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1 Acamprosate for alcohol use disorders  

1.1 Acamprosate versus Placebo 
 
 

 
 
 
 
 

Comparison: 01 Acamprosate versus placebo                                                                                          
Outcome: 01 Discontinued treatment (Leaving study early)                                                                

Study  Treatment  Control  RR (random)  Weight  RR (random) 
or sub-category  n/N  n/N  95% CI  %  95% CI  Order 

 Anton2006(CBI)             50/151             42/156          5.28      1.23 [0.87, 1.73]             0 
 Anton2006(no CBI)          66/152             46/153          6.10      1.44 [1.07, 1.95]             0 
 Balterieri2003             10/40               7/35           1.31      1.25 [0.53, 2.93]             0 
 Besson1998                 36/55              36/55           6.78      1.00 [0.76, 1.31]             0 
 Chick2000                 187/289            184/292         10.87      1.03 [0.91, 1.16]             0 
 Geerlings1997              76/128             92/134          9.13      0.86 [0.72, 1.04]             0 
 Gual2001                   45/141             57/147          5.83      0.82 [0.60, 1.13]             0 
 Kiefer2003                 23/40              30/40           5.71      0.77 [0.56, 1.06]             0 
 Morley2006                 21/55              21/61           3.36      1.11 [0.68, 1.80]             0 
 Namkoong2003               19/72              22/70           3.02      0.84 [0.50, 1.41]             0 
 Paille1995(2g/day)         78/173            114/177          8.72      0.70 [0.57, 0.85]             0 
 Pelc1997(2g/day)           20/63              30/62           3.79      0.66 [0.42, 1.02]             0 
 Poldrugo1997               57/122             77/124          7.72      0.75 [0.60, 0.95]             0 
 Sass1996                   57/136             81/136          7.53      0.70 [0.55, 0.90]             0 
 Tempesta2000               40/164             44/166          4.83      0.92 [0.64, 1.33]             0 
 Whitworth1996             129/224            139/224         10.03      0.93 [0.80, 1.08]             0 

Total (95% CI) 2005               2032 100.00      0.90 [0.81, 0.99] 
Total events: 914 (Treatment), 1022 (Control) 
Test for heterogeneity: Chi² = 34.96, df = 15 (P = 0.002), I² = 57.1% 
Test for overall effect: Z = 2.08 (P = 0.04) 
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Comparison: 01 Acamprosate versus placebo                                                                                          
Outcome: 02 Leaving due to adverse event                                                                                

Study  Treatment  Control  RR (random)  Weight  RR (random) 
or sub-category  n/N  n/N  95% CI  %  95% CI  Order 
 Anton2006(CBI)              3/151              2/156          3.25      1.55 [0.26, 9.14]             0 
 Anton2006(no CBI)           6/152              2/153          4.08      3.02 [0.62, 14.73]            0 
 Besson1998                  1/55               0/55           1.01      3.00 [0.12, 72.08]            0 
 Chick2000                  40/289             26/292         47.19      1.55 [0.98, 2.48]             0 
 Geerlings1997               7/128              4/134          7.07      1.83 [0.55, 6.11]             0 
 Gual2001                    2/148              1/148          1.80      2.00 [0.18, 21.82]            0 
 Namkoong2003                2/72               0/70           1.13      4.86 [0.24, 99.52]            0 
 Paille1995(2g/day)         12/173             15/177         19.27      0.82 [0.39, 1.70]             0 
 Pelc1997(2g/day)            1/63               1/62           1.36      0.98 [0.06, 15.39]            0 
 Poldrugo1997                2/122              8/124          4.39      0.25 [0.06, 1.17]             0 
 Sass1996                    2/136              1/136          1.80      2.00 [0.18, 21.80]            0 
 Tempesta2000                2/164              0/166          1.12      5.06 [0.24, 104.61]           0 
 Whitworth1996               6/224              4/224          6.55      1.50 [0.43, 5.24]             0 

Total (95% CI) 1877               1897 100.00      1.36 [0.99, 1.88] 
Total events: 86 (Treatment), 64 (Control) 
Test for heterogeneity: Chi² = 9.95, df = 12 (P = 0.62), I² = 0% 
Test for overall effect: Z = 1.90 (P = 0.06) 
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Comparison: 01 Acamprosate versus placebo                                                                                          
Outcome: 03 % days abstinent                                                                                            
Study  Treatment  Control  SMD (random)  Weight  SMD (random) 
or sub-category N Mean (SD) N Mean (SD)  95% CI  %  95% CI  Order 
01 over 8 weeks 

Namkoong2003             72    -81.20(23.70)         70    -78.50(27.80)      10.39     -0.10 [-0.43, 0.23]            0 
Subtotal (95% CI)     72                          70  10.39     -0.10 [-0.43, 0.23] 
Test for heterogeneity: not applicable 
Test for overall effect: Z = 0.62 (P = 0.54) 
02 at 3 months 

Anton2006(CBI)          151    -78.20(25.93)        156    -79.80(25.94)      22.48      0.06 [-0.16, 0.29]            0 
Anton2006(no CBI)       152    -75.60(26.01)        153    -73.80(25.98)      22.34     -0.07 [-0.29, 0.16]            0 

Subtotal (95% CI)    303                         309  44.82      0.00 [-0.16, 0.15] 
Test for heterogeneity: Chi² = 0.65, df = 1 (P = 0.42), I² = 0% 
Test for overall effect: Z = 0.04 (P = 0.96) 
03 at 1 year 

Anton2006(CBI)          151    -64.20(31.47)        156    -67.50(32.87)      22.46      0.10 [-0.12, 0.33]            0 
Anton2006(no CBI)       152    -62.70(31.47)        153    -59.40(32.42)      22.32     -0.10 [-0.33, 0.12]            0 

Subtotal (95% CI)    303                         309  44.79      0.00 [-0.20, 0.20] 
Test for heterogeneity: Chi² = 1.61, df = 1 (P = 0.20), I² = 37.9% 
Test for overall effect: Z = 0.00 (P = 1.00) 
Total (95% CI)    678                         688 100.00     -0.01 [-0.12, 0.09] 
Test for heterogeneity: Chi² = 2.59, df = 4 (P = 0.63), I² = 0% 
Test for overall effect: Z = 0.23 (P = 0.82) 
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Comparison: 01 Acamprosate versus placebo                                                                                          
Outcome: 06 Cumulative abstinence duration (all in)                                                                     
Study  Treatment  Control  SMD (random)  Weight  SMD (random) 
or sub-category N Mean (SD) N Mean (SD)  95% CI  %  95% CI  Order 
02 Over 3-months 

Morley2006               55    -66.30(25.20)         61    -56.70(31.40)       7.23     -0.33 [-0.70, 0.03]            0 
Pelc1997(2g/day)         63    -56.60(4.25)          62    -34.30(4.29)        4.92     -5.19 [-5.93, -4.45]           0 

Subtotal (95% CI)    118                         123  12.16     -2.75 [-7.51, 2.01] 
Test for heterogeneity: Chi² = 132.30, df = 1 (P < 0.00001), I² = 99.2% 
Test for overall effect: Z = 1.13 (P = 0.26) 
03 Over 6-months 

Geerlings1997           128    -61.00(70.00)        134    -43.00(58.00)       7.90     -0.28 [-0.52, -0.04]           0 
Gual2001                148    -93.00(75.00)        148    -74.00(75.00)       7.97     -0.25 [-0.48, -0.02]           0 
Poldrugo1997            122    -99.10(79.97)        124    -70.40(74.08)       7.86     -0.37 [-0.62, -0.12]           0 
Tempesta2000            164   -110.00(77.00)        166    -89.00(77.00)       8.03     -0.27 [-0.49, -0.06]           0 

Subtotal (95% CI)    562                         572  31.77     -0.29 [-0.41, -0.17] 
Test for heterogeneity: Chi² = 0.53, df = 3 (P = 0.91), I² = 0% 
Test for overall effect: Z = 4.86 (P < 0.00001) 
04 over 9 months (last 3 months no medication) 

Tempesta2000            164   -155.00(114.00)       166   -127.00(115.00)      8.03     -0.24 [-0.46, -0.03]           0 
Subtotal (95% CI)    164                         166   8.03     -0.24 [-0.46, -0.03] 
Test for heterogeneity: not applicable 
Test for overall effect: Z = 2.21 (P = 0.03) 
05 Over 1-year 

Paille1995(2g/day)      173   -223.00(134.00)       177   -173.00(126.00)      8.05     -0.38 [-0.60, -0.17]           0 
Poldrugo1997            122   -167.70(151.05)       124   -120.48(146.82)      7.87     -0.32 [-0.57, -0.06]           0 
Sass1996                136   -224.62(136.61)       136   -162.03(132.19)      7.92     -0.46 [-0.71, -0.22]           0 
Whitworth1996           224   -138.80(137.50)       224   -103.80(119.00)      8.15     -0.27 [-0.46, -0.09]           0 

Subtotal (95% CI)    655                         661  31.98     -0.35 [-0.46, -0.24] 
Test for heterogeneity: Chi² = 1.71, df = 3 (P = 0.63), I² = 0% 
Test for overall effect: Z = 6.28 (P < 0.00001) 
09 Over 2-years (last year no medication) 

Sass1996                136   -387.14(280.52)       136   -250.95(244.63)      7.91     -0.52 [-0.76, -0.27]           0 
Whitworth1996           224   -230.80(259.10)       224   -183.00(235.20)      8.15     -0.19 [-0.38, -0.01]           0 

Subtotal (95% CI)    360                         360  16.07     -0.34 [-0.66, -0.03] 
Test for heterogeneity: Chi² = 4.32, df = 1 (P = 0.04), I² = 76.9% 
Test for overall effect: Z = 2.14 (P = 0.03) 
Total (95% CI)   1859                        1882 100.00     -0.56 [-0.82, -0.31] 
Test for heterogeneity: Chi² = 172.28, df = 12 (P < 0.00001), I² = 93.0% 
Test for overall effect: Z = 4.36 (P < 0.0001) 
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  Comparison: 01 Acamprosate versus placebo                                                                                          
Outcome: 07 Lapsed (individuals drinking any alcohol/ non-abstinent)                                                    

Study  Treatment  Control  RR (random)  Weight  RR (random) 
or sub-category  n/N  n/N  95% CI  %  95% CI  Order 

01 at 8 weeks 
 Namkoong2003               27/72              22/70           0.81      1.19 [0.76, 1.88]             0 
Subtotal (95% CI) 72                 70   0.81      1.19 [0.76, 1.88] 
Total events: 27 (Treatment), 22 (Control) 
Test for heterogeneity: not applicable 
Test for overall effect: Z = 0.76 (P = 0.45) 
02 at 3 months 
 Paille1995(2g/day)        102/173            118/177          3.80      0.88 [0.75, 1.04]             0 
Subtotal (95% CI) 173                177   3.80      0.88 [0.75, 1.04] 
Total events: 102 (Treatment), 118 (Control) 
Test for heterogeneity: not applicable 
Test for overall effect: Z = 1.48 (P = 0.14) 

03 at 6 months / 24 weeks 
 Balterieri2003             23/40              28/35           1.54      0.72 [0.53, 0.98]             0 
 Barrias1997                83/150            105/152          3.41      0.80 [0.67, 0.96]             0 
 Besson1998                 36/55              51/55           2.87      0.71 [0.57, 0.87]             0 
 Chick2000                 254/289            260/292          7.09      0.99 [0.93, 1.05]             0 
 Geerlings1997              96/128            121/134          5.20      0.83 [0.74, 0.93]             0 
 Gual2001                   95/147            103/141          3.96      0.88 [0.76, 1.03]             0 
 Kiefer2003                 24/40              30/40           1.57      0.80 [0.59, 1.09]             0 
 Ladewig1993                19/29              29/32           1.78      0.72 [0.54, 0.96]             0 
 Namkoong2003               45/72              48/70           2.34      0.91 [0.72, 1.16]             0 
 Paille1995(2g/day)        118/173            144/177          4.89      0.84 [0.74, 0.95]             0 
 Pelc1992                   40/55              44/47           3.42      0.78 [0.65, 0.93]             0 
 Pelc1997(2g/day)           70/126             49/62           2.93      0.70 [0.57, 0.86]             0 
 Poldrugo1997               65/122             92/124          3.05      0.72 [0.59, 0.87]             0 
 Roussaux1996               45/63              43/64           2.44      1.06 [0.84, 1.34]             0 
 Sass1996                   78/136            100/136          3.46      0.78 [0.65, 0.93]             0 
 Tempesta2000               85/164            108/166          3.27      0.80 [0.66, 0.96]             0 
 Whitworth1996             161/224            179/224          5.51      0.90 [0.81, 1.00]             0 
Subtotal (95% CI) 2013               1951  58.73      0.83 [0.77, 0.88] 
Total events: 1337 (Treatment), 1534 (Control) 
Test for heterogeneity: Chi² = 45.48, df = 16 (P = 0.0001), I² = 64.8% 
Test for overall effect: Z = 5.58 (P < 0.00001) 

04 at 12 months 
 Geerlings1997             114/128            127/134          6.64      0.94 [0.87, 1.01]             0 
 Paille1995(2g/day)        140/173            157/177          6.05      0.91 [0.83, 1.00]             0 
 Sass1996                   78/136            109/136          3.67      0.72 [0.61, 0.85]             0 
 Whitworth1996             183/224            208/224          6.66      0.88 [0.82, 0.95]             0 
Subtotal (95% CI) 661                671  23.02      0.88 [0.80, 0.96] 
Total events: 515 (Treatment), 601 (Control) 
Test for heterogeneity: Chi² = 10.65, df = 3 (P = 0.01), I² = 71.8% 
Test for overall effect: Z = 2.98 (P = 0.003) 

06 at 18 months 
 Paille1995(2g/day)        148/173            161/177          6.49      0.94 [0.87, 1.02]             0 
Subtotal (95% CI) 173                177   6.49      0.94 [0.87, 1.02] 
Total events: 148 (Treatment), 161 (Control) 
Test for heterogeneity: not applicable 
Test for overall effect: Z = 1.56 (P = 0.12) 

07 at 2 years (follow-up - no medication) 
 Whitworth1996             197/224            213/224          7.15      0.92 [0.87, 0.98]             0 
Subtotal (95% CI) 224                224   7.15      0.92 [0.87, 0.98] 
Total events: 197 (Treatment), 213 (Control) 
Test for heterogeneity: not applicable 
Test for overall effect: Z = 2.69 (P = 0.007) 

Total (95% CI) 3316               3270 100.00      0.86 [0.82, 0.90] 
Total events: 2326 (Treatment), 2649 (Control) 
Test for heterogeneity: Chi² = 63.50, df = 24 (P < 0.0001), I² = 62.2% 
Test for overall effect: Z = 6.84 (P < 0.00001) 
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Comparison: 01 Acamprosate versus placebo                                                                                         
Outcome: 08 Time to first drink                                                                                         
Study  Treatment  Control  SMD (random)  Weight  SMD (random) 
or sub-category N Mean (SD) N Mean (SD)  95% CI  %  95% CI  Order 
01 Time (days) to first drink 

Morley2006               55    -24.10(32.90)         61    -24.60(32.10)      21.17      0.02 [-0.35, 0.38]            0 
Paille1995(2g/day)      173   -153.00(197.00)       177   -102.00(165.00)     42.13     -0.28 [-0.49, -0.07]           0 
Sass1996                136   -165.20(143.80)       136   -112.30(126.50)     36.70     -0.39 [-0.63, -0.15]           0 

Subtotal (95% CI)    364                         374 100.00     -0.26 [-0.45, -0.06] 
Test for heterogeneity: Chi² = 3.31, df = 2 (P = 0.19), I² = 39.7% 
Test for overall effect: Z = 2.60 (P = 0.009) 
Total (95% CI)    364                         374 100.00     -0.26 [-0.45, -0.06] 
Test for heterogeneity: Chi² = 3.31, df = 2 (P = 0.19), I² = 39.7% 
Test for overall effect: Z = 2.60 (P = 0.009) 

 -1  -0.5  0  0.5  1 
 Favours treatment  Favours control 

Comparison: 01 Acamprosate versus placebo                                                                                          
Outcome: 10 Drinking Severity                                                                                           
Study  Treatment  Control  SMD (random)  Weight  SMD (random) 
or sub-category N Mean (SD) N Mean (SD)  95% CI  %  95% CI  Order 
03 Drinks per drinking day 

Morley2006               55      7.50(6.10)          61      7.10(6.00)       28.97      0.07 [-0.30, 0.43]            0 
Namkoong2003             72      7.20(9.80)          70      8.60(9.80)       35.48     -0.14 [-0.47, 0.19]            0 

Subtotal (95% CI)    127                         131  64.44     -0.05 [-0.29, 0.20] 
Test for heterogeneity: Chi² = 0.69, df = 1 (P = 0.41), I² = 0% 
Test for overall effect: Z = 0.39 (P = 0.70) 
04 % days without heavy drinking 

Namkoong2003             72    -86.10(20.00)         70    -84.90(23.30)      35.56     -0.06 [-0.38, 0.27]            0 
Subtotal (95% CI)     72                          70  35.56     -0.06 [-0.38, 0.27] 
Test for heterogeneity: not applicable 
Test for overall effect: Z = 0.33 (P = 0.74) 
Total (95% CI)    199                         201 100.00     -0.05 [-0.25, 0.15] 
Test for heterogeneity: Chi² = 0.69, df = 2 (P = 0.71), I² = 0% 
Test for overall effect: Z = 0.51 (P = 0.61) 
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 Comparison: 01 Acamprosate versus placebo                                                                                          
Outcome: 11 Relapsed to heavy drinking (5+ drinks for men, 4+ for women)                                                

Study  Treatment  Control  RR (random)  Weight  RR (random) 
or sub-category  n/N  n/N  95% CI  %  95% CI  Order 

01 at 3 months 
 Anton2006(CBI)            103/151            111/156          8.19      0.96 [0.83, 1.11]             0 
 Anton2006(no CBI)         108/152            115/153          8.57      0.95 [0.82, 1.08]             0 
Subtotal (95% CI) 303                309  16.76      0.95 [0.86, 1.05] 
Total events: 211 (Treatment), 226 (Control) 
Test for heterogeneity: Chi² = 0.02, df = 1 (P = 0.89), I² = 0% 
Test for overall effect: Z = 0.97 (P = 0.33) 

03 at 6 months 
 Chick2000                 245/289            242/292         10.57      1.02 [0.95, 1.10]             0 
 Geerlings1997              84/128            109/134          8.14      0.81 [0.69, 0.94]             0 
 Kiefer2003                 25/40              30/40           4.28      0.83 [0.62, 1.12]             0 
 Namkoong2003               43/72              42/70           4.87      1.00 [0.76, 1.30]             0 
 Pelc1992                   35/55              43/47           6.09      0.70 [0.56, 0.86]             0 
 Pelc1997                   50/126             40/62           4.58      0.62 [0.46, 0.82]             0 
 Poldrugo1997               58/122             79/124          5.81      0.75 [0.59, 0.94]             0 
 Sass1996                   73/137            105/138          7.09      0.70 [0.58, 0.84]             0 
 Tempesta2000               49/164             61/166          4.13      0.81 [0.60, 1.11]             0 
 Whitworth1996             140/224            161/224          8.76      0.87 [0.76, 0.99]             0 
Subtotal (95% CI) 1357               1297  64.33      0.81 [0.72, 0.92] 
Total events: 802 (Treatment), 912 (Control) 
Test for heterogeneity: Chi² = 41.60, df = 9 (P < 0.00001), I² = 78.4% 
Test for overall effect: Z = 3.37 (P = 0.0008) 

04 at 1 year 
 Anton2006(CBI)            117/151            126/156          9.26      0.96 [0.85, 1.08]             0 
 Anton2006(no CBI)         123/152            129/153          9.65      0.96 [0.87, 1.06]             0 
Subtotal (95% CI) 303                309  18.91      0.96 [0.89, 1.04] 
Total events: 240 (Treatment), 255 (Control) 
Test for heterogeneity: Chi² = 0.00, df = 1 (P = 1.00), I² = 0% 
Test for overall effect: Z = 1.05 (P = 0.29) 

Total (95% CI) 1963               1915 100.00      0.86 [0.80, 0.93] 
Total events: 1253 (Treatment), 1393 (Control) 
Test for heterogeneity: Chi² = 44.03, df = 13 (P < 0.0001), I² = 70.5% 
Test for overall effect: Z = 3.68 (P = 0.0002) 
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2 Naltrexone 
  

2.1 Naltrexone versus placebo 

 

 
 
 
 
 
 

  Comparison: 01 Naltrexone versus placebo                                                                                           
Outcome: 01 Discontinued treatment (Leaving study early)                                                                

Study  Treatment  Control  RR (random)  Weight  RR (random) 
or sub-category  n/N  n/N  95% CI  %  95% CI  Order 

 Ahmadi2002                 32/58              46/58           6.81      0.70 [0.53, 0.91]             0 
 Anton1999                   9/68              14/63           1.82      0.60 [0.28, 1.28]             0 
 Anton2005(MET)              8/41               9/39           1.53      0.85 [0.36, 1.97]             0 
 Anton2005(c.skills)         9/39               5/41           1.14      1.89 [0.70, 5.15]             0 
 Anton2006(CBI)             51/155             42/156          5.45      1.22 [0.87, 1.72]             0 
 Anton2006(no CBI)          57/154             46/153          5.87      1.23 [0.90, 1.69]             0 
 Balldin2003(G.couns)        7/31               6/30           1.21      1.13 [0.43, 2.97]             0 
 Balldin2003(c.skills        5/25               7/30           1.10      0.86 [0.31, 2.37]             0 
 Baltieri2008               20/49              31/54           4.51      0.71 [0.47, 1.07]             0 
 Chick2000                  53/90              49/85           7.11      1.02 [0.79, 1.31]             0 
 Gastpar2002                33/87              28/84           4.55      1.14 [0.76, 1.71]             0 
 Guardia2002                40/101             42/101          5.60      0.95 [0.68, 1.33]             0 
 Huang2005                   9/20               7/20           1.80      1.29 [0.60, 2.77]             0 
 Kiefer2003                 18/40              30/40           4.80      0.60 [0.41, 0.88]             0 
 Killeen2004                12/51              12/36           2.22      0.71 [0.36, 1.39]             0 
 Kranzler2000               25/61              13/63           2.88      1.99 [1.12, 3.51]             0 
 Krystal2001                97/418             43/209          5.86      1.13 [0.82, 1.55]             0 
 Latt2002                   23/56              17/51           3.49      1.23 [0.75, 2.03]             0 
 Lee2001                    21/35              14/18           5.09      0.77 [0.53, 1.11]             0 
 Morley2006                 17/53              21/61           3.27      0.93 [0.55, 1.57]             0 
 Morris2001                 17/55              23/56           3.43      0.75 [0.45, 1.25]             0 
 Omalley1992(G.couns)        5/23              11/27           1.38      0.53 [0.22, 1.31]             0 
 Omalley1992(rel.prev)       10/29              10/25           2.13      0.86 [0.43, 1.73]             0 
 Omalley2003(CBT)           11/30               6/30           1.50      1.83 [0.78, 4.32]             0 
 Omalley2003(PCM)            9/26              14/27           2.41      0.67 [0.35, 1.27]             0 
 Omalley2008                13/59              24/64           2.85      0.59 [0.33, 1.04]             0 
 Oslin1997                   7/21              10/23           1.82      0.77 [0.36, 1.65]             0 
 Oslin2008                  29/120             23/120          3.62      1.26 [0.78, 2.05]             0 
 Volpicelli1992             11/35              14/35           2.45      0.79 [0.42, 1.48]             0 
 Volpicelli1997             13/48              13/49           2.32      1.02 [0.53, 1.97]             0 

Total (95% CI) 2078               1848 100.00      0.94 [0.84, 1.05] 
Total events: 671 (Treatment), 630 (Control) 
Test for heterogeneity: Chi² = 44.19, df = 29 (P = 0.04), I² = 34.4% 
Test for overall effect: Z = 1.14 (P = 0.25) 
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Comparison: 01 Naltrexone versus placebo                                                                                           
Outcome: 02 Leaving due to adverse events                                                                               

Study  Treatment  Control  RR (random)  Weight  RR (random) 
or sub-category  n/N  n/N  95% CI  %  95% CI  Order 

 Anton1999                   1/68               1/63           2.55      0.93 [0.06, 14.50]            0 
 Anton2006(CBI)              6/155              2/156          7.67      3.02 [0.62, 14.73]            0 
 Anton2006(no CBI)           6/154              2/153          7.67      2.98 [0.61, 14.54]            0 
 Chick2000                  13/90              11/85          34.59      1.12 [0.53, 2.35]             0 
 Gastpar2002                 4/84               3/87           8.95      1.38 [0.32, 5.99]             0 
 Guardia2002                 2/93               0/99           2.11      5.32 [0.26, 109.35]           0 
 Killeen2004                 9/51               4/36          15.98      1.59 [0.53, 4.76]             0 
 Latt2002                    3/56               0/51           2.23      6.39 [0.34, 120.71]           0 
 Omalley1992(G.couns)        3/23               0/27           2.27      8.17 [0.44, 150.30]           0 
 Omalley1992(rel.prev)        2/29               1/25           3.52      1.72 [0.17, 17.90]            0 
 Omalley2003(CBT)            2/30               0/30           2.15      5.00 [0.25, 99.95]            0 
 Omalley2003(PCM)            2/26               0/27           2.15      5.19 [0.26, 103.11]           0 
 Omalley2008                 1/34               1/34           2.58      1.00 [0.07, 15.34]            0 
 Volpicelli1992              2/35               0/35           2.14      5.00 [0.25, 100.53]           0 
 Volpicelli1997              2/48               1/49           3.44      2.04 [0.19, 21.78]            0 

Total (95% CI) 976                957 100.00      1.79 [1.15, 2.77] 
Total events: 58 (Treatment), 26 (Control) 
Test for heterogeneity: Chi² = 6.78, df = 14 (P = 0.94), I² = 0% 
Test for overall effect: Z = 2.59 (P = 0.010) 
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  Comparison: 01 Naltrexone versus placebo                                                                                           
Outcome: 04 Lapsed (individuals drinking any alcohol/ not abstinent)                                                    

Study  Treatment  Control  RR (random)  Weight  RR (random) 
or sub-category  n/N  n/N  95% CI  %  95% CI  Order 

01 at 12-16 weeks 
 Anton1999                  36/68              42/63           4.19      0.79 [0.60, 1.06]             0 
 Balldin2003                55/56              59/62          12.23      1.03 [0.97, 1.10]             0 
 Baltieri2008               35/49              39/54           5.17      0.99 [0.78, 1.26]             0 
 Chick2000                  75/90              70/85           9.08      1.01 [0.88, 1.16]             0 
 Gastpar2002                41/84              45/87           3.91      0.94 [0.70, 1.27]             0 
 Guardia2002                53/101             54/101          4.73      0.98 [0.76, 1.27]             0 
 Kiefer2003                 26/40              37/40           5.13      0.70 [0.55, 0.90]             0 
 Kranzler2000               43/61              41/63           5.15      1.08 [0.85, 1.38]             0 
 Lee2001                    19/35              11/18           1.85      0.89 [0.55, 1.43]             0 
 Monti2001                  41/64              41/64           4.74      1.00 [0.77, 1.30]             0 
 Morley2006                 44/53              50/61           7.59      1.01 [0.86, 1.20]             0 
 Morris2001                 44/55              48/56           7.57      0.93 [0.79, 1.11]             0 
 Omalley1992(G.couns)        9/23              22/27           1.49      0.48 [0.28, 0.82]             0 
 Omalley1992(rel.prev)       21/29              20/25           3.92      0.91 [0.67, 1.22]             0 
 Omalley2008                22/34              30/34           4.34      0.73 [0.56, 0.97]             0 
 Oslin1997                   6/21               8/23           0.60      0.82 [0.34, 1.98]             0 
 Volpicelli1992             16/35              20/35           1.96      0.80 [0.50, 1.27]             0 
 Volpicelli1997             27/48              32/49           3.49      0.86 [0.62, 1.19]             0 
Subtotal (95% CI) 946                947  87.13      0.92 [0.86, 1.00] 
Total events: 613 (Treatment), 669 (Control) 
Test for heterogeneity: Chi² = 31.63, df = 17 (P = 0.02), I² = 46.3% 
Test for overall effect: Z = 2.04 (P = 0.04) 

02 at 24 weeks (maintenance treatment) 
 Omalley2003(CBT)           13/30              17/30           1.62      0.76 [0.46, 1.28]             0 
 Omalley2003(PCM)           17/26              22/27           3.33      0.80 [0.58, 1.12]             0 
Subtotal (95% CI) 56                 57   4.95      0.79 [0.60, 1.05] 
Total events: 30 (Treatment), 39 (Control) 
Test for heterogeneity: Chi² = 0.03, df = 1 (P = 0.87), I² = 0% 
Test for overall effect: Z = 1.64 (P = 0.10) 

03 at 6 months (follow-up) 
 Omalley1992(G.couns)       15/19              15/20           3.17      1.05 [0.75, 1.48]             0 
 Omalley1992(rel.prev)       16/21              19/20           4.74      0.80 [0.62, 1.04]             0 
Subtotal (95% CI) 40                 40   7.91      0.90 [0.69, 1.17] 
Total events: 31 (Treatment), 34 (Control) 
Test for heterogeneity: Chi² = 1.60, df = 1 (P = 0.21), I² = 37.5% 
Test for overall effect: Z = 0.79 (P = 0.43) 
Total (95% CI) 1042               1044 100.00      0.92 [0.85, 0.98] 
Total events: 674 (Treatment), 742 (Control) 
Test for heterogeneity: Chi² = 36.20, df = 21 (P = 0.02), I² = 42.0% 
Test for overall effect: Z = 2.48 (P = 0.01) 
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Comparison: 01 Naltrexone versus placebo                                                                                           
Outcome: 05 % days abstinent                                                                                            
Study  Treatment  Control  SMD (random)  Weight  SMD (random) 
or sub-category N Mean (SD) N Mean (SD)  95% CI  %  95% CI  Order 
01 at 3 months 

Anton1999                68    -90.00(18.90)         63    -82.00(22.90)       6.08     -0.38 [-0.73, -0.03]           0 
Anton2005(MET)           41    -77.00(30.00)         39    -75.00(32.00)       4.53     -0.06 [-0.50, 0.37]            0 
Anton2005(c.skills)      39    -91.00(16.00)         41    -79.00(26.00)       4.42     -0.55 [-0.99, -0.10]           0 
Anton2006(CBI)          155    -75.90(26.02)        156    -79.80(25.64)       9.07      0.15 [-0.07, 0.37]            0 
Anton2006(no CBI)       154    -80.00(26.06)        153    -73.80(25.98)       9.02     -0.24 [-0.46, -0.01]           0 
Balldin2003(G.couns)     31    -56.00(27.00)         32    -50.00(35.00)       3.83     -0.19 [-0.68, 0.31]            0 
Balldin2003(c.skills     25    -68.00(24.00)         30    -53.00(31.00)       3.36     -0.53 [-1.07, 0.01]            0 
Guardia2002              93    -65.30(22.64)         99    -63.00(26.90)       7.47     -0.09 [-0.38, 0.19]            0 
Kranzler2000             60    -78.80(28.90)         63    -84.30(21.30)       5.91      0.22 [-0.14, 0.57]            0 
Morris2001               38    -75.00(28.00)         33    -64.00(30.00)       4.11     -0.38 [-0.85, 0.09]            0 
Omalley1992(G.couns)     22    -95.70(10.97)         27    -90.60(9.35)        3.08     -0.50 [-1.07, 0.08]            0 
Omalley1992(rel.prev)     24    -95.82(9.31)          24    -89.60(9.31)        2.99     -0.66 [-1.24, -0.07]           0 
Volpicelli1997           48    -93.80(11.13)         49    -89.24(16.07)       5.10     -0.33 [-0.73, 0.07]            0 

Subtotal (95% CI)    798                         809  68.97     -0.22 [-0.37, -0.07] 
Test for heterogeneity: Chi² = 24.49, df = 12 (P = 0.02), I² = 51.0% 
Test for overall effect: Z = 2.85 (P = 0.004) 
02 at week 26 

Anton1999                66    -77.80(29.70)         58    -68.00(35.70)       5.91     -0.30 [-0.65, 0.06]            0 
Omalley2003(CBT)         30    -93.80(13.40)         30    -93.50(16.40)       3.71     -0.02 [-0.53, 0.49]            0 
Omalley2003(PCM)         26    -89.80(17.90)         27    -78.40(33.40)       3.32     -0.42 [-0.96, 0.13]            0 

Subtotal (95% CI)    122                         115  12.93     -0.25 [-0.51, 0.00] 
Test for heterogeneity: Chi² = 1.23, df = 2 (P = 0.54), I² = 0% 
Test for overall effect: Z = 1.94 (P = 0.05) 
03 at 12 months 

Anton2006(CBI)          155    -66.00(31.44)        156    -67.50(32.87)       9.08      0.05 [-0.18, 0.27]            0 
Anton2006(no CBI)       154    -68.10(31.49)        153    -59.40(32.42)       9.01     -0.27 [-0.50, -0.05]           0 

Subtotal (95% CI)    309                         309  18.09     -0.11 [-0.42, 0.20] 
Test for heterogeneity: Chi² = 3.89, df = 1 (P = 0.05), I² = 74.3% 
Test for overall effect: Z = 0.70 (P = 0.48) 
Total (95% CI)   1229                        1233 100.00     -0.20 [-0.31, -0.08] 
Test for heterogeneity: Chi² = 30.49, df = 17 (P = 0.02), I² = 44.3% 
Test for overall effect: Z = 3.39 (P = 0.0007) 
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  Comparison: 01 Naltrexone versus placebo                                                                                          
Outcome: 07 Relapse to heavy drinking                                                                                   

Study  Treatment  Control  RR (random)  Weight  RR (random) 
or sub-category  n/N  n/N  95% CI  %  95% CI  Order 

01 at 3 months 
 Anton1999                  26/68              38/63           2.55      0.63 [0.44, 0.91]             0 
 Anton2005(MET)             18/41              22/39           1.93      0.78 [0.50, 1.21]             0 
 Anton2005(c.skills)        15/39              25/41           1.79      0.63 [0.40, 1.01]             0 
 Anton2006(CBI)            103/155            111/156          5.50      0.93 [0.80, 1.09]             0 
 Anton2006(no CBI)         104/154            115/153          5.63      0.90 [0.78, 1.04]             0 
 Balldin2003                53/56              58/62           6.49      1.01 [0.92, 1.11]             0 
 Chick2000                  64/90              61/85           4.85      0.99 [0.82, 1.20]             0 
 Gastpar2002                34/84              36/87           2.57      0.98 [0.68, 1.40]             0 
 Guardia2002                 8/93              19/99           0.77      0.45 [0.21, 0.97]             0 
 Heinala2001(c.skills       25/34              32/33           4.46      0.76 [0.61, 0.94]             0 
 Heinala2001(sup.beh)       27/29              22/25           5.06      1.06 [0.89, 1.26]             0 
 Huang2005                   4/20               3/20           0.27      1.33 [0.34, 5.21]             0 
 Kiefer2003                 14/40              30/40           1.83      0.47 [0.30, 0.74]             0 
 Killeen2004                21/51              12/36           1.32      1.24 [0.70, 2.18]             0 
 Kranzler2000               29/61              31/63           2.53      0.97 [0.67, 1.39]             0 
 Krystal2001               143/378             83/187          4.54      0.85 [0.69, 1.05]             0 
 Latt2002                   19/56              27/51           1.90      0.64 [0.41, 1.00]             0 
 Lee2001                     8/24               8/15           0.84      0.63 [0.30, 1.31]             0 
 Monti2001                  18/64              21/64           1.48      0.86 [0.51, 1.45]             0 
 Morley2006                 39/53              43/61           4.17      1.04 [0.83, 1.31]             0 
 Morris2001                 19/38              26/33           2.53      0.63 [0.44, 0.91]             0 
 Omalley2008                22/34              28/34           3.28      0.79 [0.59, 1.05]             0 
 Oslin1997                   3/21               8/23           0.35      0.41 [0.13, 1.35]             0 
 Volpicelli1992              8/35              19/35           0.97      0.42 [0.21, 0.83]             0 
 Volpicelli1997             17/48              26/49           1.80      0.67 [0.42, 1.06]             0 
Subtotal (95% CI) 1766               1554  69.40      0.83 [0.76, 0.91] 
Total events: 841 (Treatment), 904 (Control) 
Test for heterogeneity: Chi² = 59.90, df = 24 (P < 0.0001), I² = 59.9% 
Test for overall effect: Z = 3.82 (P = 0.0001) 

02 at 6 months (endpoint) 
 Oslin2008                  73/120             76/120          4.67      0.96 [0.79, 1.17]             0 
Subtotal (95% CI) 120                120   4.67      0.96 [0.79, 1.17] 
Total events: 73 (Treatment), 76 (Control) 
Test for heterogeneity: not applicable 
Test for overall effect: Z = 0.40 (P = 0.69) 

03 at 6 months (follow-up, no medication) 
 Anton1999                  28/66              30/58           2.43      0.82 [0.56, 1.19]             0 
 Kiefer2003                 21/40              32/40           2.83      0.66 [0.47, 0.92]             0 
 Omalley1992(G.couns)       13/19              15/20           2.26      0.91 [0.61, 1.36]             0 
 Omalley1992(rel.prev)        9/21              16/20           1.42      0.54 [0.31, 0.92]             0 
Subtotal (95% CI) 146                138   8.94      0.74 [0.60, 0.90] 
Total events: 71 (Treatment), 93 (Control) 
Test for heterogeneity: Chi² = 3.24, df = 3 (P = 0.36), I² = 7.3% 
Test for overall effect: Z = 2.93 (P = 0.003) 

04 at 24 weeks (maintenance treatment) 
 Omalley2003(CBT)            5/30               9/30           0.51      0.56 [0.21, 1.46]             0 
 Omalley2003(PCM)            5/26              13/27           0.61      0.40 [0.17, 0.96]             0 
Subtotal (95% CI) 56                 57   1.12      0.46 [0.24, 0.89] 
Total events: 10 (Treatment), 22 (Control) 
Test for heterogeneity: Chi² = 0.24, df = 1 (P = 0.62), I² = 0% 
Test for overall effect: Z = 2.31 (P = 0.02) 

05 at 9 months (taking medication) 
 Ahmadi2002                 32/58              43/58           3.48      0.74 [0.56, 0.98]             0 
Subtotal (95% CI) 58                 58   3.48      0.74 [0.56, 0.98] 
Total events: 32 (Treatment), 43 (Control) 
Test for heterogeneity: not applicable 
Test for overall effect: Z = 2.09 (P = 0.04) 

06 at 1 year (follow-up) 
 Anton2006(CBI)            122/155            126/156          6.15      0.97 [0.87, 1.09]             0 
 Anton2006(no CBI)         121/154            129/153          6.23      0.93 [0.84, 1.04]             0 
Subtotal (95% CI) 309                309  12.39      0.95 [0.88, 1.03] 
Total events: 243 (Treatment), 255 (Control) 
Test for heterogeneity: Chi² = 0.32, df = 1 (P = 0.57), I² = 0% 
1.25 (P = 0.21) 

Total (95% CI) 2455               2236 100.00      0.84 [0.78, 0.90] 
Total events: 1270 (Treatment), 1393 (Control) 
Test for heterogeneity: Chi² = 76.61, df = 34 (P < 0.0001), I² = 55.6% 
Test for overall effect: Z = 4.76 (P < 0.00001) 
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  Comparison: 01 Naltrexone versus placebo                                                                                  
Outcome: 06 Time to first drink                                                                                         
Study  Treatment  Control  SMD (random)  Weight  SMD (random) 
or sub-category N Mean (SD) N Mean (SD)  95% CI  %  95% CI  Order 
01 Time (days) to first drink (kranzler2000=weeks) 

Anton1999                68    -48.00(33.00)         63    -40.00(40.00)      17.86     -0.22 [-0.56, 0.13]            0 
Anton2005(MET)           41    -33.00(36.00)         39    -35.00(36.00)      10.98      0.06 [-0.38, 0.49]            0 
Anton2005(c.skills)      39    -39.00(37.00)         41    -34.00(37.00)      10.96     -0.13 [-0.57, 0.31]            0 
Guardia2002             101    -30.17(22.64)        101    -29.23(20.74)      27.74     -0.04 [-0.32, 0.23]            0 
Kranzler2000             60     -6.00(4.70)          63     -5.70(4.50)       16.88     -0.06 [-0.42, 0.29]            0 
Morley2006               53    -24.30(31.70)         61    -24.60(32.10)      15.58      0.01 [-0.36, 0.38]            0 

Subtotal (95% CI)    362                         368 100.00     -0.07 [-0.21, 0.08] 
Test for heterogeneity: Chi² = 1.32, df = 5 (P = 0.93), I² = 0% 
Test for overall effect: Z = 0.93 (P = 0.35) 
Total (95% CI)    362                         368 100.00     -0.07 [-0.21, 0.08] 
Test for heterogeneity: Chi² = 1.32, df = 5 (P = 0.93), I² = 0% 
Test for overall effect: Z = 0.93 (P = 0.35) 
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  Comparison: 01 Naltrexone versus placebo                                                                                           
Outcome: 10 Measures of drinking (at endpoint)                                                                          
Study  Treatment  Control  SMD (random)  Weight  SMD (random) 
or sub-category N Mean (SD) N Mean (SD)  95% CI  %  95% CI  Order 
01 Drinks per drinking day 

Anton1999                68      2.50(3.30)          63      4.20(4.30)        4.37     -0.44 [-0.79, -0.10]           0 
Anton2005(MET)           41      3.90(4.80)          39      4.40(4.50)        3.89     -0.11 [-0.55, 0.33]            0 
Anton2005(c.skills)      39      3.10(3.50)          41      4.00(4.70)        3.88     -0.21 [-0.65, 0.23]            0 
Guardia2002              93      0.71(1.64)          99      1.22(2.12)        4.70     -0.27 [-0.55, 0.02]            0 
Krystal2001             378      9.20(8.00)         187      9.00(6.00)        5.18      0.03 [-0.15, 0.20]            0 
Monti2001                64      4.94(3.36)          64      8.77(6.17)        4.31     -0.77 [-1.13, -0.41]           0 
Morley2006               53      5.90(6.10)          61      7.10(6.00)        4.26     -0.20 [-0.57, 0.17]            0 
Morris2001               38      6.00(3.00)          33      9.00(5.00)        3.66     -0.73 [-1.21, -0.25]           0 
Omalley1992(G.couns)     22      6.40(7.04)          27      6.50(5.20)        3.26     -0.02 [-0.58, 0.55]            0 
Omalley1992(rel.prev)     24      3.70(5.88)          24      7.10(4.90)        3.18     -0.62 [-1.20, -0.04]           0 
Omalley2003(CBT)         30      1.80(4.80)          30      1.10(2.20)        3.54      0.19 [-0.32, 0.69]            0 
Omalley2003(PCM)         26      2.10(3.80)          27      3.03(4.80)        3.37     -0.21 [-0.75, 0.33]            0 
Omalley2008              34      3.60(0.85)          34      3.90(0.82)        3.68     -0.36 [-0.83, 0.12]            0 

Subtotal (95% CI)    910                         729  51.28     -0.28 [-0.44, -0.11] 
Test for heterogeneity: Chi² = 27.87, df = 12 (P = 0.006), I² = 56.9% 
Test for overall effect: Z = 3.28 (P = 0.001) 
03 Total drinks 

Anton2005(MET)           41    128.00(264.00)        39     95.00(155.00)      3.89      0.15 [-0.29, 0.59]            0 
Anton2005(c.skills)      39     38.00(76.00)         41     88.00(134.00)      3.86     -0.45 [-0.90, -0.01]           0 
Omalley1992(G.couns)     22     14.60(44.09)         27     29.40(44.69)       3.24     -0.33 [-0.89, 0.24]            0 
Omalley1992(rel.prev)     24     12.80(44.58)         24     46.60(44.09)       3.15     -0.75 [-1.34, -0.16]           0 

Subtotal (95% CI)    126                         131  14.14     -0.32 [-0.70, 0.06] 
Test for heterogeneity: Chi² = 6.74, df = 3 (P = 0.08), I² = 55.5% 
Test for overall effect: Z = 1.66 (P = 0.10) 
05 Days heavy drinking (Baltieri2008=weeks) 

Anton2005(MET)           41     11.00(20.00)         39      8.00(14.00)       3.89      0.17 [-0.27, 0.61]            0 
Anton2005(c.skills)      39      3.30(10.00)         41      7.00(12.00)       3.87     -0.33 [-0.77, 0.11]            0 
Balldin2003(G.couns)     31     34.00(24.00)         32     39.00(32.00)       3.60     -0.17 [-0.67, 0.32]            0 
Balldin2003(c.skills     25     21.00(25.00)         30     38.00(30.00)       3.36     -0.60 [-1.15, -0.06]           0 
Baltieri2008             49      5.00(5.10)          54      5.90(4.80)        4.16     -0.18 [-0.57, 0.21]            0 
Kranzler2000             60     12.40(21.40)         63      7.80(16.30)       4.33      0.24 [-0.11, 0.60]            0 
Monti2001                64      0.50(1.40)          64      1.70(2.90)        4.35     -0.52 [-0.88, -0.17]           0 
Omalley2008              34      3.70(3.20)          34     11.20(2.92)        2.94     -2.42 [-3.05, -1.79]           0 
Volpicelli1997           48      6.20(11.13)         49     10.76(16.07)       4.09     -0.33 [-0.73, 0.07]            0 

Subtotal (95% CI)    391                         406  34.58     -0.43 [-0.82, -0.03] 
Test for heterogeneity: Chi² = 59.73, df = 8 (P < 0.00001), I² = 86.6% 
Test for overall effect: Z = 2.12 (P = 0.03) 
Total (95% CI)   1427                        1266 100.00     -0.33 [-0.49, -0.17] 
Test for heterogeneity: Chi² = 95.52, df = 25 (P < 0.00001), I² = 73.8% 
Test for overall effect: Z = 4.05 (P < 0.0001) 
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  Comparison: 01 Naltrexone versus placebo                                                                                           
Outcome: 12 CAD                                                                                                         
Study  Treatment  Control  SMD (random)  Weight  SMD (random) 
or sub-category N Mean (SD) N Mean (SD)  95% CI  %  95% CI  Order 

Baltieri2008             49     -6.60(4.90)          54     -5.60(4.60)       47.39     -0.21 [-0.60, 0.18]            0 
Morley2006               53    -57.80(29.20)         61    -56.70(31.40)      52.61     -0.04 [-0.40, 0.33]            0 

Total (95% CI)    102                         115 100.00     -0.12 [-0.39, 0.15] 
Test for heterogeneity: Chi² = 0.40, df = 1 (P = 0.53), I² = 0% 
Test for overall effect: Z = 0.87 (P = 0.39) 
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  Comparison: 01 Naltrexone versus placebo                                                                                           
Outcome: 14 Time to first heavy drinking day                                                                            
Study  Treatment  Control  SMD (random)  Weight  SMD (random) 
or sub-category N Mean (SD) N Mean (SD)  95% CI  %  95% CI  Order 
01 Time (days) to first heavy drinking day (Baltieri2008 & Kranzler2000 = weeks) 

Anton1999                68    -60.00(33.00)         63    -48.00(32.00)      10.54     -0.37 [-0.71, -0.02]           0 
Anton2005(MET)           41     -9.40(17.00)         39    -12.00(19.00)       9.92      0.14 [-0.30, 0.58]            0 
Anton2005(c.skills)      39    -12.00(23.00)         41    -10.00(15.00)       9.92     -0.10 [-0.54, 0.34]            0 
Balldin2003(G.couns)     31    -20.00(7.00)          32    -18.00(4.00)        9.50     -0.35 [-0.85, 0.15]            0 
Balldin2003(c.skills     25    -57.00(12.00)         30    -22.00(6.00)        6.64     -3.74 [-4.64, -2.84]           0 
Baltieri2008             49     -5.70(4.70)          54     -5.00(4.80)       10.27     -0.15 [-0.53, 0.24]            0 
Guardia2002             101    -78.80(19.15)        101    -73.90(22.11)      10.94     -0.24 [-0.51, 0.04]            0 
Kranzler2000             60     -7.20(4.60)          60     -8.00(4.00)       10.46      0.18 [-0.17, 0.54]            0 
Krystal2001             378     72.30(36.00)        187     62.40(34.00)      11.40      0.28 [0.10, 0.46]             0 
Morley2006               53    -39.20(32.30)         61    -33.40(34.90)      10.40     -0.17 [-0.54, 0.20]            0 

Subtotal (95% CI)    845                         668 100.00     -0.32 [-0.68, 0.03] 
Test for heterogeneity: Chi² = 87.68, df = 9 (P < 0.00001), I² = 89.7% 
Test for overall effect: Z = 1.80 (P = 0.07) 
Total (95% CI)    845                         668 100.00     -0.32 [-0.68, 0.03] 
Test for heterogeneity: Chi² = 87.68, df = 9 (P < 0.00001), I² = 89.7% 
Test for overall effect: Z = 1.80 (P = 0.07) 
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3 Naltrexone versus acamprosate 

 

 

 

 Comparison: 11 Naltrexone versus acamprosate                                                                                   
Outcome: 01 Discontinued treatment (Leaving study early)                                                                

Study  Naltrexone  Acamprosate  RR (random)  Weight  RR (random) 
or sub-category  n/N  n/N  95% CI  %  95% CI  Order 

 Anton2006(CBI)             51/155             50/151         29.01      0.99 [0.72, 1.37]             0 
 Anton2006(no CBI)          57/154             66/152         39.23      0.85 [0.65, 1.12]             0 
 Kiefer2003                 18/40              23/40          15.70      0.78 [0.51, 1.21]             0 
 Morley2006                 17/53              21/55          11.09      0.84 [0.50, 1.41]             0 
 Rubio2001                   8/77              18/80           4.96      0.46 [0.21, 1.00]             0 

Total (95% CI) 479                478 100.00      0.85 [0.72, 1.01] 
Total events: 151 (Naltrexone), 178 (Acamprosate) 
Test for heterogeneity: Chi² = 3.47, df = 4 (P = 0.48), I² = 0% 
Test for overall effect: Z = 1.83 (P = 0.07) 
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  Comparison: 11 Naltrexone versus acamprosate                                                                                   
Outcome: 02 Leaving due to adverse events                                                                               

Study  Naltrexone  Acamprosate  RR (random)  Weight  RR (random) 
or sub-category  n/N  n/N  95% CI  %  95% CI  Order 

 Anton2006(CBI)              6/155              3/151         36.69      1.95 [0.50, 7.65]             0 
 Anton2006(no CBI)           6/154              6/152         55.79      0.99 [0.33, 2.99]             0 
 Rubio2001                   2/77               0/80           7.52      5.19 [0.25, 106.44]           0 

Total (95% CI) 386                383 100.00      1.44 [0.63, 3.29] 
Total events: 14 (Naltrexone), 9 (Acamprosate) 
Test for heterogeneity: Chi² = 1.34, df = 2 (P = 0.51), I² = 0% 
Test for overall effect: Z = 0.85 (P = 0.39) 
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  Comparison: 11 Naltrexone vs acamprosate                                                                                   
Outcome: 03 Lapsed (individuals drinking any alcohol/ non-abstinent)                                                    

Study  Naltrexone  Acamprosate  RR (random)  Weight  RR (random) 
or sub-category  n/N  n/N  95% CI  %  95% CI  Order 

01 Over 1 year 
 Rubio2001                  45/77              66/80         100.00      0.71 [0.57, 0.88]             0 
Subtotal (95% CI) 77                 80 100.00      0.71 [0.57, 0.88] 
Total events: 45 (Naltrexone), 66 (Acamprosate) 
Test for heterogeneity: not applicable 
Test for overall effect: Z = 3.16 (P = 0.002) 

Total (95% CI) 77                 80 100.00      0.71 [0.57, 0.88] 
Total events: 45 (Naltrexone), 66 (Acamprosate) 
Test for heterogeneity: not applicable 
Test for overall effect: Z = 3.16 (P = 0.002) 
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  Comparison: 11 Naltrexone vs acamprosate                                                                                   
Outcome: 04 Relapsed to heavy drinking at endpoint                                                                      
Study  Naltrexone  Acamprosate  RR (random)  Weight  RR (random) 
or sub-category  n/N  n/N  95% CI  %  95% CI  Order 
01 at 3 months 
 Anton2006(CBI)            103/155            103/151         15.54      0.97 [0.83, 1.14]             0 
 Anton2006(no CBI)         104/154            108/152         16.99      0.95 [0.82, 1.10]             0 
 Kiefer2003                 14/40              20/40           1.38      0.70 [0.41, 1.18]             0 
 Morley2006                 39/53              40/55           7.25      1.01 [0.81, 1.27]             0 
Subtotal (95% CI) 402                398  41.17      0.96 [0.87, 1.06] 
Total events: 260 (Naltrexone), 271 (Acamprosate) 
Test for heterogeneity: Chi² = 1.70, df = 3 (P = 0.64), I² = 0% 
Test for overall effect: Z = 0.83 (P = 0.41) 
02 at 6 month follow-up 
 Kiefer2003                 21/40              22/40           2.29      0.95 [0.64, 1.43]             0 
Subtotal (95% CI) 40                 40   2.29      0.95 [0.64, 1.43] 
Total events: 21 (Naltrexone), 22 (Acamprosate) 
Test for heterogeneity: not applicable 
Test for overall effect: Z = 0.22 (P = 0.82) 
03 at 1 year 
 Anton2006(CBI)            122/155            117/151         26.87      1.02 [0.90, 1.14]             0 
 Anton2006(no CBI)         121/154            123/152         29.68      0.97 [0.87, 1.09]             0 
Subtotal (95% CI) 309                303  56.54      0.99 [0.91, 1.08] 
Total events: 243 (Naltrexone), 240 (Acamprosate) 
Test for heterogeneity: Chi² = 0.29, df = 1 (P = 0.59), I² = 0% 
Test for overall effect: Z = 0.19 (P = 0.85) 
Total (95% CI) 751                741 100.00      0.98 [0.92, 1.04] 
Total events: 524 (Naltrexone), 533 (Acamprosate) 
Test for heterogeneity: Chi² = 2.29, df = 6 (P = 0.89), I² = 0% 
Test for overall effect: Z = 0.71 (P = 0.48) 
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  Comparison: 11 Naltrexone versus acamprosate                                                                                   
Outcome: 05 % days abstinent                                                                                            
Study  Naltrexone  Acamprosate  SMD (random)  Weight  SMD (random) 
or sub-category N Mean (SD) N Mean (SD)  95% CI  %  95% CI  Order 
01 Over 12 weeks 

Anton2006(CBI)          155    -75.90(26.02)        151    -78.20(25.93)      22.20      0.09 [-0.14, 0.31]            0 
Anton2006(no CBI)       154    -80.00(26.06)        152    -75.60(26.01)      22.17     -0.17 [-0.39, 0.06]            0 
Morley2006               53    -57.80(29.20)         55    -66.30(25.20)      11.24      0.31 [-0.07, 0.69]            0 

Subtotal (95% CI)    362                         358  55.62      0.04 [-0.21, 0.29] 
Test for heterogeneity: Chi² = 5.30, df = 2 (P = 0.07), I² = 62.2% 
Test for overall effect: Z = 0.35 (P = 0.73) 
02 Over 1 year 

Anton2006(CBI)          155    -66.00(31.44)        151    -64.20(31.47)      22.21     -0.06 [-0.28, 0.17]            0 
Anton2006(no CBI)       154    -68.10(31.49)        152    -62.70(31.47)      22.17     -0.17 [-0.40, 0.05]            0 

Subtotal (95% CI)    309                         303  44.38     -0.11 [-0.27, 0.04] 
Test for heterogeneity: Chi² = 0.50, df = 1 (P = 0.48), I² = 0% 
Test for overall effect: Z = 1.41 (P = 0.16) 
Total (95% CI)    671                         661 100.00     -0.03 [-0.18, 0.11] 
Test for heterogeneity: Chi² = 7.10, df = 4 (P = 0.13), I² = 43.7% 
Test for overall effect: Z = 0.45 (P = 0.65) 
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4 Naltrexone + Sertraline versus naltrexone 
 

 
 
 
 
 

  Comparison: 11 Naltrexone versus acamprosate                                                                                   
Outcome: 06 Time to first drink / heavy drinking days                                                                   
Study  Naltrexone  Acamprosate  SMD (random)  Weight  SMD (random) 
or sub-category N Mean (SD) N Mean (SD)  95% CI  %  95% CI  Order 
01 Time (days) to first drink 

Morley2006               53    -24.30(31.70)         55    -24.10(32.90)      23.03     -0.01 [-0.38, 0.37]            0 
Rubio2001                77    -44.00(36.00)         80    -39.00(28.00)      27.22     -0.15 [-0.47, 0.16]            0 

Subtotal (95% CI)    130                         135  50.25     -0.09 [-0.34, 0.15] 
Test for heterogeneity: Chi² = 0.35, df = 1 (P = 0.55), I² = 0% 
Test for overall effect: Z = 0.76 (P = 0.44) 
02 Time (days) to first heavy drinking day 

Morley2006               53    -39.20(32.30)         55    -33.60(34.60)      22.99     -0.17 [-0.54, 0.21]            0 
Rubio2001                77    -63.00(38.00)         80    -42.00(32.00)      26.76     -0.60 [-0.92, -0.28]           0 

Subtotal (95% CI)    130                         135  49.75     -0.39 [-0.81, 0.03] 
Test for heterogeneity: Chi² = 2.90, df = 1 (P = 0.09), I² = 65.5% 
Test for overall effect: Z = 1.83 (P = 0.07) 
Total (95% CI)    260                         270 100.00     -0.24 [-0.50, 0.02] 
Test for heterogeneity: Chi² = 6.64, df = 3 (P = 0.08), I² = 54.8% 
Test for overall effect: Z = 1.84 (P = 0.07) 
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:  Comparison: 11 Naltrexone vs acamprosate                                                                                   
Outcome: 07 Drinking severity                                                                                           
Study  Naltrexone  Acamprosate  SMD (random)  Weight  SMD (random) 
or sub-category N Mean (SD) N Mean (SD)  95% CI  %  95% CI  Order 
01 Drinks per drinking day 

Rubio2001                77      4.00(6.00)          80      9.00(7.00)      100.00     -0.76 [-1.09, -0.44]           0 
Subtotal (95% CI)     77                          80 100.00     -0.76 [-1.09, -0.44] 
Test for heterogeneity: not applicable 
Test for overall effect: Z = 4.61 (P < 0.00001) 
Total (95% CI)     77                          80 100.00     -0.76 [-1.09, -0.44] 
Test for heterogeneity: not applicable 
Test for overall effect: Z = 4.61 (P < 0.00001) 
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  Comparison: 16 Naltrexone + sertraline vs naltrexone                                                                       
Outcome: 01 Leaving study early                                                                                         

Study  Treatment  Control  RR (random)  Weight  RR (random) 
or sub-category  n/N  n/N  95% CI  %  95% CI  Order 

 Farren2009                 23/57              14/54          65.34      1.56 [0.90, 2.70]             0 
 Omalley2008                12/33               8/34          34.66      1.55 [0.73, 3.29]             0 

Total (95% CI) 90                 88 100.00      1.55 [1.00, 2.42] 
Total events: 35 (Treatment), 22 (Control) 
Test for heterogeneity: Chi² = 0.00, df = 1 (P = 0.99), I² = 0% 
Test for overall effect: Z = 1.94 (P = 0.05) 
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  Comparison: 16 Naltrexone + sertraline vs naltrexone                                                                       
Outcome: 02 Leaving study due to adverse events                                                                         

Study  Treatment  Control  RR (random)  Weight  RR (random) 
or sub-category  n/N  n/N  95% CI  %  95% CI  Order 

 Farren2009                  6/57               2/54          66.88      2.84 [0.60, 13.48]            0 
 Omalley2008                 3/33               1/34          33.12      3.09 [0.34, 28.23]            0 

Total (95% CI) 90                 88 100.00      2.92 [0.82, 10.44] 
Total events: 9 (Treatment), 3 (Control) 
Test for heterogeneity: Chi² = 0.00, df = 1 (P = 0.95), I² = 0% 
Test for overall effect: Z = 1.65 (P = 0.10) 
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  Comparison: 16 Naltrexone + sertraline vs naltrexone                                                                       
Outcome: 03 Drinking severity                                                                                           
Study  Treatment  Control  SMD (random)  Weight  SMD (random) 
or sub-category N Mean (SD) N Mean (SD)  95% CI  %  95% CI  Order 
01 Drinks per drinking day 

Farren2009               54      3.00(4.09)          57      2.80(3.98)       34.23      0.05 [-0.32, 0.42]            0 
Omalley2008              33      1.90(0.85)          34      3.60(0.85)       32.38     -1.98 [-2.57, -1.39]           0 

Subtotal (95% CI)     87                          91  66.61     -0.95 [-2.94, 1.04] 
Test for heterogeneity: Chi² = 32.38, df = 1 (P < 0.00001), I² = 96.9% 
Test for overall effect: Z = 0.94 (P = 0.35) 
02 % days heavy drinking 

Omalley2008              33      3.00(3.04)          34      3.70(3.02)       33.39     -0.23 [-0.71, 0.25]            0 
Subtotal (95% CI)     33                          34  33.39     -0.23 [-0.71, 0.25] 
Test for heterogeneity: not applicable 
Test for overall effect: Z = 0.93 (P = 0.35) 
Total (95% CI)    120                         125 100.00     -0.70 [-1.82, 0.42] 
Test for heterogeneity: Chi² = 33.42, df = 2 (P < 0.00001), I² = 94.0% 
Test for overall effect: Z = 1.23 (P = 0.22) 
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  Comparison: 16 Naltrexone + sertraline vs naltrexone                                                                       
Outcome: 04 Drinking frequency                                                                                          
Study  Treatment  Control  SMD (random)  Weight  SMD (random) 
or sub-category N Mean (SD) N Mean (SD)  95% CI  %  95% CI  Order 
01 % days abstinent 

Farren2009               57    -79.20(30.48)         54    -84.50(17.47)      52.65      0.21 [-0.16, 0.58]            0 
Omalley2008              33    -96.30(3.08)          34    -94.80(3.09)       47.35     -0.48 [-0.97, 0.01]            0 

Subtotal (95% CI)     90                          88 100.00     -0.12 [-0.79, 0.56] 
Test for heterogeneity: Chi² = 4.88, df = 1 (P = 0.03), I² = 79.5% 
Test for overall effect: Z = 0.34 (P = 0.73) 
Total (95% CI)     90                          88 100.00     -0.12 [-0.79, 0.56] 
Test for heterogeneity: Chi² = 4.88, df = 1 (P = 0.03), I² = 79.5% 
Test for overall effect: Z = 0.34 (P = 0.73) 
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5 Naltrexone versus topiramate 
 
 
 

 
 

  Comparison: 16 Naltrexone + sertraline vs naltrexone                                                                       
Outcome: 05 Lapsed (individuals drinking any alcohol/ not abstinent)                                                    

Study  Treatment  Control  RR (random)  Weight  RR (random) 
or sub-category  n/N  n/N  95% CI  %  95% CI  Order 

 Omalley2008                23/33              22/34         100.00      1.08 [0.77, 1.51]             0 

Total (95% CI) 33                 34 100.00      1.08 [0.77, 1.51] 
Total events: 23 (Treatment), 22 (Control) 
Test for heterogeneity: not applicable 
Test for overall effect: Z = 0.43 (P = 0.66) 
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  Comparison: 16 Naltrexone + sertraline vs naltrexone                                                                       
Outcome: 06 Relapse to heavy drinking                                                                                   

Study  Treatment  Control  RR (random)  Weight  RR (random) 
or sub-category  n/N  n/N  95% CI  %  95% CI  Order 

 Omalley2008                22/33              22/34         100.00      1.03 [0.73, 1.46]             0 

Total (95% CI) 33                 34 100.00      1.03 [0.73, 1.46] 
Total events: 22 (Treatment), 22 (Control) 
Test for heterogeneity: not applicable 
Test for overall effect: Z = 0.17 (P = 0.87) 
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  Comparison: 28 naltrexone versus topiramate                                                                                    
Outcome: 01 Leaving study early                                                                                         

Study  Naltrexone  Topiramate  RR (random)  Weight  RR (random) 
or sub-category  n/N  n/N  95% CI  %  95% CI  Order 

 Baltieri2008               20/49              19/52         100.00      1.12 [0.68, 1.83]             0 

Total (95% CI) 49                 52 100.00      1.12 [0.68, 1.83] 
Total events: 20 (Naltrexone), 19 (Topiramate) 
Test for heterogeneity: not applicable 
Test for overall effect: Z = 0.44 (P = 0.66) 
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  Comparison: 28 Naltrexone vs topiramate                                                                                    
Outcome: 04 Cumulative abstinence duration (in Weeks)                                                                   
Study  Naltrexone  Topiramate  SMD (random)  Weight  SMD (random) 
or sub-category N Mean (SD) N Mean (SD)  95% CI  %  95% CI  Order 

Baltieri2008             49     -6.60(4.90)          52     -8.20(4.50)      100.00      0.34 [-0.06, 0.73]            0 
Total (95% CI)     49                          52 100.00      0.34 [-0.06, 0.73] 
Test for heterogeneity: not applicable 
Test for overall effect: Z = 1.69 (P = 0.09) 
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  Comparison: 28 Naltrexone vs topiramate                                                                                    
Outcome: 02 Lapsed (individuals drinking any alcohol/ not abstinent)                                                    

Study  Naltrexone  Topiramate  RR (random)  Weight  RR (random) 
or sub-category  n/N  n/N  95% CI  %  95% CI  Order 
01 at 1 month 
 Baltieri2008               23/49              17/52          18.93      1.44 [0.88, 2.35]             0 
Subtotal (95% CI) 49                 52  18.93      1.44 [0.88, 2.35] 
Total events: 23 (Naltrexone), 17 (Topiramate) 
Test for heterogeneity: not applicable 
Test for overall effect: Z = 1.44 (P = 0.15) 

02 at 2 months 
 Baltieri2008               29/49              20/52          26.45      1.54 [1.02, 2.33]             0 
Subtotal (95% CI) 49                 52  26.45      1.54 [1.02, 2.33] 
Total events: 29 (Naltrexone), 20 (Topiramate) 
Test for heterogeneity: not applicable 
Test for overall effect: Z = 2.04 (P = 0.04) 

03 at 3 months 
 Baltieri2008               39/49              28/52          54.62      1.48 [1.11, 1.97]             0 
Subtotal (95% CI) 49                 52  54.62      1.48 [1.11, 1.97] 
Total events: 39 (Naltrexone), 28 (Topiramate) 
Test for heterogeneity: not applicable 
Test for overall effect: Z = 2.65 (P = 0.008) 

Total (95% CI) 147                156 100.00      1.49 [1.20, 1.84] 
Total events: 91 (Naltrexone), 65 (Topiramate) 
Test for heterogeneity: Chi² = 0.05, df = 2 (P = 0.98), I² = 0% 
Test for overall effect: Z = 3.64 (P = 0.0003) 
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  Comparison: 28 Naltrexone vs topiramate                                                                                    
Outcome: 03 Time (weeks) to first relapse (>60g alcohol)                                                                
Study  Naltrexone  Topiramate  SMD (random)  Weight  SMD (random) 
or sub-category N Mean (SD) N Mean (SD)  95% CI  %  95% CI  Order 

Baltieri2008             49     -5.70(4.70)          52     -7.80(4.90)      100.00      0.43 [0.04, 0.83]             0 
Total (95% CI)     49                          52 100.00      0.43 [0.04, 0.83] 
Test for heterogeneity: not applicable 
Test for overall effect: Z = 2.15 (P = 0.03) 
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6 Naltrexone + Acamprosate 
 

6.1 naltrexone + acamprosate versus placebo 
 
 

 
 
 
 

 
 
 
 
 

  Comparison: 28 Naltrexone vs topiramate                                                                                    
Outcome: 05 Drinking severity                                                                                           
Study  Natrexone  Topiramate  SMD (random)  Weight  SMD (random) 
or sub-category N Mean (SD) N Mean (SD)  95% CI  %  95% CI  Order 
01 Heavy drinking weeks 

Baltieri2008             49      5.00(5.10)          52      3.40(4.50)      100.00      0.33 [-0.06, 0.72]            0 
Subtotal (95% CI)     49                          52 100.00      0.33 [-0.06, 0.72] 
Test for heterogeneity: not applicable 
Test for overall effect: Z = 1.65 (P = 0.10) 
Total (95% CI)     49                          52 100.00      0.33 [-0.06, 0.72] 
Test for heterogeneity: not applicable 
Test for overall effect: Z = 1.65 (P = 0.10) 
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  Comparison: 12 Naltrexone + acamprosate versus placebo                                                                             
Outcome: 01 Discontinued treatment (Leaving study early)                                                                

Study  Treatment  Control  RR (random)  Weight  RR (random) 
or sub-category  n/N  n/N  95% CI  %  95% CI  Order 

 Anton2006(CBI)             66/157             42/156         34.29      1.56 [1.14, 2.14]             0 
 Anton2006(no CBI)          58/148             46/153         34.34      1.30 [0.95, 1.78]             0 
 Kiefer2003                 14/40              30/40          31.37      0.47 [0.30, 0.74]             0 

Total (95% CI) 345                349 100.00      1.00 [0.53, 1.90] 
Total events: 138 (Treatment), 118 (Control) 
Test for heterogeneity: Chi² = 19.11, df = 2 (P < 0.0001), I² = 89.5% 
Test for overall effect: Z = 0.01 (P = 0.99) 
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  Comparison: 12 Naltrexone + acamprosate versus placebo                                                                             
Outcome: 02 Leaving due to adverse events                                                                               
Study  Treatment  Control  RR (random)  Weight  RR (random) 
or sub-category  n/N  n/N  95% CI  %  95% CI  Order 

 Anton2006(CBI)              9/157              2/156         55.18      4.47 [0.98, 20.36]            0 
 Anton2006(no CBI)           4/148              2/153         44.82      2.07 [0.38, 11.12]            0 

Total (95% CI) 305                309 100.00      3.16 [1.03, 9.76] 
Total events: 13 (Treatment), 4 (Control) 
Test for heterogeneity: Chi² = 0.45, df = 1 (P = 0.50), I² = 0% 
Test for overall effect: Z = 2.00 (P = 0.04) 
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  Comparison: 12 Naltrexone + acamprosate versus placebo                                                                             
Outcome: 03 Relapsed (heavy drinking)                                                                                   

Study  Treatment  Control  RR (random)  Weight  RR (random) 
or sub-category  n/N  n/N  95% CI  %  95% CI  Order 
01 at 3 months 
 Anton2006(CBI)            116/157            111/156         20.62      1.04 [0.91, 1.19]             0 
 Anton2006(no CBI)          96/148            115/153         20.07      0.86 [0.74, 1.00]             0 
 Kiefer2003                 11/40              30/40           6.96      0.37 [0.21, 0.63]             0 
Subtotal (95% CI) 345                349  47.66      0.78 [0.56, 1.09] 
Total events: 223 (Treatment), 256 (Control) 
Test for heterogeneity: Chi² = 15.98, df = 2 (P = 0.0003), I² = 87.5% 
Test for overall effect: Z = 1.46 (P = 0.14) 

02 at 6 month follow-up 
 Kiefer2003                 14/40              32/40           8.77      0.44 [0.28, 0.69]             0 
Subtotal (95% CI) 40                 40   8.77      0.44 [0.28, 0.69] 
Total events: 14 (Treatment), 32 (Control) 
Test for heterogeneity: not applicable 
Test for overall effect: Z = 3.60 (P = 0.0003) 

03 at 1 year 
 Anton2006(CBI)            123/157            126/156         21.58      0.97 [0.87, 1.09]             0 
 Anton2006(no CBI)         122/148            129/153         21.99      0.98 [0.88, 1.08]             0 
Subtotal (95% CI) 305                309  43.57      0.97 [0.90, 1.05] 
Total events: 245 (Treatment), 255 (Control) 
Test for heterogeneity: Chi² = 0.01, df = 1 (P = 0.92), I² = 0% 
Test for overall effect: Z = 0.68 (P = 0.50) 
Total (95% CI) 690                698 100.00      0.84 [0.71, 0.99] 
Total events: 482 (Treatment), 543 (Control) 
Test for heterogeneity: Chi² = 29.73, df = 5 (P < 0.0001), I² = 83.2% 
Test for overall effect: Z = 2.06 (P = 0.04) 

 0.2  0.5  1  2  5 
 Favours treatment  Favours control 

  Comparison: 12 Naltrexone + acamprosate versus placebo                                                                             
Outcome: 04 % days abstinent                                                                                            
Study  Treatment  Control  SMD (random)  Weight  SMD (random) 
or sub-category N Mean (SD) N Mean (SD)  95% CI  %  95% CI  Order 
01 at 3 months 

Anton2006(CBI)          157    -77.60(25.94)        156    -79.80(25.94)      25.33      0.08 [-0.14, 0.31]            0 
Anton2006(no CBI)       148    -80.50(25.91)        153    -73.80(25.98)      24.63     -0.26 [-0.48, -0.03]           0 

Subtotal (95% CI)    305                         309  49.96     -0.09 [-0.42, 0.25] 
Test for heterogeneity: Chi² = 4.47, df = 1 (P = 0.03), I² = 77.6% 
Test for overall effect: Z = 0.50 (P = 0.62) 
02 at 1 year 

Anton2006(CBI)          157    -68.60(31.70)        156    -67.50(32.87)      25.34     -0.03 [-0.26, 0.19]            0 
Anton2006(no CBI)       148    -64.40(31.71)        153    -59.40(32.42)      24.71     -0.16 [-0.38, 0.07]            0 

Subtotal (95% CI)    305                         309  50.04     -0.09 [-0.25, 0.06] 
Test for heterogeneity: Chi² = 0.57, df = 1 (P = 0.45), I² = 0% 
Test for overall effect: Z = 1.16 (P = 0.25) 
Total (95% CI)    610                         618 100.00     -0.09 [-0.23, 0.06] 
Test for heterogeneity: Chi² = 5.04, df = 3 (P = 0.17), I² = 40.5% 
Test for overall effect: Z = 1.20 (P = 0.23) 
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7 Naltrexone + acamprosate versus acamprosate  
 
 

 

 

  Comparison: 13 Naltrexone + acamprosate versus acamprosate                                                                     
Outcome: 01 Discontinued treatment (Leaving study early)                                                                

Study  Naltrex + Acamp  Acamprosate  RR (random)  Weight  RR (random) 
or sub-category  n/N  n/N  95% CI  %  95% CI  Order 

 Anton2006(CBI)             66/157             50/150         36.83      1.26 [0.94, 1.69]             0 
 Anton2006(no CBI)          58/148             66/152         38.11      0.90 [0.69, 1.18]             0 
 Kiefer2003                 14/40              23/40          25.06      0.61 [0.37, 1.00]             0 

Total (95% CI) 345                342 100.00      0.92 [0.65, 1.32] 
Total events: 138 (Naltrex + Acamp), 139 (Acamprosate) 
Test for heterogeneity: Chi² = 6.73, df = 2 (P = 0.03), I² = 70.3% 
Test for overall effect: Z = 0.43 (P = 0.67) 
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  Comparison: 13 Naltrexone + acamprosate versus acamprosate                                                                     
Outcome: 02 Leaving due to adverse events                                                                               

Study  Treatment  Control  RR (random)  Weight  RR (random) 
or sub-category  n/N  n/N  95% CI  %  95% CI  Order 

 Anton2006(CBI)              9/157              3/151         49.32      2.89 [0.80, 10.45]            0 
 Anton2006(no CBI)           4/148              6/152         50.68      0.68 [0.20, 2.38]             0 

Total (95% CI) 305                303 100.00      1.39 [0.34, 5.71] 
Total events: 13 (Treatment), 9 (Control) 
Test for heterogeneity: Chi² = 2.49, df = 1 (P = 0.11), I² = 59.8% 
Test for overall effect: Z = 0.46 (P = 0.65) 
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  Comparison: 13 Naltrexone + acamprosate versus acamprosate                                                                     
Outcome: 03 Relapsed (heavy drinking)                                                                                   

Study  Naltrex + Acamp  Acamprosate  RR (random)  Weight  RR (random) 
or sub-category  n/N  n/N  95% CI  %  95% CI  Order 
01 at 3 months 
 Anton2006(CBI)            116/157            103/151         21.72      1.08 [0.94, 1.25]             0 
 Anton2006(no CBI)          96/148            108/152         20.11      0.91 [0.78, 1.07]             0 
 Kiefer2003                 11/40              20/40           2.78      0.55 [0.30, 0.99]             0 
Subtotal (95% CI) 345                343  44.61      0.93 [0.74, 1.17] 
Total events: 223 (Naltrex + Acamp), 231 (Acamprosate) 
Test for heterogeneity: Chi² = 6.56, df = 2 (P = 0.04), I² = 69.5% 
Test for overall effect: Z = 0.63 (P = 0.53) 

02 at 6 month follow-up 
 Kiefer2003                 14/40              22/40           3.68      0.64 [0.38, 1.06]             0 
Subtotal (95% CI) 40                 40   3.68      0.64 [0.38, 1.06] 
Total events: 14 (Naltrex + Acamp), 22 (Acamprosate) 
Test for heterogeneity: not applicable 
Test for overall effect: Z = 1.75 (P = 0.08) 

03 at 1 year 
 Anton2006(CBI)            123/157            117/151         25.01      1.01 [0.90, 1.14]             0 
 Anton2006(no CBI)         122/148            123/152         26.71      1.02 [0.92, 1.13]             0 
Subtotal (95% CI) 305                303  51.71      1.02 [0.94, 1.10] 
Total events: 245 (Naltrex + Acamp), 240 (Acamprosate) 
Test for heterogeneity: Chi² = 0.01, df = 1 (P = 0.93), I² = 0% 
Test for overall effect: Z = 0.37 (P = 0.71) 
Total (95% CI) 690                686 100.00      0.97 [0.88, 1.08] 
Total events: 482 (Naltrex + Acamp), 493 (Acamprosate) 
Test for heterogeneity: Chi² = 10.24, df = 5 (P = 0.07), I² = 51.2% 
Test for overall effect: Z = 0.51 (P = 0.61) 

 0.2  0.5  1  2  5 
 Favours Naltx + Acam  Favours Acamprosate 

  Comparison: 13 Naltrexone + acamprosate versus acamprosate                                                                     
Outcome: 04 % days abstinent                                                                                            
Study  Naltrex + Acampt  Acamprosate  SMD (random)  Weight  SMD (random) 
or sub-category N Mean (SD) N Mean (SD)  95% CI  %  95% CI  Order 
01 at 3 months 

Anton2006(CBI)          157    -77.60(25.94)        151    -78.20(25.93)      25.37      0.02 [-0.20, 0.25]            0 
Anton2006(no CBI)       148    -80.50(25.91)        152    -75.60(26.01)      24.61     -0.19 [-0.42, 0.04]            0 

Subtotal (95% CI)    305                         303  49.99     -0.08 [-0.29, 0.13] 
Test for heterogeneity: Chi² = 1.69, df = 1 (P = 0.19), I² = 40.9% 
Test for overall effect: Z = 0.77 (P = 0.44) 
02 at 1 year 

Anton2006(CBI)          157    -68.60(31.70)        151    -64.20(31.47)      25.31     -0.14 [-0.36, 0.08]            0 
Anton2006(no CBI)       148    -64.40(31.71)        152    -61.70(31.47)      24.70     -0.09 [-0.31, 0.14]            0 

Subtotal (95% CI)    305                         303  50.01     -0.11 [-0.27, 0.05] 
Test for heterogeneity: Chi² = 0.11, df = 1 (P = 0.74), I² = 0% 
Test for overall effect: Z = 1.38 (P = 0.17) 
Total (95% CI)    610                         606 100.00     -0.10 [-0.21, 0.02] 
Test for heterogeneity: Chi² = 1.88, df = 3 (P = 0.60), I² = 0% 
Test for overall effect: Z = 1.68 (P = 0.09) 
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8 Naltrexone + acamprosate versus naltrexone 
 
 

 

 

  Comparison: 14 Naltrexone + acamprosate versus naltrexone                                                                      
Outcome: 01 Discontinued treatment (Leaving study early)                                                                

Study  Naltrex + Acamp  Naltrexone  RR (random)  Weight  RR (random) 
or sub-category  n/N  n/N  95% CI  %  95% CI  Order 

 Anton2006(CBI)             66/157             51/155         41.99      1.28 [0.96, 1.71]             0 
 Anton2006(no CBI)          58/148             57/154         42.52      1.06 [0.79, 1.41]             0 
 Kiefer2003                 14/40              18/40          15.50      0.78 [0.45, 1.34]             0 

Total (95% CI) 345                349 100.00      1.09 [0.87, 1.37] 
Total events: 138 (Naltrex + Acamp), 126 (Naltrexone) 
Test for heterogeneity: Chi² = 2.65, df = 2 (P = 0.27), I² = 24.5% 
Test for overall effect: Z = 0.76 (P = 0.45) 
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  Comparison: 14 Naltrexone + acamprosate versus naltrexone                                                                      
Outcome: 02 Leaving due to adverse events                                                                               

Study  Treatment  Control  RR (random)  Weight  RR (random) 
or sub-category  n/N  n/N  95% CI  %  95% CI  Order 

 Anton2006(CBI)              9/157              6/155         60.36      1.48 [0.54, 4.06]             0 
 Anton2006(no CBI)           4/148              6/154         39.64      0.69 [0.20, 2.41]             0 

Total (95% CI) 305                309 100.00      1.10 [0.50, 2.40] 
Total events: 13 (Treatment), 12 (Control) 
Test for heterogeneity: Chi² = 0.86, df = 1 (P = 0.35), I² = 0% 
Test for overall effect: Z = 0.23 (P = 0.82) 
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  Comparison: 14 Naltrexone + acamprosate versus naltrexone                                                                      
Outcome: 03 Relapsed (heavy drinking)                                                                                   

Study  Naltrex + Acamp  Naltrexone  RR (random)  Weight  RR (random) 
or sub-category  n/N  n/N  95% CI  %  95% CI  Order 
01 at 3 months 
 Anton2006(CBI)            116/157            103/155         19.72      1.11 [0.96, 1.29]             0 
 Anton2006(no CBI)          96/148            104/154         16.37      0.96 [0.82, 1.13]             0 
 Kiefer2003                 11/40              14/40           1.09      0.79 [0.41, 1.52]             0 
Subtotal (95% CI) 345                349  37.18      1.03 [0.90, 1.17] 
Total events: 223 (Naltrex + Acamp), 221 (Naltrexone) 
Test for heterogeneity: Chi² = 2.48, df = 2 (P = 0.29), I² = 19.4% 
Test for overall effect: Z = 0.43 (P = 0.67) 

02 at 6 month follow-up 
 Kiefer2003                 14/40              21/40           1.76      0.67 [0.40, 1.12]             0 
Subtotal (95% CI) 40                 40   1.76      0.67 [0.40, 1.12] 
Total events: 14 (Naltrex + Acamp), 21 (Naltrexone) 
Test for heterogeneity: not applicable 
Test for overall effect: Z = 1.54 (P = 0.12) 

03 at 1 year 
 Anton2006(CBI)            123/157            122/155         29.09      1.00 [0.89, 1.12]             0 
 Anton2006(no CBI)         122/148            121/152         31.97      1.04 [0.93, 1.16]             0 
Subtotal (95% CI) 305                307  61.06      1.02 [0.94, 1.10] 
Total events: 245 (Naltrex + Acamp), 243 (Naltrexone) 
Test for heterogeneity: Chi² = 0.24, df = 1 (P = 0.63), I² = 0% 
Test for overall effect: Z = 0.40 (P = 0.69) 
Total (95% CI) 690                696 100.00      1.01 [0.95, 1.09] 
Total events: 482 (Naltrex + Acamp), 485 (Naltrexone) 
Test for heterogeneity: Chi² = 5.50, df = 5 (P = 0.36), I² = 9.2% 
Test for overall effect: Z = 0.41 (P = 0.68) 

 0.2  0.5  1  2  5 
 Favours Naltx + Acam  Favours Naltrexone 

  Comparison: 14 Naltrexone + acamprosate versus naltrexone                                                                      
Outcome: 04 % days abstinent                                                                                            
Study  Naltrex + Acamp  Naltrexone  SMD (random)  Weight  SMD (random) 
or sub-category N Mean (SD) N Mean (SD)  95% CI  %  95% CI  Order 
01 at 3 months 

Anton2006(CBI)          157    -77.60(25.94)        155    -75.90(26.02)      25.42     -0.07 [-0.29, 0.16]            0 
Anton2006(no CBI)       148    -80.50(25.91)        154    -80.00(26.06)      24.61     -0.02 [-0.24, 0.21]            0 

Subtotal (95% CI)    305                         309  50.02     -0.04 [-0.20, 0.12] 
Test for heterogeneity: Chi² = 0.08, df = 1 (P = 0.78), I² = 0% 
Test for overall effect: Z = 0.53 (P = 0.60) 
02 at 12 months 

Anton2006(CBI)          157    -68.60(31.70)        155    -66.00(31.44)      25.41     -0.08 [-0.30, 0.14]            0 
Anton2006(no CBI)       148    -64.40(31.71)        154    -68.10(31.49)      24.57      0.12 [-0.11, 0.34]            0 

Subtotal (95% CI)    305                         309  49.98      0.02 [-0.18, 0.21] 
Test for heterogeneity: Chi² = 1.52, df = 1 (P = 0.22), I² = 34.1% 
Test for overall effect: Z = 0.16 (P = 0.87) 
Total (95% CI)    610                         618 100.00     -0.01 [-0.13, 0.10] 
Test for heterogeneity: Chi² = 1.86, df = 3 (P = 0.60), I² = 0% 
Test for overall effect: Z = 0.24 (P = 0.81) 
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9 Disulfiram 
 

9.1 Disulfiram versus placebo 
 
 

 
 
 
 

 
 
 
 

  Comparison: 01 Disulfiram (Oral) versus Placebo (or 1g Disulfiram)                                                             
Outcome: 01 Discontinued study - Leaving study for any reason                                                           

Study  Treatment  Control  RR (random)  Weight  RR (random) 
or sub-category  n/N  n/N  95% CI  %  95% CI  Order 

 Fuller1986                  8/202              7/204        100.00      1.15 [0.43, 3.12]             0 

Total (95% CI) 202                204 100.00      1.15 [0.43, 3.12] 
Total events: 8 (Treatment), 7 (Control) 
Test for heterogeneity: not applicable 
Test for overall effect: Z = 0.28 (P = 0.78) 
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  Comparison: 01 Disulfiram (Oral) versus Placebo (or 1g Disulfiram)                                                             
Outcome: 02 Lapsed (Individuals drinking any alcohol/ not abstinent)                                                    
Study  Treatment  Control  RR (random)  Weight  RR (random) 
or sub-category  n/N  n/N  95% CI  %  95% CI  Order 
03 At 1 year 
 Fuller1979                 34/43              32/43          15.39      1.06 [0.84, 1.34]             0 
 Fuller1986                164/202            158/204         84.61      1.05 [0.95, 1.16]             0 
Subtotal (95% CI) 245                247 100.00      1.05 [0.96, 1.15] 
Total events: 198 (Treatment), 190 (Control) 
Test for heterogeneity: Chi² = 0.01, df = 1 (P = 0.92), I² = 0% 
Test for overall effect: Z = 1.05 (P = 0.29) 

Total (95% CI) 245                247 100.00      1.05 [0.96, 1.15] 
Total events: 198 (Treatment), 190 (Control) 
Test for heterogeneity: Chi² = 0.01, df = 1 (P = 0.92), I² = 0% 
Test for overall effect: Z = 1.05 (P = 0.29) 
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9.2 Disulfiram versus acamprosate 
 
 

 

  Comparison: 01 Disulfiram (Oral) versus Placebo (or 1g Disulfiram)                                                             
Outcome: 05 Drinking measures                                                                                           
Study  Treatment  Control  SMD (random)  Weight  SMD (random) 
or sub-category N Mean (SD) N Mean (SD)  95% CI  %  95% CI  Order 
04 Change score - Units consumed in last 4 weeks 

Chick1992                44   -281.00(537.00)        46   -199.00(468.00)     24.70     -0.16 [-0.58, 0.25]            0 
Subtotal (95% CI)     44                          46  24.70     -0.16 [-0.58, 0.25] 
Test for heterogeneity: not applicable 
Test for overall effect: Z = 0.77 (P = 0.44) 
05 Change score - units per week in last 6 months 

Chick1992                49   -162.00(172.00)        48   -105.00(147.00)     26.29     -0.35 [-0.75, 0.05]            0 
Subtotal (95% CI)     49                          48  26.29     -0.35 [-0.75, 0.05] 
Test for heterogeneity: not applicable 
Test for overall effect: Z = 1.73 (P = 0.08) 
06 Change score - total units consumed in last  6 months 

Chick1992                46  -2572.00(2708.00)       44  -1448.00(1753.00)    24.04     -0.49 [-0.91, -0.07]           0 
Subtotal (95% CI)     46                          44  24.04     -0.49 [-0.91, -0.07] 
Test for heterogeneity: not applicable 
Test for overall effect: Z = 2.27 (P = 0.02) 
07 Change score - number of days abstinent 

Chick1992                47   -100.00(70.00)         46    -69.00(67.00)      24.96     -0.45 [-0.86, -0.04]           0 
Subtotal (95% CI)     47                          46  24.96     -0.45 [-0.86, -0.04] 
Test for heterogeneity: not applicable 
Test for overall effect: Z = 2.14 (P = 0.03) 
Total (95% CI)    186                         184 100.00     -0.36 [-0.57, -0.16] 
Test for heterogeneity: Chi² = 1.41, df = 3 (P = 0.70), I² = 0% 
Test for overall effect: Z = 3.45 (P = 0.0006) 
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  Comparison: 02 Disulfiram versus acamprosate                                                                                   
Outcome: 01 Discontinued study - Leaving study for any reason                                                           

Study  Disulfiram  Acamprosate  RR (random)  Weight  RR (random) 
or sub-category  n/N  n/N  95% CI  %  95% CI  Order 

 Laaksonen2008              21/81              17/81         100.00      1.24 [0.71, 2.16]             0 

Total (95% CI) 81                 81 100.00      1.24 [0.71, 2.16] 
Total events: 21 (Disulfiram), 17 (Acamprosate) 
Test for heterogeneity: not applicable 
Test for overall effect: Z = 0.74 (P = 0.46) 
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  Comparison: 02 Disulfiram versus acamprosate                                                                                   
Outcome: 02 Time (days) to first drink / heavy drinking day                                                             
Study  Disulfiram  Acamprosate  SMD (random)  Weight  SMD (random) 
or sub-category N Mean (SD) N Mean (SD)  95% CI  %  95% CI  Order 
01 Time (days) to first drink 

Laaksonen2008            39    -30.40(27.80)         50    -11.40(17.00)      55.62     -0.84 [-1.28, -0.40]           0 
Subtotal (95% CI)     39                          50  55.62     -0.84 [-1.28, -0.40] 
Test for heterogeneity: not applicable 
Test for overall effect: Z = 3.77 (P = 0.0002) 
02 Time (days) to first heavy drinking day 

Laaksonen2008            33    -46.60(27.50)         44    -17.60(22.00)      44.38     -1.17 [-1.66, -0.68]           0 
Subtotal (95% CI)     33                          44  44.38     -1.17 [-1.66, -0.68] 
Test for heterogeneity: not applicable 
Test for overall effect: Z = 4.69 (P < 0.00001) 
Total (95% CI)     72                          94 100.00     -0.99 [-1.31, -0.66] 
Test for heterogeneity: Chi² = 0.97, df = 1 (P = 0.32), I² = 0% 
Test for overall effect: Z = 5.94 (P < 0.00001) 
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  Comparison: 02 Disulfiram versus acamprosate                                                                                   
Outcome: 03 Drinking measures                                                                                           
Study  Disulfiram  Acamprosate  SMD (random)  Weight  SMD (random) 
or sub-category N Mean (SD) N Mean (SD)  95% CI  %  95% CI  Order 
01 Abstinence days/week - up to week 12 

Laaksonen2008            54     -6.30(0.90)          52     -4.50(2.10)       25.97     -1.11 [-1.52, -0.70]           0 
Subtotal (95% CI)     54                          52  25.97     -1.11 [-1.52, -0.70] 
Test for heterogeneity: not applicable 
Test for overall effect: Z = 5.32 (P < 0.00001) 
02 Abstinence days/week - from week 12 to week 52 (targeted medication) 

Laaksonen2008            43     -5.60(1.20)          48     -4.40(1.90)       24.23     -0.74 [-1.17, -0.31]           0 
Subtotal (95% CI)     43                          48  24.23     -0.74 [-1.17, -0.31] 
Test for heterogeneity: not applicable 
Test for overall effect: Z = 3.40 (P = 0.0007) 
03 Alcohol consumption (g/week) up to week 12 

Laaksonen2008            60     52.00(90.70)         58    203.20(180.20)     29.01     -1.06 [-1.44, -0.67]           0 
Subtotal (95% CI)     60                          58  29.01     -1.06 [-1.44, -0.67] 
Test for heterogeneity: not applicable 
Test for overall effect: Z = 5.37 (P < 0.00001) 
04 Alcohol consumption (g/week) - from week 12 to week 52 (targeted medication) 

Laaksonen2008            37    109.20(103.70)        39    194.90(148.40)     20.79     -0.66 [-1.12, -0.20]           0 
Subtotal (95% CI)     37                          39  20.79     -0.66 [-1.12, -0.20] 
Test for heterogeneity: not applicable 
Test for overall effect: Z = 2.80 (P = 0.005) 
Total (95% CI)    194                         197 100.00     -0.91 [-1.13, -0.69] 
Test for heterogeneity: Chi² = 3.25, df = 3 (P = 0.35), I² = 7.7% 
Test for overall effect: Z = 8.20 (P < 0.00001) 
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9.3 Disulfiram versus naltrexone 

 

 

 

 

  Comparison: 03 Disulfiram versus naltrexone                                                                                    
Outcome: 01 Discontinued study - Leaving study for any reason                                                           
Study  Disulfiram  Naltrexone  RR (random)  Weight  RR (random) 
or sub-category  n/N  n/N  95% CI  %  95% CI  Order 
 DeSousa2004                 2/50               1/50           5.30      2.00 [0.19, 21.36]            0 
 Laaksonen2008              21/81              17/81          94.70      1.24 [0.71, 2.16]             0 

Total (95% CI) 131                131 100.00      1.27 [0.73, 2.19] 
Total events: 23 (Disulfiram), 18 (Naltrexone) 
Test for heterogeneity: Chi² = 0.15, df = 1 (P = 0.70), I² = 0% 
Test for overall effect: Z = 0.85 (P = 0.39) 
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  Comparison: 03 Disulfiram versus naltrexone                                                                                    
Outcome: 02 Leaving due to adverse events                                                                               

Study  Disulfiram  Naltrexone  RR (random)  Weight  RR (random) 
or sub-category  n/N  n/N  95% CI  %  95% CI  Order 

 DeSousa2004                 1/50               0/50         100.00      3.00 [0.13, 71.92]            0 

Total (95% CI) 50                 50 100.00      3.00 [0.13, 71.92] 
Total events: 1 (Disulfiram), 0 (Naltrexone) 
Test for heterogeneity: not applicable 
Test for overall effect: Z = 0.68 (P = 0.50) 
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  Comparison: 03 Disulfiram versus naltrexone                                                                                    
Outcome: 03 Lapsed (Individuals drinking any alcohol/ not abstinent)                                                    

Study  Disulfiram  Naltrexone  RR (random)  Weight  RR (random) 
or sub-category  n/N  n/N  95% CI  %  95% CI  Order 

02 at 1 year 
 DeSousa2004                 5/50              28/50         100.00      0.18 [0.08, 0.42]             0 
Subtotal (95% CI) 50                 50 100.00      0.18 [0.08, 0.42] 
Total events: 5 (Disulfiram), 28 (Naltrexone) 
Test for heterogeneity: not applicable 
Test for overall effect: Z = 3.89 (P < 0.0001) 

Total (95% CI) 50                 50 100.00      0.18 [0.08, 0.42] 
Total events: 5 (Disulfiram), 28 (Naltrexone) 
Test for heterogeneity: not applicable 
Test for overall effect: Z = 3.89 (P < 0.0001) 
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  Comparison: 03 Disulfiram versus naltrexone                                                                                    
Outcome: 04 Relapsed to heavy drinking                                                                                  

Study  Disulfiram  Naltrexone  RR (random)  Weight  RR (random) 
or sub-category  n/N  n/N  95% CI  %  95% CI  Order 

 DeSousa2004                 7/50              25/50         100.00      0.28 [0.13, 0.59]             0 

Total (95% CI) 50                 50 100.00      0.28 [0.13, 0.59] 
Total events: 7 (Disulfiram), 25 (Naltrexone) 
Test for heterogeneity: not applicable 
Test for overall effect: Z = 3.37 (P = 0.0008) 
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  Comparison: 03 Disulfiram versus naltrexone                                                                                    
Outcome: 05 Time (days) to first drink / heavy drinking day                                                             
Study  Disulfiram  Naltrexone  SMD (random)  Weight  SMD (random) 
or sub-category N Mean (SD) N Mean (SD)  95% CI  %  95% CI  Order 
01 Time (days) to first drink 

DeSousa2004              50   -103.00(26.00)         50    -44.00(36.00)      24.90     -1.86 [-2.34, -1.39]           0 
Laaksonen2008            39    -30.40(27.80)         50    -16.20(20.20)      25.45     -0.59 [-1.02, -0.16]           0 

Subtotal (95% CI)     89                         100  50.35     -1.22 [-2.47, 0.02] 
Test for heterogeneity: Chi² = 15.33, df = 1 (P < 0.0001), I² = 93.5% 
Test for overall effect: Z = 1.92 (P = 0.05) 
02 Time (days) to first heavy drinking day 

DeSousa2004              50   -119.00(21.00)         50    -63.00(33.00)      24.75     -2.01 [-2.49, -1.53]           0 
Laaksonen2008            33    -46.60(27.50)         47    -22.00(22.00)      24.90     -1.00 [-1.47, -0.53]           0 

Subtotal (95% CI)     83                          97  49.65     -1.50 [-2.49, -0.51] 
Test for heterogeneity: Chi² = 8.58, df = 1 (P = 0.003), I² = 88.3% 
Test for overall effect: Z = 2.97 (P = 0.003) 
Total (95% CI)    172                         197 100.00     -1.36 [-2.04, -0.68] 
Test for heterogeneity: Chi² = 25.81, df = 3 (P < 0.0001), I² = 88.4% 
Test for overall effect: Z = 3.92 (P < 0.0001) 
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  Comparison: 03 Disulfiram versus naltrexone                                                                                    
Outcome: 06 Drinking measures                                                                                           
Study  Disulfiram  Naltrexone  SMD (random)  Weight  SMD (random) 
or sub-category N Mean (SD) N Mean (SD)  95% CI  %  95% CI  Order 
01 Drinks per drinking day 

DeSousa2004              50      3.00(5.00)          50      4.00(12.00)      33.88     -0.11 [-0.50, 0.28]            0 
Subtotal (95% CI)     50                          50  33.88     -0.11 [-0.50, 0.28] 
Test for heterogeneity: not applicable 
Test for overall effect: Z = 0.54 (P = 0.59) 
03 Alcohol consumption (g/week) up to week 12 

Laaksonen2008            60     52.00(90.70)         64    183.70(174.10)     34.59     -0.93 [-1.31, -0.56]           0 
Subtotal (95% CI)     60                          64  34.59     -0.93 [-1.31, -0.56] 
Test for heterogeneity: not applicable 
Test for overall effect: Z = 4.93 (P < 0.00001) 
04 Alcohol consumption (g/week) - from week 12 to week 52 (targeted medication) 

Laaksonen2008            37    109.20(103.70)        41    229.30(199.60)     31.52     -0.74 [-1.20, -0.28]           0 
Subtotal (95% CI)     37                          41  31.52     -0.74 [-1.20, -0.28] 
Test for heterogeneity: not applicable 
Test for overall effect: Z = 3.14 (P = 0.002) 
Total (95% CI)    147                         155 100.00     -0.59 [-1.10, -0.08] 
Test for heterogeneity: Chi² = 9.49, df = 2 (P = 0.009), I² = 78.9% 
Test for overall effect: Z = 2.27 (P = 0.02) 
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9.4 Disulfiram versus topiramate 
 

 

 

  Comparison: 03 Disulfiram versus naltrexone                                                                                    
Outcome: 07 Abstinence measures                                                                                         
Study  Disulfiram  Naltrexone  SMD (random)  Weight  SMD (random) 
or sub-category N Mean (SD) N Mean (SD)  95% CI  %  95% CI  Order 
02 Total days abstinent over 1 year 

DeSousa2004              50   -306.00(180.00)        50   -243.00(115.00)     34.14     -0.41 [-0.81, -0.02]           0 
Subtotal (95% CI)     50                          50  34.14     -0.41 [-0.81, -0.02] 
Test for heterogeneity: not applicable 
Test for overall effect: Z = 2.05 (P = 0.04) 
03 Abstinence days/week - up to week 12 

Laaksonen2008            54     -6.30(0.90)          53     -4.60(2.00)       33.48     -1.09 [-1.50, -0.68]           0 
Subtotal (95% CI)     54                          53  33.48     -1.09 [-1.50, -0.68] 
Test for heterogeneity: not applicable 
Test for overall effect: Z = 5.25 (P < 0.00001) 
04 Abstinence days/week - From week 12 to week 52 (targeted medication) 

Laaksonen2008            43     -5.60(1.20)          48     -4.40(1.90)       32.38     -0.74 [-1.17, -0.31]           0 
Subtotal (95% CI)     43                          48  32.38     -0.74 [-1.17, -0.31] 
Test for heterogeneity: not applicable 
Test for overall effect: Z = 3.40 (P = 0.0007) 
Total (95% CI)    147                         151 100.00     -0.75 [-1.14, -0.36] 
Test for heterogeneity: Chi² = 5.47, df = 2 (P = 0.06), I² = 63.4% 
Test for overall effect: Z = 3.74 (P = 0.0002) 
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  Comparison: 07 Disulfiram versus topiramate                                                                                    
Outcome: 01 Leaving study early                                                                                         

Study  Disulfiram  Topiramate  RR (random)  Weight  RR (random) 
or sub-category  n/N  n/N  95% CI  %  95% CI  Order 

 DeSousa2008                 4/50               4/50         100.00      1.00 [0.26, 3.78]             0 

Total (95% CI) 50                 50 100.00      1.00 [0.26, 3.78] 
Total events: 4 (Disulfiram), 4 (Topiramate) 
Test for heterogeneity: not applicable 
Test for overall effect: Z = 0.00 (P = 1.00) 
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  Comparison: 07 Disulfiram versus topiramate                                                                                    
Outcome: 02 Leaving study due to adverse events                                                                         

Study  Disulfiram  Topiramate  RR (random)  Weight  RR (random) 
or sub-category  n/N  n/N  95% CI  %  95% CI  Order 

 DeSousa2008                 0/50               2/50         100.00      0.20 [0.01, 4.06]             0 

Total (95% CI) 50                 50 100.00      0.20 [0.01, 4.06] 
Total events: 0 (Disulfiram), 2 (Topiramate) 
Test for heterogeneity: not applicable 
Test for overall effect: Z = 1.05 (P = 0.29) 
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  Comparison: 07 Disulfiram versus topiramate                                                                                    
Outcome: 04 Relapsed to heavy drinking                                                                                  

Study  Disulfiram  Topiramate  RR (random)  Weight  RR (random) 
or sub-category  n/N  n/N  95% CI  %  95% CI  Order 

 DeSousa2008                 5/50              22/50         100.00      0.23 [0.09, 0.55]             0 

Total (95% CI) 50                 50 100.00      0.23 [0.09, 0.55] 
Total events: 5 (Disulfiram), 22 (Topiramate) 
Test for heterogeneity: not applicable 
Test for overall effect: Z = 3.27 (P = 0.001) 
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  Comparison: 07 Disulfiram versus topiramate                                                                                    
Outcome: 05 Days to first drink                                                                                         
Study  Disulfiram  Topiramate  SMD (random)  Weight  SMD (random) 
or sub-category N Mean (SD) N Mean (SD)  95% CI  %  95% CI  Order 

DeSousa2008              50   -116.00(22.00)         50    -46.00(22.00)     100.00     -3.16 [-3.75, -2.56]           0 
Total (95% CI)     50                          50 100.00     -3.16 [-3.75, -2.56] 
Test for heterogeneity: not applicable 
Test for overall effect: Z = 10.42 (P < 0.00001) 
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  Comparison: 07 Disulfiram versus topiramate                                                                                    
Outcome: 06 Days to first relapse                                                                                       
Study  Disulfiram  Topiramate  SMD (random)  Weight  SMD (random) 
or sub-category N Mean (SD) N Mean (SD)  95% CI  %  95% CI  Order 

DeSousa2008              50   -133.00(21.00)         50    -79.00(18.00)     100.00     -2.74 [-3.29, -2.19]           0 
Total (95% CI)     50                          50 100.00     -2.74 [-3.29, -2.19] 
Test for heterogeneity: not applicable 
Test for overall effect: Z = 9.74 (P < 0.00001) 
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  Comparison: 07 Disulfiram versus topiramate                                                                                    
Outcome: 07 Total days of abstinence                                                                                    
Study  Disulfiram  Topiramate  SMD (random)  Weight  SMD (random) 
or sub-category N Mean (SD) N Mean (SD)  95% CI  %  95% CI  Order 

DeSousa2008              50   -206.00(112.00)        50   -173.00(103.00)    100.00     -0.30 [-0.70, 0.09]            0 
Total (95% CI)     50                          50 100.00     -0.30 [-0.70, 0.09] 
Test for heterogeneity: not applicable 
Test for overall effect: Z = 1.51 (P = 0.13) 
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9.5 Disulfiram + counselling versus counselling 

 

 
  
 

  Comparison: 08 Disulfiram + counselling versus counselling                                                                         
Outcome: 01 Discontinued study - Leaving study for any reason                                                           
Study  Treatment  Control  RR (random)  Weight  RR (random) 
or sub-category  n/N  n/N  95% CI  %  95% CI  Order 
 Gerrein1973NonWitnes        8/13               8/12          55.62      0.92 [0.51, 1.66]             0 
 Gerrein1973Witness          2/13               9/11          44.38      0.19 [0.05, 0.69]             0 

Total (95% CI) 26                 23 100.00      0.46 [0.08, 2.56] 
Total events: 10 (Treatment), 17 (Control) 
Test for heterogeneity: Chi² = 5.90, df = 1 (P = 0.02), I² = 83.1% 
Test for overall effect: Z = 0.89 (P = 0.37) 
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  Comparison: 08 Disulfiram + counselling versus counselling                                                                         
Outcome: 02 Lapsed (Individuals drinking any alcohol/ not abstinent)                                                    

Study  Treatment  Control  RR (random)  Weight  RR (random) 
or sub-category  n/N  n/N  95% CI  %  95% CI  Order 

01 At 2 months 
 Gerrein1973NonWitnes       12/13              11/12          60.01      1.01 [0.80, 1.27]             0 
 Gerrein1973Witness          8/13              10/11          39.99      0.68 [0.42, 1.08]             0 
Subtotal (95% CI) 26                 23 100.00      0.86 [0.55, 1.34] 
Total events: 20 (Treatment), 21 (Control) 
Test for heterogeneity: Chi² = 3.03, df = 1 (P = 0.08), I² = 67.0% 
Test for overall effect: Z = 0.67 (P = 0.50) 
Total (95% CI) 26                 23 100.00      0.86 [0.55, 1.34] 
Total events: 20 (Treatment), 21 (Control) 
Test for heterogeneity: Chi² = 3.03, df = 1 (P = 0.08), I² = 67.0% 
Test for overall effect: Z = 0.67 (P = 0.50) 
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