FINAL DRAFT

3.4 Orlistat

Review: Orlistat UPDATE adults only
Comparison: 01 Orlistat 360mg/day + diet vs placebo + diet (all studies)
Outcome: 01 Weight change in kg at 6 months
Study Orlistat + diet Placebo + diet WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI
01 Weight reduction
Derosa 2003 25 -5.10(7-36) 23 -4.20(7.10) I 9.59 -0.90 [-4.99, 3.19]
Hauptman 2000 210 -5.46(7.46) 212 -1.97(6.47) —_— 90.41 -3.49 [-4.82, -2.16]
Subtotal (95% CI) 235 235 ’ 100.00 -3.24 [-4.51, -1.97]
Test for heterogeneity: Chiz = 1.39, df = 1 (P = 0.24), 12 = 28.1%
Test for overall effect: Z = 5.01 (P < 0.00001)
02 Weight maintenance
Hauptman 2000 210 1.72(6.40) 212 1.21(6.26) —_— 100.00 0.51 [-0.70, 1.72]
Subtotal (95% CI) 210 212 ‘ 100.00 0.51 [-0.70, 1.72]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.83 (P = 0.41)
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Review: Orlistat UPDATE adults only
Comparison: 01 Orlistat 360mg/day + diet vs placebo + diet (all studies)
Outcome: 02 Weight change in kg at 12 months
Study Orlistat + diet Placebo + diet WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI
01 Weight reduction
Bakris 2002 267 -5.40(6.40) 265 -2.70(6.40) _— 6.44 -2.70 [-3.79, -1.61]
Broom 2002a 259 -5.80(8.50) 263 -2.30(6.40) — 4.56 -3.50 [-4.79, -2.21]
Davidson 1999 657 -8.76(9.48) 223 -5.81(10.01) _ 3.38 -2.95 [-4.45, -1.45]
Derosa 2003 25 -8.60(8.35) 23 -7.60(8.07) — 0.35 -1.00 [-5.65, 3.65]
Finer 2000 110 -3.29(6.85) 108 -1.31(6.29) _— 2.50 -1.98 [-3.73, -0.23]
Hauptman 2000 210 -5.40(7.44) 212 -1.41(6.31) _ 4.39 -3.99 [-5.31, -2.67]
Hollander 1998 156 -3.84(5.00) 151 -1.43(5.10) _— 5.97 -2.41 [-3.54, -1.28]
Kelley 2002 266 -3.89(4.40) 269 -1.27(4.59) —_ 13.13 -2.62 [-3.38, -1.86]
Krempf 2003 346 -5.95(7.60) 350 -3.05(6.78) _— 6.65 -2.90 [-3.97, -1.83]
Lindgarde 2000 190 -4.20(7.03) 186 -2.90(6.74) — 3.93 -1.30 [-2.69, 0.09]
Miles 2002 250 -4.70(4.74) 254 -1.80(4.78) - 11.03 -2.90 [-3.73, -2.07]
Rossner 2000 241 -8.13(8.22) 236 -5.23(7.40) _ 3.87 -2.90 [-4.30, -1.50]
Sjostrom 1998 343 -8.10(8.21) 340 -3.90(7.02) _— 5.81 -4.20 [-5.35, -3.05]
Swinburn 2005 170 -4.70(7.70) 169 -0.90(4.20) —_ 4.38 -3.80 [-5.12, -2.48]
Torgerson 2004 1650 -10.60(8.91) 1637 -6.20(7.67) = 23.60 -4.40 [-4.97, -3.83]
Subtotal (95% Cl) 5140 4686 ¢ 100.00 -3.27 [-8.55, -3.00]
Test for heterogeneity: Chi2 = 38.06, df = 14 (P = 0.0005), 12 = 63.2%
Test for overall effect: Z = 23.25 (P < 0.00001)
02 Weight maintenance
Hauptman 2000 210 2.92(6.74) 212 2.49(6.62) = 37.00 0.43 [-0.84, 1.70]
Hill 1999 113 2.62(6.66) 121 4.40(7.16) — 19.17 -1.78 [-3.55, -0.01]
Rossner 2000 241 2.15(6.52) 236 2.17(6.53) _— 43.83 -0.02 [-1.19, 1.15]
Subtotal (95% CI) 564 569 ‘ 100.00 -0.19 [-0.97, 0.58]
Test for heterogeneity: Chiz = 4.09, df =2 (P =0.13), 2=51.1%
Test for overall effect: Z = 0.48 (P = 0.63)
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Review: Orlistat UPDATE adults only
Comparison: 01 Orlistat 360mg/day + diet vs placebo + diet (all studies)
Outcome: 03 Weight change in kg at 18 months
Study Orlistat + diet Placebo + diet WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI
01 Weight reduction
Hauptman 2000 210 -3.68(6.96) 212 -0.02(5.97) — 40.29 -3.66 [-4.90, -2.42]
Krempf 2003 346 -5.05(7.34) 350 -1.35(6.30) —_ 59.71 -3.70 [-4.72, -2.68]
Subtotal (95% Cl) 556 562 <& 100.00 -3.68 [-4.47, -2.90]
Test for heterogeneity: Chi2 = 0.00, df = 1 (P = 0.96), 12 = 0%
Test for overall effect: Z = 9.19 (P < 0.00001)
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Review: Orlistat UPDATE adults only
Comparison: 01 Orlistat 360mg/day + diet vs placebo + diet (all studies)
Outcome: 04 Weight change at 24 months
Study Orlistat + diet Placebo + diet WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI
01 Weight reduction
Hauptman 2000 210 -2.48(6.62) 212 1.08(6.22) _— 52.66 -3.56 [-4.79, -2.33]
Rossner 2000 241 -5.98(7.61) 236 -3.06(6.78) _ 47.34 -2.92 [-4.21, -1.63]
Subtotal (95% CI) 451 448 < 100.00 -3.26 [-4.15, -2.37]
Test for heterogeneity: Chiz = 0.50, df = 1 (P = 0.48), 2= 0%
Test for overall effect: Z = 7.18 (P < 0.00001)
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Review: Orlistat UPDATE adults only
Comparison: 01 Orlistat 360mg/day + diet vs placebo + diet (all studies)
Outcome: 05 Weight change in kg at 48 months
Study Orlistat + diet Placebo + diet WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI
01 Weight reduction
Torgerson 2004 1650 -5.80(7.56) 1637 -3.00(6.76) | 100.00 -2.80 [-3.29, -2.31]
Subtotal (95% Cl) 1650 1637 'y 100.00 -2.80 [-3.29, -2.31]

Test for heterogeneity: not applicable
Test for overall effect: Z = 11.20 (P < 0.00001)

02 Weight maintenance
Subtotal (95% CI) 0 0 Not estimable
Test for heterogeneity: not applicable
Test for overall effect: not applicable
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Review: Orlistat UPDATE adults only
Comparison: 01 Orlistat 360mg/day + diet vs placebo + diet (all studies)
Outcome: 06 Failure to achieve at least 5% loss of initial body weight at 12 months
Study Orlistat + diet Placebo + diet RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% CI % 95% CI
01 Weight loss
Bakris 2002 54/100 76/100 —- 8.53 0.71 [0.57, 0.88]
Broom 2002a 44/100 76/100 —— 8.53 0.58 [0.45, 0.74]
Davidson 1999 34/100 56/100 —.— 6.29 0.61 [0.44, 0.84]
Finer 2000 65/100 79/100 = 8.87 0.82 [0.69, 0.98]
Hauptman 2000 49/100 69/100 —-— 7.74 0.71 [0.56, 0.90]
Hollander 1998 51/100 77/100 —- 8.64 0.66 [0.53, 0.83]
Kelley 2002 67/100 87/100 - 9.76 0.77 [0.66, 0.90]
Krempf 2003 347100 54/100 —a 6.06 0.63 [0.45, 0.87]
Lindgarde 2000 46/100 59/100 — 6.62 0.78 [0.60, 1.02]
Miles 2002 61/100 84/100 - 9.43 0.73 [0.61, 0.87]
Rossner 2000 367100 68/100 —— 7.63 0.53 [0.39, 0.71]
Sjostrom 1998 317100 517100 — 5.72 0.61 [0.43, 0.86]
Torgerson 2004 27/100 557100 —e 6.17 0.49 [0.34, 0.71]
Subtotal (95% CI) 1300 1300 ¢ 100.00 0.67 [0.63, 0.72]
Total events: 599 (Orlistat + diet), 891 (Placebo + diet)
Test for heterogeneity: Chiz2 = 17.93, df =12 (P = 0.12), I12= 33.1%
Test for overall effect: Z = 11.52 (P < 0.00001)
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Review: Orlistat UPDATE adults only
Comparison: 01 Orlistat 360mg/day + diet vs placebo + diet (all studies)
Outcome: 07 Failure to achieve at least 10% loss of initial body weight at 12 months
Study Orlistat + diet Placebo + diet RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% CI
01 Weight loss
Broom 2002a 80/100 89/100 8.62 0.90 [0.80, 1.01]
Davidson 1999 61/100 757100 7.27 0.81 [0.67, 0.99]
Finer 2000 84/100 94/100 9.11 0.89 [0.81, 0.99]
Hauptman 2000 71/100 897100 - 8.62 0.80 [0.69, 0.92]
Hollander 1998 82/100 91/100 8.82 0.90 [0.81, 1.01]
Kelley 2002 90/100 967100 9.30 0.94 [0.87, 1.01]
Krempf 2003 67/100 757100 7.27 0.89 [0.75, 1.07]
Lindgarde 2000 81/100 857100 8.24 0.95 [0.84, 1.08]
Miles 2002 867100 96/100 9.30 0.90 [0.82, 0.98]
Rossner 2000 627100 81/100 - 7.85 0.77 [0.64, 0.92]
Sjostrom 1998 61/100 82/100 - 7.95 0.74 [0.62, 0.89]
Torgerson 2004 597100 79/100 - 7.66 0.75 [0.62, 0.91]
Subtotal (95% CI) 1200 1200 \ 100.00 0.86 [0.82, 0.89]
Total events: 884 (Orlistat + diet), 1032 (Placebo + diet)
Test for heterogeneity: Chi2 = 18.42, df = 11 (P = 0.07), 12 = 40.3%
Test for overall effect: Z = 7.60 (P < 0.00001)
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Review: Orlistat UPDATE adults only
Comparison: 01 Orlistat 360mg/day + diet vs placebo + diet (all studies)
Outcome: 08 Failure to complete at 12 months
Study Orlistat + diet Placebo + diet RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI
01 Weight loss
Bakris 2002 42/100 61/100 —— 13.22 0.69 [0.52, 0.91]
Broom 2002a 30/100 40/100 —a 8.67 0.75 [0.51, 1.10]
Davidson 1999 31/100 41/100 —a 8.88 0.76 [0.52, 1.10]
Derosa 2003 7/100 0/100 » 0.11 15.00 [0.87, 259.16]
Finer 2000 36/100 42/100 —a— 9.10 0.86 [0.61, 1.21]
Hauptman 2000 28/100 42/100 —a— 9.10 0.67 [0.45, 0.98]
Hollander 1998 157100 28/100 = 6.07 0.54 [0.31, 0.94]
Kelley 2002 48/100 527100 —.— 11.27 0.92 [0.70, 1.22]
Lindgarde 2000 167100 127100 2.60 1.33 [0.67, 2.67]
Miles 2002 357100 44/100 —a 9.53 0.80 [0.56, 1.13]
Rossner 2000 26/100 35/100 —a 7.58 0.74 [0.49, 1.14]
Sjostrom 1998 187100 24/100 = 5.20 0.75 [0.44, 1.29]
Swinburn 2005 22/100 19/100 = 4.12 1.16 [0.67, 2.00]
Torgerson 2004 10/100 21/100 4.55 0.48 [0.24, 0.96]
Subtotal (95% CI) 1400 1400 . 100.00 0.79 [0.71, 0.88]
Total events: 364 (Orlistat + diet), 461 (Placebo + diet)
Test for heterogeneity: Chi2 = 15.31, df = 13 (P = 0.29), 12 = 15.1%
Test for overall effect: Z = 4.17 (P < 0.0001)
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Review: Orlistat UPDATE adults only
Comparison: 01 Orlistat 360mg/day + diet vs placebo + diet (all studies)
Outcome: 09 Change in SBP in mmHg at 6 months
Study Orlistat + diet Placebo + diet WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI
Derosa 2003 25 -2.00(12.70) 23 -2.00(12.70) I 100.00 0.00 [-7.19, 7.19]
Total (95% Cl) 25 23 100.00 0.00 [-7.19, 7.19]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.00 (P = 1.00)
10 5 0 5 10
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Review: Orlistat UPDATE adults only
Comparison: 01 Orlistat 360mg/day + diet vs placebo + diet (all studies)
Outcome: 10 Change in DBP in mmHg at 6 months
Study Orlistat + diet Placebo + diet WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI

Derosa 2003 25 -1.00(8.30) 23 0.00(8.30) — 100.00 -1.00 [-5.70, 3.70]
Total (95% CI) 25 23 ——— 100.00 -1.00 [-5.70, 3.70]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.42 (P = 0.68)
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Review: Orlistat UPDATE adults only

Comparison: 01 Orlistat 360mg/day + diet vs placebo + diet (all studies)

Outcome: 11 Change in total cholesterol in mmol/l at 12 months

Study Orlistat + diet Placebo + diet WMD (fixed) Weight WMD (fixed)

or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI

01 Weight reduction
Bakris 2002 267 -0.36(0.94) 265 -0.04(0.79) _— 8.91 -0.32 [-0.47, -0.17]
Broom 2002a 259 -0.12(1.08) 263 0.16(1.08) —_— 5.65 -0.28 [-0.47, -0.09]
Finer 2000 110 -0.05(0.76) 108 0.30(0.68) _— 5.30 -0.35 [-0.54, -0.16]
Hauptman 2000 210 -0.04(1.08) 212 0.30(1.08) 4.57 -0.34 [-0.55, -0.13]
Hollander 1998 156 -0.05(0.60) 151 0.41(0.70) _— 9.09 -0.46 [-0.61, -0.31]
Kelley 2002 266 -0.30(1.08) 276 0.08(1.08) _— 5.86 -0.38 [-0.56, -0.20]
Lindgarde 2000 190 0.03(1.08) 186 0.26(1.08) 4.07 -0.23 [-0.45, -0.01]
Miles 2002 250 -0.27(1.08) 254 0.06(1.08) _— 5.45 -0.33 [-0.52, -0.14]
Rossner 2000 241 -0.35(1.08) 236 -0.05(1.08) — 5.16 -0.30 [-0.49, -0.11]
Sjostrom 1998 343 -0.08(1.08) 340 0.23(1.08) _— 7.39 -0.31 [-0.47, -0.15]
Swinburn 2005 170 -0.08(0.73) 169 0.16(0.68) —_— 8.60 -0.24 [-0.39, -0.09]
Torgerson 2004 1487 -0.51(1.08) 1295 -0.08(1.08) —_ 29.96 -0.43 [-0.51, -0.35]

Subtotal (95% CI) 3949 3755 ‘ 100.00 -0.36 [-0.40, -0.31]

Test for heterogeneity: Chi2 = 10.44, df = 11 (P = 0.49), 12 = 0%

Test for overall effect: Z = 15.92 (P < 0.00001)

02 Weight maintenance
Hauptman 2000 210 0.29(1.08) 212 0.14(1.08) - 38.83 0.15 [-0.06, 0.36]
Hill 1999 87 0.08(1.08) 102 0.17(1.08) —_— 17.28 -0.09 [-0.40, 0.22]
Rossner 2000 241 0.38(1.08) 236 0.36(1.08) _— 43.89 0.02 [-0.17, 0.21]

Subtotal (95% CI) 538 550 << 100.00 0.05 [-0.08, 0.18]

Test for heterogeneity: Chiz = 1.78, df =2 (P = 0.41), 2= 0%

Test for overall effect: Z=0.79 (P = 0.43)
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Review: Orlistat UPDATE adults only

Comparison: 01 Orlistat 360mg/day + diet vs placebo + diet (all studies)

Outcome: 12 Change in LDL cholesterol in mmol/l at 12 months

Study Orlistat + diet Placebo + diet WMD (fixed) Weight WMD (fixed)

or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI

01 Weight reduction
Bakris 2002 267 -0.31(0.76) 265 -0.11(0.70) _ 6.74 -0.20 [-0.32, -0.08]
Broom 2002a 259 -0.30(0.74) 263 -0.02(0.74) _— 6.44 -0.28 [-0.41, -0.15]
Finer 2000 110 -0.11(0.63) 108 0.21(0.53) _ 4.35 -0.32 [-0.47, -0.17]
Hauptman 2000 210 -0.12(0.74) 212 0.25(0.74) _— 5.21 -0.37 [-0.51, -0.23]
Hollander 1998 156 -0.12(0.50) 151 0.22(0.70) _ 5.57 -0.34 [-0.48, -0.20]
Kelley 2002 266 -0.38(0.74) 276 -0.08(0.74) _— 6.68 -0.30 [-0.42, -0.18]
Lindgarde 2000 190 -0.22(0.74) 186 0.07(0.74) _— 4.64 -0.29 [-0.44, -0.14]
Miles 2002 250 -0.25(0.74) 254 -0.05(0.74) _ 6.22 -0.20 [-0.33, -0.07]
Rossner 2000 241 -0.33(0.74) 236 -0.06(0.74) —a— 5.88 -0.27 [-0.40, -0.14]
Sjostrom 1998 343 -0.09(0.74) 340 0.13(0.74) _ 8.43 -0.22 [-0.33, -0.11]
Swinburn 2005 170 -0.12(0.65) 169 0.11(0.62) _ 5.68 -0.23 [-0.37, -0.09]
Torgerson 2004 1487 -0.42(0.74) 1295 -0.06(0.74) = 34.16 -0.36 [-0.42, -0.30]

Subtotal (95% CI) 3949 3755 ¢ 100.00 -0.30 [-0.33, -0.27]

Test for heterogeneity: Chiz = 14.02, df = 11 (P = 0.23), I12=21.5%

Test for overall effect: Z = 18.25 (P < 0.00001)

02 Weight maintenance
Hauptman 2000 210 0.18(0.74) 212 0.11(0.74) - 38.83 0.07 [-0.07, 0.21]
Hill 1999 87 -0.05(0.74) 102 0.12(0.74) —F 17.28 -0.17 [-0.38, 0.04]
Rossner 2000 241 0.37(0.74) 236 0.34(0.74) _— 43.89 0.03 [-0.10, 0.16]

Subtotal (95% Cl) 538 550 <& 100.00 0.01 [-0.08, 0.10]

Test for heterogeneity: Chi2 = 3.56, df = 2 (P = 0.17), 12 = 43.8%

Test for overall effect: Z = 0.24 (P = 0.81)
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Review: Orlistat UPDATE adults only
Comparison: 01 Orlistat 360mg/day + diet vs placebo + diet (all studies)
Outcome: 13 Change in HDL cholesterol in mmol/l at 12 months
Study Orlistat + diet Placebo + diet WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI
01 Weight reduction
Finer 2000 110 0.15(0.23) 108 0.16(0.21) - 4.96 -0.01 [-0.07, 0.05]
Hauptman 2000 210 0.06(0.29) 212 0.11(0.29) — 5.53 -0.05 [-0.11, 0.01]
Hollander 1998 156 0.06(0.20) 151 0.06(0.20) = 8.46 0.00 [-0.04, 0.04]
Kelley 2002 266 0.02(0.29) 276 0.05(0.29) — 7.10 -0.03 [-0.08, 0.02]
Lindgarde 2000 190 0.03(0.29) 186 0.08(0.29) — 4.93 -0.05 [-0.11, 0.01]
Miles 2002 250 0.09(0.29) 254 0.10(0.29) = 6.61 -0.01 [-0.06, 0.04]
Rossner 2000 241 0.08(0.29) 236 0.15(0.29) — 6.25 -0.07 [-0.12, -0.02]
Sjostrom 1998 343 0.10(0.29) 340 0.10(0.29) = 8.95 0.00 [-0.04, 0.04]
Swinburn 2005 170 0.04(0.18) 169 0.08(0.19) — 10.91 -0.04 [-0.08, 0.00]
Torgerson 2004 1487 0.04(0.29) 1295 0.10(0.29) = 36.30 -0.06 [-0.08, -0.04]
Subtotal (95% CI) 3423 3227 . 100.00 -0.04 [-0.05, -0.03]
Test for heterogeneity: Chiz = 13.62, df = 9 (P = 0.14), I2 = 33.9%
Test for overall effect: Z = 5.88 (P < 0.00001)
02 Weight maintenance
Hauptman 2000 210 0.01(0.29) 212 -0.02(0.29) = 38.72 0.03 [-0.03, 0.09]
Hill 1999 89 -0.04(0.29) 103 0.00(0.29) —|» 17.52 -0.04 [-0.12, 0.04]
Rossner 2000 241 0.04(0.29) 236 0.01(0.29) = 43.76 0.03 [-0.02, 0.08]
Subtotal (95% CI) 540 551 100.00 0.02 [-0.02, 0.05]
Test for heterogeneity: Chiz = 2.29, df =2 (P = 0.32), 2= 12.8%
Test for overall effect: Z=1.01 (P = 0.31)
1 05 0 05
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Review: Orlistat UPDATE adults only
Comparison: 01 Orlistat 360mg/day + diet vs placebo + diet (all studies)
Outcome: 14 Change in triglycerides in mmol/l at 12 months
Study Orlistat + diet Placebo + diet WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI
01 Weight reduction
Broom 2002a 259 0.44(0.96) 263 0.17(0.96) — 7.09 0.27 [0.11, 0.43]
Hauptman 2000 210 0.06(0.96) 212 -0.10(0.96) — 5.73 0.16 [-0.02, 0.34]
Hollander 1998 156 0.02(0.80) 151 0.28(1.00) 4.67 -0.26 [-0.46, -0.06]
Kelley 2002 266 0.18(0.96) 276 0.31(0.96) —_ 7.35 -0.13 [-0.29, 0.03]
Lindgarde 2000 190 0.18(0.96) 186 0.04(0.96) - 5.10 0.14 [-0.05, 0.33]
Miles 2002 250 -0.25(0.96) 254 0.03(0.96) —_— 6.84 -0.28 [-0.45, -0.11]
Rossner 2000 241 -0.09(0.96) 236 -0.08(0.96) _— 6.47 -0.01 [-0.18, 0.16]
Sjostrom 1998 343 -0.07(0.96) 340 0.06(0.96) — 9.27 -0.13 [-0.27, 0.01]
Swinburn 2005 170 0.01(0.73) 169 -0.06(0.57) - 9.89 0.07 [-0.07, 0.21]
Torgerson 2004 1487 -0.12(0.96) 1295 -0.12(0.96) —_ 37.58 0.00 [-0.07, 0.07]
Subtotal (95% Cl) 3572 3382 ¢ 100.00 -0.01 [-0.06, 0.03]
Test for heterogeneity: Chiz = 38.62, df = 9 (P < 0.0001), 12 = 76.7%
Test for overall effect: Z = 0.50 (P = 0.62)
02 Weight maintenance
Hauptman 2000 210 0.15(0.96) 212 0.05(0.96) —+— 38.72 0.10 [-0.08, 0.28]
Hill 1999 89 0.02(0.96) 103 0.14(0.96) _— 17.52 -0.12 [-0.39, 0.15]
Rossner 2000 241 -0.01(0.96) 236 0.03(0.96) —_ 43.76 -0.04 [-0.21, 0.13]
Subtotal (95% Cly 540 551 <& 100.00 0.00 [-0.11, 0.11]
Test for heterogeneity: Chiz = 2.10, df = 2 (P = 0.35), 2=4.7%
Test for overall effect: Z = 0.00 (P = 1.00)
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Review: Orlistat UPDATE adults only
Comparison: 01 Orlistat 360mg/day + diet vs placebo + diet (all studies)
Outcome: 15 Change in HbA1c% at 12 months
Study Orlistat + diet Placebo + diet WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI
01 Weight reduction
Broom 2002a 259 0.08(0.43) 263 0.19(0.58) = 33.98 -0.11 [-0.20, -0.02]
Hollander 1998 156 -0.15(1.00) 151 0.32(1.10) 4.70 -0.47 [-0.71, -0.23]
Kelley 2002 266 -0.62(0.76) 276 -0.27(0.76) _— 15.88 -0.35 [-0.48, -0.22]
Lindgarde 2000 190 -0.25(0.78) 186 -0.05(0.51) _— 14.72 -0.20 [-0.33, -0.07]
Miles 2002 250 -0.75(0.76) 254 -0.41(0.76) _— 14.77 -0.34 [-0.47, -0.21]
Swinburn 2005 170 -0.04(0.60) 169 0.15(0.60) —-— 15.94 -0.19 [-0.32, -0.06]
Subtotal (95% CI) 1291 1299 ’ 100.00 -0.23 [-0.28, -0.17]
Test for heterogeneity: Chi2 = 17.77, df =5 (P = 0.003), 12 = 71.9%
Test for overall effect: Z = 8.65 (P < 0.00001)
02 Weight maintenance
Subtotal (95% CI) 0 0 Not estimable
Test for heterogeneity: not applicable
Test for overall effect: not applicable
-1 -0.5 0 0.5
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Review: Orlistat UPDATE adults only

Comparison: 01 Orlistat 360mg/day + diet vs placebo + diet (all studies)

Outcome: 16 Change in fasting plasma glucose in mmol/l at 12 months

Study Orlistat + diet Placebo + diet WMD (fixed) Weight WMD (fixed)

or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI

01 Weight reduction
Broom 2002a 259 -0.19(1.26) 263 0.06(1.02) _— 11.11 -0.25 [-0.45, -0.05]
Hauptman 2000 210 0.03(1.35) 212 0.11(1.35) — 6.49 -0.08 [-0.34, 0.18]
Hollander 1998 156 0.04(1.60) 151 0.70(1.80) — 2.96 -0.66 [-1.04, -0.28]
Kelley 2002 266 -1.63(1.98) 276 -1.08(1.98) _— 3.87 -0.55 [-0.88, -0.22]
Lindgarde 2000 190 -0.46(1.35) 186 0.08(1.35) 5.78 -0.54 [-0.81, -0.27]
Miles 2002 250 -2.00(1.98) 254 -0.70(1.98) 4 3.60 -1.30 [-1.65, -0.95]
Rossner 2000 241 0.01(1.35) 236 0.10(1.35) — 7.33 -0.09 [-0.33, 0.15]
Sjostrom 1998 343 -0.21(1.35) 340 -0.06(1.35) —_— 10.50 -0.15 [-0.35, 0.05]
Swinburn 2005 170 -0.19(1.13) 169 0.29(1.42) 5.77 -0.48 [-0.75, -0.21]
Torgerson 2004 1487 0.10(1.35) 1295 0.20(1.35) —= 42.58 -0.10 [-0.20, 0.00]

Subtotal (95% CI) 3572 3382 'S 100.00 -0.24 [-0.31, -0.18]

Test for heterogeneity: Chi? = 62.84, df = 9 (P < 0.00001), I = 85.7%

Test for overall effect: Z = 7.30 (P < 0.00001)

02 Weight maintenance
Hauptman 2000 210 0.13(1.35) 212 0.13(1.35) _ 46.94 0.00 [-0.26, 0.26]
Rossner 2000 241 0.03(1.35) 236 -0.12(1.35) 53.06 0.15 [-0.09, 0.39]

Subtotal (95% ClI) 451 448 100.00 0.08 [-0.10, 0.26]

Test for heterogeneity: Chi2 = 0.69, df = 1 (P = 0.41), I2= 0%

Test for overall effect: Z = 0.88 (P = 0.38)

-1 -0.5 0 0.5 1
Favours treatment  Favours control

Review: Orlistat UPDATE adults only

Comparison: 01 Orlistat 360mg/day + diet vs placebo + diet (all studies)

Outcome: 17 Change in DBP in mmHg at 12 months

Study Orlistat + diet Placebo + diet WMD (fixed) Weight WMD (fixed)

or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI

01 Weight reduction
Bakris 2002 267 -11.40(8.30) 265 -9.20(8.40) _— 6.86 -2.20 [-3.62, -0.78]
Broom 2002a 259 -5.50(8.30) 263 -3.10(8.30) _— 6.81 -2.40 [-3.82, -0.98]
Davidson 1999 657 -1.00(8.30) 223 1.30(8.30) —_— 8.69 -2.30 [-3.56, -1.04]
Derosa 2003 25 -4.00(8.30) 23 -2.00(8.30) — 0.63 -2.00 [-6.70, 2.70]
Hauptman 2000 210 -1.00(8.30) 212 2.00(8.30) _— 5.51 -3.00 [-4.58, -1.42]
Hollander 1998 156 -1.01(8.00) 151 0.23(8.90) —_— 3.85 -1.24 [-3.14, 0.66]
Kelley 2002 266 -2.30(8.30) 276 -1.00(8.30) — 7.07 -1.30 [-2.70, 0.10]
Lindgarde 2000 190 -0.90(8.30) 186 -1.30(8.30) —_ 4.91 0.40 [-1.28, 2.08]
Rossner 2000 241 -0.90(8.30) 236 -1.30(8.30) —— 6.22 0.40 [-1.09, 1.89]
Sjostrom 1998 343 -2.10(8.30) 340 0.20(8.30) _— 8.91 -2.30 [-3.54, -1.06]
Swinburn 2005 170 -2.96(8.01) 169 -1.37(8.59) —_— 4.42 -1.59 [-3.36, 0.18]
Torgerson 2004 1487 -3.60(8.30) 1295 -2.60(8.30) —_ 36.13 -1.00 [-1.62, -0.38]

Subtotal (95% CI) 4271 3639 ’ 100.00 -1.42 [-1.80, -1.05]

Test for heterogeneity: Chi2 = 22.78, df = 11 (P = 0.02), I2=51.7%

Test for overall effect: Z = 7.51 (P < 0.00001)

02 Weight maintenance
Hauptman 2000 210 2.00(8.30) 212 2.00(8.30) —&5— 46.94 0.00 [-1.58, 1.58]
Rossner 2000 241 1.30(8.30) 236 1.30(8.30) _ 53.06 0.00 [-1.49, 1.49]

Subtotal (95% ClI) 451 448 <& 100.00 0.00 [-1.09, 1.09]

Test for heterogeneity: Chiz = 0.00, df = 1 (P = 1.00), I2 = 0%

Test for overall effect: Z = 0.00 (P = 1.00)
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Review: Orlistat UPDATE adults only
Comparison: 01 Orlistat 360mg/day + diet vs placebo + diet (all studies)
Outcome: 18 Change in SBP in mmHg at 12 months
Study Orlistat + diet Placebo + diet WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI
01 Weight reduction
Bakris 2002 267 -13.30(15.20) 265 11.00(15.00) r 4.74 -2.30 [-4.87, 0.27]
Broom 2002a 259 -6.00(12.70) 263 -2.30(12.70) 6.57 -3.70 [-5.88, -1.52]
Davidson 1999 657 -0.80(12.70) 223 1.00(12.70) — = 8.39 -1.80 [-3.73, 0.13]
Derosa 2003 25 -6.00(12.70) 23 -4.00(12.70) 0.60 -2.00 [-9.19, 5.19]
Hauptman 2000 210 2.00(12.70) 212 3.00(12.70) RN T, 5.32 -1.00 [-3.42, 1.42]
Hollander 1998 156 0.21(12.80) 151 4.15(14.20) 3.41 -3.94 [-6.97, -0.91]
Kelley 2002 266 -1.20(12.70) 276 -0.90(12.70) _— 6.82 -0.30 [-2.44, 1.84]
Lindgarde 2000 190 -0.50(12.70) 186 -0.90(12.70) —_—t 4.74 0.40 [-2.17, 2.97]
Miles 2002 250 -2.10(12.70) 254 -0.30(12.70) —_— 6.35 -1.80 [-4.02, 0.42]
Rossner 2000 241 -2.70(12.70) 236 -1.90(12.70) —_— 6.01 -0.80 [-3.08, 1.48]
Sjostrom 1998 343 -2.00(12.70) 340 1.00(12.70) —_— 8.60 -3.00 [-4.90, -1.10]
Swinburn 2005 170 -4.05(13.00) 169 -0.51(14.70) 3.58 -3.54 [-6.49, -0.59]
Torgerson 2004 1487 -7.30(12.70) 1295 -5.20(12.70) - 34.88 -2.10 [-3.05, -1.15]
Subtotal (95% Cl) 4521 3893 s 100.00 -1.98 [-2.54, -1.42]
Test for heterogeneity: Chi2 = 13.68, df = 12 (P = 0.32), 2= 12.3%
Test for overall effect: Z = 6.96 (P < 0.00001)
02 Weight maintenance
Hauptman 2000 210 2.00(12.70) 212 2.00(12.70) — 46.94 0.00 [-2.42, 2.42]
Rossner 2000 241 2.10(12.70) 236 3.10(12.70) 53.06 -1.00 [-3.28, 1.28]
Subtotal (95% Cl) 451 448 100.00 -0.53 [-2.19, 1.13]
Test for heterogeneity: Chiz = 0.35, df = 1 (P = 0.56), 12 = 0%
Test for overall effect: Z = 0.63 (P = 0.53)
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Review: Orlistat UPDATE adults only
Comparison: 01 Orlistat 360mg/day + diet vs placebo + diet (all studies)
Outcome: 19 Change in total cholesterol in mmol/l at 24 months
Study Orlistat + diet Placebo + diet WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI
01 Weight reduction
Davidson 1999 106 0.11(1.08) 89 0.21(1.08) —_— 17.71 -0.10 [-0.40, 0.20]
Hauptman 2000 210 0.25(1.08) 212 0.44(1.08) — 38.63 -0.19 [-0.40, 0.02]
Rossner 2000 241 0.03(1.08) 236 0.31(1.08) _— 43.66 -0.28 [-0.47, -0.09]
Subtotal (95% CI) 557 537 ‘ 100.00 -0.21 [-0.34, -0.09]
Test for heterogeneity: Chi2 = 1.04, df = 2 (P = 0.60), 12 = 0%
Test for overall effect: Z = 3.26 (P = 0.001)
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Review: Orlistat UPDATE adults only
Comparison: 01 Orlistat 360mg/day + diet vs placebo + diet (all studies)
Outcome: 20 Change in LDL cholesterol in mmol/l at 24 months
Study Orlistat + diet Placebo + diet WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI
01 Weight reduction
Davidson 1999 104 0.05(0.74) 88 0.04(0.74) 17.50 0.01 [-0.20, 0.22]
Hauptman 2000 210 0.06(0.74) 212 0.36(0.74) _— 38.73 -0.30 [-0.44, -0.16]
Rossner 2000 241 0.04(0.74) 236 0.28(0.74) _ 43.77 -0.24 [-0.37, -0.11]
Subtotal (95% CI) 555 536 ’ 100.00 -0.22 [-0.31, -0.13]
Test for heterogeneity: Chi2 = 5.92, df = 2 (P = 0.05), I2 = 66.2%
Test for overall effect: Z = 4.90 (P < 0.00001)
1 0.5 0 05 1
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Review: Orlistat UPDATE adults only
Comparison: 01 Orlistat 360mg/day + diet vs placebo + diet (all studies)
Outcome: 21 Change in HDL cholesterol in mmol/l at 24 months
Study Orlistat + diet Placebo + diet WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI
01 Weight reduction
Davidson 1999 106 0.11(0.29) 89 0.15(0.29) 17.71 -0.04 [-0.12, 0.04]
Hauptman 2000 210 0.07(0.29) 212 0.09(0.29) = 38.63 -0.02 [-0.08, 0.04]
Rossner 2000 241 0.12(0.29) 236 0.16(0.29) 43.66 -0.04 [-0.09, 0.01]
Subtotal (95% CI) 557 537 100.00 -0.03 [-0.07, 0.00]
Test for heterogeneity: Chi2 = 0.31, df =2 (P = 0.86), I2 = 0%
Test for overall effect: Z = 1.84 (P = 0.07)
1 -0.5 0 05 1
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Review: Orlistat UPDATE adults only
Comparison: 01 Orlistat 360mg/day + diet vs placebo + diet (all studies)
Outcome: 22 Change in triglycerides in mmol/l at 24 months
Study Orlistat + diet Placebo + diet WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI
01 Weight reduction
Davidson 1999 106 -0.07(0.96) 89 0.15(0.96) 17.71 -0.22 [-0.49, 0.05]
Hauptman 2000 210 0.21(0.96) 212 -0.05(0.96) " 38.63 0.26 [0.08, 0.44]
Rossner 2000 241 -0.10(0.96) 236 -0.05(0.96) —_ 43.66 -0.05 [-0.22, 0.12]
Subtotal (95% Cl) 557 537 > 100.00 0.04 [-0.07, 0.15]
Test for heterogeneity: Chi2 = 10.14, df = 2 (P = 0.006), 12 = 80.3%
Test for overall effect: Z = 0.68 (P = 0.50)
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Review: Orlistat UPDATE adults only
Comparison: 01 Orlistat 360mg/day + diet vs placebo + diet (all studies)
Outcome: 23 Change in fasting plasma glucose in mmol/l at 24 months
Study Orlistat + diet Placebo + diet WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI
01 Weight reduction
Davidson 1999 106 0.06(0.31) 89 0.26(0.38) —_ 76.23 -0.20 [-0.30, -0.10]
Hauptman 2000 210 0.16(1.35) 212 0.24(1.35) — 11.16 -0.08 [-0.34, 0.18]
Rossner 2000 241 0.04(1.35) 236 -0.02(1.35) —_—t 12.61 0.06 [-0.18, 0.30]
Subtotal (95% CI) 557 537 0 100.00 -0.15 [-0.24, -0.07]
Test for heterogeneity: Chi2 = 4.15, df = 2 (P = 0.13), 12 =51.8%
Test for overall effect: Z = 3.50 (P = 0.0005)
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Review: Orlistat UPDATE adults only
Comparison: 01 Orlistat 360mg/day + diet vs placebo + diet (all studies)
Outcome: 24 Change in DBP mmHg at 24 months
Study Orlistat + diet Placebo + diet WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI
01 Weight reduction
Hauptman 2000 210 1.00(8.30) 212 4.00(8.30) _— 46.94 -3.00 [-4.58, -1.42]
Rossner 2000 241 0.40(8.30) 236 0.00(8.30) = 53.06 0.40 [-1.09, 1.89]
Subtotal (95% CI) 451 448 ’ 100.00 -1.20 [-2.28, -0.11]
Test for heterogeneity: Chi2 = 9.39, df = 1 (P = 0.002), 12 = 89.4%
Test for overall effect: Z = 2.16 (P = 0.03)
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Review: Orlistat UPDATE adults only
Comparison: 01 Orlistat 360mg/day + diet vs placebo + diet (all studies)
Outcome: 25 Change in SBP mmHg at 24 months
Study Orlistat + diet Placebo + diet WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI
01 Weight reduction
Hauptman 2000 210 4.00(12.70) 212 5.00(12.70) —_— 46.94 -1.00 [-3.42, 1.42]
Rossner 2000 241 -0.60(12.70) 236 1.20(12.70) — 53.06 -1.80 [-4.08, 0.48]
Subtotal (95% CI) 451 448 ’ 100.00 -1.42 [-3.08, 0.24]
Test for heterogeneity: Chiz = 0.22, df = 1 (P = 0.64), I2 = 0%
Test for overall effect: Z = 1.68 (P = 0.09)
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Review: Orlistat UPDATE adults only
Comparison: 01 Orlistat 360mg/day + diet vs placebo + diet (all studies)
Outcome: 26 Change in total cholesterol in mmol/l at 48 months
Study Orlistat + diet Placebo + diet WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI
Torgerson 2004 851 -0.46(1.08) 567 -0.13(1.08) -— 100.00 -0.33 [-0.44, -0.22]
Total (95% CI) 851 567 <o 100.00 -0.33 [-0.44, -0.22]
Test for heterogeneity: not applicable
Test for overall effect: Z = 5.64 (P < 0.00001)
-1 -0.5 0 0.5 1
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Review: Orlistat UPDATE adults only
Comparison: 01 Orlistat 360mg/day + diet vs placebo + diet (all studies)
Outcome: 27 Change in LDL cholesterol in mmol/l at 48 months
Study Orlistat + diet Placebo + diet WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI
Torgerson 2004 851 -0.47(0.74) 567 -0.19(0.74) — 100.00 -0.28 [-0.36, -0.20]
Total (95% CI) 851 567 <& 100.00 -0.28 [-0.36, -0.20]
Test for heterogeneity: not applicable
Test for overall effect: Z = 6.98 (P < 0.00001)
-1 -0.5 0 0.5 1

Favours treatment ~ Favours control

Review: Orlistat UPDATE adults only
Comparison: 01 Orlistat 360mg/day + diet vs placebo + diet (all studies)
Outcome: 28 Change in HDL cholesterol in mmol/l at 48 months
Study Orlistat + diet Placebo + diet WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI
T

Torgerson 2004 851 0.08(0.29) 567 0.11(0.29) = 100.00 -0.03 [-0.06, 0.00]
Total (95% Cl) 851 567 100.00 -0.03 [-0.06, 0.00]
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.91 (P = 0.06)
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Review: Orlistat UPDATE adults only
Comparison: 01 Orlistat 360mg/day + diet vs placebo + diet (all studies)
Outcome: 29 Change in triglycerides in mmol/l at 48 months
Study Orlistat + diet Placebo + diet WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI
I

Torgerson 2004 851 0.05(0.96) 567 0.06(0.96) N 100.00 -0.01 [-0.11, 0.09]
Total (95% CI) 851 567 100.00 -0.01 [-0.11, 0.09]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.19 (P = 0.85)
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Review: Orlistat UPDATE adults only
Comparison: 01 Orlistat 360mg/day + diet vs placebo + diet (all studies)
Outcome: 30 Change in fasting plasma glucose in mmol/l at 48 months
Study Orlistat + diet Placebo + diet WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI

Torgerson 2004 851 0.10(1.98) 567 0.20(1.98) —_— 100.00 -0.10 [-0.31, 0.11]
Total (95% Cl) 851 567 e 100.00 -0.10 [-0.31, 0.11]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.93 (P = 0.35)

-1 -0.5 0 0.5 1
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Review: Orlistat UPDATE adults only
Comparison: 01 Orlistat 360mg/day + diet vs placebo + diet (all studies)
Outcome: 31 Change in DBP in mmHg at 48 months
Study Orlistat + diet Placebo + diet WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI

Torgerson 2004 851 -2.60(8-30) 567 -1.90(8.30) — 100.00 -0.70 [-1.58, 0.18]
Total (95% CI) 851 567 <& 100.00 -0.70 [-1.58, 0.18]
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.56 (P = 0.12)

-10 -5 0 5 10

Favours treatment Favours control

Review: Orlistat UPDATE adults only
Comparison: 01 Orlistat 360mg/day + diet vs placebo + diet (all studies)
Outcome: 32 Change in SBP in mmHg at 48 months
Study Orlistat + diet Placebo + diet WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% Cl
Torgerson 2004 851 -4.90(12.70) 567 -3.40(12.70) —] 100.00 -1.50 [-2.85, -0.15]
Total (95% CI) 851 567 o 100.00 -1.50 [-2.85, -0.15]
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.18 (P = 0.03)
-10 -5 0 5 10
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Review: Orlistat UPDATE adults only
Comparison: 02 Orlistat 360mg/day + diet vs placebo + diet (no specific comorbidities, or mixed)
Outcome: 01 Weight change in kg at 6 months
Study Orlistat + diet Placebo + diet WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI
01 Weight reduction
Derosa 2003 25 -5.10(7.36) 23 -4.20(7.10) — 9.59 -0.90 [-4.99, 3.19]
Hauptman 2000 210 -5.46(7.46) 212 -1.97(6.47) _— 90.41 -3.49 [-4.82, -2.16]
Subtotal (95% CI) 235 235 <o 100.00 -3.24 [-4.51, -1.97]
Test for heterogeneity: Chiz = 1.39, df = 1 (P = 0.24), 12=28.1%
Test for overall effect: Z = 5.01 (P < 0.00001)
02 Weight maintenance
Hauptman 2000 210 1.72(6.40) 212 1.21(6.26) —_— 100.00 0.51 [-0.70, 1.72]
Subtotal (95% CI) 210 212 P 100.00 0.51 [-0.70, 1.72]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.83 (P = 0.41)
-10 -5 0 5 10
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Review: Orlistat UPDATE adults only
Comparison: 02 Orlistat 360mg/day + diet vs placebo + diet (no specific comorbidities, or mixed)
Outcome: 02 Weight change in kg at 12 months
Study Orlistat + diet Placebo + diet WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI
01 Weight reduction
Broom 2002a 259 -5.80(8.50) 263 -2.30(6.40) _ 7.19 -3.50 [-4.79, -2.21]
Davidson 1999 657 -8.76(9.48) 223 -5.81(10.01) —_— 5.33 -2.95 [-4.45, -1.45]
Derosa 2003 25 -8.60(8.35) 23 -7.60(8.07) — 0.56 -1.00 [-5.65, 3.65]
Finer 2000 110 -3.29(6.85) 108 -1.31(6.29) —_— 3.94 -1.98 [-3.73, -0.23]
Hauptman 2000 210 -5.40(7.44) 212 -1.41(6.31) _— 6.93 -3.99 [-5.31, -2.67]
Krempf 2003 346 -5.95(7.60) 350 -3.05(6.78) _ 10.48 -2.90 [-3.97, -1.83]
Lindgarde 2000 190 -4.20(7.03) 186 -2.90(6.74) — 6.20 -1.30 [-2.69, 0.09]
Rossner 2000 241 -8.13(8.22) 236 -5.23(7.40) _— 6.10 -2.90 [-4.30, -1.50]
Sjostrom 1998 343 -8.10(8.21) 340 -3.90(7.02) _— 9.16 -4.20 [-5.35, -3.05]
Swinburn 2005 170 -4.70(7.70) 169 -0.90(4.20) _— 6.90 -3.80 [-5.12, -2.48]
Torgerson 2004 1650 -10.60(8.91) 1637 -6.20(7.67) = 37.20 -4.40 [-4.97, -3.83]
Subtotal (95% Cl) 4201 3747 ‘ 100.00 -3.61 [-3.96, -3.27]
Test for heterogeneity: Chi2 = 27.43, df = 10 (P = 0.002), 12 = 63.5%
Test for overall effect: Z = 20.44 (P < 0.00001)
02 Weight maintenance
Hauptman 2000 210 2.92(6.74) 212 2.49(6.62) o =t 37.00 0.43 [-0.84, 1.70]
Hill 1999 113 2.62(6.66) 121 4.40(7.16) — 19.17 -1.78 [-3.55, -0.01]
Rossner 2000 241 2.15(6.52) 236 2.17(6.53) _ 43.83 -0.02 [-1.19, 1.15]
Subtotal (95% CI) 564 569 ‘ 100.00 -0.19 [-0.97, 0.58]
Test for heterogeneity: Chiz = 4.09, df = 2 (P = 0.13), I2=51.1%
Test for overall effect: Z = 0.48 (P = 0.63)
-10 -5 0 5 10
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Review: Orlistat UPDATE adults only
Comparison: 02 Orlistat 360mg/day + diet vs placebo + diet (no specific comorbidities, or mixed)
Outcome: 03 Weight change in kg at 18 months
Study Orlistat + diet Placebo + diet WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI
01 Weight reduction
Hauptman 2000 210 -3.68(6.96) 212 -0.02(5.97) _— 40.29 -3.66 [-4.90, -2.42]
Krempf 2003 346 -5.05(7.34) 350 -1.35(6.30) = 59.71 -3.70 [-4.72, -2.68]
Subtotal (95% Cl) 556 562 & 100.00 -3.68 [-4.47, -2.90]
Test for heterogeneity: Chi2 = 0.00, df = 1 (P = 0.96), I2= 0%
Test for overall effect: Z = 9.19 (P < 0.00001)
-10 -5 0 5 10

Review: Orlistat UPDATE adults only
Comparison: 02 Orlistat 360mg/day + diet vs placebo + diet (no specific comorbidities, or mixed)
Outcome: 04 Weight change at 24 months

Favours treatment ~ Favours control

Study Orlistat + diet Placebo + diet WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI
01 Weight reduction

Hauptman 2000 210 -2.48(6.62) 212 1.08(6.22) _— 52.66 -3.56 [-4.79, -2.33]

Rossner 2000 241 -5.98(7.61) 236 -3.06(6.78) — 47 .34 -2.92 [-4.21, -1.63]
Subtotal (95% CI) 451 448 <& 100.00 -3.26 [-4.15, -2.37]
Test for heterogeneity: Chi2 = 0.50, df = 1 (P = 0.48), I2= 0%
Test for overall effect: Z = 7.18 (P < 0.00001)
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Review: Orlistat UPDATE adults only
Comparison: 02 Orlistat 360mg/day + diet vs placebo + diet (no specific comorbidities, or mixed)
Outcome: 05 Weight change in kg at 48 months
Study Orlistat + diet Placebo + diet WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI
01 Weight reduction
Torgerson 2004 1650 -5.80(7.56) 1637 -3.00(6.76) | 100.00 -2.80 [-3.29, -2.31]
Subtotal (95% Cl) 1650 1637 'y 100.00 -2.80 [-3.29, -2.31]

Test for heterogeneity: not applicable
Test for overall effect: Z = 11.20 (P < 0.00001)

02 Weight maintenance
Subtotal (95% Cl) 0 0 Not estimable
Test for heterogeneity: not applicable
Test for overall effect: not applicable

-10 -5 0 5 10
Favours treatment Favours control
Review: Orlistat UPDATE adults only
Comparison: 02 Orlistat 360mg/day + diet vs placebo + diet (no specific comorbidities, or mixed)
Outcome: 06 Failure to achieve at least 5% loss of initial body weight at 12 months
Study Orlistat + diet Placebo + diet RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI
01 Weight loss
Broom 2002a 44/100 76/100 —-— 13.40 0.58 [0.45, 0.74]
Davidson 1999 347100 56/100 —— 9.88 0.61 [0.44, 0.84]
Finer 2000 657100 79/100 E 2 13.93 0.82 [0.69, 0.98]
Hauptman 2000 49/100 697100 —- 12.17 0.71 [0.56, 0.90]
Krempf 2003 34/100 54/100 —— 9.52 0.63 [0.45, 0.87]
Lindgarde 2000 46/100 597100 — 10.41 0.78 [0.60, 1.02]
Rossner 2000 36/100 68/100 —a— 11.99 0.53 [0.39, 0.71]
Sjostrom 1998 317100 517100 —— 8.99 0.61 [0.43, 0.86]
Torgerson 2004 27/100 55/100 —a 9.70 0.49 [0.34, 0.71]
Subtotal (95% CI) 900 900 ¢ 100.00 0.65 [0.59, 0.71]
Total events: 366 (Orlistat + diet), 567 (Placebo + diet)
Test for heterogeneity: Chi2 = 14.74, df = 8 (P = 0.06), 12 =45.7%
Test for overall effect: Z = 9.33 (P < 0.00001)
0.1 0.2 05 1 2 5 10
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Review: Orlistat UPDATE adults only
Comparison: 02 Orlistat 360mg/day + diet vs placebo + diet (no specific comorbidities, or mixed)
Outcome: 07 Failure to achieve at least 10% loss of initial body weight at 12 months
Study Orlistat + diet Placebo + diet RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI
01 Weight loss
Broom 2002a 807100 897100 11.88 0.90 [0.80, 1.01]
Davidson 1999 617100 757100 10.01 0.81 [0.67, 0.99]
Finer 2000 84/100 94/100 12.55 0.89 [0.81, 0.99]
Hauptman 2000 717100 897100 - 11.88 0.80 [0.69, 0.92]
Krempf 2003 67/100 75/100 10.01 0.89 [0.75, 1.07]
Lindgarde 2000 817100 857100 11.35 0.95 [0.84, 1.08]
Rossner 2000 62/100 81/100 - 10.81 0.77 [0.64, 0.92]
Sjostrom 1998 617100 827100 - 10.95 0.74 [0.62, 0.89]
Torgerson 2004 59/100 79/100 - 10.55 0.75 [0.62, 0.91]
Subtotal (95% CI) 900 900 () 100.00 0.84 [0.79, 0.88]

Total events: 626 (Orlistat + diet), 749 (Placebo + diet)
Test for heterogeneity: Chi2 = 12.20, df = 8 (P = 0.14), 12 = 34.4%
Test for overall effect: Z = 6.81 (P < 0.00001)
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Review: Orlistat UPDATE adults only
Comparison: 02 Orlistat 360mg/day + diet vs placebo + diet (no specific comorbidities, or mixed)
Outcome: 08 Failure to complete at 12 months
Study Orlistat + diet Placebo + diet RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI
01 Weight loss
Broom 2002a 30/100 40/100 —. 14.47 0.75 [0.51, 1.10]
Davidson 1999 317100 41/100 —a 14.83 0.76 [0.52, 1.10]
Derosa 2003 7/100 0/100 » 0.18 5.00 [0.87, 259.16]
Finer 2000 367100 42/100 —— 15.19 0.86 [0.61, 1.21]
Hauptman 2000 28/100 42/100 —a— 15.19 0.67 [0.45, 0.98]
Lindgarde 2000 167100 127100 - 4.34 1.33 [0.67, 2.67]
Rossner 2000 26/100 35/100 —a 12.66 0.74 [0.49, 1.14]
Sjostrom 1998 187100 247100 = 8.68 0.75 [0.44, 1.29]
Swinburn 2005 227100 197100 = 6.87 1.16 [0.67, 2.00]
Torgerson 2004 10/100 217100 - 7.59 0.48 [0.24, 0.96]
Subtotal (95% CI) 1000 1000 ’ 100.00 0.81 [0.70, 0.94]
Total events: 224 (Orlistat + diet), 276 (Placebo + diet)
Test for heterogeneity: Chi2 = 11.45, df = 9 (P = 0.25), 12 =21.4%
Test for overall effect: Z = 2.76 (P = 0.006)
0.1 05 1 2 5 10
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Review: Orlistat UPDATE adults only
Comparison: 02 Orlistat 360mg/day + diet vs placebo + diet (no specific comorbidities, or mixed)
Outcome: 09 Change in SBP mmHg at 6 months
Study Orlistat + diet Placebo + diet WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI
T
Derosa 2003 25 -2.00(12.70) 23 -2.00(12.70) 100.00 0.00 [-7.19, 7.19]
Total (95% Cl) 25 23 100.00 0.00 [-7.19, 7.19]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.00 (P = 1.00)
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Review: Orlistat UPDATE adults only
Comparison: 02 Orlistat 360mg/day + diet vs placebo + diet (no specific comorbidities, or mixed)
Outcome: 10 Change in DBP mmHg at 6 months
Study Orlistat + diet Placebo + diet WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI
Derosa 2003 25 -1.00(8-30) 23 0.00(8.30) — 100.00 -1.00 [-5.70, 3.70]
Total (95% CI) 25 23 ——— 100.00 -1.00 [-5.70, 3.70]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.42 (P = 0.68)
-10 -5 0 5 10
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Review: Orlistat UPDATE adults only
Comparison: 02 Orlistat 360mg/day + diet vs placebo + diet (no specific comorbidities, or mixed)
Outcome: 11 Change in total cholesterol in mmol/l at 12 months
Study Orlistat + diet Placebo + diet WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI
01 Weight reduction
Broom 2002a 259 -0.12(1.08) 263 0.16(1.08) 7.99 -0.28 [-0.47, -0.09]
Finer 2000 110 -0.05(0.76) 108 0.30(0.68) _— 7.49 -0.35 [-0.54, -0.16]
Hauptman 2000 210 -0.04(1.08) 212 0.30(1.08) _— 6.46 -0.34 [-0.55, -0.13]
Lindgarde 2000 190 0.03(1.08) 186 0.26(1.08) 5.75 -0.23 [-0.45, -0.01]
Rossner 2000 241 -0.35(1.08) 236 -0.05(1.08) _— 7.30 -0.30 [-0.49, -0.11]
Sjostrom 1998 343 -0.08(1.08) 340 0.23(1.08) _— 10.45 -0.31 [-0.47, -0.15]
Swinburn 2005 170 -0.08(0.73) 169 0.16(0.68) _— 12.17 -0.24 [-0.39, -0.09]
Torgerson 2004 1487 -0.51(1.08) 1295 -0.08(1.08) 42.38 -0.43 [-0.51, -0.35]
Subtotal (95% CI) 3010 2809 ‘ 100.00 -0.35 [-0.40, -0.30]
Test for heterogeneity: Chiz = 8.07, df =7 (P = 0.33), 12 = 13.2%
Test for overall effect: Z = 13.08 (P < 0.00001)
02 Weight maintenance
Hauptman 2000 210 0.29(1.08) 212 0.14(1.08) - 38.83 0.15 [-0.06, 0.36]
Hill 1999 87 0.08(1.08) 102 0.17(1.08) R 17.28 -0.09 [-0.40, 0.22]
Rossner 2000 241 0.38(1.08) 236 0.36(1.08) —.— 43.89 0.02 [-0.17, 0.21]
Subtotal (95% CI) 538 550 << 100.00 0.05 [-0.08, 0.18]
Test for heterogeneity: Chiz = 1.78, df = 2 (P = 0.41), I2= 0%
Test for overall effect: Z = 0.79 (P = 0.43)
-1 -0.5 0 0.5 1
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Review: Orlistat UPDATE adults only

Comparison: 02 Orlistat 360mg/day + diet vs placebo + diet (no specific comorbidities, or mixed)

Outcome: 12 Change in LDL cholesterol in mmol/l at 12 months

Study Orlistat + diet Placebo + diet WMD (fixed) Weight WMD (fixed)

or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI

01 Weight reduction
Broom 2002a 259 -0.30(0.74) 263 -0.02(0.74) _— 8.61 -0.28 [-0.41, -0.15]
Finer 2000 110 -0.11(0.63) 108 0.21(0.53) _— 5.82 -0.32 [-0.47, -0.17]
Hauptman 2000 210 -0.12(0.74) 212 0.25(0.74) _— 6.96 -0.37 [-0.51, -0.23]
Lindgarde 2000 190 -0.22(0.74) 186 0.07(0.74) _— 6.20 -0.29 [-0.44, -0.14]
Rossner 2000 241 -0.33(0.74) 236 -0.06(0.74) —_— 7.87 -0.27 [-0.40, -0.14]
Sjostrom 1998 343 -0.09(0.74) 340 0.13(0.74) _ 11.27 -0.22 [-0.33, -0.11]
Swinburn 2005 170 -0.12(0.65) 169 0.11(0.62) _ 7.59 -0.23 [-0.37, -0.09]
Torgerson 2004 1487 -0.42(0.74) 1295 -0.06(0.74) = 45.68 -0.36 [-0.42, -0.30]

Subtotal (95% CI) 3010 2809 ’ 100.00 -0.31 [-0.35, -0.28]

Test for heterogeneity: Chiz = 8.32, df =7 (P = 0.31), 12 = 15.8%

Test for overall effect: Z = 16.54 (P < 0.00001)

02 Weight maintenance
Hauptman 2000 210 0.18(0.74) 212 0.11(0.74) - 38.83 0.07 [-0.07, 0.21]
Hill 1999 87 -0.05(0.74) 102 0.12(0.74) —F 17.28 -0.17 [-0.38, 0.04]
Rossner 2000 241 0.37(0.74) 236 0.34(0.74) _— 43.89 0.03 [-0.10, 0.16]

Subtotal (95% Cl) 538 550 <& 100.00 0.01 [-0.08, 0.10]

Test for heterogeneity: Chi2 = 3.56, df = 2 (P = 0.17), 12 = 43.8%

Test for overall effect: Z = 0.24 (P = 0.81)

-1 -0.5 0 0.5 1
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Review: Orlistat UPDATE adults only

Comparison: 02 Orlistat 360mg/day + diet vs placebo + diet (no specific comorbidities, or mixed)

Outcome: 13 Change in HDL cholesterol in mmol/l at 12 months

Study Orlistat + diet Placebo + diet WMD (fixed) Weight WMD (fixed)

or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI

01 Weight reduction
Finer 2000 110 0.15(0.23) 108 0.16(0.21) —_ 6.37 -0.01 [-0.07, 0.05]
Hauptman 2000 210 0.06(0.29) 212 0.11(0.29) — 7.11 -0.05 [-0.11, 0.01]
Lindgarde 2000 190 0.03(0.29) 186 0.08(0.29) — 6.33 -0.05 [-0.11, 0.01]
Rossner 2000 241 0.08(0.29) 236 0.15(0.29) — 8.03 -0.07 [-0.12, -0.02]
Sjostrom 1998 343 0.10(0.29) 340 0.10(0.29) = 11.50 0.00 [-0.04, 0.04]
Swinburn 2005 170 0.04(0.18) 169 0.08(0.19) — 14.02 -0.04 [-0.08, 0.00]
Torgerson 2004 1487 0.04(0.29) 1295 0.10(0.29) - 46.63 -0.06 [-0.08, -0.04]

Subtotal (95% CI) 2751 2546 . 100.00 -0.05 [-0.06, -0.03]

Test for heterogeneity: Chi2 = 8.30, df = 6 (P = 0.22), I2= 27.8%

Test for overall effect: Z = 6.19 (P < 0.00001)

02 Weight maintenance
Hauptman 2000 210 0.01(0.29) 212 -0.02(0.29) = 38.72 0.03 [-0.03, 0.09]
Hill 1999 89 -0.04(0.29) 103 0.00(0.29) —|» 17.52 -0.04 [-0.12, 0.04]
Rossner 2000 241 0.04(0.29) 236 0.01(0.29) = 43.76 0.03 [-0.02, 0.08]

Subtotal (95% ClI) 540 551 100.00 0.02 [-0.02, 0.05]

Test for heterogeneity: Chiz = 2.29, df =2 (P = 0.32), 12 =12.8%

Test for overall effect: Z=1.01 (P = 0.31)
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Review: Orlistat UPDATE adults only

Comparison: 02 Orlistat 360mg/day + diet vs placebo + diet (no specific comorbidities, or mixed)

Outcome: 14 Change in triglycerides in mmol/l at 12 months

Study Orlistat + diet Placebo + diet WMD (fixed) Weight WMD (fixed)

or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI

01 Weight reduction
Broom 2002a 259 0.44(0.96) 263 0.17(0.96) _— 8.73 0.27 [0.11, 0.43]
Hauptman 2000 210 0.06(0.96) 212 -0.10(0.96) 1— 7.06 0.16 [-0.02, 0.34]
Lindgarde 2000 190 0.18(0.96) 186 0.04(0.96) . 6.29 0.14 [-0.05, 0.33]
Rossner 2000 241 -0.09(0.96) 236 -0.08(0.96) _— 7.98 -0.01 [-0.18, 0.16]
Sjostrom 1998 343 -0.07(0.96) 340 0.06(0.96) — 11.43 -0.13 [-0.27, 0.01]
Swinburn 2005 170 0.01(0.73) 169 -0.06(0.57) —— 12.19 0.07 [-0.07, 0.21]
Torgerson 2004 1487 -0.12(0.96) 1295 -0.12(0.96) —_ 46.32 0.00 [-0.07, 0.07]

Subtotal (95% CI) 2900 2701 b 100.00 0.04 [-0.01, 0.09]

Test for heterogeneity: Chiz = 17.20, df = 6 (P = 0.009), 12 = 65.1%

Test for overall effect: Z = 1.47 (P = 0.14)

02 Weight maintenance
Hauptman 2000 210 0.15(0.96) 212 0.05(0.96) —t= 38.72 0.10 [-0.08, 0.28]
Hill 1999 89 0.02(0.96) 103 0.14(0.96) —_— 17.52 -0.12 [-0.39, 0.15]
Rossner 2000 241 -0.01(0.96) 236 0.03(0.96) —_ 43.76 -0.04 [-0.21, 0.13]

Subtotal (95% Cly 540 551 <& 100.00 0.00 [-0.11, 0.11]

Test for heterogeneity: Chiz = 2.10, df =2 (P = 0.35), 12=4.7%

Test for overall effect: Z = 0.00 (P = 1.00)
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Review: Orlistat UPDATE adults only

Comparison: 02 Orlistat 360mg/day + diet vs placebo + diet (no specific comorbidities, or mixed)

Outcome: 15 Change in HbA1c% at 12 months

Study Orlistat + diet Placebo + diet WMD (fixed) Weight WMD (fixed)

or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI

01 Weight reduction
Broom 2002a 259 0.08(0.43) 263 0.19(0.58) = 52.57 -0.11 [-0.20, -0.02]
Lindgarde 2000 190 -0.25(0.78) 186 -0.05(0.51) _— 22.77 -0.20 [-0.33, -0.07]
Swinburn 2005 170 -0.04(0.60) 169 0.15(0.60) _— 24.66 -0.19 [-0.32, -0.06]

Subtotal (95% CI) 619 618 L3 100.00 -0.15 [-0.21, -0.09]

Test for heterogeneity: Chiz = 1.72, df = 2 (P = 0.42), 12 = 0%

Test for overall effect: Z = 4.64 (P < 0.00001)

02 Weight maintenance

Subtotal (95% CI) 0 0 Not estimable

Test for heterogeneity: not applicable

Test for overall effect: not applicable

-1 -0.5 0 0.5 1
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Review: Orlistat UPDATE adults only

Comparison: 02 Orlistat 360mg/day + diet vs placebo + diet (no specific comorbidities, or mixed)

Outcome: 16 Change in fasting plasma glucose in mmol/l at 12 months

Study Orlistat + diet Placebo + diet WMD (fixed) Weight WMD (fixed)

or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI

01 Weight reduction
Broom 2002a 259 -0.19(1.26) 263 0.06(1.02) _— 12.41 -0.25 [-0.45, -0.05]
Hauptman 2000 210 0.03(1.35) 212 0.11(1.35) —_— 7.25 -0.08 [-0.34, 0.18]
Lindgarde 2000 190 -0.46(1.35) 186 0.08(1.35) 6.45 -0.54 [-0.81, -0.27]
Rossner 2000 241 0.01(1.35) 236 0.10(1.35) —_— 8.19 -0.09 [-0.33, 0.15]
Sjostrom 1998 343 -0.21(1.35) 340 -0.06(1.35) R o 11.73 -0.15 [-0.35, 0.05]
Swinburn 2005 170 -0.19(1.13) 169 0.29(1.42) 6.44 -0.48 [-0.75, -0.21]
Torgerson 2004 1487 0.10(1.35) 1295 0.20(1.35) — 47 .54 -0.10 [-0.20, 0.00]

Subtotal (95% CI) 2900 2701 ’ 100.00 -0.18 [-0.24, -0.11]

Test for heterogeneity: Chiz = 15.40, df = 6 (P = 0.02), I2 = 61.0%

Test for overall effect: Z = 4.95 (P < 0.00001)

02 Weight maintenance
Hauptman 2000 210 0.13(1.35) 212 0.13(1.35) _ 46.94 0.00 [-0.26, 0.26]
Rossner 2000 241 0.03(1.35) 236 -0.12(1.35) 53.06 0.15 [-0.09, 0.39]

Subtotal (95% CI) 451 448 100.00 0.08 [-0.10, 0.26]

Test for heterogeneity: Chiz = 0.69, df = 1 (P = 0.41), 12 = 0%

Test for overall effect: Z = 0.88 (P = 0.38)
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Review: Orlistat UPDATE adults only

Comparison: 02 Orlistat 360mg/day + diet vs placebo + diet (no specific comorbidities, or mixed)

Outcome: 17 Change in DBP in mmHg at 12 months

Study Orlistat + diet Placebo + diet WMD (fixed) Weight WMD (fixed)

or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI

01 Weight reduction
Broom 2002a 259 -5.50(8.30) 263 -3.10(8.30) _— 8.28 -2.40 [-3.82, -0.98]
Davidson 1999 657 -1.00(8.30) 223 1.30(8.30) _— 10.57 -2.30 [-3.56, -1.04]
Derosa 2003 25 -4.00(8.30) 23 -2.00(8.30) — 0.76 -2.00 [-6.70, 2.70]
Hauptman 2000 210 -1.00(8.30) 212 2.00(8.30) _— 6.70 -3.00 [-4.58, -1.42]
Lindgarde 2000 190 -0.90(8.30) 186 -1.30(8.30) _ 5.97 0.40 [-1.28, 2.08]
Rossner 2000 241 -0.90(8.30) 236 -1.30(8.30) —_ 7.57 0.40 [-1.09, 1.89]
Sjostrom 1998 343 -2.10(8.30) 340 0.20(8.30) _ 10.84 -2.30 [-3.54, -1.06]
Swinburn 2005 170 -2.96(8.01) 169 -1.37(8.59) —_— 5.37 -1.59 [-3.36, 0.18]
Torgerson 2004 1487 -3.60(8.30) 1295 -2.60(8.30) L 43.94 -1.00 [-1.62, -0.38]

Subtotal (95% CI) 3582 2947 ’ 100.00 -1.38 [-1.79, -0.97]

Test for heterogeneity: Chiz = 21.51, df = 8 (P = 0.006), 12 = 62.8%

Test for overall effect: Z = 6.59 (P < 0.00001)

02 Weight maintenance
Hauptman 2000 210 2.00(8.30) 212 2.00(8.30) —&5— 46.94 0.00 [-1.58, 1.58]
Rossner 2000 241 1.30(8.30) 236 1.30(8.30) _ 53.06 0.00 [-1.49, 1.49]

Subtotal (95% Cl) 451 448 <& 100.00 0.00 [-1.09, 1.09]

Test for heterogeneity: Chiz = 0.00, df = 1 (P = 1.00), I2 = 0%

Test for overall effect: Z = 0.00 (P = 1.00)
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Review: Orlistat UPDATE adults only
Comparison: 02 Orlistat 360mg/day + diet vs placebo + diet (no specific comorbidities, or mixed)
Outcome: 18 Change in SBP in mmHg at 12 months
Study Orlistat + diet Placebo + diet WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI
01 Weight reduction
Broom 2002a 259 -6.00(12.70) 263 -2.30(12.70) 8.36 -3.70 [-5.88, -1.52]
Davidson 1999 657 -0.80(12.70) 223 1.00(12.70) —_— 10.66 -1.80 [-3.73, 0.13]
Derosa 2003 25 -6.00(12.70) 23 -4.00(12.70) 0.77 -2.00 [-9.19, 5.19]
Hauptman 2000 210 2.00(12.70) 212 3.00(12.70) —_— 6.76 -1.00 [-3.42, 1.42]
Lindgarde 2000 190 -0.50(12.70) 186 -0.90(12.70) —_— 6.02 0.40 [-2.17, 2.97]
Rossner 2000 241 -2.70(12.70) 236 -1.90(12.70) —_— 7.64 -0.80 [-3.08, 1.48]
Sjostrom 1998 343 -2.00(12.70) 340 1.00(12.70) _— 10.93 -3.00 [-4.90, -1.10]
Swinburn 2005 170 -4.05(13.00) 169 -0.51(14.70) 4.54 -3.54 [-6.49, -0.59]
Torgerson 2004 1487 -7.30(12.70) 1295 -5.20(12.70) —_ 44.33 -2.10 [-3.05, -1.15]
Subtotal (95% CI) 3582 2947 ’ 100.00 -2.04 [-2.67, -1.41]
Test for heterogeneity: Chiz = 9.58, df = 8 (P = 0.30), 12 = 16.5%
Test for overall effect: Z = 6.35 (P < 0.00001)
02 Weight maintenance
Hauptman 2000 210 2.00(12.70) 212 2.00(12.70) —_ 46.94 0.00 [-2.42, 2.42]
Rossner 2000 241 2.10(12.70) 236 3.10(12.70) 53.06 -1.00 [-3.28, 1.28]
Subtotal (95% Cl) 451 448 100.00 -0.53 [-2.19, 1.13]
Test for heterogeneity: Chi2 = 0.35, df = 1 (P = 0.56), 12 = 0%
Test for overall effect: Z = 0.63 (P = 0.53)
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Review: Orlistat UPDATE adults only
Comparison: 02 Orlistat 360mg/day + diet vs placebo + diet (no specific comorbidities, or mixed)
Outcome: 19 Change in total cholesterol in mmol/l at 24 months
Study Orlistat + diet Placebo + diet WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI
01 Weight reduction
Davidson 1999 106 0.11(1.08) 89 0.21(1.08) —_— 17.71 -0.10 [-0.40, 0.20]
Hauptman 2000 210 0.25(1.08) 212 0.44(1.08) —_— 38.63 -0.19 [-0.40, 0.02]
Rossner 2000 241 0.03(1.08) 236 0.31(1.08) _— 43.66 -0.28 [-0.47, -0.09]
Subtotal (95% CI) 557 537 L 2 100.00 -0.21 [-0.34, -0.09]
Test for heterogeneity: Chi2 = 1.04, df = 2 (P = 0.60), I2 = 0%
Test for overall effect: Z = 3.26 (P = 0.001)
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Favours treatment ~ Favours control
Review: Orlistat UPDATE adults only
Comparison: 02 Orlistat 360mg/day + diet vs placebo + diet (no specific comorbidities, or mixed)
Outcome: 20 Change in LDL cholesterol in mmol/l at 24 months
Study Orlistat + diet Placebo + diet WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI
01 Weight reduction
Davidson 1999 104 0.05(0.74) 88 0.04(0.74) _ 17.50 0.01 [-0.20, 0.22]
Hauptman 2000 210 0.06(0.74) 212 0.36(0.74) _— 38.73 -0.30 [-0.44, -0.16]
Rossner 2000 241 0.04(0.74) 236 0.28(0.74) _ 43.77 -0.24 [-0.37, -0.11]
Subtotal (95% Cl) 555 536 <& 100.00 -0.22 [-0.31, -0.13]
Test for heterogeneity: Chiz = 5.92, df = 2 (P = 0.05), 12 = 66.2%
Test for overall effect: Z = 4.90 (P < 0.00001)
-1 -0.5 0 0.5 1
Favours treatment  Favours control
Review: Orlistat UPDATE adults only
Comparison: 02 Orlistat 360mg/day + diet vs placebo + diet (no specific comorbidities, or mixed)
Outcome: 21 Change in HDL cholesterol in mmol/l at 24 months
Study Orlistat + diet Placebo + diet WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI
01 Weight reduction
Davidson 1999 106 0.11(0.29) 89 0.15(0.29) ~|» 17.71 -0.04 [-0.12, 0.04]
Hauptman 2000 210 0.07(0.29) 212 0.09(0.29) = 38.63 -0.02 [-0.08, 0.04]
Rossner 2000 241 0.12(0.29) 236 0.16(0.29) 43.66 -0.04 [-0.09, 0.01]
Subtotal (95% CI) 557 537 100.00 -0.03 [-0.07, 0.00]
Test for heterogeneity: Chi2 = 0.31, df =2 (P = 0.86), 2= 0%
Test for overall effect: Z = 1.84 (P = 0.07)
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Review: Orlistat UPDATE adults only
Comparison: 02 Orlistat 360mg/day + diet vs placebo + diet (no specific comorbidities, or mixed)
Outcome: 22 Change in triglycerides in mmol/l at 24 months
Study Orlistat + diet Placebo + diet WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI
01 Weight reduction
Davidson 1999 106 -0.07(0.96) 89 0.15(0.96) - 17.71 -0.22 [-0.49, 0.05]
Hauptman 2000 210 0.21(0.96) 212 -0.05(0.96) " 38.63 0.26 [0.08, 0.44]
Rossner 2000 241 -0.10(0.96) 236 -0.05(0.96) —_ 43.66 -0.05 [-0.22, 0.12]
Subtotal (95% Cl) 557 537 > 100.00 0.04 [-0.07, 0.15]
Test for heterogeneity: Chi2 = 10.14, df = 2 (P = 0.006), 12 = 80.3%
Test for overall effect: Z = 0.68 (P = 0.50)
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Review: Orlistat UPDATE adults only
Comparison: 02 Orlistat 360mg/day + diet vs placebo + diet (no specific comorbidities, or mixed)
Outcome: 23 Change in fasting plasma glucose in mmol/l at 24 months
Study Orlistat + diet Placebo + diet WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI
01 Weight reduction
Davidson 1999 106 0.06(0.31) 89 0.26(0.38) —_ 76.23 -0.20 [-0.30, -0.10]
Hauptman 2000 210 0.16(1.35) 212 0.24(1.35) — 11.16 -0.08 [-0.34, 0.18]
Rossner 2000 241 0.04(1.35) 236 -0.02(1.35) —_—t 12.61 0.06 [-0.18, 0.30]
Subtotal (95% CI) 557 537 0 100.00 -0.15 [-0.24, -0.07]
Test for heterogeneity: Chi2 = 4.15, df = 2 (P = 0.13), 12 =51.8%
Test for overall effect: Z = 3.50 (P = 0.0005)
-1 -0.5 0 0.5 1
Favours treatment  Favours control
Review: Orlistat UPDATE adults only
Comparison: 02 Orlistat 360mg/day + diet vs placebo + diet (no specific comorbidities, or mixed)
Outcome: 24 Change in DBP mmHg at 24 months
Study Orlistat + diet Placebo + diet WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI
01 Weight reduction
Hauptman 2000 210 1.00(8.30) 212 4.00(8.30) _— 46.94 -3.00 [-4.58, -1.42]
Rossner 2000 241 0.40(8.30) 236 0.00(8.30) = 53.06 0.40 [-1.09, 1.89]
Subtotal (95% CI) 451 448 ’ 100.00 -1.20 [-2.28, -0.11]
Test for heterogeneity: Chi2 = 9.39, df = 1 (P = 0.002), 12 = 89.4%
Test for overall effect: Z = 2.16 (P = 0.03)
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Review: Orlistat UPDATE adults only
Comparison: 02 Orlistat 360mg/day + diet vs placebo + diet (no specific comorbidities, or mixed)
Outcome: 25 Change in SBP mmHg at 24 months
Study Orlistat + diet Placebo + diet WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI
01 Weight reduction
Hauptman 2000 210 4.00(12.70) 212 5.00(12.70) —_— 46.94 -1.00 [-3.42, 1.42]
Rossner 2000 241 -0.60(12.70) 236 1.20(12.70) — | 53.06 -1.80 [-4.08, 0.48]
Subtotal (95% CI) 451 448 ’ 100.00 -1.42 [-3.08, 0.24]
Test for heterogeneity: Chiz = 0.22, df = 1 (P = 0.64), I2 = 0%
Test for overall effect: Z = 1.68 (P = 0.09)
-10 -5 0 5 10
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Review: Orlistat UPDATE adults only
Comparison: 02 Orlistat 360mg/day + diet vs placebo + diet (no specific comorbidities, or mixed)
Outcome: 26 Change in total cholesterol in mmol/l at 48 months
Study Orlistat + diet Placebo + diet WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI
Torgerson 2004 851 -0.46(1.08) 567 -0.13(1.08) -— 100.00 -0.33 [-0.44, -0.22]
Total (95% CI) 851 567 <o 100.00 -0.33 [-0.44, -0.22]
Test for heterogeneity: not applicable
Test for overall effect: Z = 5.64 (P < 0.00001)
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Review: Orlistat UPDATE adults only
Comparison: 02 Orlistat 360mg/day + diet vs placebo + diet (no specific comorbidities, or mixed)
Outcome: 27 Change in LDL cholesterol in mmol/l at 48 months
Study Orlistat + diet Placebo + diet WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI
Torgerson 2004 851 -0.47(0.74) 567 -0.19(0.74) — 100.00 -0.28 [-0.36, -0.20]
Total (95% CI) 851 567 <& 100.00 -0.28 [-0.36, -0.20]
Test for heterogeneity: not applicable
Test for overall effect: Z = 6.98 (P < 0.00001)
-1 -0.5 0 0.5 1
Favours treatment  Favours control
Review: Orlistat UPDATE adults only
Comparison: 02 Orlistat 360mg/day + diet vs placebo + diet (no specific comorbidities, or mixed)
Outcome: 28 Change in HDL cholesterol in mmol/l at 48 months
Study Orlistat + diet Placebo + diet WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI
T
Torgerson 2004 851 0.08(0.29) 567 0.11(0.29) - 100.00 -0.03 [-0.06, 0.00]
Total (95% Cl) 851 567 100.00 -0.03 [-0.06, 0.00]
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.91 (P = 0.06)
1 -0.5 0 05 1
Favours control  Favours treatment
Review: Orlistat UPDATE adults only
Comparison: 02 Orlistat 360mg/day + diet vs placebo + diet (no specific comorbidities, or mixed)
Outcome: 29 Change in triglycerides in mmol/l at 48 months
Study Orlistat + diet Placebo + diet WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI
I
Torgerson 2004 851 0.05(0.96) 567 0.06(0.96) N 100.00 -0.01 [-0.11, 0.09]
Total (95% CI) 851 567 100.00 -0.01 [-0.11, 0.09]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.19 (P = 0.85)
1 -0.5 0 05 1
Favours treatment  Favours control
Review: Orlistat UPDATE adults only
Comparison: 02 Orlistat 360mg/day + diet vs placebo + diet (no specific comorbidities, or mixed)
Outcome: 30 Change in fasting plasma glucose in mmol/l at 48 months
Study Orlistat + diet Placebo + diet WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI
Torgerson 2004 851 0.10(1.98) 567 0.20(1.98) —_— 100.00 -0.10 [-0.31, 0.11]
Total (95% Cl) 851 567 e 100.00 -0.10 [-0.31, 0.11]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.93 (P = 0.35)
-1 -0.5 0 0.5 1
Favours treatment ~ Favours control
Review: Orlistat UPDATE adults only
Comparison: 02 Orlistat 360mg/day + diet vs placebo + diet (no specific comorbidities, or mixed)
Outcome: 31 Change in DBP in mmHg at 48 months
Study Orlistat + diet Placebo + diet WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI
Torgerson 2004 851 -2.60(8.30) 567 -1.90(8.30) — 100.00 -0.70 [-1.58, 0.18]
Total (95% CI) 851 567 <& 100.00 -0.70 [-1.58, 0.18]
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.56 (P = 0.12)
-10 -5 0 5 10
Favours treatment  Favours control
Review: Orlistat UPDATE adults only
Comparison: 02 Orlistat 360mg/day + diet vs placebo + diet (no specific comorbidities, or mixed)
Outcome: 32 Change in SBP in mmHg at 48 months
Study Orlistat + diet Placebo + diet WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI
Torgerson 2004 851 -4.90(12.70) 567 -3.40(12.70) —] 100.00 -1.50 [-2.85, -0.15]
Total (95% CI) 851 567 o 100.00 -1.50 [-2.85, -0.15]
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.18 (P = 0.03)
-10 -5 0 5 10
Favours treatment  Favours control
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Review: Orlistat UPDATE adults only

Comparison: 03 Orlistat 360mg/day + diet vs placebo + diet (diabetes only)

Outcome: 01 Weight change in kg at 12 months

Study Orlistat + diet Placebo + diet WMD (fixed) Weight WMD (fixed)

or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI

01 Weight reduction
Hollander 1998 156 -3.84(5.00) 151 -1.43(5.10) _ 19.80 -2.41 [-3.54, -1.28]
Kelley 2002 266 -3.89(4.40) 269 -1.27(4.59) —_ 43.58 -2.62 [-3.38, -1.86]
Miles 2002 250 -4.70(4.74) 254 -1.80(4.78) —_ 36.62 -2.90 [-3.73, -2.07]

Subtotal (95% CI) 672 674 3 100.00 -2.68 [-3.18, -2.18]

Test for heterogeneity: Chiz = 0.51, df =2 (P = 0.77), 12 = 0%

Test for overall effect: Z = 10.45 (P < 0.00001)

02 Weight maintenance

Subtotal (95% CI) 0 0 Not estimable

Test for heterogeneity: not applicable
Test for overall effect: not applicable

-10 -5 5 10
Favours treatment  Favours control
Review: Orlistat UPDATE adults only
Comparison: 03 Orlistat 360mg/day + diet vs placebo + diet (diabetes only)
Outcome: 02 Failure to achieve at least 5% loss of initial body weight at 12 months
Study Orlistat + diet Placebo + diet RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% CI
01 Weight loss
Hollander 1998 51/100 77/100 - 31.05 0.66 [0.53, 0.83]
Kelley 2002 67/100 87/100 E 3 35.08 0.77 [0.66, 0.90]
Miles 2002 61/100 84/100 L & 33.87 0.73 [0.61, 0.87]
Subtotal (95% CI) 300 300 ¢ 100.00 0.72 [0.65, 0.80]
Total events: 179 (Orlistat + diet), 248 (Placebo + diet)
Test for heterogeneity: Chiz = 1.25, df =2 (P = 0.54), 12 = 0%
Test for overall effect: Z = 6.04 (P < 0.00001)
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Favours treatment ~ Favours control
Review: Orlistat UPDATE adults only
Comparison: 03 Orlistat 360mg/day + diet vs placebo + diet (diabetes only)
Outcome: 03 Failure to achieve at least 10% loss of initial body weight at 12 months
Study Orlistat + diet Placebo + diet RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI
01 Weight loss
Hollander 1998 82/100 91/100 32.16 0.90 [0.81, 1.01]
Kelley 2002 90/100 96/100 33.92 0.94 [0.87, 1.01]
Miles 2002 867100 967100 33.92 0.90 [0.82, 0.98]
Subtotal (95% CI) 300 300 4 100.00 0.91 [0.86, 0.96]
Total events: 258 (Orlistat + diet), 283 (Placebo + diet)
Test for heterogeneity: Chiz2 = 0.70, df = 2 (P = 0.70), 12 = 0%
Test for overall effect: Z = 3.41 (P = 0.0007)
01 02 05 1 2 5 10
Favours treatment  Favours control
Review: Orlistat UPDATE adults only
Comparison: 03 Orlistat 360mg/day + diet vs placebo + diet (diabetes only)
Outcome: 04 Failure to complete at 12 months
Study Orlistat + diet Placebo + diet RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI
01 Weight loss
Hollander 1998 15/100 28/100 —a 22.58 0.54 [0.31, 0.94]
Kelley 2002 48/100 52/100 —— 41.94 0.92 [0.70, 1.22]
Miles 2002 35/100 44/100 — 35.48 0.80 [0.56, 1.13]
Subtotal (95% CI) 300 300 <P 100.00 0.79 [0.64, 0.97]
Total events: 98 (Orlistat + diet), 124 (Placebo + diet)
Test for heterogeneity: Chi2 = 3.04, df =2 (P = 0.22), I2=34.2%
Test for overall effect: Z =2.25 (P = 0.02)
01 02 05 1 2 5 10
Favours treatment  Favours control
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Review: Orlistat UPDATE adults only
Comparison: 03 Orlistat 360mg/day + diet vs placebo + diet (diabetes only)
Outcome: 05 Change in total cholesterol in mmol/l at 12 months
Study Orlistat + diet Placebo + diet WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI
01 Weight reduction
Hollander 1998 156 -0.05(0.60) 151 0.41(0.70) _— 44 _55 -0.46 [-0.61, -0.31]
Kelley 2002 266 -0.30(1.08) 276 0.08(1.08) — 28.73 -0.38 [-0.56, -0.20]
Miles 2002 250 -0.27(1.08) 254 0.06(1.08) _— 26.72 -0.33 [-0.52, -0.14]
Subtotal (95% Cl) 672 681 <& 100.00 -0.40 [-0.50, -0.30]
Test for heterogeneity: Chi2 = 1.22, df = 2 (P = 0.54), I2= 0%
Test for overall effect: Z = 8.09 (P < 0.00001)
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Review: Orlistat UPDATE adults only
Comparison: 03 Orlistat 360mg/day + diet vs placebo + diet (diabetes only)
Outcome: 06 Change in LDL cholesterol in mmol/l at 12 months
Study Orlistat + diet Placebo + diet WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI
01 Weight reduction
Hollander 1998 156 -0.12(0.50) 151 0.22(0.70) _ 30.17 -0.34 [-0.48, -0.20]
Kelley 2002 266 -0.38(0.74) 276 -0.08(0.74) - 36.18 -0.30 [-0.42, -0.18]
Miles 2002 250 -0.25(0.74) 254 -0.05(0.74) _ 33.65 -0.20 [-0.33, -0.07]
Subtotal (95% CI) 672 681 ’ 100.00 -0.28 [-0.35, -0.20]
Test for heterogeneity: Chiz = 2.31, df = 2 (P = 0.31), 12 = 13.5%
Test for overall effect: Z = 7.28 (P < 0.00001)
-1 -0.5 0 0.5 1
Favours treatment  Favours control
Review: Orlistat UPDATE adults only
Comparison: 03 Orlistat 360mg/day + diet vs placebo + diet (diabetes only)
Outcome: 07 Change in HDL cholesterol in mmol/l at 12 months
Study Orlistat + diet Placebo + diet WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI
01 Weight reduction
Hollander 1998 156 0.06(0.20) 151 0.06(0.20) = 38.16 0.00 [-0.04, 0.04]
Kelley 2002 266 0.02(0.29) 276 0.05(0.29) 5 32.04 -0.03 [-0.08, 0.02]
Miles 2002 250 0.09(0.29) 254 0.10(0.29) rs 29.80 -0.01 [-0.06, 0.04]
Subtotal (95% CI) 672 681 100.00 -0.01 [-0.04, 0.02]
Test for heterogeneity: Chi2 = 0.80, df =2 (P = 0.67), I2 = 0%
Test for overall effect: Z = 0.89 (P = 0.37)
1 0.5 0 05 1
Favours control  Favours treatment
Review: Orlistat UPDATE adults only
Comparison: 03 Orlistat 360mg/day + diet vs placebo + diet (diabetes only)
Outcome: 08 Change in triglycerides in mmol/l at 12 months
Study Orlistat + diet Placebo + diet WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI
01 Weight reduction
Hollander 1998 156 0.02(0.80) 151 0.28(1.00) 24.74 -0.26 [-0.46, -0.06]
Kelley 2002 266 0.18(0.96) 276 0.31(0.96) —_ 38.99 -0.13 [-0.29, 0.03]
Miles 2002 250 -0.25(0.96) 254 0.03(0.96) —_— 36.27 -0.28 [-0.45, -0.11]
Subtotal (95% CI) 672 681 <& 100.00 -0.22 [-0.32, -0.12]
Test for heterogeneity: Chi2 = 1.83, df = 2 (P = 0.40), I2 = 0%
Test for overall effect: Z = 4.20 (P < 0.0001)
-1 -0.5 0 0.5 1
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Review: Orlistat UPDATE adults only
Comparison: 03 Orlistat 360mg/day + diet vs placebo + diet (diabetes only)
Outcome: 09 Change in HbA1c% at 12 months
Study Orlistat + diet Placebo + diet WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI
01 Weight reduction
Hollander 1998 156 -0.15(1.00) 151 0.32(1.10) 13.28 -0.47 [-0.71, -0.23]
Kelley 2002 266 -0.62(0.76) 276 -0.27(0.76) _— 4493 -0.35 [-0.48, -0.22]
Miles 2002 250 -0.75(0.76) 254 -0.41(0.76) _— 41.79 -0.34 [-0.47, -0.21]
Subtotal (95% ClI) 672 681 ’ 100.00 -0.36 [-0.45, -0.28]
Test for heterogeneity: Chi2 = 0.95, df = 2 (P = 0.62), I2= 0%
Test for overall effect: Z = 8.27 (P < 0.00001)
-1 -0.5 0 0.5 1
Favours treatment  Favours control
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Review: Orlistat UPDATE adults only
Comparison: 03 Orlistat 360mg/day + diet vs placebo + diet (diabetes only)
Outcome: 10 Change in fasting plasma glucose in mmol/l at 12 months
Study Orlistat + diet Placebo + diet WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI
01 Weight reduction
Hollander 1998 156 0.04(1.60) 151 0.70(1.80) — 28.37 -0.66 [-1.04, -0.28]
Kelley 2002 266 -1.63(1.98) 276 -1.08(1.98) R — 37.11 -0.55 [-0.88, -0.22]
Miles 2002 250 -2.00(1.98) 254 -0.70(1.98) < 34.52 -1.30 [-1.65, -0.95]
Subtotal (95% Cl) 672 681 - 100.00 -0.84 [-1.04, -0.64]
Test for heterogeneity: Chi2 = 10.56, df = 2 (P = 0.005), 12 = 81.1%
Test for overall effect: Z = 8.11 (P < 0.00001)
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Review: Orlistat UPDATE adults only
Comparison: 03 Orlistat 360mg/day + diet vs placebo + diet (diabetes only)
Outcome: 11 Change in DBP in mmHg at 12 months
Study Orlistat + diet Placebo + diet WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI
01 Weight reduction
Hollander 1998 156 -1.01(8.00) 151 0.23(8.90) —_— 35.24 -1.24 [-3.14, 0.66]
Kelley 2002 266 -2.30(8.30) 276 -1.00(8.30) - 64.77 -1.30 [-2.70, 0.10]
Subtotal (95% CI) 422 427 ’ 100.00 -1.28 [-2.40, -0.15]
Test for heterogeneity: Chiz = 0.00, df = 1 (P = 0.96), I2 = 0%
Test for overall effect: Z = 2.23 (P = 0.03)
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Review: Orlistat UPDATE adults only
Comparison: 03 Orlistat 360mg/day + diet vs placebo + diet (diabetes only)
Outcome: 12 Change in SBP in mmHg at 12 months
Study Orlistat + diet Placebo + diet WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI
01 Weight reduction
Hollander 1998 156 0.21(12.80) 151 4.15(14.20) 20.55 -3.94 [-6.97, -0.91]
Kelley 2002 266 -1.20(12.70) 276 -0.90(12.70) 41.16 -0.30 [-2.44, 1.84]
Miles 2002 250 -2.10(12.70) 254 -0.30(12.70) —F 38.29 -1.80 [-4.02, 0.42]
Subtotal (95% Cl) 672 681 <o 100.00 -1.62 [-2.99, -0.25]
Test for heterogeneity: Chi2 = 3.74, df = 2 (P = 0.15), 12 = 46.6%
Test for overall effect: Z = 2.32 (P = 0.02)
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Review: Orlistat UPDATE adults only
Comparison: 04 Orlistat 360mg/day + diet vs placebo + diet (hypertension only)
Outcome: 01 Weight change in kg at 12 months
Study Orlistat + diet Placebo + diet WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI
01 Weight reduction
Bakris 2002 267 -5.40(6.40) 265 -2.70(6.40) e 100.00 -2.70 [-3.79, -1.61]
Subtotal (95% CI) 267 265 ’ 100.00 -2.70 [-3.79, -1.61]
Test for heterogeneity: not applicable
Test for overall effect: Z = 4.87 (P < 0.00001)
-10 -5 0 5 10
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Review: Orlistat UPDATE adults only
Comparison: 04 Orlistat 360mg/day + diet vs placebo + diet (hypertension only)
Outcome: 02 Failure to achieve at least 5% loss of initial body weight at 12 months
Study Orlistat + diet Placebo + diet RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI
01 Weight loss
Bakris 2002 54/100 76/100 L 3 100.00 0.71 [0.57, 0.88]
Subtotal (95% CI) 100 100 ’ 100.00 0.71 [0.57, 0.88]
Total events: 54 (Orlistat + diet), 76 (Placebo + diet)
Test for heterogeneity: not applicable
Test for overall effect: Z = 3.16 (P = 0.002)
01 02 0.5 1 2 5 10
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Review: Orlistat UPDATE adults only
Comparison: 04 Orlistat 360mg/day + diet vs placebo + diet (hypertension only)
Outcome: 03 Failure to complete at 12 months
Study Orlistat + diet Placebo + diet RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI
01 Weight loss
Bakris 2002 42/100 61/100 s B 100.00 0.69 [0.52, 0.91]
Subtotal (95% ClI) 100 100 ’ 100.00 0.69 [0.52, 0.91]
Total events: 42 (Orlistat + diet), 61 (Placebo + diet)
Test for heterogeneity: not applicable
Test for overall effect: Z =2.63 (P = 0.009)
01 02 0.5 1 2 5 10
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Review: Orlistat UPDATE adults only
Comparison: 04 Orlistat 360mg/day + diet vs placebo + diet (hypertension only)
Outcome: 04 Change in total cholesterol in mmol/l at 12 months
Study Orlistat + diet Placebo + diet WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI
01 Weight reduction
Bakris 2002 267 -0.36(0.94) 265 -0.04(0.79) _— 100.00 -0.32 [-0.47, -0.17]
Subtotal (95% CI) 267 265 < 100.00 -0.32 [-0.47, -0.17]
Test for heterogeneity: not applicable
Test for overall effect: Z = 4.25 (P < 0.0001)
-1 -0.5 0 0.5 1
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Review: Orlistat UPDATE adults only
Comparison: 04 Orlistat 360mg/day + diet vs placebo + diet (hypertension only)
Outcome: 05 Change in LDL cholesterol in mmol/l at 12 months
Study Orlistat + diet Placebo + diet WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI
01 Weight reduction
Bakris 2002 267 -0.31(0.76) 265 -0.11(0.70) _ 100.00 -0.20 [-0.32, -0.08]
Subtotal (95% CI) 267 265 ‘ 100.00 -0.20 [-0.32, -0.08]
Test for heterogeneity: not applicable
Test for overall effect: Z = 3.16 (P = 0.002)
-1 -0.5 0 0.5 1
Favours treatment  Favours control
Review: Orlistat UPDATE adults only
Comparison: 04 Orlistat 360mg/day + diet vs placebo + diet (hypertension only)
Outcome: 06 Change in DBP in mmHg at 12 months
Study Orlistat + diet Placebo + diet WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI
01 Weight reduction
Bakris 2002 267 -11.40(8.30) 265 -9.20(8.40) _— 100.00 -2.20 [-3.62, -0.78]
Subtotal (95% CI) 267 265 <o 100.00 -2.20 [-3.62, -0.78]
Test for heterogeneity: not applicable
Test for overall effect: Z = 3.04 (P = 0.002)
-10 -5 0 5 10
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Review: Orlistat UPDATE adults only
Comparison: 04 Orlistat 360mg/day + diet vs placebo + diet (hypertension only)
Outcome: 07 Change in SBP in mmHg at 12 months
Study Orlistat + diet Placebo + diet WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI
01 Weight reduction
Bakris 2002 267 -13.30(15.20) 265 -11.00(15.00) —_— 100.00 -2.30 [-4.87, 0.27]
Subtotal (95% CI) 267 265 - 100.00 -2.30 [-4.87, 0.27]
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.76 (P = 0.08)
-10 -5 0 5 10

Favours treatment Favours control
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Review:
Comparison:
Outcome:

Orlistat UPDATE adults only
05 Orlistat 360mg/day+diet vs placebo (24 weeks)+diet then orlistat 360mg/day (28 weeks) +diet (high cholester
01 Weight change in kg at 6 months

Placebo
Mean (SD)

Orlistat
Mean (SD) N

Study
or sub-category N

WMD (fixed)
95% ClI

Weight
%

WMD (fixed)
95% CI

01 Weight reduction

Broom 2002b 66 -4.40(7.16) 71
Subtotal (95% CI) 66 71
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.52 (P = 0.13)

-2.60(6.65)

)

Total (95% CI) 66 71
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.52 (P = 0.13)

|

100.00
100.00

100.00

-1.80 [-4.12, 0.52]
-1.80 [-4.12, 0.52]

-1.80 [-4.12, 0.52]

-10 -5 0 5

Favours treatment  Favours control
Review:
Comparison:

Outcome:

Orlistat UPDATE adults only
05 Orlistat 360mg/day+diet vs placebo (24 weeks)+diet then orlistat 360mg/day (28 weeks) +diet (high cholester
02 Weight change in kg at 12 months

Orlistat
Mean (SD) N

Study
or sub-category N

Placebo-orlistat
Mean (SD)

WMD (fixed)
95% CI

10

Weight
%

WMD (fixed)
95% CI

01 Weight reduction

Broom 2002b 66 -4.97(5.40) 71
Subtotal (95% CI) 66 71
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.72 (P = 0.47)

-4.28(5.82)

¥

Total (95% CI) 66 71
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.72 (P = 0.47)

|

100.00
100.00

100.00

-0.69 [-2.57, 1.19]
-0.69 [-2.57, 1.19]

-0.69 [-2.57, 1.19]

-10 -5 0 5
Favours treatment  Favours control

Review:

Comparison:

Outcome:

Orlistat UPDATE adults only
05 Orlistat 360mg/day+diet vs placebo (24 weeks)+diet then orlistat 360mg/day (28 weeks) +diet (high cholester
03 Failure to achieve at least 5% loss of initial body weight at 6 months

Study Orlistat Placebo
or sub-category n/N n/N

RR (fixed)
95% Cl

10

Weight
%

RR (fixed)
95% Cl

01 Weight loss

Broom 2002b 37/66 58/71
Subtotal (95% CI) 66 71
Total events: 37 (Orlistat), 58 (Placebo)

Test for heterogeneity: not applicable

Test for overall effect: Z = 3.07 (P = 0.002)

. 3
<&

02 Weight maintenance

Subtotal (95% CI) 0 0
Total events: 0 (Orlistat), O (Placebo)

Test for heterogeneity: not applicable

Test for overall effect: not applicable

100.00
100.00

0.69 [0.54, 0.87]
0.69 [0.54, 0.87]

Not estimable
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Favours treatment  Favours control
Review:
Comparison:

Outcome:

Orlistat UPDATE adults only
05 Orlistat 360mg/day+diet vs placebo (24 weeks)+diet then orlistat 360mg/day (28 weeks) +diet (high cholester
04 Failure to achieve at least 10% loss of initial body weight at 6 months

Study Orlistat Placebo
or sub-category n/N n/N

RR (fixed)
95% Cl

Weight
%

RR (fixed)
95% Cl

01 Weight loss

Broom 2002b 61/66 68/71 ‘
Subtotal (95% CI) 66 71 ¢
Total events: 61 (Orlistat), 68 (Placebo)

Test for heterogeneity: not applicable
Test for overall effect: Z = 0.82 (P = 0.41)

02 Weight maintenance

Subtotal (95% CI) 0 0
Total events: 0 (Orlistat), 0 (Placebo)

Test for heterogeneity: not applicable

Test for overall effect: not applicable

100.00
100.00

0.97 [0.89, 1.05]
0.97 [0.89, 1.05]

Not estimable

0.1 02 05 1 2 5 10

Favours treatment  Favours control
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Review: Orlistat UPDATE adults only
Comparison: 05 Orlistat 360mg/day+diet vs placebo (24 weeks)+diet then orlistat 360mg/day (28 weeks) +diet (high cholester
Outcome: 05 Failure to complete at 6 months
Study Orlistat Placebo-orlistat RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% CI % 95% CI
01 Weight loss

Broom 2002b 23/71 11/71 —B— 100.00 2.09 [1.10, 3.96]
Subtotal (95% CI) 71 71 ’ 100.00 2.09 [1.10, 3.96]
Total events: 23 (Orlistat), 11 (Placebo-orlistat)
Test for heterogeneity: not applicable
Test for overall effect: Z =2.26 (P = 0.02)
02 Weight maintenance
Subtotal (95% ClI) 0 0 Not estimable
Total events: 0 (Orlistat), O (Placebo-orlistat)
Test for heterogeneity: not applicable
Test for overall effect: not applicable

01 02 05 1 2 5 10
Favours treatment  Favours control

Review: Orlistat UPDATE adults only
Comparison: 05 Orlistat 360mg/day+diet vs placebo (24 weeks)+diet then orlistat 360mg/day (28 weeks) +diet (high cholester
Outcome: 06 Change in total cholesterol in mmol/l at 6 months
Study Orlistat Placebo WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI
01 Weight reduction

Broom 2002b 66 -0.83(0.12) 71 -0.27(0.10) - 100.00 -0.56 [-0.60, -0.52]
Subtotal (95% CI) 66 71 ¢ 100.00 -0.56 [-0.60, -0.52]
Test for heterogeneity: not applicable
Test for overall effect: Z = 29.55 (P < 0.00001)
Total (95% CI) 66 71 ¢ 100.00 -0.56 [-0.60, -0.52]
Test for heterogeneity: not applicable
Test for overall effect: Z = 29.55 (P < 0.00001)

-1 -0.5 0 0.5 1

Favours treatment Favours control

Review: Orlistat UPDATE adults only
Comparison: 05 Orlistat 360mg/day+diet vs placebo (24 weeks)+diet then orlistat 360mg/day (28 weeks) +diet (high cholester
Outcome: 07 Change in LDL cholesterol in mmol/l at 6 months
Study Orlistat Placebo WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI
01 Weight reduction

Broom 2002b 66 -0.71(0.12) 71 -0.31(0.12) = 100.00 -0.40 [-0.44, -0.36]
Subtotal (95% CI) 66 71 ¢ 100.00 -0.40 [-0.44, -0.36]
Test for heterogeneity: not applicable
Test for overall effect: Z = 19.49 (P < 0.00001)
Total (95% CI) 66 71 ’ 100.00 -0.40 [-0.44, -0.36]
Test for heterogeneity: not applicable
Test for overall effect: Z = 19.49 (P < 0.00001)

-1 -0.5 0 0.5 1
Favours treatment  Favours control

Review: Orlistat UPDATE adults only
Comparison: 05 Orlistat 360mg/day+diet vs placebo (24 weeks)+diet then orlistat 360mg/day (28 weeks) +diet (high cholester
Outcome: 08 Change in HDL cholesterol in mmol/l at 6 months
Study Orlistat Placebo WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI
01 Weight reduction

Broom 2002b 66 -0.19(0-10) 71 -0.11(0.03) - 100.00 -0.08 [-0.11, -0.05]
Subtotal (95% Cl) 66 71 ¢ 100.00 -0.08 [-0.11, -0.05]
Test for heterogeneity: not applicable
Test for overall effect: Z = 6.24 (P < 0.00001)
Total (95% CI) 66 71 ¢ 100.00 -0.08 [-0.11, -0.05]
Test for heterogeneity: not applicable
Test for overall effect: Z = 6.24 (P < 0.00001)

-1 -0.5 0 0.5 1
Favours control  Favours treatment
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Review: Orlistat UPDATE adults only
Comparison: 05 Orlistat 360mg/day+diet vs placebo (24 weeks)+diet then orlistat 360mg/day (28 weeks) +diet (high cholester
Outcome: 09 Change in triglycerides in mmol/l at 6 months
Study Orlistat Placebo WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI
01 Weight reduction

Broom 2002b 66 -0.15(0.25) 71 -0.42(0.26) - 100.00 0.27 [0.18, 0.36]
Subtotal (95% CI) 66 71 <& 100.00 0.27 [0.18, 0.36]
Test for heterogeneity: not applicable
Test for overall effect: Z = 6.20 (P < 0.00001)
Total (95% CI) 66 71 <& 100.00 0.27 [0.18, 0.36]
Test for heterogeneity: not applicable
Test for overall effect: Z = 6.20 (P < 0.00001)

-1 -0.5 0 0.5 1

Favours treatment

Favours control

Review: Orlistat UPDATE adults only
Comparison: 05 Orlistat 360mg/day+diet vs placebo (24 weeks)+diet then orlistat 360mg/day (28 weeks) +diet (high cholester
Outcome: 10 Change in fasting plasma glucose in mmol/l at 6 months
Study Orlistat Placebo-orlistat WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI
01 Weight reduction

Broom 2002b 66 -0.41(1.98) 71 0.12(1.98) — 100.00 -0.53 [-1.19, 0.13]
Subtotal (95% CI) 66 71 e —— 100.00 -0.53 [-1.19, 0.13]
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.57 (P = 0.12)
Total (95% CI) 66 71 e —— 100.00 -0.53 [-1.19, 0.13]
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.57 (P = 0.12)

-1 -0.5 0 0.5 1
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Review: Orlistat UPDATE adults only
Comparison: 05 Orlistat 360mg/day+diet vs placebo (24 weeks)+diet then orlistat 360mg/day (28 weeks) +diet (high cholester
Outcome: 11 Change in total cholesterol in mmol/l at 12 months
Study Orlistat Placebo-orlistat WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI
01 Weight reduction
Broom 2002b 66 -0.96(1.04) 71 -0.67(1.04) - 100.00 -0.29 [-0.64, 0.06]
Subtotal (95% Cl) 66 71 il 100.00 -0.29 [-0.64, 0.06]
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.63 (P = 0.10)
Total (95% CI) 66 71 i 100.00 -0.29 [-0.64, 0.06]
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.63 (P = 0.10)
-1 -0.5 0 0.5 1
Favours treatment ~ Favours control
Review: Orlistat UPDATE adults only
Comparison: 05 Orlistat 360mg/day+diet vs placebo (24 weeks)+diet then orlistat 360mg/day (28 weeks) +diet (high cholester
Outcome: 12 Change in LDL cholesterol in mmol/l at 12 months
Study Orlistat Placebo-orlistat WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI
01 Weight reduction
Broom 2002b 66 -0.91(1.00) 71 -0.40(1.05) 100.00 -0.51 [-0.85, -0.17]
Subtotal (95% CI) 66 71 -l 100.00 -0.51 [-0.85, -0.17]
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.91 (P = 0.004)
Total (95% Cl) 66 71 -l 100.00 -0.51 [-0.85, -0.17]
Test for heterogeneity: not applicable
Test for overall effect: Z = 2.91 (P = 0.004)
-1 -0.5 0 0.5 1
Favours treatment ~ Favours control
Review: Orlistat UPDATE adults only
Comparison: 05 Orlistat 360mg/day+diet vs placebo (24 weeks)+diet then orlistat 360mg/day (28 weeks) +diet (high cholester
Outcome: 13 Change in HDL cholesterol in mmol/l at 12 months
Study Orlistat Placebo-orlistat WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI
01 Weight reduction
Broom 2002b 66 -0.29(0.45) 71 -0.23(0.29) 100.00 -0.06 [-0.19, 0.07]
Subtotal (95% CI) 66 71 100.00 -0.06 [-0.19, 0.07]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.92 (P = 0.36)
Total (95% Cl) 66 71 100.00 -0.06 [-0.19, 0.07]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.92 (P = 0.36)
a 05 0 05 1
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Review: Orlistat UPDATE adults only
Comparison: 05 Orlistat 360mg/day+diet vs placebo (24 weeks)+diet then orlistat 360mg/day (28 weeks) +diet (high cholester
Outcome: 14 Change in fasting plasma glucose in mmol/l at 12 months
Study Orlistat Placebo-orlistat WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI
01 Weight reduction
Broom 2002b 66 -0.40(1.35) 71 -0.10(1.35) — 100.00 -0.30 [-0.75, 0.15]
Subtotal (95% CI) 66 71 ——— 100.00 -0.30 [-0.75, 0.15]
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.30 (P = 0.19)
Total (95% CI) 66 71 ——— 100.00 -0.30 [-0.75, 0.15]
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.30 (P = 0.19)
-1 -0.5 0 0.5 1
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Review: Orlistat UPDATE adults only
Comparison: 06 Orlistat 360mg/day + lifestyle modification vs control (no intervention) (no specific comorbidities)
Outcome: 01 Weight change in kg at 6 months
Study Intervention Control WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI
Poston 2003 56 -5.20(7.39) 52 -1.00(6.20) 100.00 -4.20 [-6.77, -1.63]
Total (95% CI) 56 52 - 100.00 -4.20 [-6.77, -1.63]
Test for heterogeneity: not applicable
Test for overall effect: Z = 3.21 (P = 0.001)
-10 -5 0 5 10
Favours treatment  Favours control
Review: Orlistat UPDATE adults only
Comparison: 06 Orlistat 360mg/day + lifestyle modification vs control (no intervention) (no specific comorbidities)
Outcome: 02 Weight change in kg at 12 months
Study Intervention Control WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI
Poston 2003 56 -5.60(7-50) 52 -0.30(6.00) 100.00 -5.30 [-7.85, -2.75]
Total (95% CI) 56 52 - 100.00 -5.30 [-7.85, -2.75]
Test for heterogeneity: not applicable
Test for overall effect: Z = 4.07 (P < 0.0001)
-10 -5 0 5 10
Favours treatment ~ Favours control
Review: Orlistat UPDATE adults only
Comparison: 06 Orlistat 360mg/day + lifestyle modification vs control (no intervention) (no specific comorbidities)
Outcome: 03 Failure to achieve at least 5% loss of initial body weight at 12 months
Study Intervention Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% CI
01 Weight loss
Poston 2003 40/100 887100 -.- 100.00 0.45 [0.35, 0.58]
Subtotal (95% CI) 100 100 ‘ 100.00 0.45 [0.35, 0.58]
Total events: 40 (Intervention), 88 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 6.16 (P < 0.00001)
01 02 0.5 1 2 5 10
Favours treatment  Favours control
Review: Orlistat UPDATE adults only
Comparison: 06 Orlistat 360mg/day + lifestyle modification vs control (no intervention) (no specific comorbidities)
Outcome: 04 Failure to achieve at least 10% loss of initial body weight at 12 months
Study Intervention Control RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% CI
01 Weight loss
Poston 2003 697100 937100 . 100.00 0.74 [0.64, 0.86]
Subtotal (95% ClI) 100 100 ’ 100.00 0.74 [0.64, 0.86]
Total events: 69 (Intervention), 93 (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z = 4.12 (P < 0.0001)
01 02 0.5 1 2 5 10
Favours treatment  Favours control
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Review: Orlistat UPDATE adults only
Comparison: 06 Orlistat 360mg/day + lifestyle modification vs control (no intervention) (no specific comorbidities)
Outcome: 05 Failure to complete at 12 months

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

RR (fixed)
95% CI

01 Weight loss
Poston 2003 437100 34/100 - 100.00
Subtotal (95% CI) 100 100 D 100.00
Total events: 43 (Intervention), 34 (Control)
Test for heterogeneity: not applicable

Test for overall effect: Z =1.30 (P = 0.19)

1.26 [0.89, 1.80]
1.26 [0.89, 1.80]

01 02 05 1 2 5 10

Favours treatment ~ Favours control
Review: Orlistat UPDATE adults only
Comparison: 06 Orlistat 360mg/day + lifestyle modification vs control (no intervention) (no specific comorbidities)
Outcome: 06 Change in total cholesterol in mmol/l at 6 months
Study Intervention Control WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI
Poston 2003 56 -0.74(1.08) 52 -0.02(1.08) — 100.00 -0.72 [-1.13, -0.31]
Total (95% Cl) 56 52 i 100.00 -0.72 [-1.13, -0.31]

Test for heterogeneity: not applicable
Test for overall effect: Z = 3.46 (P = 0.0005)

-1 -0.5 0 0.5 1
Favours treatment  Favours control

Review: Orlistat UPDATE adults only
Comparison: 06 Orlistat 360mg/day + lifestyle modification vs control (no intervention) (no specific comorbidities)
Outcome: 07 Change in LDL cholesterol in mmol/l at 6 months
Study Intervention Control WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI

Poston 2003 56 -0.58(0.74) 52 0.03(0.74) - 100.00 -0.61 [-0.89, -0.33]
Total (95% CI) 56 52 - 100.00 -0.61 [-0.89, -0.33]

Test for heterogeneity: not applicable
Test for overall effect: Z = 4.28 (P < 0.0001)

-1 -0.5 0 0.5 1
Favours treatment  Favours control

Review: Orlistat UPDATE adults only
Comparison: 06 Orlistat 360mg/day + lifestyle modification vs control (no intervention) (no specific comorbidities)
Outcome: 08 Change in HDL cholesterol in mmol/l at 6 months
Study Intervention Control WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI

Poston 2003 56 -0.20(0.29) 52 -0.06(0.29) —_ 100.00 -0.14 [-0.25, -0.03]
Total (95% Cl) 56 52 <& 100.00 -0.14 [-0.25, -0.03]

Test for heterogeneity: not applicable
Test for overall effect: Z = 2.51 (P = 0.01)

-1 -0.5 0 0.5 1
Favours control  Favours treatment

Review: Orlistat UPDATE adults only
Comparison: 06 Orlistat 360mg/day + lifestyle modification vs control (no intervention) (no specific comorbidities)
Outcome: 09 Change in triglycerides in mmol/l at 6 months
Study Intervention Control WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI

Poston 2003 56 0.09(0.96) 52 0.01(0.96) —_— 100.00 0.08 [-0.28, 0.44]
Total (95% CI) 56 52 i 100.00 0.08 [-0.28, 0.44]

Test for heterogeneity: not applicable
Test for overall effect: Z = 0.43 (P = 0.67)

-1 -0.5 0 0.5 1
Favours treatment ~ Favours control

Review: Orlistat UPDATE adults only
Comparison: 06 Orlistat 360mg/day + lifestyle modification vs control (no intervention) (no specific comorbidities)
Outcome: 10 Change in DBP in mmHg at 6 months
Study Intervention Control WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI

Poston 2003 56 -6.80(8.30) 52 -3.30(8.30) —_— 100.00 -3.50 [-6.63, -0.37]
Total (95% CI) 56 52 i 100.00 -3.50 [-6.63, -0.37]

Test for heterogeneity: not applicable
Test for overall effect: Z = 2.19 (P = 0.03)

-10 -5 0 5 10
Favours treatment  Favours control
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Review: Orlistat UPDATE adults only

Comparison: 06 Orlistat 360mg/day + lifestyle modification vs control (no intervention) (no specific comorbidities)

Outcome: 11 Change in SBP in mmHg at 6 months

Study Intervention Control WMD (fixed) Weight WMD (fixed)

or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI
Poston 2003 56 -7.20(12.70) 52 -2.80(12.70) _ 100.00 -4.40 [-9.19, 0.39]

Total (95% CI) 56 52 ——— 100.00 -4.40 [-9.19, 0.39]

Test for heterogeneity: not applicable
Test for overall effect: Z = 1.80 (P = 0.07)

-10 -5 0 5 10
Favours treatment  Favours control

Review: Orlistat UPDATE adults only
Comparison: 06 Orlistat 360mg/day + lifestyle modification vs control (no intervention) (no specific comorbidities)
Outcome: 12 Change in total cholesterol in mmol/l at 12 months
Study Intervention Control WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI

Poston 2003 56 -0.35(1.08) 52 0.16(1.08) — B 100.00 -0.51 [-0.92, -0.10]
Total (95% CI) 56 52 el 100.00 -0.51 [-0.92, -0.10]

Test for heterogeneity: not applicable
Test for overall effect: Z = 2.45 (P = 0.01)

-1 -0.5 0 0.5 1
Favours treatment ~ Favours control

Review: Orlistat UPDATE adults only
Comparison: 06 Orlistat 360mg/day + lifestyle modification vs control (no intervention) (no specific comorbidities)
Outcome: 13 Change in LDL cholesterol in mmol/l at 12 months
Study Intervention Control WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI

Poston 2003 56 -0.47(0.74) 52 -0.10(0.74) _ 100.00 -0.37 [-0.65, -0.09]
Total (95% CI) 56 52 g 100.00 -0.37 [-0.65, -0.09]

Test for heterogeneity: not applicable
Test for overall effect: Z = 2.60 (P = 0.009)

-1 -0.5 0 0.5 1
Favours treatment  Favours control

Review: Orlistat UPDATE adults only
Comparison: 06 Orlistat 360mg/day + lifestyle modification vs control (no intervention) (no specific comorbidities)
Outcome: 14 Change in HDL cholesterol in mmol/l at 12 months
Study Intervention Control WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI

Poston 2003 56 0.00(0.29) 52 0.06(0.29) 100.00 -0.06 [-0.17, 0.05]
Total (95% CI) 56 52 100.00 -0.06 [-0.17, 0.05]

Test for heterogeneity: not applicable
Test for overall effect: Z = 1.07 (P = 0.28)

1 -0.5 0 05 1
Favours control  Favours treatment

Review: Orlistat UPDATE adults only
Comparison: 06 Orlistat 360mg/day + lifestyle modification vs control (no intervention) (no specific comorbidities)
Outcome: 15 Change in triglycerides in mmol/l at 12 months
Study Intervention Control WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI

Poston 2003 56 0.27(0.96) 52 0.51(0.96) —_— 100.00 -0.24 [-0.60, 0.12]
Total (95% Cl) 56 52 i 100.00 -0.24 [-0.60, 0.12]

Test for heterogeneity: not applicable
Test for overall effect: Z = 1.30 (P = 0.19)

-1 -0.5 0 0.5 1
Favours treatment  Favours control
Review: Orlistat UPDATE adults only
Comparison: 06 Orlistat 360mg/day + lifestyle modification vs control (no intervention) (no specific comorbidities)
Outcome: 16 Change in DBP in mmHg at 12 months
Study Intervention Control WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI
Poston 2003 56 -4.30(8.30) 52 -3.70(8.30) —_— 100.00 -0.60 [-3.73, 2.53]

Total (95% CI) 56 52 # 100.00

Test for heterogeneity: not applicable
Test for overall effect: Z=0.38 (P = 0.71)

-0.60 [-3.73, 2.53]
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Review: Orlistat UPDATE adults only

Comparison: 06 Orlistat 360mg/day + lifestyle modification vs control (no intervention) (no specific comorbidities)

Outcome: 17 Change in SBP in mmHg at 12 months

Study Intervention Control WMD (fixed) Weight WMD (fixed)

or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI
Poston 2003 56 -4.10(12.70) 52 -3.00(12.70) — m 100.00 -1.10 [-5.89, 3.69]

Total (95% CI) 56 52 e 100.00 -1.10 [-5.89, 3.69]

Test for heterogeneity: not applicable
Test for overall effect: Z = 0.45 (P = 0.65)

-10 -5 0 5 10
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Review: Orlistat UPDATE adults only
Comparison: 07 Orlistat 360mg/day+1000kcal/day deficit diet vs orlistat 360mg/day+500kcal/day deficit diet (no spec comorb
Outcome: 01 Weight change in kg at 12 months

Study Orlistat + 1000kcal Orlistat + 500kcal WMD (fixed) Weight WMD (fixed)

or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI
Toplak 2005 154 -9.52(7.52) 141 -8.62(6.61) —_r 100.00 -0.90 [-2.51, 0.71]

Total (95% CI) 154 141 - 100.00 -0.90 [-2.51, 0.71]

Test for heterogeneity: not applicable
Test for overall effect: Z = 1.09 (P = 0.27)

-10 -5 0 5 10
Favours treatment  Favours control
Review: Orlistat UPDATE adults only
Comparison: 07 Orlistat 360mg/day+1000kcal/day deficit diet vs orlistat 360mg/day+500kcal/day deficit diet (no spec comorb
Outcome: 02 Failure to achieve at least 5% loss of initial body weight at 12 months
Study Orlistat + 1000kcal Orlistat + 500kcal RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI
Toplak 2005 15/100 16/100 + 100.00 0.94 [0.49, 1.79]
01 02 0.5 1 2 5 10
Favours treatment ~ Favours control
Review: Orlistat UPDATE adults only
Comparison: 07 Orlistat 360mg/day+1000kcal/day deficit diet vs orlistat 360mg/day+500kcal/day deficit diet (no spec comorb
Outcome: 03 Failure to achieve at least 10% loss of initial body weight at 12 months
Study Orlistat + 1000kcal Orlistat + 500kcal RR (fixed) Weight RR (fixed)
or sub-category n/N n/N 95% ClI % 95% ClI
Toplak 2005 47/100 50/100 —*— 100.00 0.94 [0.71, 1.25]
01 02 0.5 1 2 5 10
Favours treatment ~ Favours control
Review: Orlistat UPDATE adults only

Comparison: 07 Orlistat 360mg/day+1000kcal/day deficit diet vs orlistat 360mg/day+500kcal/day deficit diet (no spec comorb
Outcome: 04 Failure to complete at 12 months

Study Orlistat + 1000kcal Orlistat + 500kcal RR (fixed) Weight RR (fixed)

or sub-category n/N n/N 95% ClI % 95% ClI
Toplak 2005 357100 42/100 —.I— 100.00 0.83 [0.59, 1.19]

01 0.2 0.5 1 2 5 10
Favours treatment  Favours control
Review: Orlistat UPDATE adults only
Comparison: 07 Orlistat 360mg/day+1000kcal/day deficit diet vs orlistat 360mg/day+500kcal/day deficit diet (no spec comorb
Outcome: 05 Change in total cholesterol in mmol/l at 12 months
Study Orlistat + 1000kcal Orlistat + 500kcal WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI
T

Toplak 2005 154 -0.39(1.08) 141 -0.34(1.08) _— 100.00 -0.05 [-0.30, 0.20]

Total (95% Cl) 154 141 100.00 -0.05 [-0.30, 0.20]

Test for heterogeneity: not applicable
Test for overall effect: Z = 0.40 (P = 0.69)

a 05 0 05 1
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Review: Orlistat UPDATE adults only
Comparison: 07 Orlistat 360mg/day+1000kcal/day deficit diet vs orlistat 360mg/day+500kcal/day deficit diet (no spec comorb
Outcome: 06 Change in LDL cholesterol in mmol/l at 12 months
Study Orlistat + 1000kcal Orlistat + 500 kcal WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI
T

Toplak 2005 154 -0.37(0.74) 141 -0.34(0.74) _ 100.00 -0.03 [-0.20, 0.14]
Total (95% Cl) 154 141 100.00 -0.03 [-0.20, 0.14]
Test for heterogeneity: not applicable
Test for overall effect: Z=0.35 (P = 0.73)

1 -0.5 0 05 1

Favours treatment  Favours control

Review: Orlistat UPDATE adults only
Comparison: 07 Orlistat 360mg/day+1000kcal/day deficit diet vs orlistat 360mg/day+500kcal/day deficit diet (no spec comorb
Outcome: 07 Change in HDL cholesterol in mmol/l at 12 months
Study Orlistat + 1000kcal Orlistat + 500kcal WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI
T

Toplak 2005 154 0.09(0.29) 141 0.05(0.29) — 100.00 0.04 [-0.03, 0.11]
Total (95% Cl) 154 141 100.00 0.04 [-0.03, 0.11]
Test for heterogeneity: not applicable
Test for overall effect: Z = 1.18 (P = 0.24)

1 -0.5 0 05 1

Favours control  Favours treatment

Review: Orlistat UPDATE adults only
Comparison: 07 Orlistat 360mg/day+1000kcal/day deficit diet vs orlistat 360mg/day+500kcal/day deficit diet (no spec comorb
Outcome: 08 Change in FPG in mmol/l at 12 months
Study Orlistat + 1000kcal Orlistat + 500kcal WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% Cl
Toplak 2005 154 -0.20(0.60) 141 0.00(1.90) —|— 100.00 -0.20 [-0.53, 0.13]
-1 -0.5 0 0.5 1
Favours treatment  Favours control
Review: Orlistat UPDATE adults only
Comparison: 07 Orlistat 360mg/day+1000kcal/day deficit diet vs orlistat 360mg/day+500kcal/day deficit diet (no spec comorb
Outcome: 09 Change in triglycerides in mmol/l at 12 months
Study Orlistat + 1000kcal Orlistat + 500kcal WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI
T
Toplak 2005 154 0.04(0.96) 141 0.00(0.96) 100.00 0.04 [-0.18, 0.26]
Total (95% Cl) 154 141 100.00 0.04 [-0.18, 0.26]
Test for heterogeneity: not applicable
Test for overall effect: Z = 0.36 (P = 0.72)
1 05 0 05 1

Favours treatment  Favours control

Review: Orlistat UPDATE adults only
Comparison: 07 Orlistat 360mg/day+1000kcal/day deficit diet vs orlistat 360mg/day+500kcal/day deficit diet (no spec comorb
Outcome: 10 Change in DBP in mmHg at 12 months
Study Orlistat + 1000kcal Orlistat + 500kcal WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI
Toplak 2005 154 -3.80(8.50) 141 -2.60(9.60) —|— 100.00 -1.20 [-3.28, 0.88]
-10 -5 0 5 10
Favours treatment  Favours control
Review: Orlistat UPDATE adults only
Comparison: 07 Orlistat 360mg/day+1000kcal/day deficit diet vs orlistat 360mg/day+500kcal/day deficit diet (no spec comorb
Outcome: 11 Change in SBP in mmHg at 12 months
Study Orlistat + 1000kcal Orlistat + 500kcal WMD (fixed) Weight WMD (fixed)
or sub-category N Mean (SD) N Mean (SD) 95% CI % 95% CI
I
Toplak 2005 154 -6.00(13.90) 141 -6.00(13.00) 100.00 0.00 [-3.07, 3.07]
|
-10 -5 0 5 10
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