Appendix 15b: Clinical evidence forest plots (psychosocial interventions)
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Psychosocial interventions

Cognitive behavioural therapy

Review: DMP TG3 - 01: CBT

Comparison: 01 CBT (RP) versus waitlist for cannabis

Outcome: 02 Abstinence for people who misuse cannabis

Study CBT (RP) waitlist RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI

01 Percentage abstinence (4 months)

Stephens 2000 35/117 7/86 - 61.13 3.68 [1.71, 7.88]
Stephens 2002 30/156 5/148 —— 38.87 5.69 [2.27, 14.28]
Subtotal (95% CI) 273 234 > 100.00 4.46 [2.48, 8.00]

Total events: 65 (CBT (RP)), 12 (waitlist)
Test for heterogeneity: Chiz = 0.52, df = 1 (P = 0.47), I = 0%
Test for overall effect: Z =5.01 (P < 0.00001)

Total (95% ClI) 273 234 ‘ 100.00 4.46 [2.48, 8.00]
Total events: 65 (CBT (RP)), 12 (waitlist)

Test for heterogeneity: Chiz = 0.52, df = 1 (P = 0.47), I = 0%
Test for overall effect: Z =5.01 (P < 0.00001)
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Review: DMP TG3 - 01: CBT
Comparison: 02 Group CBT (RP) versus group therapy for cannabis

Outcome: 01 Abstinence: negative urinalysis for cannabis

Study CBT (RP) Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI

01 3 months followup

Stephens 1994 26/106 35/106 —B+ 100.00 0.74 [0.48, 1.14]
Subtotal (95% Cl) 106 106 - 100.00 0.74 [0.48, 1.14]
Total events: 26 (CBT (RP)), 35 (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z = 1.35 (P = 0.18)

03 12 months followup

Stephens 1994 12/106 16/106 —B— 100.00 0.75 [0.37, 1.51]
Subtotal (95% Cl) 106 106 e 100.00 0.75 [0.37, 1.51]
Total events: 12 (CBT (RP)), 16 (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z = 0.81 (P = 0.42)
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Review: DMP TG3 - 01: CBT
Comparison: 02 Group CBT (RP) versus group therapy for cannabis
Outcome: 02 Drug use: cannabis, self-reported days per month (change from baseline, people who misuse cannabis)
Study CBT control SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI
02 3 months followup

Stephens 1994 80 -17.05(12.41) 87 -15.65(13.39) 100.00 -0.11 [-0.41, 0.20]
Subtotal (95% CI) 80 87 -l 100.00 -0.11 [-0.41, 0.20]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.70 (P = 0.49)
05 12 months followup

Stephens 1994 80 -12.26(12.84) 87 -12.06(13.59) _ 100.00 -0.02 [-0.32, 0.29]
Subtotal (95% ClI) 80 87 -l 100.00 -0.02 [-0.32, 0.29]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.10 (P = 0.92)

-1 -0.5 0
Favours CBT (RP)  Favours control

Review: DMP TG3 - 01: CBT
Comparison: 04 CBT versus standard care for cocaine
Outcome: 01 Abstinence for people who misuse cocaine - self report
Study CBT Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI 95% ClI
Crits-Christoph1999 43/119 527123 —B— 71.60 0.85 [0.62, 1.17]
Maude-Griffin 1998 26/59 22/69 - 28.40 1.38 [0.88, 2.17]
Total (95% CI) 178 192 ‘ 100.00 1.00 [0.78, 1.30]
Total events: 69 (CBT), 74 (Control)
Test for heterogeneity: Chiz = 2.95, df = 1 (P = 0.09), 12 =66.1%
Test for overall effect: Z = 0.03 (P =0.97)
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Review: DMP TG3 - 01: CBT
Comparison: 06 CBT (RP) versus standard care for cocaine

Outcome: 03 Abstinence: cocaine, self-report (people who misuse cocaine)
Study CBT (RP) Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI

01 Endpoint or 3 months followup

Carroll 1991 12/21 7/21 — 6.28 1.71 [0.84, 3.48]

Carroll 1998 5/19 7/23 5.68 0.86 [0.33, 2.29]

McKay2004:TSF 87/135 72/122 67.86 1.09 [0.90, 1.33]

Monti 1997 24/60 24/68 20.18 1.13 [0.72, 1.77]
1 1

Subtotal (95% CI) 235 234 100.00
Total events: 128 (CBT (RP)), 110 (Control)
Test for heterogeneity: Chiz = 1.73, df = 3 (P = 0.63), 12 = 0%

Test for overall effect: Z = 1.34 (P = 0.18)

.13 [0.95, 1.34]

=
02 6 months followup
McKay2004:TSF 667135 537122 100.00 1.13 [0.86, 1.47]
Subtotal (95% CI) 135 122 t 100.00 1.13 [0.86, 1.47]
Total events: 66 (CBT (RP)), 53 (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z = 0.87 (P = 0.38)

03 9 months followup

McKay2004:TSF 61/135 53/122
Subtotal (95% CI) 135 122
Total events: 61 (CBT (RP)), 53 (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z = 0.28 (P = 0.78)

100.00 1.04 [0.79, 1.37]
100.00 1.04 [0.79, 1.37]

04 12 months followup

McKay2004:TSF 53/135 50/122
Subtotal (95% CI) 135 122
Total events: 53 (CBT (RP)), 50 (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z =0.28 (P =0.78)

100.00 0.96 [0.71, 1.29]
100.00 0.96 [0.71, 1.29]
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Review: DMP TG3 - 01: CBT
Comparison: 06 CBT (RP) versus standard care for cocaine

Outcome: 04 Abstinence: cocaine, self-reported % days in past 3 months (people who misuse cocaine)
Study CBT (RP) Control SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% CI
01 3-month followup

Carroll 1994 29 -0.71(0.19) 27 -0.73(0.22) —_— 18.47 0.10 [-0.43, 0.62]

McKay2004:TSF 127 -94.66(14.84) 120 -93.49(14.26) —=— 81.53 -0.08 [-0.33, 0.17]
Subtotal (95% ClI) 156 147 . 100.00 -0.05 [-0.27, 0.18]
Test for heterogeneity: Chi2 = 0.35, df =1 (P = 0.55), 2= 0%
Test for overall effect: Z = 0.41 (P = 0.68)
02 6-month followup

McKay2004:TSF 120 -88.20(21.53) 116 -86.02(24.50) _ 100.00 -0.09 [-0.35, 0.16]
Subtotal (95% ClI) 120 116 - 100.00 -0.09 [-0.35, 0.16]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.72 (P = 0.47)
03 9-month followup

McKay2004:TSF 113 -88.27(22.28) 116 -81.35(30.32) 1 100.00 -0.26 [-0.52, 0.00]
Subtotal (95% ClI) 113 116 - 100.00 -0.26 [-0.52, 0.00]
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.95 (P = 0.05)
04 12-month followup

McKay2004:TSF 115 -84.11(26.77) 115 -80.50(29.95) _ 100.00 -0.13 [-0.39, 0.13]
Subtotal (95% ClI) 115 115 - 100.00 -0.13 [-0.39, 0.13]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.96 (P = 0.34)
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Review: DMP TG3 - 01: CBT

Comparison: 06 CBT (RP) versus standard care for cocaine
Outcome: 05 Drug use: self-reported days in past 90 days (people who misuse drugs and alcohol)
Study CBT (RP) Other Treatment SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI
02 6 months followup
Brown 2002 30 9.20(17.70) 35 13.30(24.00) 100.00 -0.19 [-0.68, 0.30]
Subtotal (95% CI) 30 35 —e— 100.00 -0.19 [-0.68, 0.30]
Test for heterogeneity: not applicable
Test for overall effect: Z =0.76 (P = 0.45)
Total (95% ClI) 30 35 e 100.00 -0.19 [-0.68, 0.30]

Test for heterogeneity: not applicable
Test for overall effect: Z = 0.76 (P = 0.45)

a1 0.5
Favours CBT (RP)
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Psychodynamic interventions

Review: DMP TG3 - 03: Psychodynamic interventions
Comparison: 01 MMT + Psychodynamic vs Control
Outcome: 04 Drug use: completers analysis (end of treatment and follow up)
Study Psychodynamic Control SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI
01 Days of opiate use (end of treatment) |
Woody1983 31 -5.00(8.54) 35 -5.00(12.08) ol 47.31 0.00 [-0.48, 0.48]
Woody1995 57 -5.00(12.04) 27 -4.00(17.49) = 52.69 -0.07 [-0.53, 0.39]
Subtotal (95% ClI) 88 62 ‘ 100.00 -0.04 [-0.37, 0.30]
Test for heterogeneity: Chi2 = 0.04, df =1 (P = 0.83), I2= 0%
Test for overall effect: Z = 0.22 (P = 0.83)
02 Days of stimulant use (end of treatment)
Woody1983 31 -1.00(6-40) 35 0.00(5.00) = 48.13 -0.17 [-0.66, 0.31]
Woody1995 57 -4.00(7.21) 27 2.00(14.87) 51.87 -0.58 [-1.05, -0.11]
Subtotal (95% Cl) 88 62 100.00 -0.38 [-0.72, -0.05]
Test for heterogeneity: Chiz2 = 1.39, df = 1 (P = 0.24), 12 = 28.2%
Test for overall effect: Z = 2.24 (P = 0.03)
-10 -5 0 5 10
Favours psychodynam  Favours control
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Review: DMP TG3 - 03: Psychodynamic interventions
Comparison: 02 MMT+Psychodynamic vs MMT+CBT
Outcome: 01 Drug use: completers analysis (end of treatment and follow up)

Study
or sub-category

Psychodynamic

CBT
Mean (SD)

SMD (fixed)

95% CI

Weight
%

SMD (fixed)
95% ClI

01 Days of opiate use (end of treatment)

Woody1983
Subtotal (95% CI)

Test for heterogeneity: not applicable
Test for overall effect: Z = 0.31 (P = 0.75)

02 Days of stimulant use (end of treatment)

Woody1983
Subtotal (95% ClI)

Test for heterogeneity: not applicable
Test for overall effect: Z = 0.00 (P = 1.00)

34
34

34
34

-4.00(15.62)

-1.00(3.61)

|

¢

&l

100.00
100.00

100.00
100.00

-0.08 [-0.56, 0.41]
-0.08 [-0.56, 0.41]

, 0.49]
, 0.49]

Review: DMP TG3 - 03: Psychodynamic interventions
Comparison: 03 Psychodynamic vs CBT for cocaine dependence
Outcome: 01 Abstinence for 2 months

Study
or sub-category

Supportive-expressiv

CBT

-10

-5

Favours psychodynam

RR (fixed)
95% ClI

5 10

Favours CBT

Weight
%

RR (fixed)
95% ClI

Chrits-Christoph1999

Total (95% Cl)

Total events: 40 (Supportive-expressiv), 43 (CBT)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.64 (P = 0.52)

43/119

119

100.00

100.00

0.89 [0.63, 1.27]

0.89 [0.63, 1.27]

0.1

02 05
Favours CBT
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Review: DMP TG3 - 03: Psychodynamic interventions
Comparison: 03 Psychodynamic vs CBT for cocaine dependence

Outcome: 02 Relapse - cocaine use (12 month follow up)
Study SE CBT RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% CI % 95% CI
Chrits-Christoph1999 607124 55/119 100.00 1.05 [0.80, 1.37]
Total (95% ClI) 124 119 100.00 1.05 [0.80, 1.37]
Total events: 60 (SE), 55 (CBT)
Test for heterogeneity: not applicable
Test for overall effect: Z=0.34 (P = 0.74)
01 02 05 1 2 5 10
Favours SE  Favours CBT
Review: DMP TG3 - 03: Psychodynamic interventions
Comparison: 05 Psychodynamic vs Control for cocaine dependence
Outcome: 01 Abstinence for 2 months
Study supportive-expressiv Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI
Chrits-Christoph1999 40/124 52/123 i 100.00 0.76 [0.55, 1.06]
Total (95% CI) 124 123 - 100.00 0.76 [0.55, 1.06]
Total events: 40 (supportive-expressiv), 52 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z =1.62 (P = 0.11)
01 02 05 1 2 5 10
Favours control ~ Favours SE
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Review: DMP TG3 - 03: Psychodynamic interventions
Comparison: 05 Psychodynamic vs Control for cocaine dependence

Outcome: 02 Relapse (12 months)
Study SE Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% CI % 95% CI
Chrits-Christoph1999 607124 57/123 100.00 1.04 [0.80, 1.36]
Total (95% ClI) 124 123 100.00 1.04 [0.80, 1.36]
Total events: 60 (SE), 57 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z =0.32 (P = 0.75)

01 02 05 1 2 5 10

Favours SE  Favours Control
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Contingency management

Review: DMP TG3 - 02: CM
Comparison: 01 CM versus control: cocaine or opiates
Outcome: 02 Abstinence from cocaine (during treatment)
Study CM Control SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% ClI
02 Longest continuous duration
Jones 2004 54 -21.80(15.75) 37 -14.00(15.83) —_— 100.00 -0.49 [-0.91, -0.07]
Subtotal (95% ClI) 54 37 e 100.00 -0.49 [-0.91, -0.07]
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.26 (P = 0.02)
Total (95% CI) 54 37 e 100.00 -0.49 [-0.91, -0.07]

Test for heterogeneity: not applicable
Test for overall effect: Z = 2.26 (P = 0.02)

-1 -0.5 0 0.5 1

Favours CM  Favours control

Review: DMP TG3 - 02: CM
Comparison: 01 CM versus control: cocaine or opiates
Outcome: 03 Abstinence from cocaine (follow up)
Study CM Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI
02 12-month follow up
Higgins 2000b 63/125 23/65 —— 100.00 1.42 [0.98, 2.07]
Subtotal (95% CI) 125 65 o 100.00 1.42 [0.98, 2.07]
Total events: 63 (CM), 23 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z =1.87 (P = 0.06)

0.2 05 1 2 5

Favours control  Favours CM
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Review: DMP TG3 - 02: CM
Comparison: 01 CM versus control: cocaine or opiates

Outcome: 04 Never abstinent for cocaine
Study CM Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI
Higgins 1994 2/20 5/20 —_— 26.18 0.40 [0.09, 1.83]
Petry 2004: $240 5/45 13/38 —B— 73.82 0.32 [0.13, 0.83]
Total (95% CI) 65 58 <O 100.00 0.34 [0.16, 0.76]
Total events: 7 (CM), 18 (Control)
Test for heterogeneity: Chi2 = 0.05, df =1 (P = 0.82), 2= 0%
Test for overall effect: Z = 2.62 (P = 0.009)

0.01 0.1 1 10 100

Favours CM  Favours control
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Review: DMP TG3 - 02: CM
Comparison: 01 CM versus control: cocaine or opiates
Outcome: 06 Abstinence from cocaine: minimum duration (during treatment)
Study CM Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI
01 3 weeks
Higgins 1993 14719 4/19 —_— 6.40 3.50 [1.41, 8.71]
Petry 2004: $240 21/38 15/37 HE— 24.32 1.36 [0.84, 2.21]
Petry 2005a 837209 43/206 = 69.29 1.90 [1.39, 2.60]
Subtotal (95% CI) 266 262 ‘ 100.00 1.87 [1.45, 2.42]
Total events: 118 (CM), 62 (Control)
Test for heterogeneity: Chi? = 3.48, df =2 (P = 0.18), |2 = 42.5%
Test for overall effect: Z = 4.85 (P < 0.00001)
02 6 weeks
Higgins 1993 13719 2/19 —— 28.30 6.50 [1.69, 24.97]
Petry 2004: $240 14738 5/37 —— 71.70 2.73 [1.09, 6.81]
Subtotal (95% CI) 57 56 ‘ 100.00 3.79 [1.80, 8.01]
Total events: 27 (CM), 7 (Control)
Test for heterogeneity: Chi? = 1.12, df =1 (P = 0.29), 12 = 10.3%
Test for overall effect: Z = 3.50 (P = 0.0005)
03 9 weeks
Higgins 1993 13719 2/19 —_— 6.63 6.50 [1.69, 24.97]
Higgins 1994 11720 3/20 —_— 9.94 3.67 [1.20, 11.19]
Petry 2004: $240 9/38 1/37 3.36 8.76 [1.17, 65.78]
Petry 2005a 55/209 24/206 E = 80.08 2.26 [1.46, 3.50]
Subtotal (95% CI) 286 282 ‘ 100.00 2.90 [1.98, 4.23]
Total events: 88 (CM), 30 (Control)
Test for heterogeneity: Chi2z = 3.95, df = 3 (P = 0.27), 12 = 24.0%
Test for overall effect: Z = 5.50 (P < 0.00001)
05 12 weeks
Higgins 1993 9/19 2/19 —_— 12.84 4.50 [1.12, 18.14]
Higgins 1994 11/20 3/20 —_— 19.26 3.67 [1.20, 11.19]
Petry 2004: $240 7/38 0/37 - » 3.25 14.62 [0.86, 247.08]
Petry 2005a 397209 10/206 —— 64.65 3.84 [1.97, 7.49]
Subtotal (95% CI) 286 282 ‘ 100.00 4.24 [2.52, 7.15]
Total events: 66 (CM), 15 (Control)
Test for heterogeneity: Chi2 = 0.89, df = 3 (P = 0.83), 2= 0%
Test for overall effect: Z = 5.44 (P < 0.00001)
0.01 0.1 1 10 100
Favours control ~ Favours CM
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Review: DMP TG3 - 02: CM

Comparison: 01 CM versus control: cocaine or opiates
Outcome: 07 Abstinence from opiates and cocaine: minimum duration (during treatment)
Study CM Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI
01 3 weeks
Petry2006 34/44 19/40 —+ 100.00 1.63 [1.13, 2.34]
Subtotal (95% CI) 44 40 <O 100.00 1.63 [1.13, 2.34]
Total events: 34 (CM), 19 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.63 (P = 0.009)
02 6 weeks
Petry2006 20/44 4/40 —J—— 100.00 4.55 [1.70, 12.16]
Subtotal (95% Cl) 44 40 ~—il - 100.00 4.55 [1.70, 12.16]
Total events: 20 (CM), 4 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 3.01 (P = 0.003)
03 9 weeks
Petry2006 14/44 2/40 — B 100.00 6.36 [1.54, 26.28]
Subtotal (95% CI) 44 40 ———llR 100.00 6.36 [1.54, 26.28]
Total events: 14 (CM), 2 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.56 (P = 0.01)
04 12 weeks
Petry 2005b: Prizes 23/51 3/38 ——8— 62.13 5.71 [1.85, 17.64]
Petry2006 12/44 2/40 ———m—) 37.87 5.45 [1.30, 22.89]
Subtotal (95% Cl) 95 78 —ifls 100.00 5.61 [2.31, 13.62]
Total events: 35 (CM), 5 (Control)
Test for heterogeneity: Chi2 = 0.00, df =1 (P = 0.96), I2 = 0%
Test for overall effect: Z = 3.81 (P = 0.0001)
01 02 05 1 2 5 10
Favours control ~ Favours CM
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Review: DMP TG3 - 02: CM
Comparison: 02 CM versus control: metamphetamine

Outcome: 08 Abstinence for methamphetamine: minimum duration (during treatment)
Study CM Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI
01 3 weeks
Shoptaw 2006 28/54 23/55 — B 86.32 1.24 [0.83, 1.86]
Subtotal (95% CI) 54 55 ‘ 86.32 1.24 [0.83, 1.86]
Total events: 28 (CM), 23 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.04 (P = 0.30)
02 12 weeks
Roll 2006 9/51 4/62 ~+—s—) 13.68 2.74 [0.89, 8.37]
Subtotal (95% CI) 51 62 <+ 13.68 2.74 [0.89, 8.37]
Total events: 9 (CM), 4 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.76 (P = 0.08)
Total (95% CI) 105 117 < 100.00 1.44 [0.98, 2.12]
Total events: 37 (CM), 27 (Control)
Test for heterogeneity: Chiz = 1.80, df =1 (P = 0.18), 12 = 44.5%
Test for overall effect: Z = 1.87 (P = 0.06)
0.2 0.5 1 2
Favours control ~ Favours CM
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Review: DMP TG3 - 02: CM

Comparison: 02 CM versus control: metamphetamine
Outcome: 09 Continuous weeks of abstinence for methamphetamine
Study CM Control SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI
I

Roll 2006 51 -4.60(9.20) 62 -2.80(7.20) — 100.00 -0.22 [-0.59, 0.15]
Total (95% ClI) 51 62 100.00 -0.22 [-0.59, 0.15]
Test for heterogeneity: not applicable
Test for overall effect: Z =1.16 (P = 0.25)

-10 5 0 5 10

Favours CM Favours control
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Review: DMP TG3 - 02: CM
Comparison: 03 CM versus control: cannabis

Outcome: 10 Abstinence from cannabis: minimum duration (during treatment)
Study CM Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI
02 2 weeks
Carroll 2006 15/34 7/33 —a— 52.16 2.08 [0.97, 4.44]
Subtotal (95% CI) 34 33 ‘ 52.16 2.08 [0.97, 4.44]
Total events: 15 (CM), 7 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.89 (P = 0.06)
03 9 weeks
Kadden2006 12/54 7/62 —+—a— 47.84 1.97 [0.83, 4.64]
Subtotal (95% CI) 54 62 —‘ 47.84 1.97 [0.83, 4.64]
Total events: 12 (CM), 7 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.55 (P = 0.12)
Total (95% CI) 88 95 ‘ 100.00 2.03 [1.15, 3.58]
Total events: 27 (CM), 14 (Control)
Test for heterogeneity: Chiz =0.01, df =1 (P = 0.92), 2= 0%
Test for overall effect: Z = 2.43 (P = 0.02)

01 02 05 1 2 5 10

Favours control ~ Favours CM
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Review: DMP TG3 - 02: CM

Comparison: 03 CM versus control: cannabis
Outcome: 12 Abstinence from cannabis (during treatment)
Study CM Control SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI
01 Longest continuous period

Carroll 2006 32 -26.40(20.36) 32 -17.30(27.32) 100.00 -0.37 [-0.87, 0.12]
Subtotal (95% CI) 32 32 e 100.00 -0.37 [-0.87, 0.12]
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.48 (P = 0.14)
02 Mean consecutive negative urines

Carroll 2006 33 -1.80(2.30) 33 -0.80(2.01) e 100.00 -0.46 [-0.95, 0.03]
Subtotal (95% ClI) 33 33 - 100.00 -0.46 [-0.95, 0.03]
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.83 (P = 0.07)
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Review: DMP TG3 - 02: CM

Comparison: 03 CM versus control: cannabis
Outcome: 13 Abstinence from cannabis: self-report (followup)
Study CM Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI
03 2/3-month follow-up
Kadden2006 12/54 7/62 —+—— 61.62 1.97 [0.83, 4.64]
Carroll 2006 6/34 4/33 = 38.38 1.46 [0.45, 4.70]
Subtotal (95% ClI) 88 95 <+l 100.00 1.77 [0.89, 3.53]
Total events: 18 (CM), 11 (Control)
Test for heterogeneity: Chi2=0.17, df = 1 (P = 0.68), 2= 0%
Test for overall effect: Z =1.62 (P = 0.10)
05 5/6-month follow-up
Kadden2006 12/54 8/62 1 42.33 1.72 [0.76, 3.90]
Carroll 2006 8/34 10/33 —a— 57.67 0.78 [0.35, 1.72]
Subtotal (95% ClI) 88 95 - 100.00 1.18 [0.67, 2.06]
Total events: 20 (CM), 18 (Control)
Test for heterogeneity: Chiz = 1.88, df =1 (P = 0.17), I = 46.8%
Test for overall effect: Z = 0.57 (P = 0.57)
06 11/12-month follow-up
Kadden2006 6/54 9/62 —B— 100.00 0.77 [0.29, 2.01]
Subtotal (95% ClI) 54 62 ‘ 100.00 0.77 [0.29, 2.01]
Total events: 6 (CM), 9 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.54 (P = 0.59)
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Review: DMP TG3 - 02: CM

Comparison: 04 CM versus CBT: stimulants
Outcome: 01 Abstinence from stimulants: minimum duration (during treatment)
Study CM CBT RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI
01 3 weeks

Rawson 2006 36/60 21/58 —- 100.00 1.66 [1.11, 2.47]
Subtotal (95% CI) 60 58 ’ 100.00 1.66 [1.11, 2.47]
Total events: 36 (CM), 21 (CBT)
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.48 (P = 0.01)
Total (95% CI) 60 58 ‘ 100.00 1.66 [1.11, 2.47]
Total events: 36 (CM), 21 (CBT)
Test for heterogeneity: not applicable
Test for overall effect: Z=2.48 (P = 0.01)

01 02 05 1 2 5 10
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Review: DMP TG3 - 02: CM
Comparison: 04 CM versus CBT: stimulants
Outcome: 02 Abstinence from stimulants (during treatment)
Study CM CBT SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% ClI
01 Longest continuous period of -ve urines

Shoptaw 2005 42 -5.10(4.90) 40 -2.10(2.00) - 100.00 -0.79 [-1.24, -0.34]
Subtotal (95% Cl) 42 40 <o 100.00 -0.79 [-1.24, -0.34]
Test for heterogeneity: not applicable
Test for overall effect: Z = 3.43 (P = 0.0006)
02 Treatment Effectiveness Score (proportion negative urines) for amphetamines

Shoptaw 2005 42 -25.90(16.40) 40 -15.80(13.60) _— 100.00 -0.66 [-1.11, -0.22]
Subtotal (95% Cl) 42 40 <o 100.00 -0.66 [-1.11, -0.22]
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.92 (P = 0.004)
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Review: DMP TG3 - 02: CM
Comparison: 04 CM versus CBT: stimulants

Outcome: 03 Abstinence from stimulants: negative urinalysis (post-treatment)
Study CM CBT RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI
01 Endpoint
Shoptaw 2005 35742 30740 — B 100.00 .11 [0.89, 1.39]
Subtotal (95% CI) 42 40 -l 100.00 .11 [0.89, 1.39]
Total events: 35 (CM), 30 (CBT)
Test for heterogeneity: not applicable
Test for overall effect: Z =0.92 (P = 0.36)
02 6-month follow-up
Shoptaw 2005 32/42 31740 100.00 .98 [0.78, 1.25]
Subtotal (95% CI) 42 40 100.00 .98 [0.78, 1.25]
Total events: 32 (CM), 31 (CBT)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.14 (P = 0.89)
03 12-month follow-up
Shoptaw 2005 31/42 33/40 —B— 100.00 .89 [0.71, 1.13]
Subtotal (95% ClI) 42 40 ‘ 100.00 .89 [0.71, 1.13]
Total events: 31 (CM), 33 (CBT)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.95 (P = 0.34)
05 0.7 1 15 2
Favours CBT  Favours CM
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Review: DMP TG3 - 02: CM

Comparison: 04 CM versus CBT: stimulants

Outcome: 04 Methamphetamine use: days in past month (post-treatment)
Study CM CBT SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI
01 End of treatment

Shoptaw 2005 42 2.70(4.60) 40 2.20(6.00) —_— 100.00 0.09 [-0.34, 0.53]
Subtotal (95% ClI) 42 40 - 100.00 0.09 [-0.34, 0.53]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.42 (P = 0.67)
02 6-month follow-up

Shoptaw 2005 42 2.30(5.10) 40 1.20(2.10) _ 100.00 0.28 [-0.16, 0.71]
Subtotal (95% CI) 42 40 el 100.00 0.28 [-0.16, 0.71]
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.25 (P = 0.21)
03 12-month follow-up

Shoptaw 2005 42 2.70(4.40) 40 3.60(7.10) _ 100.00 -0.15 [-0.59, 0.28]
Subtotal (95% CI) 42 40 e 100.00 -0.15 [-0.59, 0.28]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.69 (P = 0.49)
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Review: DMP TG3 - 02: CM

Comparison: 05 CM versus CBT: cannabis
Outcome: 05 Abstinence from cannabis: minimum duration (during treatment)
Study CM CBT RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI
02 2 weeks
Carroll 2006 15/34 10/33 -1 4478 .46 [0.77, 2.76]
Subtotal (95% ClI) 34 33 ‘ 44 .78 .46 [0.77, 2.76]
Total events: 15 (CM), 10 (CBT)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.15 (P = 0.25)
03 6 weeks
Budney2006 15/30 5/30 —a— 22.06 .00 [1.25, 7.21]
Subtotal (95% ClI) 30 30 e 22.06 .00 [1.25, 7.21]
Total events: 15 (CM), 5 (CBT)
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.46 (P = 0.01)
04 9 weeks
Kadden2006 12/54 8/61 e e 33.15 .69 [0.75, 3.83]
Subtotal (95% ClI) 54 61 -l 33.15 .69 [0.75, 3.83]
Total events: 12 (CM), 8 (CBT)
Test for heterogeneity: not applicable
Test for overall effect: Z=1.27 (P = 0.21)
Total (95% CI) 118 124 ‘ 100.00 .88 [1.21, 2.90]
Total events: 42 (CM), 23 (CBT)
Test for heterogeneity: Chi2 =1.76, df =2 (P =0.41), 2= 0%
Test for overall effect: Z = 2.83 (P = 0.005)
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Review: DMP TG3 - 02: CM

Comparison: 05 CM versus CBT: cannabis
Outcome: 06 Abstinence from cannabis (during treatment)
Study CM CBT SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% ClI
01 Longest continuous period

Carroll 2006 32 -26.40(20.36) 32 -21.50(20.25) 100.00 -0.24 [-0.73, 0.25]
Subtotal (95% CI) 32 32 e 100.00 -0.24 [-0.73, 0.25]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.95 (P = 0.34)
02 Mean consecutive -ve urines

Carroll 2006 33 -1.80(2.30) 33 -1.30(2.01) _— 100.00 -0.23 [-0.71, 0.26]
Subtotal (95% Cl) 33 33 — 100.00 -0.23 [-0.71, 0.26]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.93 (P = 0.35)
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Review: DMP TG3 - 02: CM

Comparison: 05 CM versus CBT: cannabis

Outcome: 07 Abstinence from cannabis (post-treatment and follow up)

Study CM CBT RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% CI % 95% CI

01 End of treatment

Budney2006 12/30 9/30 —-.— 100.00 1.33 [0.66, 2.69]
Subtotal (95% ClI) 30 30 e 100.00 1.33 [0.66, 2.69]
Total events: 12 (CM), 9 (CBT)

Test for heterogeneity: not applicable

Test for overall effect: Z = 0.80 (P = 0.42)

02 2/3-month follow-up

Budney2006 5/30 6730 i 30.89 0.83 [0.28, 2.44]
Kadden2006 12/54 8/61 —_— 38.68 1.69 [0.75, 3.83]
Carroll 2006 6/34 6/35 30.44 1.03 [0.37, 2.88]
Subtotal (95% ClI) 118 126 T 100.00 1.23 [0.71, 2.11]
Total events: 23 (CM), 20 (CBT)

Test for heterogeneity: Chiz = 1.21, df = 2 (P = 0.55), 12 = 0%

Test for overall effect: Z=0.74 (P = 0.46)

04 5/6-month follow-up

Budney2006 7/30 4/30 = 15.89 1.75 [0.57, 5.36]
Kadden2006 12754 11/61 —T 41.04 1.23 [0.59, 2.56]
Carroll 2006 14/34 11/35 —=— 43.07 1.31 [0.70, 2.47]
Subtotal (95% CI) 118 126 e 100.00 1.35 [0.87, 2.10]
Total events: 33 (CM), 26 (CBT)

Test for heterogeneity: Chi2 = 0.27, df = 2 (P = 0.87), 2= 0%

Test for overall effect: Z = 1.32 (P =0.19)

07 11/12-month follow-up

Budney2006 5/30 7/30 —_— =T 45.30 0.71 [0.26, 2.00]
Kadden2006 7/54 9/61 54.70 0.88 [0.35, 2.20]
Subtotal (95% ClI) 84 91 t 100.00 0.80 [0.41, 1.59]
Total events: 12 (CM), 16 (CBT)

Test for heterogeneity: Chiz =0.09, df =1 (P =0.77), 2= 0%

Test for overall effect: Z = 0.62 (P = 0.53)
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Review: DMP TG3 - 02: CM
Comparison: 05 CM versus CBT: cannabis

Outcome: 08 Cannabis use: days in past month (post-treatment)
Study CM CBT SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% ClI
01 End of treatment

Budney2006 30 11.30(9.70) 30 8.60(9.20) _ 100.00 0.28 [-0.23, 0.79]
Subtotal (95% CI) 30 30 —~———— 100.00 0.28 [-0.23, 0.79]
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.09 (P = 0.28)
02 3-month follow-up

Budney2006 30 15.20(13.30) 30 10.90(14.00) —_— 100.00 0.31 [-0.20, 0.82]
Subtotal (95% CI) 30 30 —— 100.00 0.31 [-0.20, 0.82]
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.20 (P = 0.23)
03 6-month follow-up

Budney2006 30 18.20(13.30) 30 13.80(14.10) —_— 100.00 0.32 [-0.19, 0.83]
Subtotal (95% CI) 30 30 ——sll-  100.00 0.32 [-0.19, 0.83]
Test for heterogeneity: not applicable
Test for overall effect: Z=1.22 (P =0.22)
04 9-month follow-up

Budney2006 30 19.10(13.30) 30 16.60(14.30) _ 100.00 0.18 [-0.33, 0.69]
Subtotal (95% Cl) 30 30 e 100.00 0.18 [-0.33, 0.69]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.69 (P = 0.49)
05 12-month follow-up

Budney2006 30 18.10(13.60) 30 18.30(15.70) 100.00 -0.01 [-0.52, 0.49]
Subtotal (95% Cl) 30 30 — 100.00 -0.01 [-0.52, 0.49]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.05 (P = 0.96)
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Contingency management - number of urinalyses

Review: DMP TG3 - 07: CM by number of urinalyses

Comparison: 01 CM vs control for cocaine (for 1/2 vs 3 urines a week)

Outcome: 01 Abstinence for stimulants

Study Behavioural Control RR (fixed) Weight RR (fixed)

or sub-category n/N n/N 95% ClI % 95% ClI

01 3 urines weekly (CM: vouchers)

Higgins 1993 13719 2/19 —s—) 10.49 6.50 [1.69, 24.97]
Higgins 1994 11/20 3/20 —a—) 15.73 3.67 [1.20, 11.19]

Subtotal (95% ClI) 39 39 ’ 26.21 4.80 [2.04, 11.31]
Total events: 24 (Behavioural), 5 (Control)

Test for heterogeneity: Chi2 = 0.42, df =1 (P =0.52), 2= 0%
Test for overall effect: Z = 3.59 (P = 0.0003)

04 Mean <=2 samples weekly (CM: prizes)

Petry 2004: $240 7/38 0/37 » 2.66 14.62 [0.86, 247.08]
Petry 2005a 397209 10/206 —a— 52.81 3.84 [1.97, 7.49]
Petry 2005b 15/53 3/38 = » 18.32 3.58 [1.12, 11.52]
Subtotal (95% CI) 300 281 - 73.79 4.17 [2.37, 7.33]
Total events: 61 (Behavioural), 13 (Control)
Test for heterogeneity: Chi2 = 0.88, df =2 (P = 0.65), 12 = 0%
Test for overall effect: Z = 4.95 (P < 0.00001)
Total (95% ClI) 339 320 - 100.00 4.33 [2.70, 6.95]
Total events: 85 (Behavioural), 18 (Control)
Test for heterogeneity: Chi2 =1.37, df =4 (P = 0.85), 2= 0%
Test for overall effect: Z = 6.08 (P < 0.00001)
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Review: DMP TG3 - 07: CM by number of urinalyses

Comparison: 02 MMT + CM (1, 2 or 3 urines a week)
Outcome: 01 Achieved a minimum period of abstinence
Study CM + MMT MMT + Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI
01 1 urine sample weekly
CHUTUAPE2001: Weekly 9/16 2/19 —=—)p 4.78 5.34 [1.34, 21.25]
MCCLELLAN1993 17729 7/32 —_— 17.40 2.68 [1.30, 5.52]
Subtotal (95% Cl) 45 51 -l 22.18 3.25 [1.72, 6.17]
Total events: 26 (CM + MMT), 9 (MMT + Control)
Test for heterogeneity: Chiz2 = 0.77, df = 1 (P = 0.38), 12 = 0%
Test for overall effect: Z = 3.61 (P = 0.0003)
02 2 urine samples weekly
PETRY2002 11/19 5/23 —_—— 11.82 2.66 [1.12, 6.33]
PETRY2005c 12740 4/37 —a— 10.86 2.78 [0.98, 7.85]
PIERCE2006 337198 4/190 —ap 10.67 7.92 [2.86, 21.92]
Subtotal (95% CI) 257 250 ‘ 33.36 4.38 [2.48, 7.72]
Total events: 56 (CM + MMT), 13 (MMT + Control)
Test for heterogeneity: Chiz = 3.31, df =2 (P = 0.19), I12=39.6%
Test for overall effect: Z =5.11 (P < 0.00001)
05 3 urine samples weekly
SCHOTTENFELD2005 12740 6/40 = 15.68 2.00 [0.83, 4.81]
SILVERMAN2004 11726 0/26 —_— 1.31 23.00 [1.43, 371.00]
STITZER1992 8/25 2/25 +—s—) 5.23 4.00 [0.94, 17.00]
SILVERMAN1998 10/20 0/19 _» 1.34 20.00 [1.25, 319.22]
RAWSON2002 19/30 8/30 . 20.91 2.38 [1.24, 4.56]
Subtotal (95% Cl) 141 140 e 44.47 3.57 [2.21, 5.77]
Total events: 60 (CM + MMT), 16 (MMT + Control)
Test for heterogeneity: Chi2 = 6.41, df = 4 (P = 0.17), 12 = 37.6%
Test for overall effect: Z = 5.19 (P < 0.00001)
Total (95% ClI) 443 441 ‘ 100.00 3.77 [2.74, 5.19]
Total events: 142 (CM + MMT), 38 (MMT + Control)
Test for heterogeneity: Chi2 = 11.06, df =9 (P = 0.27), 12 = 18.6%
Test for overall effect: Z = 8.14 (P < 0.00001)
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Review: DMP TG3 - 07: CM by number of urinalyses
Comparison: 02 MMT + CM (1, 2 or 3 urines a week)

Outcome: 02 Abstinence at 6 month follow up
Study MMT+CM Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI
01 3 samples weekly (during treatment)
RAWSON2002 14/30 10/30 —1B— 65.81 1.40 [0.74, 2.64]
Subtotal (95% ClI) 30 30 ‘ 65.81 1.40 [0.74, 2.64]
Total events: 14 (MMT+CM), 10 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.04 (P = 0.30)
02 Mean <2 samples weekly (during treatment)
PETRY2005¢c 14740 5/37 —a— 34.19 2.59 [1.03, 6.49]
Subtotal (95% ClI) 40 37 |~ 34.19 2.59 [1.03, 6.49]
Total events: 14 (MMT+CM), 5 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.03 (P = 0.04)
Total (95% ClI) 70 67 e 100.00 1.81 [1.07, 3.06]
Total events: 28 (MMT+CM), 15 (Control)
Test for heterogeneity: Chiz =1.21,df =1 (P =0.27), 2= 17.5%
Test for overall effect: Z = 2.21 (P = 0.03)
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Family interventions

Review: DMP TG3 - 04: Family interventions
Comparison: 01 Couple (BCT) versus CBT
Outcome: 03 Abstinence: all drugs, -ve urinalysis
Study BCT CBT SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI
01 % days with no drug use: past 90 days (endpoint)
Winters 2002 37 -94.20(6.40) 38 -90.20(8.00) —-= 37.23 -0.55 [-1.01, -0.08]
Fals-Stewart 1996 40 -97.10(9.20) 40 -94.10(8.60) =1 40.68 -0.33 [-0.78, 0.11]
Kelley 2002 22 -85.90(22.70) 21 -81.80(26.20) —s— 22.09 -0.16 [-0.76, 0.43]
Subtotal (95% CI) 99 99 < 100.00 -0.38 [-0.66, -0.09]
Test for heterogeneity: Chiz = 1.03, df = 2 (P = 0.60), 12 = 0%
Test for overall effect: Z = 2.61 (P = 0.009)
02 % days with no drug use: past 90 days (6-month followup)
Winters 2002 37 -81.90(16.30) 38 -71.90(17.90) —- 37.61 -0.58 [-1.04, -0.12]
Fals-Stewart 1996 40 -84.40(25.30) 40 -73.20(23.30) —= 40.78 -0.46 [-0.90, -0.01]
Kelley 2002 22 -77.60(25.80) 21 -63.60(24.30) —=— 21.61 -0.55 [-1.16, 0.06]
Subtotal (95% CI) 99 99 < 100.00 -0.52 [-0.81, -0.24]
Test for heterogeneity: Chiz = 0.15, df = 2 (P = 0.93), 12 = 0%
Test for overall effect: Z = 3.60 (P = 0.0003)
03 % days with no drug use: past 90 days (12-month followup)
Winters 2002 37 -74.20(22.20) 38 -65.40(26.10) = 37.83 -0.36 [-0.82, 0.10]
Fals-Stewart 1996 40 -76.20(27.70) 40 -69.40(22.10) =t 40.66 -0.27 [-0.71, 0.17]
Kelley 2002 22 -66.90(35.60) 21 -53.40(24.80) —= 21.50 -0.43 [-1.04, 0.18]
Subtotal (95% CI) 99 99 & 100.00 -0.34 [-0.62, -0.06]
Test for heterogeneity: Chi2 = 0.19, df =2 (P = 0.91), 12 = 0%
Test for overall effect: Z =2.36 (P = 0.02)
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Review: DMP TG3 - 04: Family interventions

Comparison: 02 Family intervention versus CBT: Young people
Outcome: 02 Not clinically improved
Study Systemic CBT RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI
01 Incarcerated, hospitalised or any subst. misuse problems at endpoint
Dennis2004, S2 YP 81/100 77/100 42.61 1.05 [0.91, 1.21]
Dennis2004, S1 YP 80/102 80/96 45.62 0.94 [0.82, 1.08]
Subtotal (95% ClI) 202 196 88.23 0.99 [0.90, 1.10]
Total events: 161 (Systemic), 157 (CBT)
Test for heterogeneity: Chiz = 1.23, df = 1 (P = 0.27), 12 = 18.5%
Test for overall effect: Z=0.11 (P = 0.92)
02 Heavy cannabis use
Waldron2001 YP 16729 22/31 S 11.77 0.78 [0.52, 1.16]
Subtotal (95% ClI) 29 31 - 11.77 0.78 [0.52, 1.16]
Total events: 16 (Systemic), 22 (CBT)
Test for heterogeneity: not applicable
Test for overall effect: Z=1.24 (P = 0.21)
Total (95% CI) 231 227 . 100.00 0.97 [0.88, 1.07]
Total events: 177 (Systemic), 179 (CBT)
Test for heterogeneity: Chi2 = 2.62, df =2 (P = 0.27), 12 = 23.6%
Test for overall effect: Z = 0.63 (P = 0.53)
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Review: DMP TG3 - 04: Family interventions

Comparison: 02 Family intervention versus CBT: Young people

Outcome: 04 Drug use: Cannabis, self-report

Study FT CBT SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI
01 Days or percentage days (change from baseline)

Waldron2001 YP 29 -18.65(50.53) 31 -0.10(51.53) 100.00 -0.36 [-0.87, 0.15]
Subtotal (95% CI) 29 31 e 100.00 -0.36 [-0.87, 0.15]
Test for heterogeneity: not applicable
Test for overall effect: Z=1.38 (P = 0.17)

02 Days or percentage days (3 month follow-up)

Waldron2001 YP 29 -20.29(51.08) 31 -1.06(49.43) — 100.00 -0.38 [-0.89, 0.13]
Subtotal (95% CI) 29 31 e 100.00 -0.38 [-0.89, 0.13]
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.45 (P = 0.15)
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Review: DMP TG3 - 04: Family interventions

Comparison: 03 Family intervention versus psychoeducation: Young people

Outcome: 03 Not clinically improved

Study Systemic Education
or sub-category n/N n/N

RR (fixed)
95% Cl

Weight
%

RR (fixed)
95% Cl

02 Still meeting study entry criterion for drug use

Liddle2001 YP 27/47 35/52
Subtotal (95% ClI) 47 52
Total events: 27 (Systemic), 35 (Education)

Test for heterogeneity: not applicable

Test for overall effect: Z = 1.00 (P = 0.32)

03 Heavy cannabis use

Waldron2001 YP 16/29 26/30
Subtotal (95% ClI) 29 30
Total events: 16 (Systemic), 26 (Education)

Test for heterogeneity: not applicable

Test for overall effect: Z = 2.48 (P = 0.01)

Total (95% CI) 76 82
Total events: 43 (Systemic), 61 (Education)

Test for heterogeneity: Chiz = 1.48, df = 1 (P = 0.22), I12 = 32.5%

Test for overall effect: Z = 2.31 (P = 0.02)
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Review: DMP TG3 - 04: Family interventions

Comparison: 03 Family intervention versus psychoeducation: Young people
Outcome: 04 Drug use: Cannabis, self-report
Study FT Psychoeducation SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% ClI
01 Endpoint change from baseline |

Waldron2001 YP 29 -18.65(50.53) 30 -10.48(44.11) — 59.23 -0.17 [-0.68, 0.34]

Latimer2003 YP 21 -10.19(12.16) 21 -2.72(15.38) 40.77 -0.53 [-1.15, 0.09]
Subtotal (95% CI) 50 51 100.00 -0.32 [-0.71, 0.08]
Test for heterogeneity: Chi2 = 0.77, df =1 (P = 0.38), 12 = 0%
Test for overall effect: Z=1.58 (P = 0.12)
02 3 month follow-up

Waldron2001 YP 29 -20.29(51.08) 30 -24.33(48.32) _ 100.00 0.08 [-0.43, 0.59]
Subtotal (95% CI) 29 30 ’ 100.00 0.08 [-0.43, 0.59]
Test for heterogeneity: not applicable
Test for overall effect: Z=0.31 (P = 0.76)
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Review: DMP TG3 - 04: Family interventions

Comparison: 05 Family intervention versus group therapy: Young people

Outcome: 01 Not clinically improved

Study Systemic Group therapy
or sub-category n/N n/N

RR (fixed)
95% Cl

Weight
%

RR (fixed)
95% Cl

02 Still meeting study entry criterion for drug use

Liddle2001 YP 27/47 40/53
Subtotal (95% CI) 47 53
Total events: 27 (Systemic), 40 (Group therapy)

Test for heterogeneity: not applicable

Test for overall effect: Z =1.84 (P = 0.07)

Total (95% ClI) 47 53
Total events: 27 (Systemic), 40 (Group therapy)

Test for heterogeneity: not applicable

Test for overall effect: Z =1.84 (P = 0.07)
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Review: DMP TG3 - 04: Family interventions

Comparison: 05 Family intervention versus group therapy: Young people
Outcome: 02 Abstinence: % -ve urinalysis
Study Systemic Group therapy SMD (random) Weight SMD (random)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI
01 Cannabis: During treatment

Henggeler1999 YP 58 34.00(46.00) 60 25.00(36.00) 100.00 0.22 [-0.15, 0.58]
Subtotal (95% CI) 58 60 L 100.00 0.22 [-0.15, 0.58]
Test for heterogeneity: not applicable
Test for overall effect: Z=1.17 (P = 0.24)
02 Cannabis: During 6-month follow-up

Henggeler1999 YP 58 27.00(45.00) 60 25.00(43.00) _ 100.00 0.05 [-0.32, 0.41]
Subtotal (95% CI) 58 60 i 100.00 0.05 [-0.32, 0.41]
Test for heterogeneity: not applicable
Test for overall effect: Z=0.25 (P = 0.81)
03 Cocaine: During treatment

Henggeler1999 YP 58 8.00(16.00) 60 8.00(22.00) _ 100.00 0.00 [-0.36, 0.36]
Subtotal (95% CI) 58 60 ‘ 100.00 0.00 [-0.36, 0.36]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.00 (P = 1.00)
04 Cocaine: During 6-month follow-up

Henggeler1999 YP 58 14.00(35.00) 60 10.00(31.00) _— 100.00 0.12 [-0.24, 0.48]
Subtotal (95% CI) 58 60 -l 100.00 0.12 [-0.24, 0.48]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.65 (P = 0.51)
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Review: DMP TG3 - 04: Family interventions

Comparison: 08 (MMT + family intervention) versus MMT treatment-as-usual

Outcome: 01 Drug use at endpoint (change from baseline)

Study Family intervention Control SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% ClI
01 Heroin (self-report, urine-validated)

Catalano 1999 MMT 74 6.89(15.81) 58 19.68(36.82) — 100.00 -0.47 [-0.82, -0.12]
Subtotal (95% Cl) 74 58 <& 100.00 -0.47 [-0.82, -0.12]
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.64 (P = 0.008)

02 Cocaine (self-report, urine-validated)

Catalano 1999 MMT 74 1.78(7.35) 58 12.16(45.72) — 100.00 -0.34 [-0.68, 0.01]
Subtotal (95% CI) 74 58 <& 100.00 -0.34 [-0.68, 0.01]
Test for heterogeneity: not applicable
Test for overall effect: Z =1.90 (P = 0.06)

03 Cannabis (self-report, urine-validated)

Catalano 1999 MMT 74 1.79(4.56) 58 3.90(18.98) — 100.00 -0.16 [-0.51, 0.18]
Subtotal (95% CI) 74 58 < 100.00 -0.16 [-0.51, 0.18]
Test for heterogeneity: not applicable
Test for overall effect: Z =0.92 (P = 0.36)

04 ASI-Drug

Fals-Stewart2001 MMT 19 -0.28(0.12) 17 -0.13(0.12) __ 100.00 -1.22 [-1.94, -0.50]
Subtotal (95% CI) 19 17 S 100.00 -1.22 [-1.94, -0.50]
Test for heterogeneity: not applicable
Test for overall effect: Z = 3.33 (P = 0.0009)
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Opioid agonist plus cognitive behavioural therapy

Review: DMP TG3 - 05: Opioid agonist + CBT

Comparison: 01 MMT + CBT (RP) versus MMT + Control

Outcome: 01 Abstinence: cocaine

Study CBT Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI

01 Achieving 3 consecutive weeks of cocaine-negative urines

RAWSON2002 12/30 8/30 —1B— 100.00 1.50 [0.72, 3.14]
Subtotal (95% CI) 30 30 -l 100.00 1.50 [0.72, 3.14]
Total events: 12 (CBT), 8 (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z = 1.08 (P = 0.28)

02 Abstinent at 12-month follow-up

RAWSON2002 18/30 8/30 —B— 100.00 2.25 [1.16, 4.36]
Subtotal (95% CI) 30 30 - 100.00 2.25 [1.16, 4.36]

Total events: 18 (CBT), 8 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.40 (P = 0.02)
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Review: DMP TG3 - 05: Opioid agonist + CBT

Comparison: 01 MMT + CBT (RP) versus MMT + Control

Outcome: 02 Abstinence: primary drug

Study MMT + CBT MMT SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI
01 Proportion of days with no use: heroin (change from baseline)

UKCBTMM2004 22 -16.36(33.40) 27 -9.38(44.22) —_— 100.00 -0.17 [-0.74, 0.39]
Subtotal (95% CI) 22 27 100.00 -0.17 [-0.74, 0.39]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.60 (P = 0.55)

Total (95% ClI) 22 27 100.00 -0.17 [-0.74, 0.39]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.60 (P = 0.55)
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Review: DMP TG3 - 05: Opioid agonist + CBT
Comparison: 01 MMT + CBT (RP) versus MMT + Control
Outcome: 04 Drug use: primary drug (end of treatment change from baseline)
Study MMT + CBT MMT SMD (random) Weight SMD (random)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI
01 lllicit opiates

UKCBTMM2004 22 -0.36(13.49) 27 1.41(12.30) 38.31 -0.14 [-0.70, 0.43]
Subtotal (95% Cl) 22 27 e 38.31 -0.14 [-0.70, 0.43]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.47 (P = 0.64)

03 Cocaine

EPSTEIN2003 48 -0.02(0.41) 49 -0.14(0.43) R 61.69 0.28 [-0.12, 0.68]
Subtotal (95% CI) 48 49 <l 61.69 0.28 [-0.12, 0.68]
Test for heterogeneity: not applicable
Test for overall effect: Z=1.39 (P = 0.17)

Total (95% CI) 70 76 el 100.00 0.12 [-0.28, 0.52]
Test for heterogeneity: Chiz2=1.41, df =1 (P = 0.23), I2=29.1%
Test for overall effect: Z = 0.60 (P = 0.55)
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Review: DMP TG3 - 05: Opioid agonist + CBT
Comparison: 01 MMT + CBT (RP) versus MMT + Control

Outcome: 06 Primary drug use (change from baseline): follow up

Study MMT+ CBT MMT+ Control SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI
02 Cocaine use: 6 month follow up (RP)

EPSTEIN2003 48 -0.15(0.42) 49 -0.24(0.39) += 65.24 0.22 [-0.18, 0.62]
Subtotal (95% Cl) 48 49 g 65.24 0.22 [-0.18, 0.62]
Test for heterogeneity: not applicable
Test for overall effect: Z =1.08 (P = 0.28)

03 illicit opiate use: 12 month follow up (RP)

UKCBTMM2004 26 -6.15(13.46) 26 -2.27(11.42) —= 34.76 -0.31 [-0.85, 0.24]
Subtotal (95% CI) 26 26 <o 34.76 -0.31 [-0.85, 0.24]
Test for heterogeneity: not applicable
Test for overall effect: Z =1.10 (P = 0.27)

Total (95% Cl) 74 75 X 3 100.00 0.04 [-0.29, 0.36]
Test for heterogeneity: Chi2 = 2.32, df = 1 (P = 0.13), 12 = 56.9%
Test for overall effect: Z =0.23 (P = 0.82)
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Review: DMP TG3 - 05: Opioid agonist + CBT
Comparison: 01 MMT + CBT (RP) versus MMT + Control

Outcome: 07 Other drug use (end of treatment change from baseline)
Study MMT + CBT MMT + control SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI
01 Heroin use

EPSTEIN2003 48 -0.34(0.70) 49 -0.20(0-39) 66.90 -0.25 [-0.65, 0.15]
Subtotal (95% Cl) 48 49 -l 66.90 -0.25 [-0.65, 0.15]
Test for heterogeneity: not applicable
Test for overall effect: Z =1.21 (P = 0.23)
02 Any drug

UKCBTMM2004 22 0.64(15.56) 27 6.78(17.02) 33.10 -0.37 [-0.94, 0.20]
Subtotal (95% CI) 22 27 ——e—— 33.10 -0.37 [-0.94, 0.20]
Test for heterogeneity: not applicable
Test for overall effect: Z =1.27 (P = 0.20)
Total (95% Cl) 70 76 -l 100.00 -0.29 [-0.61, 0.04]
Test for heterogeneity: Chiz = 0.12, df = 1 (P = 0.73), I2 = 0%
Test for overall effect: Z =1.72 (P = 0.09)
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Review: DMP TG3 - 05: Opioid agonist + CBT
Comparison: 02 MMT + CBT (S) versus MMT + Control

Outcome: 03 Drug use (endpoint change from baseline)
Study CBT Control SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI
01 lllicit opiates |

WOODY1983 34 -4.00(15.62) 35 -5.00(12.08) -— 100.00 0.07 [-0.40, 0.54]
Subtotal (95% CI) 34 35 ‘ 100.00 0.07 [-0.40, 0.54]
Test for heterogeneity: not applicable
Test for overall effect: Z =0.29 (P =0.77)
02 Stimulants

WOODY1983 34 -1.00(3.61) 35 0.00(5.00) - 100.00 -0.23 [-0.70, 0.25]
Subtotal (95% CI) 34 35 ‘ 100.00 -0.23 [-0.70, 0.25]
Test for heterogeneity: not applicable
Test for overall effect: Z =0.94 (P = 0.35)
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Review: DMP TG3 - 05: Opioid agonist + CBT

Comparison: 04 MMT + CBT versus MMT + Other Treatment

Outcome: 01 Abstinence
Study MMT+CBT MMT+Other Treatment RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI
01 End of treatment
RAWSON2002 12730 18/30 —B 100.00 .67 [0-39, 1.13]
Subtotal (95% CI) 30 30 - 100.00 .67 [0.39, 1.13]
Total events: 12 (MMT+CBT), 18 (MMT+Other Treatment)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.51 (P = 0.13)
02 6-month follow-up
RAWSON2002 16/30 14/30 100.00 .14 [0.69, 1.90]
Subtotal (95% CI) 30 30 100.00 .14 [0.69, 1.90]
Total events: 16 (MMT+CBT), 14 (MMT+Other Treatment)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.51 (P = 0.61)
03 12-month follow-up
RAWSON2002 18730 16/30 100.00 .13 [0.72, 1.75]
Subtotal (95% CI) 30 30 100.00 .13 [0.72, 1.75]
Total events: 18 (MMT+CBT), 16 (MMT+Other Treatment)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.52 (P = 0.60)
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Review: DMP TG3 - 05: Opioid agonist + CBT
Comparison: 04 MMT + CBT versus MMT + Other Treatment

Outcome: 02 Minimum of 3 weeks abstinence
Study MMT+CBT MMT+Other RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI
RAWSON2002 12/30 19/30 —— 100.00 0.63 [0.38, 1.06]
Total (95% CI) 30 30 P 100.00 0.63 [0.38, 1.06]
Total events: 12 (MMT+CBT), 19 (MMT+Other)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.75 (P = 0.08)
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Review: DMP TG3 - 05: Opioid agonist + CBT

Comparison: 04 MMT + CBT versus MMT + Other Treatment

Outcome: 03 Drug use (end of treatment)

Study MMT+CBT MMT+other SMD (random) Weight SMD (random)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI

01 ASI: Drug subscale (all drugs)

Fals-Stewart 2001 19 -0.13(0.12) 17 -0.28(0.12) _ 100.00 1.22 [0.50, 1.94]
Subtotal (95% CI) 19 17 S 100.00 1.22 [0.50, 1.94]
Test for heterogeneity: not applicable
Test for overall effect: Z = 3.33 (P = 0.0009)

02 Days using opiates

WOODY1983 34 -4.00(15.62) 31 -5.00(8.54) - 100.00 0.08 [-0.41, 0.56]
Subtotal (95% CI) 34 31 ’ 100.00 0.08 [-0.41, 0.56]
Test for heterogeneity: not applicable
Test for overall effect: Z=0.31 (P = 0.76)

03 Days using stimulants

WOODY1983 34 -1.00(3.60) 31 -1.00(6.40) - 100.00 0.00 [-0.49, 0.49]
Subtotal (95% CI) 34 31 ‘ 100.00 0.00 [-0.49, 0.49]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.00 (P = 1.00)
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Opioid agonist plus contingency management

Review: DMP TG3 - 06: Opioid agonist + CM
Comparison: 01 MMT + CM versus MMT + Control
Outcome: 02 Abstinence: longest continuous period (ITT, during treatment)
Study MMT + CM MMT +Control SMD (random) Weight SMD (random)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI
01 lllicit opiates and cocaine
CHUTUAPE2001: Weekly 16 -10.50(8.90) 19 -5.40(7.00) = 32.27 -0.63 [-1.31, 0.05]
SCHOTTENFELD2005 40 -4.80(6.10) 40 -4.30(6-10) = 34.62 -0.08 [-0.52, 0.36]
SILVERMAN2004 26 -18.80(16.93) 26 -2.30(4.69) = 33.11 -1.31 [-1.91, -0.71]
Subtotal (95% CI) 82 85 100.00 -0.65 [-1-41, 0.10]
Test for heterogeneity: Chi2 = 10.50, df = 2 (P = 0.005), I12 = 81.0%
Test for overall effect: Z=1.70 (P = 0.09)
02 lllicit opiates
SCHOTTENFELD2005 40 -6.30(6.30) 40 -6.10(6.60) = 51.11 -0.03 [-0.47, 0.41]
SILVERMAN2004 26 -21.00(16.37) 26 -4.80(5.71) = 48.89 -1.30 [-1.90, -0.70]
Subtotal (95% CI) 66 66 100.00 -0.65 [-1.89, 0.60]
Test for heterogeneity: Chiz = 11.17, df = 1 (P = 0.0008), 12 = 91.0%
Test for overall effect: Z=1.02 (P = 0.31)
04 Cocaine
EPSTEIN2003 47 -11.30(12.34) 49 -2.30(2.80) = 26.12 -1.01 [-1.43, -0.58]
PETRY2005c 40 -2.90(0.60) 37 -0.80(0.30) - 22.98 -4.33 [-5-16, -3.50]
SCHOTTENFELD2005 40 -5.90(6.90) 40 -5.10(6.30) = 26.04 -0.12 [-0.56, 0.32]
SILVERMAN2004 26 -20.20(17.44) 26 -2.30(5.20) = 24.86 -1.37 [-1.98, -0.76]
Subtotal (95% CI) 153 152 <D 100.00 -1.67 [-3.04, -0.29]
Test for heterogeneity: Chi2 = 77.97, df = 3 (P < 0.00001), I2 = 96.2%
Test for overall effect: Z = 2.37 (P = 0.02)
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Review: DMP TG3 - 06: Opioid agonist + CM
Comparison: 01 MMT + CM versus MMT + Control

Outcome: 03 Abstinence: longest continuous period (completers, during treatment)
Study MMT + CM MMT +Control SMD (random) Weight SMD (random)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI
01 lllicit opiates and cocaine

SILVERMAN2004 19 -24.80(18.02) 14 -3.60(0.19) — 100.00 -1.51 [-2.30, -0.71]
Subtotal (95% CI) 19 14 <& 100.00 -1.51 [-2.30, -0.71]
Test for heterogeneity: not applicable
Test for overall effect: Z = 3.73 (P = 0.0002)
02 lllicit opiates

SILVERMAN2004 19 -27.40(14.48) 14 -6.30(6.68) — 100.00 -1.74 [-2.56, -0.91]
Subtotal (95% CI) 19 14 <& 100.00 -1.74 [-2.56, -0.91]
Test for heterogeneity: not applicable
Test for overall effect: Z = 4.14 (P < 0.0001)
04 Cocaine

SILVERMAN2004 19 -26.70(19.79) 14 -3.70(0.19) — 100.00 -1.49 [-2.28, -0.70]
Subtotal (95% CI) 19 14 < 100.00 -1.49 [-2.28, -0.70]
Test for heterogeneity: not applicable
Test for overall effect: Z = 3.70 (P = 0.0002)
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Review: DMP TG3 - 06: Opioid agonist + CM

Comparison: 01 MMT + CM versus MMT + Control

Outcome: 04 Abstinence

Study MMT + CM MMT + control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% CI % 95% CI
01 End of treatment (vs control)

CHUTUAPE2001: Weekly 10/16 8/19 — 24.03 1.48 [0.78, 2.84]

EPSTEIN2003 15747 5/49 —_— 16.08 3.13 [1.23, 7.92]

PETRY2005¢c 12740 4/37 — - 13.65 2.78 [0.98, 7.85]

SILVERMAN2004 16/26 4/26 —_—)) 13.14 4.00 [1.54, 10.36]

SILVERMAN1998 11/20 3/19 $» 10.11 3.48 [1.15, 10.59]

RAWSON2002 18/30 7/30 —_— - 22.99 2.57 [1.26, 5.24]
Subtotal (95% CI) 179 180 ’ 100.00 2.71 [1.90, 3.85]
Total events: 82 (MMT + CM), 31 (MMT + control)

Test for heterogeneity: Chiz = 4.25, df =5 (P = 0.51), 12 = 0%
Test for overall effect: Z = 5.53 (P < 0.00001)
02 End of treatment (vs CBT)

RAWSON2002 18/30 12/30 -1 100.00 1.50 [0.89, 2.54]
Subtotal (95% CI) 30 30 - 100.00 1.50 [0.89, 2.54]
Total events: 18 (MMT + CM), 12 (MMT + control)

Test for heterogeneity: not applicable
Test for overall effect: Z = 1.51 (P = 0.13)
03 5/6-month follow up (vs control)

EPSTEIN2003 5/47 3/49 3.77 1.74 [0.44, 6.87]

PETRY2002 10/19 8/23 o 9.29 1.51 [0.75, 3.06]

PETRY2005¢c 14/40 5/37 — 6.67 2.59 [1.03, 6.49]

PIERCE2006 57/198 51/190 —— 66.79 1.07 [0.78, 1.48]

SILVERMAN1998 2/20 0/19 > 0.66 4.76 [0.24, 93.19]

RAWSON2002 14/30 10/30 —_— 12.83 1.40 [0.74, 2.64]
Subtotal (95% CI) 354 348 ’ 100.00 1.31 [1.02, 1.68]
Total events: 102 (MMT + CM), 77 (MMT + control)

Test for heterogeneity: Chi2 = 4.69, df =5 (P = 0.45), 12 = 0%
Test for overall effect: Z = 2.10 (P = 0.04)
04 6-month follow up (vs CBT)

RAWSON2002 14/30 16/30 100.00 0.88 [0.53, 1.45]
Subtotal (95% Cl) 30 30 t 100.00 0.88 [0.53, 1.45]
Total events: 14 (MMT + CM), 16 (MMT + control)

Test for heterogeneity: not applicable
Test for overall effect: Z=0.51 (P = 0.61)
05 1-year follow up (vs control)

RAWSON2002 16/30 8/30 100.00 2.00 [1.01, 3.95]
Subtotal (95% CI) 30 30 100.00 2.00 [1.01, 3.95]
Total events: 16 (MMT + CM), 8 (MMT + control)

Test for heterogeneity: not applicable
Test for overall effect: Z = 1.99 (P = 0.05)
06 1-year follow up (vs CBT)

RAWSON2002 16/30 18/30 100.00 0.89 [0.57, 1.39]
Subtotal (95% CI) 30 30 100.00 0.89 [0.57, 1.39]
Total events: 16 (MMT + CM), 18 (MMT + control)

Test for heterogeneity: not applicable
Test for overall effect: Z = 0.52 (P = 0.60)
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Review: DMP TG3 - 06: Opioid agonist + CM
Comparison: 01 MMT + CM versus MMT + Control

Outcome: 05 Abstinence during follow up

Study CM Control SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI
02 Opiates and cocaine (5/6 month follow up)

PETRY2002 19 -24.80(1.80) 23 -21.70(2.20) _ 100.00 -1.50 [-2.19, -0.80]
Subtotal (95% CI) 19 23 <O 100.00 -1.50 [-2.19, -0.80]
Test for heterogeneity: not applicable
Test for overall effect: Z = 4.23 (P < 0.0001)

04 Opiates (5/6 month follow up)

PETRY2002 19 -26.80(1.00) 23 -26.40(1.50) —= 58.75 -0.30 [-0.91, 0.31]

SILVERMAN1998 18 -46.00(10.00) 15 -36.00(10.00) —_— 41.25 -0.98 [-1.71, -0.25]
Subtotal (95% CI) 37 38 <o 100.00 -0.58 [-1.05, -0.11]
Test for heterogeneity: Chiz = 1.92, df = 1 (P = 0.17), |12 = 48.0%

Test for overall effect: Z = 2.43 (P = 0.02)
06 Cocaine (5/6 month follow up)

PETRY2002 19 -24.80(0.90) 23 -20.80(3.60) —= 57.09 -1.43 [-2.12, -0.75]

SILVERMAN1998 18 -29.00(9.00) 15 -16.00(7.00) o 42.91 -1.55 [-2.35, -0.76]
Subtotal (95% CI) 37 38 <P 100.00 -1.49 [-2.01, -0.97]
Test for heterogeneity: Chi2 = 0.05, df = 1 (P = 0.82), I2 = 0%

Test for overall effect: Z = 5.60 (P < 0.00001)
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Review: DMP TG3 - 06: Opioid agonist + CM
Comparison: 01 MMT + CM versus MMT + Control
Outcome: 06 continuous periods of abstinence (in weeks)
Study MMT + CM MMT+ Control RR (random) Weight RR (random)
or sub-category n/N n/N 95% CI % 95% CI
05 3 weeks
PETRY2002 11/19 5/23 ——— 17.08 2.66 [1.12, 6.33]
SCHOTTENFELD2005 17/40 17740 —a.— 24.00 1.00 [0.60, 1.66]
STITZER1992 8/25 2/25 —-— 9.52 4.00 [0.94, 17.00]
SILVERMAN1998 12/20 2/19 —_— 10.36 5.70 [1.46, 22.18]
PRESTON2000 13/29 6/28 1—-—— 17.95 2.09 [0.92, 4.73]
RAWSON2002 19/30 8/30 —_— 21.09 2.38 [1.24, 4.56]
Subtotal (95% CI) 163 165 ’ 100.00 2.19 [1.31, 3.65]
Total events: 80 (MMT + CM), 40 (MMT+ Control)
Test for heterogeneity: Chi2 = 11.07, df = 5 (P = 0.05), 12 = 54.8%
Test for overall effect: Z = 2.99 (P = 0.003)
06 6 weeks
PETRY2002 6/19 4/23 — - 31.45 1.82 [0.60, 5.51]
SCHOTTENFELD2005 15/20 10740 —— 52.77 3.00 [1.66, 5.43]
SILVERMAN1998 11/20 0/19 ——— . 7.97 21.90 [1.38, 347.62]
PRESTON2000 9/29 0/28 — 7.81 18.37 [1.12, 301.32]
Subtotal (95% Cl) 88 110 - 100.00 3.74 [1.41, 9.92]
Total events: 41 (MMT + CM), 14 (MMT+ Control)
Test for heterogeneity: Chi2 = 5.80, df = 3 (P = 0.12), 12 = 48.3%
Test for overall effect: Z = 2.65 (P = 0.008)
08 8 weeks
CHUTUAPE2001: Weekly 9/16 2/19 —_— 12.20 5.34 [1.34, 21.25]
MCCLELLAN1993 29/32 10/35 —-— 28.22 3.17 [1.86, 5.42]
PETRY2002 4/19 4/23 —_—— 13.93 1.21 [0.35, 4.21]
PIERCE2006 33/198 4/190 — 17.54 7.92 [2.86, 21.92]
SCHOTTENFELD2005 12/40 6/40 —-_— 20.30 2.00 [0.83, 4.81]
SILVERMAN1998 10/20 0/19 4.04 20.00 [1.25, 319.22]
PRESTON2000 4/29 0/28 - 3.77 8.70 [0.49, 154.49]
Subtotal (95% Cl) 354 354 < 100.00 3.51 [1.99, 6.19]
Total events: 101 (MMT + CM), 26 (MMT+ Control)
Test for heterogeneity: Chiz = 10.04, df = 6 (P = 0.12), I2 = 40.2%
Test for overall effect: Z = 4.34 (P < 0.0001)
09 12 weeks
MCCLELLAN1993 17/32 7/35 —— 45.76 2.66 [1.27, 5.56]
PETRY2002 4/19 4/23 — 27.31 1.21 [0.35, 4.21]
PIERCE2006 11/198 1/190 —i— 13.38 10.56 [1.38, 80.97]
SILVERMAN2004 1/26 0/26 —-— 6.25 3.00 [0.13, 70.42]
SILVERMAN1998 3/20 0/19 — i 7.29 6.67 [0.37, 121.07]
Subtotal (95% Cl) 295 293 P 100.00 2.61 [1.46, 4.68]
Total events: 36 (MMT + CM), 12 (MMT+ Control)
Test for heterogeneity: Chiz = 3.97, df = 4 (P = 0.41), I2= 0%
Test for overall effect: Z = 3.22 (P = 0.001)
10 16 weeks
MCCLELLAN1993 8/32 0/35 100.00 18.55 [1.11, 308.90]
Subtotal (95% CI) 32 35 100.00 18.55 [1.11, 308.90]
Total events: 8 (MMT + CM), 0 (MMT+ Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.03 (P = 0.04)
11 26 weeks
SILVERMAN2004 11/26 0/26 100.00 23.00 [1.43, 371.00]
Subtotal (95% CI) 26 26 100.00 23.00 [1.43, 371.00]
Total events: 11 (MMT + CM), 0 (MMT+ Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.21 (P = 0.03)
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Review: DMP TG3 - 06: Opioid agonist + CM
Comparison: 01 MMT + CM versus MMT + Control

Outcome: 07 Proportion negative urine samples (change from baseline)
Study MMT+CM MMT+Control SMD (random) Weight SMD (random)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% ClI
01 Cocaine

SILVERMAN1998 20 -44.00(12.04) 19 -5.00(10.00) —_ 43.09 -3.44 [-4.47, -2.42]

PRESTON2000 29 -10.10(9.22) 28 4.00(8.93) = 56.91 -1.53 [-2.13, -0.94]
Subtotal (95% Cl) 49 47 O 100.00 -2.44 [-4.31, -0.57]
Test for heterogeneity: Chi2z = 10.04, df =1 (P = 0.002), 12 = 90.0%
Test for overall effect: Z = 2.56 (P = 0.01)
02 Opiates

SILVERMAN1998 20 -16.00(15.26) 19 4.00(15.26) = 49.40 -1.28 [-1.98, -0.59]

PRESTON2000 29 -28.80(9.04) 28 -11.20(7-30) = 50.60 -2.11 [-2.76, -1.45]
Subtotal (95% ClI) 49 47 <& 100.00 -1.70 [-2.51, -0.90]
Test for heterogeneity: Chi2 = 2.86, df = 1 (P = 0.09), 12 = 65.0%
Test for overall effect: Z = 4.13 (P < 0.0001)

-10 5 0 5 10
Favours MMT+CM  Favours MMT+Control

Review: DMP TG3 - 06: Opioid agonist + CM
Comparison: 01 MMT + CM versus MMT + Control
Outcome: 08 Drug use (change from baseline)
Study MMT + CM MMT + control SMD (random) Weight SMD (random)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI
01 Cocaine |

EPSTEIN2003 47 -0.19(0.49) 49 -0.14(0.43) -_— 100.00 -0.11 [-0.51, 0.29]
Subtotal (95% CI) 47 49 ‘ 100.00 -0.11 [-0.51, 0.29]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.53 (P = 0.60)
02 Opiates

EPSTEIN2003 47 -0.24(0.44) 49 -0.20(0.39) — 100.00 -0.10 [-0.50, 0.30]
Subtotal (95% CI) 47 49 ‘ 100.00 -0.10 [-0.50, 0.30]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.47 (P = 0.64)
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Review: DMP TG3 - 06: Opioid agonist + CM
Comparison: 01 MMT + CM versus MMT + Control

Outcome: 11 Never abstinent during study
Study MMT + CM MMT + Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI
PETRY2002 3/19 11723 L 27.39 0.33 [0.11, 1.01]
SCHOTTENFELD2005 9/40 10/40 —_—a 27.53 0.90 [0.41, 1.98]
SILVERMAN1998 4/20 12/19 . 33.88 0.32 [0.12, 0.81]
PRESTON2000 7/29 4/28 = 11.20 1.69 [0.55, 5.14]
Total (95% CI) 108 110 S 100.00 0.63 [0.40, 1.00]
Total events: 23 (MMT + CM), 37 (MMT + Control)
Test for heterogeneity: Chiz = 7.13, df = 3 (P = 0.07), 12=57.9%
Test for overall effect: Z = 1.95 (P = 0.05)
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Review: DMP TG3 - 06: Opioid agonist + CM
Comparison: 02 Buprenorphine + CM versus buprenorphine + control

Outcome: 01 Abstinence: achieved minimum period (during treatment)
Study Bup. + CM Bup. + other RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI
01 1 week
DOWNEY2000 13720 16/21 80.40 0.85 [0.57, 1.27]
Subtotal (95% CI) 20 21 80.40 0.85 [0.57, 1.27]
Total events: 13 (Bup. + CM), 16 (Bup. + other)
Test for heterogeneity: not applicable
Test for overall effect: Z =0.78 (P = 0.44)
03 8 weeks
SCHOTTENFELD2005 4/39 4/43 19.60 1.10 [0.30, 4.11]
Subtotal (95% CI) 39 43 * 19.60 1.10 [0.30, 4.11]
Total events: 4 (Bup. + CM), 4 (Bup. + other)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.15 (P = 0.88)
Total (95% CI) 59 64 S 100.00 0.90 [0.59, 1.38]
Total events: 17 (Bup. + CM), 20 (Bup. + other)
Test for heterogeneity: Chiz = 0.16, df = 1 (P = 0.69), 12 = 0%
Test for overall effect: Z = 0.48 (P = 0.63)
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Review: DMP TG3 - 06: Opioid agonist + CM

Comparison: 02 Buprenorphine + CM versus buprenorphine + control
Outcome: 02 Abstinence: longest continuous period (during treatment)
Study bup. + CM bup. + control SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% ClI
01 lllicit opiates and cocaine
GROSS 2006 20 -2.90(3.30) 20 -4.00(3.20) 16.34 0.33 [-0.29, 0.96]
SCHOTTENFELD2005 39 -2.30(4.30) 43 -2.30(4.70) — 33.93 0.00 [-0.43, 0.43]
DOWNEY2000 20 -5.20(11.01) 21 -1.57(2.87) ——I— 16.54 -0.45 [-1.07, 0.17]
KOSTEN2003 40 -1.20(2.60) 40 -1.20(2.50) — 33.18 0.00 [-0.44, 0.44]
Subtotal (95% CI) 119 124 ‘ 100.00 -0.02 [-0.27, 0.23]
Test for heterogeneity: Chiz = 3.06, df = 3 (P = 0.38), 12=1.8%
Test for overall effect: Z = 0.15 (P = 0.88)
03 lllicit opiates
SCHOTTENFELD2005 39 -4.00(5.40) 43 -2.70(4.60) = 66.81 -0.26 [-0.69, 0.18]
DOWNEY2000 20 -8.55(12.55) 21 -5.14(5.15) —= 33.19 -0.35 [-0.97, 0.27]
Subtotal (95% ClI) 59 64 <& 100.00 -0.29 [-0.64, 0.07]
Test for heterogeneity: Chi2z = 0.06, df = 1 (P = 0.81), 2= 0%
Test for overall effect: Z=1.59 (P = 0.11)
04 Cocaine
SCHOTTENFELD2005 39 -2.60(4.30) 43 -2.90(5.10) = 40.64 0.06 [-0.37, 0.50]
DOWNEY2000 20 -8.35(12.41) 21 -3.62(6.94) 19.78 -0.46 [-1.09, 0.16]
KOSTEN2003 40 -1.80(2.90) 40 -2.40(3.40) 39.58 0.19 [-0.25, 0.63]
Subtotal (95% CI) 99 104 100.00 0.01 [-0.27, 0.28]
Test for heterogeneity: Chiz = 2.93, df =2 (P = 0.23), 2=31.7%
Test for overall effect: Z = 0.06 (P = 0.95)
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Review: DMP TG3 - 06: Opioid agonist + CM
Comparison: 02 Buprenorphine + CM versus buprenorphine + control
Outcome: 03 Abstinence: total number of weeks (during treatment)
Study Bup. + CM Bup. + control SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% ClI
01 lllicit opiates and cocaine

GROSS 2006 20 -3.90(3.70) 20 -5.80(3.80) 100.00 0.50 [-0.13, 1.13]
Subtotal (95% CI) 20 20 . 100.00 0.50 [-0.13, 1.13]
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.54 (P = 0.12)
Total (95% Cl) 20 20 S 100.00 0.50 [-0.13, 1.13]
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.54 (P = 0.12)
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Naltrexone plus psychosocial interventions

Review: DMP TG3 - 08: Naltrexone + psychosocial
Comparison: 01 Naltrexone + CM versus naltrexone + control
Outcome: 01 Naltrexone doses/days used (completers)
Study Psychosocial Control SMD (random) Weight SMD (random)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% ClI
02CM
Preston1999:CM vsNCM 19 -21.40(15.26) 19 -11.30(13.08) —=— 22.34 -0.70 [-1.35, -0.04]
Carroll 2001: CM 35 -17.80(13.40) 44 -14.20(12.40) = 48.45 -0.28 [-0.72, 0.17]
Carroll 2002: CM 36 -20.90(12.51) 18 -14.40(12.51) —=1 29.21 -0.51 [-1.09, 0.06]
Subtotal (95% CI) 90 81 <& 100.00 -0.44 [-0.75, -0.13]
Test for heterogeneity: Chiz = 1.15, df = 2 (P = 0.56), 1> = 0%
Test for overall effect: Z = 2.77 (P = 0.006)
Total (95% CI) 90 81 < 100.00 -0.44 [-0.75, -0.13]
Test for heterogeneity: Chiz = 1.15, df = 2 (P = 0.56), 12 = 0%
Test for overall effect: Z = 2.77 (P = 0.006)
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Review: DMP TG3 - 08: Naltrexone + psychosocial
Comparison: 01 Naltrexone + CM versus naltrexone + control
Outcome: 02 Longest continuous abstinence
Study CM Control SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% ClI
01 Opiates

Carroll 2001: CM 35 -49.10(32.70) 44 -37.70(32.80) =t 62.27 -0.34 [-0.79, 0.10]

Carroll 2002: CM 36 -57.06(31.87) 18 -40.50(31.87) —=— 37.73 -0.51 [-1.09, 0.06]
Subtotal (95% Cl) 71 62 <& 100.00 -0.41 [-0.76, -0.05]
Test for heterogeneity: Chi2z = 0.20, df = 1 (P = 0.65), 12 = 0%
Test for overall effect: Z = 2.26 (P = 0.02)
02 Cocaine

Carroll 2001: CM 35 -45.00(32.30) 44 -37.10(32.40) = 62.30 -0.24 [-0.69, 0.20]

Carroll 2002: CM 36 -50.49(31.37) 18 -36.00(31.37) —= 37.70 -0.46 [-1.03, 0.12]
Subtotal (95% Cl) 71 62 <& 100.00 -0.32 [-0.67, 0.03]
Test for heterogeneity: Chi2 =0.33, df =1 (P = 0.56), 12 = 0%
Test for overall effect: Z = 1.80 (P = 0.07)
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Review: DMP TG3 - 08: Naltrexone + psychosocial
Comparison: 01 Naltrexone + CM versus naltrexone + control
Outcome: 03 Proportion days abstinent
Study CM Control SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI
01 Opiates

Carroll 2001: CM 35 -87.50(20.90) 44 -79.80(25.50) _—t 100.00 -0.32 [-0.77, 0.12]
Subtotal (95% CI) 35 44 < 100.00 -0.32 [-0.77, 0.12]
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.42 (P = 0.16)
02 Cocaine

Carroll 2001: CM 35 -84.30(24.50) 44 -82.60(23.00) -— 100.00 -0.07 [-0.52, 0.37]
Subtotal (95% CI) 35 44 ‘ 100.00 -0.07 [-0.52, 0.37]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.31 (P = 0.75)
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Review: DMP TG3 - 08: Naltrexone + psychosocial

Comparison: 02 Naltrexone + CBT versus naltrexone + control

Outcome: 01 Naltrexone doses/days used (completers)

Study Psychosocial Control SMD (random) Weight SMD (random)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% ClI

03 CBT

Rawson2001:MatrixCBT 41 -78.70(67.60) 40 -34.70(48.30) -— 100.00 -0.74 [-1.19, -0.29]
Subtotal (95% CI) 41 40 <o 100.00 -0.74 [-1.19, -0.29]
Test for heterogeneity: not applicable
Test for overall effect: Z = 3.22 (P = 0.001)

Total (95% CI) 41 40 <o 100.00 -0.74 [-1.19, -0.29]
Test for heterogeneity: not applicable
Test for overall effect: Z = 3.22 (P = 0.001)
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Review: DMP TG3 - 08: Naltrexone + psychosocial
Comparison: 02 Naltrexone + CBT versus naltrexone + control
QOutcome: 02 Drug use: opiates
Study Nalterxone + CBT Naltrexone + Control SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% ClI
01 Days of heroin use in last 28 days (endpoint) |

TUCKER2004 47 6.96(8.20) 41 8.44(10.08) — 100.00 -0.16 [-0.58, 0.26]
Subtotal (95% CI) a7 41 ‘ 100.00 -0.16 [-0.58, 0.26]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.75 (P = 0.45)

02 Days of heroin use in past 28 days (3-month followup)

TUCKER2004 45 8.91(10.51) 39 7.55(9.67) — 100.00 0.13 [-0.30, 0.56]
Subtotal (95% CI) 45 39 ’ 100.00 0.13 [-0.30, 0.56]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.61 (P = 0.54)
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Review: DMP TG3 - 08: Naltrexone + psychosocial
Comparison: 02 Naltrexone + CBT versus naltrexone + control

Outcome: 03 Adverse events

Study CBT Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI

01 Deaths (ITT)

RAWSON2001 2/41 2/40 100.00 0.98 [0.14, 6.59]
Subtotal (95% CI) 41 40 100.00 0.98 [0.14, 6.59]

Total events: 2 (CBT), 2 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.03 (P = 0.98)

Total (95% Cl) 41 40 e 100.00 0.98 [0.14, 6.59]

Total events: 2 (CBT), 2 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.03 (P = 0.98)
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Review: DMP TG3 - 08: Naltrexone + psychosocial
Comparison: 02 Naltrexone + CBT versus naltrexone + control

Qutcome: 04 Abstinence: opiates
Study CBT Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI
01 3 weeks consecutive abstinence (during treatment)

RAWSON2001 30741 20/40 —— 100.00 .46 [1.02, 2.10]
Subtotal (95% CI) 41 40 <@ 100.00 .46 [1.02, 2.10]
Total events: 30 (CBT), 20 (Control)

Test for heterogeneity: not applicable
Test for overall effect: Z =2.07 (P = 0.04)

02 8 weeks consecutive abstinence (during treatment)

RAWSON2001 22/41 9/40 —B— 100.00 .38 [1.26, 4.53]
Subtotal (95% CI) 41 40 - 100.00 .38 [1.26, 4.53]
Total events: 22 (CBT), 9 (Control)

Test for heterogeneity: not applicable
Test for overall effect: Z = 2.65 (P = 0.008)

03 Abstinent by self-report and urinalysis (endpoint, ITT)

RAWSON2001 15741 13740 100.00 .13 [0.62, 2.05]
Subtotal (95% CI) 41 40 t 100.00 .13 [0.62, 2.05]
Total events: 15 (CBT), 13 (Control)

Test for heterogeneity: not applicable
Test for overall effect: Z = 0.39 (P = 0.70)
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Review: DMP TG3 - 08: Naltrexone + psychosocial
Comparison: 02 Naltrexone + CBT versus naltrexone + control
Outcome: 05 Urinalysis: opiates
Study CBT Control SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% ClI
01 Treatment effectiveness score

RAWSON2001 41 -11.21(9.60) 40 -5.60(6.90) -— 100.00 -0.66 [-1.11, -0.22]
Subtotal (95% CI) 41 40 <o 100.00 -0.66 [-1.11, -0.22]
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.90 (P = 0.004)
Total (95% CI) 41 40 <P 100.00 -0.66 [-1.11, -0.22]
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.90 (P = 0.004)
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Review: DMP TG3 - 08: Naltrexone + psychosocial
Comparison: 03 Naltrexone + behavioural FT versus naltrexone + control
Outcome: 01 Naltrexone doses/days used (completers)
Study Psychosocial Control SMD (random) Weight SMD (random)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI
01 FT

Carroll 2001: CM+FT 48 -19.40(15.40) 44 -14.20(12.40) —= 42.98 -0.37 [-0.78, 0.05]

Fals-Stewart 2003:FT 62 -102.60(41.30) 62 -79.40(46.30) = 57.02 -0.53 [-0.88, -0.17]
Subtotal (95% ClI) 110 106 X 3 100.00 -0.46 [-0.73, -0.19]
Test for heterogeneity: Chi2 = 0.32, df = 1 (P = 0.57), 12 = 0%
Test for overall effect: Z = 3.31 (P = 0.0009)
Total (95% CI) 110 106 L 2 100.00 -0.46 [-0.73, -0.19]
Test for heterogeneity: Chi2 = 0.32, df = 1 (P = 0.57), 12= 0%
Test for overall effect: Z = 3.31 (P = 0.0009)
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Review: DMP TG3 - 08: Naltrexone + psychosocial

Comparison: 03 Naltrexone + behavioural FT versus naltrexone + control
Outcome: 02 Proportion days abstinent
Study Behavioural FT Control SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% ClI
01 Cocaine

Carroll 2001: CM 48 -88.60(14.90) 44 -82.60(23.00) = 42.82 -0.31 [-0.72, 0.10]

Fals-Stewart 2003:FT 62 -84.20(21.40) 62 -73.60(27.30) = 57.18 -0.43 [-0.79, -0.07]
Subtotal (95% Cl) 110 106 <& 100.00 -0.38 [-0.65, -0.11]
Test for heterogeneity: Chi2 = 0.19, df = 1 (P = 0.67), 12= 0%
Test for overall effect: Z = 2.75 (P = 0.006)
02 Opiates

Carroll 2001: CM 48 -89.00(20.30) 44 -79.80(25.50) —= 42.69 -0.40 [-0.81, 0.02]

Fals-Stewart 2003:FT 62 -81.30(22.40) 62 -70.20(25.90) = 57.31 -0.46 [-0.81, -0.10]
Subtotal (95% ClI) 110 106 X 2 100.00 -0.43 [-0.70, -0.16]
Test for heterogeneity: Chi2 = 0.04, df =1 (P = 0.84), 12 = 0%
Test for overall effect: Z = 3.13 (P = 0.002)
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Review: DMP TG3 - 08: Naltrexone + psychosocial
Comparison: 03 Naltrexone + behavioural FT versus naltrexone + control
QOutcome: 03 Longest continuous abstinence
Study CM Control SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% ClI
01 Opiates

Carroll 2001: CM+FT 48 -53.40(36.50) 44 -37.70(32.80) — 100.00 -0.45 [-0.86, -0.03]
Subtotal (95% ClI) 48 44 <P 100.00 -0.45 [-0.86, -0.03]
Test for heterogeneity: not applicable
Test for overall effect: Z =2.12 (P = 0.03)
02 Cocaine

Carroll 2001: CM 48 -51.70(35.40) 44 -37.10(32.40) — 100.00 -0.43 [-0.84, -0.01]
Subtotal (95% ClI) 48 44 <P 100.00 -0.43 [-0.84, -0.01]
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.02 (P = 0.04)
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Case management

RR (random) Weight
95% CI %

Review: DMP TG3 - 09: Case management

Comparison: 01 Intensive referral versus standard care, for out of treatment drug users
Outcome: 02 Initiation: started any treatment prior to followup (ITT)

Study Case management Control

or sub-category n/N n/N

RR (random)
95% CI

01 Brief case management; followup at 1-2 weeks

Zanis 1996 17/27 1/14
Strathdee 2006 517128 30/117
Subtotal (95% CI) 155 131

Total events: 68 (Case management), 31 (Control)
Test for heterogeneity: Chiz = 3.39, df = 1 (P = 0.07), 12 =70.5%
Test for overall effect: Z = 1.22 (P = 0.22)

Total (95% CI) 155 131
Total events: 68 (Case management), 31 (Control)

Test for heterogeneity: Chiz = 3.39, df = 1 (P = 0.07), 12 =70.5%

Test for overall effect: Z = 1.22 (P = 0.22)

P —

-
‘ 100.00
‘

36.32
63.68

100.00

8.81 [1.30, 59.57]
1.55 [1.07, 2.26]
2.92 [0.52, 16.35]

2.92 [0.52, 16.35]
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Favours control

Drug misuse: psychosocial interventions (full guideline) Appendix 15b

1

10 100

Favours case managed

Page 64 of 78



Review: DMP TG3 - 09: Case management
Comparison: 02 Case management versus standard care, for out of treatment drug users

Outcome: 02 Initiation: started any treatment prior to followup (ITT)

Study Case management Control RR (random) Weight RR (random)
or sub-category n/N n/N 95% ClI % 95% ClI

02 Case management with ongoing contact; followup at >=6 weeks

Mejta 1997 157/160 89/156 —8— 28.81 1.72 [1.50, 1.97]
Needels 2005: maleYP 44/352 36/354 = 17.01 1.23 [0.81, 1.86]
Needels 2005: women 1637352 149/352 —1— 27.74 1.09 [0.93, 1.29]
Morgenstern 2006 107/161 71/141 —a— 26.43 1.32 [1.08, 1.61]
Subtotal (95% CI) 1025 1003 el 100.00 1.34 [1.04, 1.72]
Total events: 471 (Case management), 345 (Control)

Test for heterogeneity: Chi2 = 19.30, df = 3 (P = 0.0002), 12 = 84.5%

Test for overall effect: Z = 2.25 (P = 0.02)

Total (95% CI) 1025 1003 ‘ 100.00 1.34 [1.04, 1.72]
Total events: 471 (Case management), 345 (Control)

Test for heterogeneity: Chi2 = 19.30, df = 3 (P = 0.0002), 12 = 84.5%

Test for overall effect: Z = 2.25 (P = 0.02)
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Review: DMP TG3 - 09: Case management
Comparison: 02 Case management versus standard care, for out of treatment drug users
Outcome: 04 Retention (ITT)

Study Case management Control RR (random) Weight RR (random)
or sub-category n/N n/N 95% Cl % 95% Cl
02 In treatment at follow-up
Needels 2005: maleYP 27/352 19/354 -+ 27.16 1.43 [0.81, 2.52]
Needels 2005: women 89/352 96/352 —= 35.81 0.93 [0.72, 1.19]
Sorensen 2005 14/32 6/32 —— 20.50 2.33 [1.03, 5.30]
Coviello 2006 21/76 4/52 —a&— 16.53 3.59 [1.31, 9.86]
Subtotal (95% CI) 812 790 +l 100.00 1.60 [0.90, 2.86]
Total events: 151 (Case management), 125 (Control)
Test for heterogeneity: Chiz2 =11.33, df =3 (P = 0.01), 12=73.5%
Test for overall effect: Z=1.60 (P = 0.11)
03 Attended any treatment for at least 3 months (endpoint)
Morgenstern 2006 68/161 26/141 —- 100.00 2.29 [1.55, 3.39]
Subtotal (95% Cl) 161 141 D 100.00 2.29 [1.55, 3.39]
Total events: 68 (Case management), 26 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 4.15 (P < 0.0001)
04 Completed at least one outpatient programme (endpoint)
Morgenstern 2006 70/161 32/141 B 100.00 1.92 [1.35, 2.72]
Subtotal (95% Cl) 161 141 <D 100.00 1.92 [1.35, 2.72]
Total events: 70 (Case management), 32 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 3.62 (P = 0.0003)
01 02 05 1 2 5 10
Favours control ~ Favours case managed
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Review: DMP TG3 - 09: Case management

Comparison: 02 Case management versus standard care, for out of treatment drug users
Outcome: 05 Retention: time in treatment (endpoint, completers)
Study Treatment Control SMD (random) Weight SMD (random)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI
Mejta 1997 160 -27.00(13.94) 156 -14.00(13.94) = 100.00 -0.93 [-1.16, -0.70]
Total (95% ClI) 160 156 ¢ 100.00 -0.93 [-1.16, -0.70]
Test for heterogeneity: not applicable
Test for overall effect: Z = 7.85 (P < 0.00001)

-4 2
Favours case managed

Drug misuse: psychosocial interventions (full guideline) Appendix 15b

2
Favours control

Page 67 of 78



Review: DMP TG3 - 09: Case management

Comparison: 02 Case management versus standard care, for out of treatment drug users
Outcome: 07 Abstinence: -ve urine or hair analysis at follow-up (ITT)
Study Case management Control RR (random) Weight RR (random)
or sub-category n/N n/N 95% ClI % 95% ClI
01 Cannabis
Needels 2005: maleYP 15/352 147354 14.71 1.08 [0.53, 2.20]
Needels 2005: women 1027352 96/352 43.65 1.06 [0.84, 1.35]
Coviello 2006 57/76 31/52 41.65 1.26 [0.97, 1.63]
Subtotal (95% CI) 780 758 100.00 1.14 [0.97, 1.35]
Total events: 174 (Case management), 141 (Control)
Test for heterogeneity: Chiz = 1.02, df = 2 (P = 0.60), 12 = 0%
Test for overall effect: Z =1.55 (P = 0.12)
03 Cocaine
Needels 2005: maleYP 64/352 45/354 —— 33.79 1.43 [1.01, 2.03]
Needels 2005: women 65/352 77/352 — 38.50 0.84 [0.63, 1.13]
Coviello 2006 44/76 17/52 —a— 27.72 1.77 [1.15, 2.73]
Subtotal (95% ClI) 780 758 ‘ 100.00 1.26 [0.81, 1.98]
Total events: 173 (Case management), 139 (Control)
Test for heterogeneity: Chi2 = 9.45, df = 2 (P = 0.009), 12 = 78.8%
Test for overall effect: Z =1.02 (P = 0.31)
05 Opiates
Sorensen 2005 17/32 18732 58.15 0.94 [0.60, 1.48]
Coviello 2006 32/76 11/52 —_— 41.85 1.99 [1.11, 3.58]
Subtotal (95% ClI) 108 84 100.00 1.34 [0.63, 2.87]
Total events: 49 (Case management), 29 (Control)
Test for heterogeneity: Chiz = 4.29, df =1 (P =0.04), I2=76.7%
Test for overall effect: Z =0.75 (P = 0.45)
09 Any drug
Martin 1993 31/130 397133 —— 45.52 0.81 [0.54, 1.22]
Morgenstern 2006 697161 37/141 —a— 54.48 1.63 [1.18, 2.27]
Subtotal (95% CI) 291 274 ‘ 100.00 1.16 [0.59, 2.31]
Total events: 100 (Case management), 76 (Control)
Test for heterogeneity: Chi2 = 6.86, df = 1 (P = 0.009), 12 = 85.4%
Test for overall effect: Z = 0.44 (P = 0.66)
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Multimodal interventions

Review: DMP: Day treatment, intensive outpatient treatment and CM for work/housing
Comparison: 02 Intensive outpatient treatment (10-12hr/wk) vs Standard outpatient treatment (~2hr/wk)
Outcome: 01 Drug use: Self-reported days cocaine use in past 30 days (endpoint, completers)
Study Intensive Control SMD (random) Weight SMD (random)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% ClI
Volpicelli 2000 21 2.40(2.46) 21 7.40(2.84) —_— 0.00 -1.85 [-2.58, -1.11]
Total (95% CI) 21 21 - 0.00 -1.85 [-2.58, -1.11]
Test for heterogeneity: not applicable
Test for overall effect: Z = 4.93 (P < 0.00001)
-4 -2 0 2 4
Favours intensive  Favours control
Review: DMP TG3 - 10: Multimodal treatment programmes
Comparison: 02 Intensive outpatient treatment (10-12hr/wk) vs Standard outpatient treatment (~2hr/wk)
Outcome: 02 Abstinence: self-reported for cocaine (endpoint, ITT)
Study Intensive Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% Cl % 95% Cl
McLellan 1993: MMT 21/35 16/32 —— 100.00 1.20 [0.77, 1.86]
Total (95% ClI) 35 32 ‘ 100.00 1.20 [0.77, 1.86]
Total events: 21 (Intensive), 16 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z =0.81 (P = 0.42)
0.2 05 1 2 5
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Review: DMP TG3 - 10: Multimodal treatment programmes
Comparison: 02 Intensive outpatient treatment (10-12hr/wk) vs Standard outpatient treatment (~2hr/wk)

Outcome: 03 Abstinence: achieved minimum duration, opiates (during treatment, ITT)

Study Intensive Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI

01 8 weeks

McLellan 1993: MMT 29/35 29/32 100.00 0.91 [0.76, 1.10]
Subtotal (95% CI) 35 32 100.00 0.91 [0.76, 1.10]

Total events: 29 (Intensive), 29 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z=0.94 (P = 0.35)

02 12 weeks
McLellan 1993: MMT 23/35 17/32 —1— 100.00 1.24 [0.83, 1.85]
Subtotal (95% Cl) 35 32 . 100.00 1.24 [0.83, 1.85]
Total events: 23 (Intensive), 17 (Control)
Test for heterogeneity: not applicable

Test for overall effect: Z =1.03 (P = 0.30)

03 16 weeks
McLellan 1993: MMT 17/35 8/32 +——— 100.00 1.94 [0.97, 3.87]
Subtotal (95% ClI) 35 32 gl 100.00 1.94 [0.97, 3.87]
Total events: 17 (Intensive), 8 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z =1.89 (P = 0.06)
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Review: DMP TG3 - 10: Multimodal treatment programmes
Comparison: 02 Intensive outpatient treatment (10-12hr/wk) vs Standard outpatient treatment (~2hr/wk)

Outcome: 04 Abstinence: achieved minimum duration, cocaine (during treatment, ITT)

Study Intensive Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI

01 8 weeks

McLellan 1993: MMT 29/35 26/32 100.00 1.02 [0.81, 1.28]
Subtotal (95% CI) 35 32 100.00 1.02 [0.81, 1.28]

Total events: 29 (Intensive), 26 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z=0.17 (P = 0.86)

02 12 weeks
McLellan 1993: MMT 23/35 17/32 —1— 100.00 1.24 [0.83, 1.85]
Subtotal (95% Cl) 35 32 . 100.00 1.24 [0.83, 1.85]
Total events: 23 (Intensive), 17 (Control)
Test for heterogeneity: not applicable

Test for overall effect: Z =1.03 (P = 0.30)

03 16 weeks
McLellan 1993: MMT 14/35 10/32 —B— 100.00 1.28 [0.67, 2.46]
Subtotal (95% CI) 35 32 il 100.00 1.28 [0.67, 2.46]
Total events: 14 (Intensive), 10 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z=0.74 (P = 0.46)
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Review: DMP TG3 - 10: Multimodal treatment programmes
Comparison: 03 Day treatment (>18hr/wk) vs Standard outpatient treatment (~2hr/wk)

Outcome: 01 Abstinence: -ve urinalysis (endpoint, ITT)

Study Day treatment Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI

01 Opiates

Avants 1999: MMT 74/145 71/146 100.00 1.05 [0.83, 1.32]
Subtotal (95% CI) 145 146 100.00 1.05 [0.83, 1.32]

Total events: 74 (Day treatment), 71 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z=0.41 (P = 0.68)

02 Cocaine

Avants 1999: MMT 67/145 72/146 —.-— 100.00 0.94 [0.74, 1.19]
Subtotal (95% CI) 145 146 ‘ 100.00 0.94 [0.74, 1.19]
Total events: 67 (Day treatment), 72 (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z =0.53 (P = 0.60)

03 Opiates and cocaine

Avants 1999: MMT 53/145 54/146 100.00 0.99 [0.73, 1.34]
Subtotal (95% CI) 145 146 t 100.00 0.99 [0.73, 1.34]

Total events: 53 (Day treatment), 54 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z=0.08 (P = 0.94)
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Review: DMP TG3 - 10: Multimodal treatment programmes
Comparison: 03 Day treatment (>18hr/wk) vs Standard outpatient treatment (~2hr/wk)

Outcome: 02 Abstinence: -ve urinalysis (6 months followup, ITT)

Study Day treatment Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI

01 Opiates

Avants 1999: MMT 47/145 53/146 —B 100.00 0.89 [0.65, 1.23]
Subtotal (95% CI) 145 146 e 100.00 0.89 [0.65, 1.23]
Total events: 47 (Day treatment), 53 (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z=0.70 (P = 0.49)

02 Cocaine

Avants 1999: MMT 46/145 46/146 100.00 1.01 [0.72, 1.41]
Subtotal (95% CI) 145 146 ‘ 100.00 1.01 [0.72, 1.41]
Total events: 46 (Day treatment), 46 (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z=0.04 (P =0.97)

03 Opiates and cocaine

Avants 1999: MMT 32/145 367146 - 100.00 0.90 [0.59, 1.36]
Subtotal (95% Cl) 145 146 e 100.00 0.90 [0.59, 1.36]
Total events: 32 (Day treatment), 36 (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z =0.52 (P = 0.60)
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Review: DMP TGS - 10: Multimodal treatment programmes

Comparison: 03 Day treatment (>18hr/wk) vs Standard outpatient treatment (~2hr/wk)
Outcome: 03 Abstinence: max number of consecutive -ve urines, cocaine (ITT)
Study Day treatment Control SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% ClI
Marlowe 2003 40 -5.38(7.11) 39 -6.72(11.00) e 100.00 0.14 [-0.30, 0.59]
Total (95% Cl) 40 39 —— 100.00 0.14 [-0.30, 0.59]
Test for heterogeneity: not applicable
Test for overall effect: Z =0.64 (P = 0.52)
a -0.5 0 05 1
Favours daytreatment ~ Favours control
Review: DMP TG3 - 10: Multimodal treatment programmes
Comparison: 04 Intensive day treatment (60hr/wk) vs Day treatment (>18hr/wk)
Outcome: 01 Abstinence: -ve urinalysis for cocaine (ITT)
Study Intensive day Day treatment RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI
01 Endpoint
Coviello 2001 22/46 24/48 100.00 0.96 [0.63, 1.45]
Subtotal (95% ClI) 46 48 100.00 0.96 [0.63, 1.45]
Total events: 22 (Intensive day), 24 (Day treatment)
Test for heterogeneity: not applicable
Test for overall effect: Z =0.21 (P = 0.83)
02 3 months followup
Coviello 2001 22/46 22748 100.00 1.04 [0.68, 1.61]
Subtotal (95% CI) 46 48 100.00 1.04 [0.68, 1.61]
Total events: 22 (Intensive day), 22 (Day treatment)
Test for heterogeneity: not applicable
Test for overall effect: Z =0.19 (P = 0.85)
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Review: DMP TG3 - 10: Multimodal treatment programmes
Comparison: 06 Intensive outpatient treatment with RBT (reinforcement-based therapy) vs Standard care

Outcome: 01 Abstinence: % -ve urine samples (during treatment)
Study RBT Control SMD (fixed) Weight SMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% ClI % 95% CI
01 Opiates

Silverman 2001:MMT 20 -52.00(35.80) 20 -33.00(26.80) —_— 100.00 -0.59 [-1.22, 0.05]
Subtotal (95% ClI) 20 20 <D 100.00 -0.59 [-1.22, 0.05]
Test for heterogeneity: not applicable
Test for overall effect: Z =1.82 (P = 0.07)
02 Cocaine

Silverman 2001:MMT 20 -54.00(40.20) 20 -32.00(26.80) — 100.00 -0.63 [-1.27, 0.01]
Subtotal (95% Cl) 20 20 <9 100.00 -0.63 [-1.27, 0.01]
Test for heterogeneity: not applicable
Test for overall effect: Z =1.94 (P = 0.05)
03 Opiates and cocaine

Silverman 2001:MMT 20 -50.00(40.20) 20 -27.00(26.80) — 100.00 -0.66 [-1.30, -0.02]
Subtotal (95% ClI) 20 20 <D 100.00 -0.66 [-1.30, -0.02]
Test for heterogeneity: not applicable
Test for overall effect: Z =2.03 (P = 0.04)
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Review: DMP TG3 - 10: Multimodal treatment programmes
Comparison: 06 Intensive outpatient treatment with RBT (reinforcement-based therapy) vs Standard care

Outcome: 02 Abstinence: cocaine and opiates (during treatment)
Study RBT Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI
01 -ve urine samples on >75% of occasions
Silverman 2001:MMT 8/20 2/20 —— 15.19 4.00 [0.97, 16.55]
Subtotal (95% CI) 20 20 ‘ 15.19 4.00 [0.97, 16.55]
Total events: 8 (RBT), 2 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.91 (P = 0.06)
02 No self-reported use in past 30 days with confirmatory urinalysis
Jones 2005 25/66 11/64 B 84.81 2.20 [1.19, 4.10]
Subtotal (95% CI) 66 64 <o 84.81 2.20 [1.19, 4.10]
Total events: 25 (RBT), 11 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.50 (P = 0.01)
Total (95% CI) 86 84 <o 100.00 2.48 [1.40, 4.37]
Total events: 33 (RBT), 13 (Control)
Test for heterogeneity: Chi2 = 0.57, df = 1 (P = 0.45), 12= 0%
Test for overall effect: Z = 3.14 (P = 0.002)
0.01 0.1 1 10 100
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Vocational interventions

Review: DMP TG3 - 11: Vocational interventions
Comparison: 01 Pre-vocational counselling vs Control
Outcome: 01 Employment

Study Vocational Rehab Control
or sub-category n/N n/N

RR (fixed)
95% Cl

Weight
%

RR (fixed)
95% Cl

01 employed one or more days (last 30 days)

Zanis 2001 34/62 16747
Subtotal (95% ClI) 62 47
Total events: 34 (Vocational Rehab), 16 (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z = 2.04 (P = 0.04)

02 placed in a job

Hall 1977 9/18 3/23
Subtotal (95% ClI) 18 23
Total events: 9 (Vocational Rehab), 3 (Control)

Test for heterogeneity: not applicable

Test for overall effect: Z = 2.29 (P = 0.02)

Total (95% CI) 80 70
Total events: 43 (Vocational Rehab), 19 (Control)

Test for heterogeneity: Chiz2=1.92, df =1 (P = 0.17), 12=47.9%

Test for overall effect: Z = 2.95 (P = 0.003)
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