity: Chi2 =4.42,df =1 (P =0.04), I2=77.4%
Test for overall effect: Z=0.36 (P = 0.72)
06 6-month followup
Tennant 1978 1/12 2/10 B 100.00 0.42 [0.04, 3.95]
Subtotal (95% ClI) 12 10 ‘ 100.00 0.42 [0.04, 3.95]
Total events: 1 (methadone), 2 (other opioid agonist)
Test for heterogeneity: not applicable
Test for overall effect: Z=0.76 (P = 0.45)
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Review: DMD 1: Methadone
Comparison: 08 Methadone versus lofexidine

Outcome: 01 Completion of treatment
Study methadone lofexidine RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI
Bearn 1996 34/44 29/42 60.89 1.12 [0.86, 1.45]
Howells 2002 28/36 18/32 39.11 1.38 [0.97, 1.97]
Total (95% CI) 80 74 100.00 1.22 [0.99, 1.51]
Total events: 62 (methadone), 47 (lofexidine)
Test for heterogeneity: Chiz =0.92, df =1 (P = 0.34), 2= 0%
Test for overall effect: Z = 1.87 (P = 0.06)
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Review: DMD 1: Methadone
Comparison: 08 Methadone versus lofexidine
Outcome: 02 Withdrawal: self-rated (Short Opiate Withdrawal Scale)
Study methadone lofexidine SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI
01 Peak |

Howells 2002 34 67.60(19.00) 29 69.38(22.50) -— 100.00 -0.09 [-0.58, 0.41]
Subtotal (95% ClI) 34 29 - 100.00 -0.09 [-0.58, 0.41]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.34 (P = 0.74)
02 Lowest

Howells 2002 34 49.40(20.90) 29 50.00(18.60) -— 100.00 -0.03 [-0.53, 0.47]
Subtotal (95% ClI) 34 29 ‘ 100.00 -0.03 [-0.53, 0.47]
Test for heterogeneity: not applicable
Test for overall effect: Z=0.12 (P = 0.91)
03 Total/Mean

Howells 2002 34 572.10(184.40) 29 596.10(208.30) -— 100.00 -0.12 [-0.62, 0.37]
Subtotal (95% ClI) 34 29 ‘ 100.00 -0.12 [-0.62, 0.37]
Test for heterogeneity: not applicable
Test for overall effect: Z =0.48 (P = 0.63)
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Review: DMD 1: Methadone

Comparison: 08 Methadone versus lofexidine

Outcome: 03 Hypotension

Study methadone

or sub-category n/N

lofexidine
n/N

RR (fixed)
95% Cl

Weight
%

RR (fixed)
95% Cl

01 Sitting systolic BP<90mmHg

Howells 2002 3/36
Subtotal (95% CI) 36
Total events: 3 (methadone), 4 (lofexidine)
Test for heterogeneity: not applicable

Test for overall effect: Z = 0.56 (P = 0.58)

Total (95% CI) 36
Total events: 3 (methadone), 4 (lofexidine)
Test for heterogeneity: not applicable

Test for overall effect: Z = 0.56 (P = 0.58)

4/32
32

32

' S

a

100.00
100.00

100.00

0.67 [0.16, 2.76]
0.67 [0.16, 2.76]

0.67 [0.16, 2.76]
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Buprenorphine

Review: DMD 2: Buprenorphine
Comparison: 02 Buprenorphine versus clonidine
Outcome: 01 Completion of treatment
Study buprenorphine clonidine RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI
01 Adults
Cheskin 1994 10/12 8/13 — 6.43 1.35 [0.82, 2.23]
Janiri 1994 11715 11715 —_— 9.20 1.00 [0.65, 1.54]
Lintzeris 2002 50/58 32/56 —— 27.24 1.51 [1.18, 1.94]
Nigam 1993 22/34 19/38 -1 15.01 1.29 [0.86, 1.94]
O'Connor 1997 43/53 36/55 —— 29.56 1.24 [0.98, 1.56]
Umbricht 2003 7/21 8/21 = 6.69 0.88 [0.39, 1.98]
Subtotal (95% CI) 193 198 <& 94.14 1.28 [1.11, 1.48]
Total events: 143 (buprenorphine), 114 (clonidine)
Test for heterogeneity: Chi2 = 3.88, df =5 (P = 0.57), 2= 0%
Test for overall effect: Z = 3.45 (P = 0.0006)
02 Young people
Marsch 2005 13718 7/18 +—— 5.86 1.86 [0.97, 3.54]
Subtotal (95% CI) 18 18 e 5.86 1.86 [0.97, 3.54]
Total events: 13 (buprenorphine), 7 (clonidine)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.88 (P = 0.06)
Total (95% CI) 211 216 <& 100.00 1.32 [1.15, 1.52]
Total events: 156 (buprenorphine), 121 (clonidine)
Test for heterogeneity: Chi2 = 5.05, df =6 (P = 0.54), 2= 0%
Test for overall effect: Z = 3.87 (P = 0.0001)
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Review: DMD 2: Buprenorphine

Comparison: 02 Buprenorphine versus clonidine
Outcome: 02 Initiated naltrexone maintenance
Study buprenorphine clonidine RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI
Marsch 2005 11/18 1/18 ——— 100.00 11.00 [1.58, 76.55]
Total (95% CI) 18 18 ‘ 100.00 11.00 [1.58, 76.55]
Total events: 11 (buprenorphine), 1 (clonidine)
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.42 (P = 0.02)
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Review: DMD 2: Buprenorphine

Comparison: 02 Buprenorphine versus clonidine
Outcome: 04 Abstinence
Study buprenorphine clonidine RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI
01 Maintained throughout treatment
Lintzeris 2002 13/58 3/56 —B— 100.00 4.18 [1.26, 13.90]
Subtotal (95% ClI) 58 56 - 100.00 4.18 [1.26, 13.90]
Total events: 13 (buprenorphine), 3 (clonidine)
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.34 (P = 0.02)
02 Endpoint
Ling 2005:inpatient 59/77 8/36 —- 59.33 3.45 [1.85, 6.43]
Ling 2005:outpatient 46/157 4/74 —a— 29.59 5.42 [2.03, 14.49]
Lintzeris 2002 12/58 2/56 —_— 11.08 5.79 [1.36, 24.73]
Subtotal (95% CI) 292 166 <o 100.00 4.29 [2.60, 7.09]
Total events: 117 (buprenorphine), 14 (clonidine)
Test for heterogeneity: Chiz = 0.85, df = 2 (P = 0.65), I2 = 0%
Test for overall effect: Z =5.69 (P < 0.00001)
03 Maintained for 4 weeks post-treatment
Lintzeris 2002 5/58 1/56 —_|—— 100.00 4.83 [0.58, 40.03]
Subtotal (95% ClI) 58 56 ‘ 100.00 4.83 [0.58, 40.03]
Total events: 5 (buprenorphine), 1 (clonidine)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.46 (P = 0.14)
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Review: DMD 2: Buprenorphine
Comparison: 02 Buprenorphine versus clonidine

Outcome: 06 Withdrawal: subjective
Study buprenorphine clonidine SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI
01 Peak
Lintzeris 2002 55 16.00(12.60) 31 22.50(14.30) —= 34.46 -0.49 [-0.93, -0.04]
Nigam 1993 22 16.21(8.39) 22 20.19(8.55) —= 19.11 -0.46 [-1.06, 0.14]
O'Connor 1997 53 22.30(12.30) 55 29.90(14.90) - 46.43 -0.55 [-0.94, -0.17]
Subtotal (95% ClI) 130 108 X 3 100.00 -0.51 [-0.77, -0.25]
Test for heterogeneity: Chi2 = 0.08, df = 2 (P = 0.96), I12= 0%
Test for overall effect: Z = 3.83 (P = 0.0001)
02 Lowest
Lintzeris 2002 48 7.90(6.90) 25 12.00(11.90) —= 60.52 -0.46 [-0.94, 0.03]
Nigam 1993 22 1.13(2.15) 22 2.38(1-86) —= 39.48 -0.61 [-1.22, 0.00]
Subtotal (95% ClI) 70 47 <& 100.00 -0.52 [-0.90, -0.14]
Test for heterogeneity: Chiz = 0.15, df = 1 (P = 0.70), 12 = 0%
Test for overall effect: Z = 2.66 (P = 0.008)
03 Mean/Total
Ling 2005:inpatient 7 23.60(14.20) 36 48.90(29.80) — 14.73 -1.23 [-1.66, -0.80]
Ling 2005:outpatient 157 29.70(24.80) 74 41.60(33.70) = 34.64 -0.42 [-0.70, -0.15]
Lintzeris 2002 58 19.90(11.70) 56 29.70(15.00) — 18.74 -0.73 [-1.10, -0.35]
Marsch 2005 18 36.05(7.45) 18 41.18(7-.99) —_— 5.97 -0.65 [-1.32, 0.02]
Nigam 1993 22 16.20(8-.00) 22 20.20(9.00) —=t 7.51 -0.46 [-1.06, 0.14]
O'Connor 1997 53 13.20(8-.40) 55 17.80(10.30) — 18.40 -0.49 [-0.87, -0.10]
Subtotal (95% ClI) 385 261 ¢ 100.00 -0.63 [-0.79, -0.46]
Test for heterogeneity: Chi2 = 10.70, df =5 (P = 0.06), 12 = 53.3%
Test for overall effect: Z = 7.48 (P < 0.00001)
04 Mean change from baseline
Marsch 2005 18 -14.83(49.05) 18 -18.88(52.83) — 49.84 0.08 [-0.58, 0.73]
Umbricht 2003 21 -5.80(6.78) 16 -4.70(6.73) — 50.16 -0.16 [-0.81, 0.49]
Subtotal (95% ClI) 39 34 ‘ 100.00 -0.04 [-0.50, 0.42]
Test for heterogeneity: Chiz = 0.25, df = 1 (P = 0.61), I12= 0%
Test for overall effect: Z=0.17 (P = 0.86)
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Review: DMD 2: Buprenorphine
Comparison: 02 Buprenorphine versus clonidine

Outcome: 08 Leaving study early due to adverse events
Study buprenorphine clonidine RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI

Cheskin 1994 0/12 1/13 = 18.60 0.36 [0.02, 8.05]

Nigam 1993 0/22 3/22 < = 45.07 0.14 [0.01, 2.61]

Umbricht 2003 0/21 2/16 < = 36.32 0.15 [0.01, 3.01]
Total (95% CI) 55 51 -l 100.00 0.19 [0.03, 1.03]
Total events: 0 (buprenorphine), 6 (clonidine)
Test for heterogeneity: Chi2 = 0.22, df =2 (P = 0.90), I12=0%
Test for overall effect: Z = 1.92 (P = 0.05)
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Review: DMD 2: Buprenorphine
Comparison: 02 Buprenorphine versus clonidine
Outcome: 09 Days of drug use (1-month follow up)
Study buprenorphine clonidine SMD (random) Weight SMD (random)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI

Lintzeris 2002 48 9.00(8.20) 43 14 .60(10.00) — 100.00 -0.61 [-1.03, -0.19]
Total (95% Cl) 48 43 <& 100.00 -0.61 [-1.03, -0.19]

Test for heterogeneity: not applicable
Test for overall effect: Z = 2.84 (P = 0.005)
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Review: DMD 2: Buprenorphine

Comparison: 03 Buprenorphine versus methadone
Outcome: 01 Completion of treatment
Study buprenorphine methadone RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI
01 Medium duration detoxification
Petitiean 2002 15719 16718 —— 39.39 0.89 [0.67, 1.18]
Seifert 2002 9/14 5/12 —_— 12.91 1.54 [0.71, 3.35]
Umbricht 2003 7/21 9721 — 21.58 0.78 [0.36, 1.70]
Subtotal (95% ClI) 54 51 <P 73.88 0.97 [0.72, 1.31]
Total events: 31 (buprenorphine), 30 (methadone)
Test for heterogeneity: Chi2 = 2.06, df =2 (P = 0.36), 12=2.8%
Test for overall effect: Z=0.19 (P = 0.85)
02 Long duration detoxification
Johnson 1992 16/53 11/54 —1— 26.12 1.48 [0.76, 2.89]
Subtotal (95% ClI) 53 54 ‘ 26.12 1.48 [0.76, 2.89]
Total events: 16 (buprenorphine), 11 (methadone)
Test for heterogeneity: not applicable
Test for overall effect: Z =1.15 (P = 0.25)
Total (95% CI) 107 105 << 100.00 1.10 [0.82, 1.48]
Total events: 47 (buprenorphine), 41 (methadone)
Test for heterogeneity: Chi2 = 4.49, df = 3 (P = 0.21), I12=33.2%
Test for overall effect: Z = 0.67 (P = 0.51)
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Review: DMD 2: Buprenorphine
Comparison: 03 Buprenorphine versus methadone
Outcome: 02 Relapse to opiate use (during treatment)
Study Buprenorphine Methadone RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI

Seifert 2002 1714 2/12 - 100.00 0.43 [0.04, 4.16]
Total (95% CI) 14 12 — 100.00 0.43 [0.04, 4.16]
Total events: 1 (Buprenorphine), 2 (Methadone)
Test for heterogeneity: not applicable
Test for overall effect: Z=0.73 (P = 0.47)
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Review: DMD 2: Buprenorphine
Comparison: 03 Buprenorphine versus methadone
Outcome: 04 Withdrawal: self-rated
Study buprenorphine methadone SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% ClI
01 SOWS: Change from baseline

Umbricht 2003 21 -5.80(6.78) 18 -3.30(3.68) —_— 100.00 -0.44 [-1.08, 0.20]
Subtotal (95% Cl) 21 18 S g 100.00 -0.44 [-1.08, 0.20]
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.35 (P = 0.18)
Total (95% CI) 21 18 ’ 100.00 -0.44 [-1.08, 0.20]
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.35 (P = 0.18)
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Review:
Comparison:
Outcome:

DMD 2: Buprenorphine
04 Buprenorphine versus lofexidine
01 Completion of treatment

Study buprenorphine
or sub-category n/N

lofexidine
n/N

RR

(fixed) Weight

95% ClI %

RR (fixed)
95% Cl

Raistrick 2005 70/107
Total (95% ClI) 107
Total events: 70 (buprenorphine), 47 (lofexidine)
Test for heterogeneity: not applicable

Test for overall effect: Z =2.80 (P = 0.005)

47/103

103

100.00

+
-l

100.00

1.43 [1.11, 1.84]

1.43 [1.11, 1.84]

Review:
Comparison:
Outcome:

DMD 2: Buprenorphine
04 Buprenorphine versus lofexidine
02 Abstinence (1-month follow-up)

Study buprenorphine
or sub-category n/N

lofexidine
n/N

0.5 0.7
Favours lofexidine

RR

1 1.5 2

Favours bup.

(fixed) Weight

95% ClI %

RR (fixed)
95% ClI

Raistrick 2005 37/107
Total (95% ClI) 107
Total events: 37 (buprenorphine), 26 (lofexidine)
Test for heterogeneity: not applicable

Test for overall effect: Z = 1.46 (P = 0.14)
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Review: DMD 2: Buprenorphine
Comparison: 04 Buprenorphine versus lofexidine

Outcome: 03 Withdrawal: self-rated
Study buprenorphine lofexidine SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI
01 Peak

Raistrick 2005 106 15.60(6.99) 102 16.80(6.57) _ 100.00 -0.18 [-0.45, 0.10]
Subtotal (95% ClI) 106 102 - 100.00 -0.18 [-0.45, 0.10]
Test for heterogeneity: not applicable
Test for overall effect: Z =1.27 (P = 0.20)
02 Lowest

Raistrick 2005 106 4.78(4.89) 102 7.43(6.48) _ 100.00 -0.46 [-0.74, -0.19]
Subtotal (95% ClI) 106 102 - 100.00 -0.46 [-0.74, -0.19]
Test for heterogeneity: not applicable
Test for overall effect: Z = 3.28 (P = 0.001)
03 Mean/Total

Raistrick 2005 106 9.80(4.70) 102 12.38(5.48) _— 100.00 -0.50 [-0.78, -0.23]
Subtotal (95% ClI) 106 102 - 100.00 -0.50 [-0.78, -0.23]
Test for heterogeneity: not applicable
Test for overall effect: Z = 3.58 (P = 0.0003)
04 Mean change from baseline

Raistrick 2005 103 1.66(5.79) 100 2.25(5.21) _t 100.00 -0.11 [-0.38, 0.17]
Subtotal (95% ClI) 103 100 - 100.00 -0.11 [-0.38, 0.17]
Test for heterogeneity: not applicable
Test for overall effect: Z=0.76 (P = 0.45)
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Review: DMD: Buprenorphine
Comparison: 05 Buprenorphine vs Dihydrocodeine

Outcome: 01 Completion of treatment
Study Buprenorphine Dihydrocodeine RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% Cl % 95% Cl
Sheard2007 32742 33748 -h— 89.19 1.11 [0.86, 1.43]
Wright 2007a 9/28 4/32 T 10.81 2.57 [0.89, 7.44]
Total (95% CI) 70 80 o 100.00 1.27 [0.97, 1.66]
Total events: 41 (Buprenorphine), 37 (Dihydrocodeine)
Test for heterogeneity: Chi2 =2.76, df = 1 (P = 0.10), I2=63.7%
Test for overall effect: Z =1.72 (P = 0.08)
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Review: DMD: Buprenorphine

Comparison: 05 Buprenorphine vs Dihydrocodeine
Outcome: 02 Abstinence (ITT)
Study Buprenorphine Dihydrocodeine RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI
01 -ve urinalysis for opiates, endpoint
Sheard2007 24742 17/48 -.- 94 .44 1.61 [1.02, 2.56]
Wright 2007a 6/28 1732 5.56 6.86 [0.88, 53.55]
Subtotal (95% ClI) 70 80 - 100.00 1.90 [1.21, 3.01]
Total events: 30 (Buprenorphine), 18 (Dihydrocodeine)
Test for heterogeneity: Chiz = 1.99, df = 1 (P = 0.16), 12 = 49.6%
Test for overall effect: Z =2.76 (P = 0.006)
13 -ve urinalysis/self-report, 1 month followup
Sheard2007 16/42 17/48 100.00 1.08 [0.63, 1.85]
Subtotal (95% ClI) 42 48 t 100.00 1.08 [0.63, 1.85]
Total events: 16 (Buprenorphine), 17 (Dihydrocodeine)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.26 (P = 0.79)
14 -ve urinalysis/self-report, 3 months followup
Sheard2007 13742 12/48 —— 75.00 1.24 [0.64, 2.41]
Wright 2007a 10/28 4/32 —— 25.00 2.86 [1.01, 8.11]
Subtotal (95% Cl) 70 80 <o 100.00 1.64 [0.94, 2.86]
Total events: 23 (Buprenorphine), 16 (Dihydrocodeine)
Test for heterogeneity: Chiz2 = 1.77, df = 1 (P = 0.18), I2 = 43.6%
Test for overall effect: Z =1.76 (P = 0.08)
15 -ve urinalysis/self-report, 6 months followup
Sheard2007 5742 5748 62.50 1.14 [0.36, 3.68]
Wright 2007a 7/28 3/32 37.50 2.67 [0.76, 9.34]
Subtotal (95% ClI) 70 80 100.00 1.71 [0.74, 3.96]
Total events: 12 (Buprenorphine), 8 (Dihydrocodeine)
Test for heterogeneity: Chiz = 0.94, df = 1 (P = 0.33), 12 = 0%
Test for overall effect: Z =1.26 (P = 0.21)
0.01 0.1 1 10 100
Favours DHC  Favours bupe
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Alpha?2 adrenergic agonists

Review: DMD 3: Alpha2 adrenergic agonists
Comparison: 03 Lofexidine versus clonidine
Outcome: 01 Abstinence
Study lofexidine clonidine RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI
01 1 month followup
Carnwath 1998 17/26 12/24 ——.— 100.00 1.31 [0.80, 2.13]
Subtotal (95% CI) 26 24 -l 100.00 1.31 [0.80, 2.13]
Total events: 17 (lofexidine), 12 (clonidine)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.08 (P = 0.28)
Total (95% ClI) 26 24 -l 100.00 1.31 [0.80, 2.13]
Total events: 17 (lofexidine), 12 (clonidine)
Test for heterogeneity: not applicable
Test for overall effect: Z=1.08 (P = 0.28)
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Review: DMD 3: Alpha2 adrenergic agonists
Comparison: 03 Lofexidine versus clonidine
Outcome: 02 Completion of treatment
Study lofexidine clonidine RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI
Carnwath 1998 17/26 12724 —=— 42 .33 1.31 [0.80, 2.13]
Gerra 2001 18720 17/20 57.67 1.06 [0.84, 1.34]
Total (95% CI) 46 44 100.00 1.16 [0.90, 1.50]
Total events: 35 (lofexidine), 29 (clonidine)
Test for heterogeneity: Chi2 = 0.84, df =1 (P = 0.36), 2= 0%
Test for overall effect: Z=1.17 (P = 0.24)
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Review: DMD 3: Alpha2 adrenergic agonists
Comparison: 03 Lofexidine versus clonidine
Outcome: 03 Induction onto naltrexone maintenance
Study lofexidine clonidine RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI
Gerra 2001 14/20 13720 - 100.00 1.08 [0.70, 1.66]
Total (95% CI) 20 20 e 100.00 1.08 [0.70, 1.66]
Total events: 14 (lofexidine), 13 (clonidine)
Test for heterogeneity: not applicable
Test for overall effect: Z=0.34 (P = 0.74)
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Review: DMD 3: Alpha2 adrenergic agonists

Comparison: 03 Lofexidine versus clonidine
Outcome: 04 Adverse events: hypotension
Study lofexidine clonidine RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% Cl
01 Postural hypotension
Kahn 1997 7/14 13714 —a— 44 .83 0.54 [0.31, 0.93]
Subtotal (95% ClI) 14 14 -l 44 .83 0.54 [0.31, 0.93]
Total events: 7 (lofexidine), 13 (clonidine)
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.23 (P = 0.03)
02 BP <85mmHg systolic/55mmHg diastolic
Lin1997 14/40 16740 —— 55.17 0.88 [0.50, 1.54]
Subtotal (95% ClI) 40 40 ‘ 55.17 0.88 [0.50, 1.54]
Total events: 14 (lofexidine), 16 (clonidine)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.46 (P = 0.64)
Total (95% CI) 54 54 - 100.00 0.72 [0.48, 1.08]
Total events: 21 (lofexidine), 29 (clonidine)
Test for heterogeneity: Chi2 =1.57,df =1 (P =0.21), 2= 36.2%
Test for overall effect: Z = 1.57 (P = 0.12)
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Review: DMD 3: Alpha2 adrenergic agonists
Comparison: 03 Lofexidine versus clonidine
Outcome: 05 Adverse events: serious
Study lofexidine clonidine RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI
01 'Significantly interfered with patient's functioning'

Kahn 1997 0/14 4/14 —— 100.00 0.11 [0.01, 1.89]
Subtotal (95% ClI) 14 14 100.00 0.11 [0.01, 1.89]
Total events: O (lofexidine), 4 (clonidine)

Test for heterogeneity: not applicable
Test for overall effect: Z = 1.52 (P = 0.13)
Total (95% CI) 14 14 ‘— 100.00 0.11 [0.01, 1.89]
Total events: 0 (lofexidine), 4 (clonidine)
Test for heterogeneity: not applicable
Test for overall effect: Z=1.52 (P = 0.13)
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Review: DMD 3: Alpha2 adrenergic agonists
Comparison: 07 Methadone + alpha2 adrenergic agonist versus methadone + placebo
Outcome: 01 Completion of treatment
Study methadone+adrenergic methadone+placebo RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI

Ghodse 1994 24/42 32/44 e 51.27 0.79 [0.57, 1.08]

San 1994 34/69 31/75 ) 48.73 1.19 [0.83, 1.71]
Total (95% ClI) 111 119 ‘ 100.00 0.98 [0.77, 1.25]
Total events: 58 (methadone+adrenergic), 63 (methadone+placebo)

Test for heterogeneity: Chi2 = 3.01, df =1 (P = 0.08), I2 = 66.7%

Test for overall effect: Z =0.13 (P = 0.89)
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Review: DMD 3: Alpha2 adrenergic agonists

Comparison: 07 Methadone + alpha2 adrenergic agonist versus methadone + placebo

Outcome: 02 Left study early due to hypotension

Study methadone+adrenergic methadone+placebo RR (fixed) Weight RR (fixed)

or sub-category n/N n/N 95% ClI % 95% ClI
Ghodse 1994 9/42 1/44 —.— 100.00 9.43 [1.25, 71.24]
Total (95% CI) 42 44 ‘ 100.00 9.43 [1.25, 71.24]

Total events: 9 (methadone+adrenergic), 1 (methadone+placebo)
Test for heterogeneity: not applicable
Test for overall effect: Z =2.17 (P = 0.03)
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Benzodiazepines

Review: DMD 4: Benzodiazepines

Comparison: 01 Methadone/buprenorphine vs Benzodiaepines

Outcome: 01 Completion of treatment

Study opioid agonist benzodiazepine RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI
Drummond 1989 5/13 4/11 L 35.78 1.06 [0.37, 3.00]
Schneider 2000 11715 7/12 —B— 64._.22 1.26 [0.71, 2.22]
Total (95% CI) 28 23 -l 100.00 1.19 [0.71, 1.98]

Total events: 16 (opioid agonist), 11 (benzodiazepine)
Test for heterogeneity: Chi2 = 0.09, df =1 (P =0.77), 2= 0%
Test for overall effect: Z = 0.65 (P = 0.52)
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Detoxification dosage schedules

Review: DMD 5: Detoxification dosage schedules
Comparison: 02 Higher versus lower methadone starting dose
Outcome: 01 Completion of treatment
Study higher lower RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI 95% ClI
Banys 1994:80vs40 4/16 4/15 J 26.77 0.94 [0.28, 3.09]
Strain 1999:100vs50 19/57 11/54 —+—B— 73.23 1.64 [0.86, 3.11]
Total (95% CI) 73 69 ‘ 100.00 1.45 [0.83, 2.54]
Total events: 23 (higher), 15 (lower)
Test for heterogeneity: Chi2 = 0.65, df =1 (P =0.42), I2=0%
Test for overall effect: Z = 1.29 (P = 0.20)
0.2 05 1 2 5
Favours lower  Favours higher
Review: DMD 5: Detoxification dosage schedules
Comparison: 02 Higher versus lower methadone starting dose
Outcome: 03 Proportion opiate-positive urines (completers analysis)
Study Higher Lower SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI
Strain 1999:100vs50 54 46.40(35.05) 57 66.90(33.74) 100.00 -0.59 [-0.97, -0.21]
Total (95% Cl) 54 57 -l 100.00 -0.59 [-0.97, -0.21]
Test for heterogeneity: not applicable
Test for overall effect: Z = 3.05 (P = 0.002)
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Opioid antagonist accelerated detoxification under minimal sedation
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Review: DMD 6: Opioid antagonist accelerated detoxification under minimal sedation
Comparison: 06 Any pharmacological + opioid antagonist versus no opioid antagonist

Outcome: 01 Completion of treatment

Study antagonist
or sub-category n/N

placebo

n/N

RR (random)
95% ClI

Weight
%

RR (random)

95% ClI

01 Lofexidine + Naloxone

Beswick 2003: nix 33745
Subtotal (95% Cl) 45
Total events: 33 (antagonist), 36 (placebo)
Test for heterogeneity: not applicable

Test for overall effect: Z = 0.55 (P = 0.58)

02 Clonidine + Naltrexone

Gerra 1995: ntx 40/42
O'Connor 1997: ntx 44/54
Subtotal (95% ClI) 96
Total events: 84 (antagonist), 67 (placebo)

Test for heterogeneity: Chi2 = 4.46, df =1 (P = 0.03), I2=77.6%

Test for overall effect: Z=0.75 (P = 0.45)

03 Buprenorphine + Naltrexone

Umbricht 1999: ntx 18/32
Subtotal (95% ClI) 32
Total events: 18 (antagonist), 21 (placebo)
Test for heterogeneity: not applicable

Test for overall effect: Z=1.51 (P = 0.13)

Total (95% CI) 173
Total events: 135 (antagonist), 124 (placebo)

Test for heterogeneity: Chi2 = 6.01, df =3 (P = 0.11), I2=50.1%

Test for overall effect: Z = 0.08 (P = 0.94)
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Review: DMD 6: Opioid antagonist accelerated detoxification under minimal sedation

Comparison: 06 Any pharmacological + opioid antagonist versus no opioid antagonist
Outcome: 02 Abstinence
Study opioid antagonist placebo RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI
02 Abstinent at 6-month follow-up
Gerra 2000: ntx 14/32 17/32 100.00 .82 [0.49, 1.37]
Subtotal (95% ClI) 32 32 100.00 .82 [0.49, 1.37]
Total events: 14 (opioid antagonist), 17 (placebo)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.75 (P = 0.46)
03 Abstinent throughout (9-month followup)
Beswick 2003: nix 9/45 4/46 B 100.00 .30 [0.76, 6.94]
Subtotal (95% ClI) 45 46 ‘ 100.00 .30 [0.76, 6.94]
Total events: 9 (opioid antagonist), 4 (placebo)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.48 (P = 0.14)
04 Abstinent in past month (9-month follow-up)
Beswick 2003: nix 16/45 12/46 —B— 100.00 .36 [0.73, 2.55]
Subtotal (95% ClI) 45 46 -l 100.00 .36 [0.73, 2.55]
Total events: 16 (opioid antagonist), 12 (placebo)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.97 (P = 0.33)
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Review: DMD 6: Opioid antagonist accelerated detoxification under minimal sedation

Comparison: 06 Any pharmacological + opioid antagonist versus no opioid antagonist
Outcome: 07 Concordance with naltrexone maintenance (3-month follow-up)
Study naltrexone placebo RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI
01 Clonidine + Naltrexone
Gerra 2000: ntx 24/32 17/32 +—1— 100.00 1.41 [0.96, 2.07]
Subtotal (95% ClI) 32 32 e 100.00 1.41 [0.96, 2.07]
Total events: 24 (naltrexone), 17 (placebo)
Test for heterogeneity: not applicable
Test for overall effect: Z=1.77 (P = 0.08)
Total (95% CI) 32 32 ‘ 100.00 1.41 [0.96, 2.07]
Total events: 24 (naltrexone), 17 (placebo)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.77 (P = 0.08)
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Review: DMD 6: Opioid antagonist accelerated detoxification under minimal sedation
Comparison: 06 Any pharmacological + opioid antagonist versus no opioid antagonist
Outcome: 09 Left study early due to withdrawal
Study naltrexone placebo RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI
Umbricht 1999: ntx 4/32 2/28 - 100.00 1.75 [0.35, 8.84]
Total (95% CI) 32 28 ——e S 100 .00 1.75 [0.35, 8.84]

Total events: 4 (naltrexone), 2 (placebo)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.68 (P = 0.50)
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Review: DMD 6: Opioid antagonist accelerated detoxification under minimal sedation
Comparison: 06 Any pharmacological + opioid antagonist versus no opioid antagonist

Outcome: 10 Withdrawal
Study Naltrexone Placebo SMD (random) Weight SMD (random)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% CI
03 Mean |
O'Connor 1997: ntx 54 17.60(9-30) 55 17.80(10.30) — 51.38 -0.02 [-0.40, 0.36]
Umbricht 1999: ntx 25 5.20(3.30) 28 2.30(1-80) —_— 48.62 1.09 [0.51, 1.67]
Subtotal (95% CI) 79 83 100.00 0.51 [-0.58, 1.60]
Test for heterogeneity: Chiz = 9.94, df = 1 (P = 0.002), 12 = 89.9%
Test for overall effect: Z = 0.92 (P = 0.36)
04 Peak
Gerra 1995: ntx 42 22.88(11.06) 33 5.44(1.87) —= 48.73 2.06 [1.49, 2.63]
O'Connor 1997: ntx 54 28.00(13.10) 55 29.90(14.90) = 51.27 -0.13 [-0.51, 0.24]
Subtotal (95% ClI) 96 88 -0—- 100.00 0.95 [-1.20, 3.10]

Test for heterogeneity: Chiz = 39.86, df = 1 (P < 0.00001), I2=97.5%
Test for overall effect: Z = 0.87 (P = 0.39)
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Rapid and ultra-rapid detoxification under anaesthesia or heavy sedation

Review: DMD 7: Rapid and ultra-rapid detoxification under anaesthesia or heavy sedation
Comparison: 01 Ultra-rapid detoxification under general anaesthesia versus any pharmacological with minimal sedation
Outcome: 01 Completion of treatment
Study ultra-rapid control RR (random) Weight RR (random)
or sub-category n/N n/N 95% ClI % 95% ClI
01 Remaining at end of treatment episode
Collins 2005: clon 32/35 31/34 = 27.46 1.00 [0.87, 1.16]
Favrat 2006: clon 28/36 21/34 -+ 26.10 1.26 [0.92, 1.73]
Krabbe 2003: meth 15715 6/15 —_—a— 22.14 2.50 [1.-35, 4.65]
McGregor 2002: clon 40/51 14/50 —a8— 24.30 2.80 [1.76, 4.47]
Subtotal (95% CI) 137 133 ~l 100.00 1.67 [0.88, 3.18]
Total events: 115 (ultra-rapid), 72 (control)
Test for heterogeneity: Chi2 = 44.30, df = 3 (P < 0.00001), 12 = 93.2%
Test for overall effect: Z = 1.56 (P = 0.12)
Total (95% CI) 137 133 ~l 100.00 1.67 [0.88, 3.18]
Total events: 115 (ultra-rapid), 72 (control)
Test for heterogeneity: Chi2 = 44.30, df = 3 (P < 0.00001), 12 = 93.2%
Test for overall effect: Z = 1.56 (P = 0.12)
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Review: DMD 7: Rapid and ultra-rapid detoxification under anaesthesia or heavy sedation

Comparison: 01 Ultra-rapid detoxification under general anaesthesia versus any pharmacological with minimal sedation
Outcome: 04 Abstinence: opiate-negative urinalysis, hair analysis or self-report
Study ultra-rapid control RR (random) Weight RR (random)
or sub-category n/N n/N 95% ClI % 95% ClI
01 1-month followup
De Jong 2005: ntx 86/137 81/135 60.74 1.05 [0.87, 1.26]
Krabbe 2003: meth 15/15 6/15 —— 39.26 2.50 [1.35, 4.65]
Subtotal (95% ClI) 152 150 100.00 1.54 [0.66, 3.59]
Total events: 101 (ultra-rapid), 87 (control)
Test for heterogeneity: Chi2 = 6.98, df = 1 (P = 0.008), 12 =85.7%
Test for overall effect: Z = 0.99 (P = 0.32)
02 3-month followup
Collins 2005: clon 5/35 2/34 —_— 18.13 2.43 [0.51, 11.68]
Favrat 2006: clon 11/36 5/34 T 37.09 2.08 [0.81, 5.36]
Krabbe 2003: meth 10/15 5/15 +—u— 44.78 2.00 [0.90, 4.45]
Subtotal (95% Cl) 86 83 <o 100.00 2.08 [1.18, 3.68]
Total events: 26 (ultra-rapid), 12 (control)
Test for heterogeneity: Chi2 = 0.05, df =2 (P =0.98), I2= 0%
Test for overall effect: Z = 2.52 (P = 0.01)
03 6-month followup
McGregor 2002: clon 11/51 4/50 —— 100.00 2.70 [0.92, 7.91]
Subtotal (95% CI) 51 50 o 100.00 2.70 [0.92, 7.91]
Total events: 11 (ultra-rapid), 4 (control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.81 (P = 0.07)
04 12-month followup
McGregor 2002: clon 10/51 7/50 100.00 1.40 [0.58, 3.39]
Subtotal (95% ClI) 51 50 t 100.00 1.40 [0.58, 3.39]
Total events: 10 (ultra-rapid), 7 (control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.75 (P = 0.45)
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Review: DMD 7: Rapid and ultra-rapid detoxification under anaesthesia or heavy sedation

Comparison: 01 Ultra-rapid detoxification under general anaesthesia versus any pharmacological with minimal sedation
Outcome: 05 Concordance with naltrexone
Study ultra-rapid control RR (random) Weight RR (random)
or sub-category n/N n/N 95% ClI % 95% ClI
01 Started 50mg maintenance dose (versus clonidine)
Collins 2005: clon 33/35 6/34 —.— 34.23 5.34 [2.57, 11.09]
Favrat 2006: clon 24/36 2/34 . 31.00 11.33 [2.90, 44.34]
McGregor 2002: clon 18/51 14/50 —— 34.77 1.26 [0.71, 2.25]
Subtotal (95% ClI) 122 118 ‘ 100.00 3.87 [1.03, 14.54]
Total events: 75 (ultra-rapid), 22 (control)
Test for heterogeneity: Chi2 = 15.43, df = 2 (P = 0.0004), 12 = 87.0%
Test for overall effect: Z =2.01 (P = 0.04)
02 Started 50mg maintenance dose (versus naltrexone without anaesthesia)
De Jong 2005: ntx 1237137 1337135 100.00 0.91 [0.86, 0.97]
Subtotal (95% ClI) 137 135 100.00 0.91 [0.86, 0.97]
Total events: 123 (ultra-rapid), 133 (control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 3.03 (P = 0.002)
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Review: DMD 7: Rapid and ultra-rapid detoxification under anaesthesia or heavy sedation
Comparison: 01 Ultra-rapid detoxification under general anaesthesia versus any pharmacological with minimal sedation

Outcome: 09 Adverse events: serious

Study ultra-rapid control RR (fixed) Weight RR (fixed)

or sub-category n/N n/N 95% ClI % 95% ClI
Collins 2005: clon 3/35 0/34 e 10.12 6.81 [0.36, 127.00]
De Jong 2005: ntx 5/137 0/135 —_ 10.05 10.84 [0.61, 194.15]
Seoane 1997:sedation 9/150 4/150 B 79.83 2.25 [0.71, 7.15]
Total (95% CI) 322 319 <D 100.00 3.57 [1.34, 9.51]

Total events: 17 (ultra-rapid), 4 (control)
Test for heterogeneity: Chiz = 1.37, df =2 (P = 0.50), 12 = 0%
Test for overall effect: Z = 2.55 (P = 0.01)
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Review: DMD 7: Rapid and ultra-rapid detoxification under anaesthesia or heavy sedation
Comparison: 02 Rapid detoxification under moderate sedation versus clonidine with minimal sedation
Outcome: 01 Completion of treatment
Study rapid detoxification clonidine RR (random) Weight RR (random)
or sub-category n/N n/N 95% ClI % 95% ClI
01 Remaining at end of treatment episode
Arnold-Reed2005:clon 36/41 11/39 ——— 100.00 3.11 [1.86, 5.20]
Subtotal (95% ClI) 41 39 e 100.00 3.11 [1.86, 5.20]
Total events: 36 (rapid detoxification), 11 (clonidine)
Test for heterogeneity: not applicable
Test for overall effect: Z = 4.33 (P < 0.0001)
Total (95% CI) 41 39 A 100.00 3.11 [1.86, 5.20]
Total events: 36 (rapid detoxification), 11 (clonidine)
Test for heterogeneity: not applicable
Test for overall effect: Z = 4.33 (P < 0.0001)
01 02 05 1 2 5 10
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Review: DMD 7: Rapid and ultra-rapid detoxification under anaesthesia or heavy sedation

RR (fixed)
95% Cl

Comparison: 02 Rapid detoxification under moderate sedation versus clonidine with minimal sedation

Outcome: 04 Abstinence: opiate-negative urinalysis, hair analysis or self-report

Study rapid detoxification clonidine RR (fixed) Weight
or sub-category n/N n/N 95% ClI %
01 1-month followup

Arnold-Reed2005:clon 14/36 6/20 B 100.00
Subtotal (95% CI) 36 20 e 100.00

Total events: 14 (rapid detoxification), 6 (clonidine)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.65 (P = 0.52)

1.30 [0.59, 2.84]
1.30 [0.59, 2.84]
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Review: DMD 7: Rapid and ultra-rapid detoxification under anaesthesia or heavy sedation
Comparison: 02 Rapid detoxification under moderate sedation versus clonidine with minimal sedation
Outcome: 05 Concordance with naltrexone
Study rapid detoxification clonidine RR (random) Weight RR (random)
or sub-category n/N n/N 95% Cl % 95% ClI
01 Started 50mg maintenance dose
Arnold-Reed2005:clon 31/36 10/20 —B— 100.00 1.72 [1.09, 2.72]
Subtotal (95% ClI) 36 20 - 100.00 1.72 [1.09, 2.72]
Total events: 31 (rapid detoxification), 10 (clonidine)
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.33 (P = 0.02)
02 100% concordance over 4-week follow-up
Arnold-Reed2005:clon 20/36 8/20 — B 100.00 1.39 [0.75, 2.56]
Subtotal (95% ClI) 36 20 -l 100.00 1.39 [0.75, 2.56]
Total events: 20 (rapid detoxification), 8 (clonidine)
Test for heterogeneity: not applicable
Test for overall effect: Z =1.05 (P = 0.29)
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Review: DMD 7: Rapid and ultra-rapid detoxification under anaesthesia or heavy sedation
Comparison: 02 Rapid detoxification under moderate sedation versus clonidine with minimal sedation
Outcome: 10 Withdrawal

Study rapid detoxification clonidine SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI
01 Average (completers analysis)

Arnold-Reed2005:clon 33 -0.70(1.70) 8 2.23(1.65) _ 100.00 -1.70 [-2.56, -0.84]
Subtotal (95% ClI) 33 8 . 100.00 -1.70 [-2.56, -0.84]
Test for heterogeneity: not applicable
Test for overall effect: Z = 3.85 (P = 0.0001)

Total (95% CI) 33 8 S 100.00 -1.70 [-2.56, -0.84]
Test for heterogeneity: not applicable
Test for overall effect: Z = 3.85 (P = 0.0001)
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