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Appendix 16b: Forest plots for clinical evidence reviews on pharmacological interventions
SSRIs (OCD, adults); Clomipramine (OCD, adults); TCAs (OCD); SNRIs (OCD); MAOIs (OCD); Anxiolytics (OCD); Other
Pharmacological (OCD); Augmentation (OCD); SSRIs (OCD, children); Clomipramine (OCD, children); Pharmacological

(BDD)

SSRIs (OCD, adults)
Revieny: OCD adults: S5RIs
Comparison: 01 SERls ws placebo (acute phase)
Outcome: 01 Adverse events
Studdy ZZRI Placebo RR (fixed) ER (fixed)
or sub-categary Nt it 959 I 959 Cl
01 Citalopram
Montgomery 2001 Z13/300 £E2/101 —a— 1.Z2 [1.02, 1.45]
Subtatal (95% N 200 101 ~aniiiine-- 1.zz [1.0Z, 1.4E]
Total events: 213 (SSRI), 59 (Placebo)
Test for heterogeneity: not applicable
Test for overall effect: Z=213(P =003)
02 Fluvoxamine
Zoodman 1996 7680 &7/80 —a— 1.13 [l.02, 1.28]
Jenike 1990 16718 13/20 - 1.37 [0.95, 1.958]
Mlallys 1992 14714 12714 —_ 1.17 [0.94, 1_44]
Subtatal (95% C 11z 114 il 1.17 [1.06, 1.29]
Total everts: 106 (SSRI), 92 (Placekho)
Test for heterogeneity: Chi®=1 03, df =2 (P =0E0), F = 0%
Test for overall effect: Z=312(F = 0.002)
03 Paroxetine
Burnbam 1993 TTSEE g7s77 —=— l.08 [0.97, l.z0]
Harmijima 2004 TES9E e0s94 —_— l.z29 [l.08, 1.54]
Zohar 19963 1627201 787939 —i— l.02 [O.31, 1.1&5]
Subtaotal (95% 1) 378 270 e 1.11 [l.0%, 1.20]
Tatal everts: 318 (SSRI), 205 (Placebao)
Test for heterogeneity: Chif=438, df =2 (P =011), F = 54 3%
Test for overall effect: £=262 (F = 0.009)
04 Sertraline
Greist 19955 EEZSE4L E5/84 —i— 1.E0 [1.0&, 1.3E]
Jenike 1990k LSlo T 4 075 [0.328, 1.6Z2]
Kronig 1999 E7 /86 EdrsEl — . 1.26 [1.03, 1.5E]
Subtatal (95% 1) 337 174 il l.zo [l.02, 1.33]
Total everts: 295 (TSR0, 121 (Placekba)
Test for heterogeneity; Chi* =1 66, di =2 (P =0.44), F = 0%
Test for overall effect; £ =336 (P = 0.0003)
Total (95% I 1127 £59 & 1.16 [1.10, 1.23]
Total events: 332 (SERI), 477 (Placebo)
Test for heterogeneity: Chi* =1024 df =9 (P =033, F=121%
Test for overall effect: Z=2540(P = 0.00001)
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Revieny: QCD adults: S5Rls

Comparisan: 01 SERls vs placebo (acute phase)

Outcome: 02 Serious adverse events

Stucdy SSRI Placebo RR [fixed) RER [fixed)
o sub-category M il 959 I 9595 I

01 Paroxetine
Hamijima 2004 3795 3794 0.23 [0.20, 4.78]
Subtotal (95% <0 QL a4 0.%% [0.Z0, 4.78]
Total everts: 3 (3SR, 3 (Placeho)

Test for heterogeneity: not applicakle
Test for overall effect: Z=0.01 (P =099)

Tatal (35% N a5 94 e 0.9% [0.20, 4.78]

Total events: 3 (SR, 3 (Flaceho)
Test for heterogeneity: not applicable
Test for overall effect: Z=001 (P =059)

o1 02 os 1 2 5 10
Fawourz S5R1 Favours Placebo
Revien: OCD adults: S5Rls
Comparisan: 01 55Rls vz placebo (acute phase)
Outoome: 03 Suicide attempts
Stucdy S5RI Placebo RR (fixed) RR (fixed)
of sub-category i it 959% Cl 959% Cl

01 Paroxetine
Harmijima 2004 lys3g 1/94 0.99 [0.08, 15 59]
Subtatal (95% CN ag a4 0.2% [0.0&, 15.59]
Tatal everts: 1 (SR, 1 (Flaceho)

Test for heterogeneity: not applicakle
Test for overall effect: Z=001 (P =0.99)

Total (95% CN) ag a4 e ——-. 0.99 [0.0&, 15.59]

Total everts: 1 (3SR, 1 (Placeho)
Test for heterogeneity: not applicakle
Test for overall effect: Z=001 (P =0.99)
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Revieny: QCD adults: S5Rls
Comparisan: 01 SERls vs placebo (acute phase)
Qutcome: 04 Leaving study early
Stucdy SSRI Placebo RR [fixed) RER [fixed)
o sub-category M il 959 I 9595 I
01 Citalopram
Montgomersy 2001 46300 177101 — 0.21 [0.BE, 1.511]
Subtatal (95% CI) 200 101 =aiie- 0.31 [0.EE, 1.51]
Tatal everts: 46 (SSRID, 17 (Placeha)
Test for heterogeneity: not applicakle
Test for overall effect: £=036 (P =0.72)
02 Fluoxetine
Jenike 1997 4/23 2721 1.2 [0.21, 4.8Z]
Montgomery 1993 417160 15/57 — 0.27 [0.52, 1.82]
Subtatal (95% N 183 78 =il 1.00 [0.62, 1.6Z]
Total events: 45 (SSRD, 15 (Flaceho)
Test for heterogeneity: Chi* =003, df =1 (P =0.76), F = 0%
Test for overall effect: Z=002 (P =059)
03 Fluvoxamine
Goodman 1953 ziE3 6423 4 = 0.33 [0.07, 1_45]
Goodman 1998 23750 177580 —— 1.35 [0.758, Z.33]
Hollander 2003k 437127 317126 - 1.38 [0.93, Z.03]
Jenike 1930& 0s18 asz0 HNot estimahle
Mlallys 1992 LS R] 6420 —_— 0.85 [0.32, Z_40]
Perze 1987 1/10 1/10 4 b l.00 [0.07, 13.87]
Subtatal (95% <) 277 279 e 1.2z1 [0.91, 1.62]
Total everts: 74 (SSRI), 61 (Placebo)
Test for heterogeneity: ChiT=385, di =4 (P =043), F=0%
Test for overall effect: Z=130(P=019)
04 Paroxetine
Burnbam 1993 ZBSEE 20777 —_1— 1.31 [0.81, 2.13]
Hollander 2003d E3f2E9 lErs59 —r— l.21 [0.72, Z.04]
Zohar 19963 49,201 39,93 —— 0.6z [O.44, 0.87]
Subtatal (95% CN E4z2 ZEE L 3 0.21 [0.71, 1.1§8]
Tatal everts: 130 (SSRI), 74 (Placeho)
Test for heterogeneity: Chif=821,df =2 (P =002),F =756%
Test for overall effect: Z=076 (P =045)
05 Sertraline
Chouinard 1930 3743 Trd4d —_— 0.44 [0.12, 1.59]
Greist 19955 EE/241 z24/84 —a— 0,24 [0.&3, 1_.40]
Jenike 1990k 0s10a as2 Not estimable
Kronig 1999 ZESBE ZErE81 —a 0.24 [0.5%, 1.501
Subtatal (95% CI) 280 zlg L 0.9 [0.67, 1.20]
Total events: 93 (SSRD, 56 (Flaceho)
Test for heterogeneity; Chi* =130, di =2 (P =052, F = 0%
Test for overall effect; Z=0.76 (P = 0.44)
Total (35% CI legz 241 & 0.3 [0.85, 1.13]
Total events: 353 (SERI), 226 (Placebo)
Test for heterogeneity: Chi* =16.94, df =13 (P=020), F =23.3%
Test for overall effect: Z=026 (P =079)

o1 02 os 1 2 5 10

Fawourz S5R1 Favours placebo

Management of OCD (full guideline) — Appendix 16b: Forest plots



DRAFT FOR 15T CONSULATION

Revieny: QCD adults: S5Rls
Comparisan: 01 SERls vs placebo (acute phase)
Qutcome: 05 Leaving study early due to adverse events
Stucdy SSRI Placebo RR [fixed) RER [fixed)
o sub-category M il 959 I 9595 I
01 Citalopram
Montgomersy 2001 147300 24101 —_—T— Z.36 [0.54, 10.19]
Subtatal (95% CN) 300 101 —~eagl— z.36 [0.54, 10.1%]
Tatal everts: 14 (SSREI, 2 (Placeha)
Test for heterogeneity: not applicakle
Test for overall effect: £=115 (P =0.25)
02 Fluoxetine
Beasley 1992 EQ/ZER Zr839 —_— .87 [2.48, 39.57]
Montgomery 1993 7/1e0 Z/E87 —_—— 1.Z5 [D.Z7, 5.83]
Subtatal (95% N 476 14¢ =ale- E.E% [Z.06, 15.16]
Total events: 66 (SER0, 4 (Placebo)
Test for heterogeneity: Chi* =4 28 df =1 (P =004),F = Y6 6%
Test for overall effect: Z =335 (P = 0.0007)
03 Fluvoxamine
Goodman 1953 el asz3 = L.oo [0.25, 98_75]
Zoodman 1996 15780 /80 —a— Z_B0O [l.0z, &.12]
Hollander 2003k Z3SLETD as1z8 —. Z.85 [l.33, &.13]
Subtatal (95% C 230 2z9 - Z.78 [1.57, 4.92]
Total everts: 40 (SSREID, 14 (Placebo)
Test for heterogeneity: Chif=021,df =2 (P =090, F = 0%
Test for overall effect: Z =351 (F = 0.0004)
04 Paroxetine
Burnbim 1993 lEs52 g/s77 = 1.76 [0.72, 3.92]
Hollander 2003d Z3F2E9 7589 —1 1.4z [0.865, 3.14]
Harmijima 2004 asag AS3E — 1.0l [0.42, Z.43]
Zohar 19963 18/z01 &/939 —— 1.4%8 [O.&1, 3_61]
Subtatal (95% CN &37 261 - 1.41 [0.93, Z.14]
Tatal everts: 71 (SSREI, 30 (Placeha)
Test for heterogeneity; Chi*=086,df =3 (P =054),F=0%
Test for overall effect: £Z=162 (P =0.11)
05 Sertraline
Chouinard 1930 1743 0744 2.07 [0.13, 73.30]
Greist 19955 Z3/z4l Lig4d —T l.&0 [0.&3, 4.08]
Kronig 1999 2786 4781 —_ Z2.1Z [0.68, 6.61]
Subtatal (95% CI) 270 z09 L l.84 [0.91, 3.71]
Total everts: 33 (SSRI), 9 (Placeba)
Test for heterogeneity; Chi* =024, di =2 (P =0.59),F =0%
Test for overall effect: Z=1.70 (P = 0.09)
Total (953% C 1963 1048 &» Z.1E [l.62, Z.86]
Total events: 224 (SSRI), 59 (Placebo)
Test for heterogeneity: Chi* =11.30, df =12 (P =0.50), F = 0%
Test for overall effect: £ =530 (P = 0.00001)
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Revieny: QCD adults: S5Rls
Comparisan: 01 SERls vs placebo (acute phase)
Qutcome: 06 Mon-responders (OCD) (CGar ¥-BOCS)
Stucdy SSRI Placebo RR [fixed) RER [fixed)
o sub-category M il 959 I 9595 I
01 Citalopram
Montgomersy 2001 12& /3200 54,101 —_— 0.66 [0.54, 0.81]
Subtatal (95% CI) 200 101 ~asiii.-- 0.66 [0.E4, 0.81]
Tatal everts: 126 (SSRI), 64 (Placeho)
Test for heterogeneity: not applicakle
Test for overall effect: £=4.05 (P = 0.0001)
02 Fluoxetine
Beasley 1992 130/ 2ZeE Sz/89 —i— o.72 [0.70, 0.8E5]
Montgomery 1993 F2/160 46/ 57 —_—— 0.71 [0.52, O.86]
Subtatal (95% CI) 476 146 i 0.75 [0.&9, 0.82]
Total events: 252 (SERI), 125 (Placebo)
Test for heterogeneity: Chi* =063, di =1 (P =041}, F =0%
Test for overall effect: Z=615 (P = 0.00001)
03 Fluvaxamine
Hollander 2003k 74,127 907126 —— 0.82 [0.68, 0.95]
Mlallys 1992 13719 l9/20 — = 0.7z [0.5z, 0.99]
Subtatal (95% C 146 146 - 0.80 [0.68, 0.94]
Total everts: 87 (SSRI), 109 (Placekho)
Test for heterogeneity: Chif=045,df =1 (P =050, F = 0%
Test for overall effect: £ =269 (F = 0.007)
04 Paroxetine
Burnbam 1993 47752 45777 —_— 0.95 [0.75, 1.258]
Hollander 2003d lelszga 941 — 0.85 [0.73, 1.00]
Hamijima 2004 48,95 495 —_— o.&& [O.E5Z, 0.82]
Zohar 19963 Szsz0l g4 939 . a.71 [O.57, 0.87]
Subtaotal (95% 1) 537 361 gl o.7% [0.71, 0.87]
Tatal everts: 348 (SSRI), 245 (Placebao)
Test for heterogeneity: Chif=709,df =3 (P=007), F =57.7%
Test for overall effect: £ =466 (P = 0.00001)
05 Sertraline
Greist 19955 148,241 E9/84 — 0.27 [0.74, 1.04]
Subtotal (95% N zdl 24 —=angi- 0.87 [0.74, 1.04]
Total everts: 1438 (SSRI), 59 (Placeko)
Test for heterogeneity: not applicable
Test for overall effect: Z=154 (P =012)
Total (95% I 1750 238 o 0.77 [0.73, 0.82]
Total events: 391 (SERI), 605 (Placebo)
Test for heterogeneity: Chi* =1276, df =9 (P =017) F = 29.5%
Test for overall effect: Z=58.51 (P = 0.00001)
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Fawourz S5R1 Favours placebo

Revien: OCD adults: S5Rls
Comparisan: 01 55Rls vz placebo (acute phase)
Outoome: 07 Man-responders (MDD
Stucdy S5RI Placebo RR (fixed) RR (fixed)
of sub-category i it 959% Cl 959% Cl
01 Fluwaxamine
Goodman 1953 las23 20723 o.90 [0.&9, 1.15]
Subtotal (95% CN z3 z3 o.90 [0.&9, 1.15]

Tatal everts: 18 (SSRI, 20 (Placeha)
Test for heterogeneity: not applicakle
Test for overall effect: Z=077 (P =0.44)
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Revieny: QCD adults: S5Rls
Comparisan: 01 53Rz vs placebo (acute phase)
Outcome: 05 Man-remiters
Sty SERI Placeho RR (fixed) RR (fixed)
o sub-category M il 959 I 9595 I
01 Fluvaxamine
Haollancer 2003k l0&/1ET 1177188 0.20 [0.82, 0.98]
Subtatal (9329 CN 127 126 0.20 [0.82, 0.98]
Tatal everts: 106 (SSRI), 117 (Placeka)
Test for heterogeneity: not applicable
Test for overall effect: £=229 (P =0.02)
o1 02 0s 1 2 5 10
Favourz S5R Favours placebo
Reviewy: QCD adults: S5Rls
COmparison: 01 S5Rlz vs placebo (acute phase)
Outcorme: 09 Y -BoCS
Study S5RI Flacebo SMD (fixed) ShD (fized)
o sub-category ] Mean (500 M Mean (500 895% Cl 95% Cl
01 Citalopram
Mortgomery 2001 Loz -2.40(7.30) 101 -E.e0(c.90) = -0.32 [-0.67, -0.11]
Subtotal (5% CI) 102 101 L 2 -0.39 [-0.67, -0.11]
Test for heterogeneity: not applicable
Test for overall effect; £ =277 (P = 0.008)
02 Fluoxetine
Beasley 1992 75 18.90(8.30) 76 23.60(7.50) - -0.52 [-0.%2, -0.27]
Jenike 1997 12 le Z0(&. 200 1z 12 70(6.10) — -0.3% [-1.0E5, D.2&]
Mortgomery 1993 gz -E.12(&.41) £& —2.7005.99) —=r -0.23 [-0.61, 0.15]
Subtotal (95% CI) 146 150 + -0.43 [-0.66, -0.Z0]
Test for heterogeneity: Chit =203, df = 2(P=036),F=1.5%
Test for overall effect: 7 = 366 (P = 0.0002)
03 Fluvoxamine
Goodman 1989 21 19.40(7.00) z1 28.00(7.00) —a— -1.21 [-1.87, -0.54]
Goodman 1996 78 -3.9E(&.28) & -1.71{4.88) —= -0.40 [-0.71, -0.0%]
Hollander 2003k 117 -2.E0(7.E7) lzo —E.E0(7.eT) - -0.32 [-0.64, -0.12]
Jenike 19905 18 1g_.80(4.00) z0 z1.80(7.60) —= -0.4% [-1.12, 0.17]
Subtatal (35% CN) 234 239 4 -0.45 [-0.64, -0.27]
Test for heterogeneity: Chi* =539, df = 3 (P =015), F =44 4%
Test for overall effect; £ = 455 (P = 0.00001)
04 Paroxetine
Burnhaim 1993 78 —E_E1(7.47) 7E -4_80({7.53) - -0.13 [-0.45, 0.1%8]
Kamijims 2004 EE -2.11(%.00) a4 -3.46(6.10) - -0.65 [-0.24, -0.38]
ZFohar 19963 198 -g.00(%.00) EE] -5.00(7.90) = -0.38 [-0.62, -0.13]
Subtotal (5% OO 371 68 4 -0.40 [-0.56, -0.23]
Test for heterogeneity: Chi® = 5.56, df = 2 (P = 0.08), F = 64 0%
Test for overall effect; £ =452 (P = 0.00001)
05 Sertraline
Jenike 1990k 10 Z0.&601(9. 200 g zz.30(7.80) —s— -0.1% [-1.12, 0O.74]
Subtotal (95% CI) 10 g i -0.13 [-1.1Z, 0.74]
Test for heterogeneity: not applicable
Test for overall effect: £ = 040 (P = 063)
Total (95% CI) 263 766 4 -0.42 [-0.82, -0.32]
Test for heterogeneity: Chi®=13.50, df =11 (P=026), P =18.5%
Test for overall effect: £ = 525 (P = 0.00001)
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Review: OCh adults: SSRIs
COmparison; 01 SERlz vs placebo (acute phase)
Cutcome: 10 MIkdH-CiC
Stucly S5R1 Placebao SMD (fixed) ShiD [ fied)
or sub-category ] Mean (=0 M Mean (S0 95% C 95%
01 Calopram
Maortgotmnersy 2001 10z —Z.80{E_E0) 101 =l.80(z_30) = -0.41 [-0.&69, -0.14]
Subtotal (95% CI) 10z 10l L 3 -0.41 [-0.69, -0.14]
Test for heterogeneity; not applicakble
Test for overall effect £ = 2592 (P =0003)
02 Fluoxeting
Jenike 1997 139 7.0001.10) 1z FLZ0LL.2m —=r— 0.1l [-0.21, 0.42]
Subtotal (95% CI) 13 1z gl -0.15 [-0.81, 0_42]
Test for heterogeneity: not applicable
Test for overall effect: £ =049 (P = 062)
03 Fluvoxamine
Goodman 1996 78 —1.32{E_E5) 8 —-0_40{1.78) = -0.45 [-0.77, -0.13]
Jenike 19902 1z E_80(1_Z0) Z0 8. 000 _Z0) ——] -0.85 [-1.31, 0.00]
Subtotal (95% CI) 96 ag &> -0.43 [-0.78, -0.Z0]
Test for heterogeneity: Chi® =030, df =1 (P =0.58), F=0%
Test for overall effect £ = 336 (P = 0.0003)
04 Paroxetine
Burnhatn 1993 79 —1_42(Z.04) - -l 04(2.08) = -0.18 [-0.50, 0O.13)
Fohar 19565 138 —E_LO0(Z.30) a9 -1.40(Z_90) = -0.38 [-0.6E, -0.14]
Subtotal (95% CI) 277 174 * -0.31 [-0_E0, -0.11]
Test for heterogeneity; Chi* =091, df =1 (P=0.34), F=0%
Test for overall effect: Z =311 (P = 0.002)
05 Sertraline
Jenike 13300 10 S.Z00Z.00) a o0z 50 — 1 =0.47 [-1l.38, 0.4E&]
Subtotal (35% CI) 10 9 e . -0.47 [-1.38, 0.45]
Test for heterogeneity: not applicable
Test for overall effect: £=100(P =032)
Total (5% CI) 504 400 + -0.37 [-0_50, -0.23]
Test for heterogeneity: Chi*=2.84, df =6 (P =083), F=0%
Test for overall effect: £ =539 (F = 0.00001)
-4 -2 0 2 4
Favours SSRI Favours placeho
Review: OCh adults: SSRIs
COmparison; 01 SERlz vs placebo (acute phase)
Outcome: 11 General Rating Scale: compulsions
Studly S5R1 Placebo SMD (fixed) ShD [ fized)
or sub-category ] Mean (=0 M Mean (S0 95% C 95%
01 Fluvoxaming
Perse 1987 g F.BE(E_00) g E_l1ziz_00) 1 -0.74 [-1.76, 0_.&3]
Subtotal (95% CI) 8 ] L3 -0.74 [-1.76, 0.2%]
Test for heterogeneity: not applicable
Test for overall effect Z=1.41 (P=018)
-10 -5 0 4 10
Favours S5RI Favours placeho
Reviewy: QCD adults: S5Rls
COmparison: 01 S5Rlz vs placebo (acute phase)
Outcorme: 12 General Rating Scale: obsessions
Study S5RI Flacebo SMD (fixed) ShD (fized)
o sub-category ] Mean (500 M Mean (500 895% Cl 95% Cl
01 Fluvaxaming
Perze 1987 g 3.0701.98) g 4_31l(z2.67) E B -0.50 [-1_50, 0O.50]
Suktotal (95% CI) g g -0.80 [-1.80, 0.50]
Test for heterogeneity: not applicable
Test for overall effect, £ =095 (P =033)
-0 5 0 5 10
Favours S5RI Favours placeho
Review: QCD adults: 35Rls
Comparison: 01 S5Rlz vs placebo (acute phase)
Outcorme: 13 Maudsley Obsessive Compulsive Inventory
Study SERI Placebo SMD (fixed) SO (fized)
or sub-category ] Mean (5D M Mean (S0 95% CI 95% Cl
01 Fluvoxamine
Perze 1957 g 12.87(E.32) =) 16 1Z(4.53) - -0.43 [-1.4Z, 0.E7]
Suktotal (95% CN g g -0.43 [-1.4Z, 0.57]
Test for heterogeneity: not applicable
Test for overall effect: £ =054 (P =0.40)
10 5 o 5 10
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OCh adults: SSRIs
01 SERlz vs placebo (acute phase)
14 Obszessive-Compulsive Checklist

Review:
COmparison;
Cutcome:

Studly
or sub-category ]

SERI
Mean (=0 M

Flacehao
Mean (S0

SMD fixed)
95% |

SMD (fixed)

3%

01 Fluvoxaming

Perse 1987 g EO_0&(12.32)
Subtotal (95% CD g g
Test for heterogeneity: not applicable
Test for overall effect: £ =085 (P = 039)

oo

E6.15(13.588)

-0.
=0,

43 [-1.
43 [-1.

43,
43,

0._5&]
0.E&]

QCD adults: S5RIs
01 S5Rlz vs placebo (acute phase)
13 OCD Scale (CPRS)

Revigw:
Comparizon:
Outcome:

Stucly
or sub-category ]

SERI
Mean (S0 M

Flaceha
Mean (S0

-10

5 0 5

Favours S5RI Favours placeho

SMD Cfixed)
95% ¢

10

SMD (fixed)

95% Cl

01 Fluoxetine

Jenike 1997 13 &.70(Z.60) 1z
Subtatal (35% C) 13 15
Test for heterogeneity; not applicable
Test for overall effect: Z=090(P =037

L_s0i{3.3m

o.
o.

20 [-0o.
30 [-0.

35
=1

-

-

0.25]
0.35]

QCD adults: 35Rls
01 S5Rlz vs placebo (acute phase)
16 Beck Depression Invertory

Review:
Comparison:
Cutcarme:

Study
or sub-category ]

SERI
Mean (5D M

Flaceha
Mean (S0

-10

5 0 5

Favours SSRl  Favours placeho

SMD (fixed)
95%

10

SMD (fixed)

95%

01 Fluvoxaming

Perse 1987 g 3.73(7.EL) g
Suktotal (95% CN g g
Test for heterogeneity: not applicable
Test for overall effect: Z =066 (P =051)

1z.37(7.E&)

=0,
-0

23 [-1.
23 [-1.

2z,
az,

0. g&]
0_&&]

OCh adults: SSRIs
01 SERlz vs placebo (acute phase)
17 Hamitton Rating Scale for Depression

Review:
COmparison;
Cutcome:

Stucly
or sub-category ]

SERI
Mean (=0 M

Flaceha
Mean (S0

5 0 5

Favours SSRI Favours placeho

SMD (fixed)
95% |

10

SMD (fixed)

3%

01 Fluoxetine

Mortgotnery 1993 £z -1.85{6.04) 13
Subtatal (95% C) gz ce
Test for heterogeneity; not applicakble
Test for overall effect. £ =040 (P = 0E3)

02 Fluvoxamine

Perse 1957 g F.47(E.EE) g
Suktotal (95% CI) g g
Test for heterogeneity: not applicable
Test for overall effect: £=120(P =023)

Tatal (85% CI) &0 =3
Test for heterogeneity: Chi* =096, df =1 (P=0.33),F=0%
Test for overall effect: Z=080(P =042)

-l.34(6.92)

1z 33(5.02)

-

S
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Review: OCh adults: SSRIs
COmparison; 01 SERlz vs placebo (acute phase)
Outcome: 18 Montgomery-2Azbery Depression Rating Scale
Stucly S5R1 Placebao SMD (fixed) ShiD [ fied)
or sub-category ] Mean (=0 M Mean (S0 95% C 95%
01 Calopram
Maortgotmnersy 2001 10z —3.40{6&_ 20} 101 =1l.20(6._70) —— -0.3% [-0.60, -0.04]
Subtotal (95% CI) 102 101 -l 0.3z [-0.60, -0.04]
Test for heterogeneity; not applicakble
Test for overall effect. £ =225 (P =002)
02 Fluoxetine
Mortgomery 1993 Lz —Z.9g({8.02) =1 —Z.88(3. 27 I E— -0.0l [-0.32%, 0.27]
Subtotal (95% CI) 52 5& —-*-— -0.0L [-0.32, 0.37]
Test for heterogeneity: not applicable
Test for overall effect: £ = 005 (P = 086)
03 Paroxetine
Fohar 19565 138 —3_.40(7.30) a9 -0.e0(7_90) —a -0.35 [-0.60, -0.11]
Subtotal (95% CI) 198 a9 e -0.3E [-0.60, -0.11]
Test for heterogeneity; not applicable
Test for overall effect: Z = 2.85 (P = 0.004)
Tatal (95% CI) 352 ZE& - -0.Z& [-0.44, -0.11]
Test for heterogeneity; Chi* =242 df = 2(P=0.30),F=17.2%
Test for overall effect: Z=330(P =0.0010)
-1 -0.5 i} 05 1
Favours SSRl  Favours placeho
Reviewy: QCD adults: S5Rls
COmparison: 01 S5Rlz vs placebo (acute phase)
Outcorme: 19 Hamitton &nxiety Scale
Study S5RI Flacebo SMD (fixed) ShD (fized)
o sub-category ] Mean (500 M Mean (500 895% Cl 95% Cl
01 Fluvaxaming
Perze 1987 g 763036l g 12.37(7_E56) o -0.75 [-1.77, 0.z28]
Subtotal (5% CI) ] a - -0.75 [-1.77, 0_28]
Test for heterogeneity: not applicable
Test for overall effect, Z=143(P=015)
-10 -3 0 a3 10
Favours S5RI Favours placeho
Review: QCD adults: 35Rls
Comparison: 01 S5Rlz vs placebo (acute phase)
Outcorme: 20 Clinical Global Impression
Study SERI Placebo SMD (fixed) SO (fized)
or sub-category ] Mean (5D M Mean (S0 95% CI 95% Cl
01 Fluoxetine
Jenike 1997 12 F.1001.00% 1z FEZO0(1.000 - -0.10 [-0.74, 0O.EE]
Suktotal (95% CN 19 15 -0.10 [-0.74, 0.55]
Test for heterogeneity: not applicable
Test for overall effect: Z=030(P=077)
10 5 o 5 10
Favours SSRI Favours placeho
Revigw: QCD adults: S5RIs
Comparizon: 01 S5Rlz vs placebo (acute phase)
Outcome; 21 Clinical Global Impressions; severity
Stucly S5R1 Placebao SMD (fixed) ShD (fized)
or sub-category ] Mean (S0 M Mean (S0 95% I 95% CI
01 Paroxetine
Zohar 195965 194 —1_Z0({1.40) Q9 -0.7001_30) = -0.36 [-0.61, -0.1&]
Subtotal (95% CI) 194 a9 -0.36 [-0.61, -0.12]
Test for heterogeneity; not applicable
Test for overall effect: £ =293 (P =0.003)
-0 5 0 5 10
Favours 35R1  Favours placebo
Reviewy: QCD adults: S5Rls
COmparison: 01 S5Rlz vs placebo (acute phase)
Outcorme: 22 Sheehan Disabilty Scale: family
Study S5RI Flacebo SMD (fixed) ShD (fized)
o sub-category ] Mean (500 M Mean (500 895% Cl 95% Cl
01 Citalopram
Mortgomery 2001 1oz —-1.80(Z.40) 101 -l.00(Z_40) = -0.32 [-0.61, -0.0&]
Suktotal (95% CI) log 101 -0.33 [-0.61, -0.08&]
Test for heterogeneity: not applicable
Test for overall effect, £ =235 (P =002)
-0 5 0 5 10

Favours S5RI Favours placeho
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DRAFT FOR 15T CONSULATION

Review: OCh adults: SSRIs
COmparison; 01 SERlz vs placebo (acute phase)
Outcome: 23 Sheehan Disabilty Scale: social
Studly S5R1 Placebo SMD (fixed) ShD [ fized)
or sub-category ] Mean (=0 M Mean (S0 95% C 95%
01 Calopram
Morntgomersy 2001 10z —Z.00(E_E0) 101 =1.30(z_00) = -0.33 [-0.61, -0.05]
Subtotal (95% CN l0& 1ol -0.33 [-0.61, -0.08]

Test for heterogeneity: not applicable
Test for overall effect £ =235(P=002)

-10 & 0 5 10
Favours S5RI Favours placeho
Revigw: QCD adults: S5RIs
Comparizon: 01 S5Rlz vs placebo (acute phase)
Outcome; 24 Sheehan Disabilty Scale; work
Stucly S5R1 Placebao SMD (fixed) ShD (fized)
or sub-category ] Mean (S0 M Mean (S0 95% I 95% CI

01 Citalopram

Maortgotmnery 2001 1oz —-1.30(Z.40) 101 -l.10(Z_ 10} = -0.35 [-0.63, -0.08]
Subtotal (95% CI) 102 101 -0.35 [-0.63, -0.08]
Test for heterogeneity; not applicable
Test for overall effect: Z=250(P=001)

-0 5 0 5 10
Favours SSRl  Favours placeho
Review: QCD adults: 35Rls
Comparison: 01 S5Rlz vs placebo (acute phase)
Outcorme: 25 Symptatn Checklist-90
Study SERI Placebo SMD (fixed) SO (fized)
or sub-category ] Mean (5D M Mean (S0 95% CI 95% Cl
01 Paroxetine
Zohar 1996a le3 =Z3.00047.10} 77 =15 E0(27.320) = -0.E1 [-0.4%8, 0.0&]
Subtotal (35% CD le9 7 -0.21 [-0.48, 0.06]
Test for heterogeneity: not applicable
Test for overall effect: Z=155(P=012)
10 5 o 5 10
Favours SSRI Favours placeho
Review: OCh adults: SSRIs
COmparison; 01 SERlz vs placebo (acute phase)
Outcome: 26 Subanalysiz Y-BOCE in patients with comorbid depression
Stucly S5R1 Placebao SMD (fixed) ShiD [ fied)
or sub-category ] Mean (=0 M Mean (S0 95% C 95%
02 Fluoxetine
Beaszley 1992 78 la_ 908 20} - 2Z_60(7_50) = -0.5% [-0.9E, -0.27]
Mortgomery 1993 EE =B 13(&. 41} 11 -3.70(E.3%) —-=r -0.E3 [-0.€l, O.1E]
Suktotal (95% CI) 127 132 & -0.44 [-0.68, -0.19]
Test for heterogeneity: Chi® =202, df =1 (P =0.16), F = 50 4%
Test for overall effect 7 = 3.47 (P = 0.0005)
03 Fluvoxaming
Foodman 1989 z1 15_40(7.00) z1 Ze.00(7_00) — -1.21 [-1.87, -0.54]
Subtotal (5% O 21 z1 il -1.21 [-1.87, -0.54]
Test for heterogeneity: not applicable
Test for overall effect; £ = 356 (P = 0.0004)
04 Paroxetine
Hamijims 2004 94 -8.11{5_00) 24 =348 (6_10) L 3 -0.8E5 [-0.%4, -0_3§&]
Subtotal (95% CI) L ag &» -0.65 [-0.94, -0.36]
Test for heterogeneity: not applicable
Test for overall effect £ =4 35 (P = 0.0001)
Total (95% CI) z4z 247 L -0.58 [-0.76, -0.40]
Test for heterogeneity: Chi® =694, df = 3(P =0.07), F = 56 8%
Test for overall effect: £ =622 (F = 0.00001)
-4 -2 0 2 4

Favours S5RI Favours placeho

Management of OCD (full guideline) — Appendix 16b: Forest plots



DRAFT FOR 15T CONSULATION

Revieny: QCD adults: S5Rls
Comparisan: 01 SERls vs placebo (acute phase)
Qutcome: 27 Subanalysis: Non-responders (OCD) (CG]or Y-BOCS) in patients with comorbid depression
Stucdy SSRI Placebo RR [fixed) RER [fixed)
o sub-category M il 959 I 9595 I
02 Fluoxetine
Beasley 1992 1307208 Sz/89 —— o.72 [0.70, 0.8E5]
Mortgomery 1993 SEs1E0 4687 —a— 0.71 [0.53, 0.8&]
Subtotal (95% N 426 14 - 0.7&8 [0.69, 0.82]
Total everts: 252 (SSRI), 125 (Placeba)
Test for heterogeneity: Chi*f=063,df =1 (P =041),F=0%
Test for overall effect: Z=6.15 (P = 0.00001)
04 Paroxetine
Warnijima 2004 48798 74/98 —.— 0.&8 [0_Ez, 0.82]
Subtatal (95% CI) T T e aad 0.66 [0.52, 0.82]
Total events: 45 (SERI, 74 (Placeho)
Test for heterogeneity: not applicable
Test for overall effect: Z =365 (P = 0.0003)
Total (95% CN EZ1 z47 2 0.73 [0.65, 0.79]
Total everts: 330 (S5RI), 202 (Placekbo)
Test for heterogeneity: Chiz=258, df =2 (P =028),F = 224%
Test for overall effect: =7 .03 (F = 0.00001)

0.5 or 1 13 2

Fawours S5R1 Favours placebo

Revieny: QCD adults: S5Rls
Comparisan: 02 SERIs at different doses (acute phase)
Outcome: 01 Addverse events
Stucdy Diosze 1 Dioze 2 RR [fixed) RER [fixed)
o sub-category M il 959 I 9595 I

01 Citalopram 40mg vs Citalopram 20mg

Montgometsy 2001 E7 /38 74,102
Subtotal (95% <0 g 1oz
Total everts: 67 (Dose 1), 74 (Dose 2

Test for heterogeneity: not applicakle

Test for overall effect: £=0865 (P =0.52)

.24 [0.73, 1.1Z2]
.24 [0.73, 1.1Z2]

02 Citalopram B0mg vs Citalopram 20mg
Montgomery 2001 7E4100 744102 t 0.9 [0.84, 1.1%]
Subtatal (95% C oo 10z 0.3% [0.84, 1.1%8]
Total events: 72 (Dose 1), 74 (Dose 2)

Test for heterogeneity: not applicable

Test for overall effect: Z=003 (P =0493)

03 Citalopratn B0mg ws Citalopram 40mg

hontgomery 2001 72100 67/98
Subtatal (95% CN) oo a5
Total everts: 72 (Dose 1), 67 (Doze 2)

Test for heterogeneity: not applicable

Test for overall effect: £ =056 (P = 0.58)

1.05 [O.88, 1_:26]
1.05 [O.88, 1_:2a6]

04 Sertraline rapid titeation ws slow titration
Bogetto 2002 13717 11715 l.04 [0.70, 1.E8]
Subtotal (95% CN 17 15 $ l.04 [0.70, 1.58]
Total everts: 13 (Dose 1), 11 (Dose 2)

Test for heterogeneity: not applicakle
Test for overall effect: £=020(P = 0.84)

0.a or 1 13 2
Fawours Dose 1 Fawvours Dose 2
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DRAFT FOR 15T CONSULATION

Revigwy: OCD adults: S5Rls

Comparizon: 02 S5Rlz at different doses (acute phaze)

Outoome; 02 Leaving study early

Study Dosze Dosze 2 RR (fixed) RR (fixed)
or sub-category M M 95% Cl 95% C|

01 Citalopram 40meg vs Cialopram 20mg

Montgomety 2001 15738 157102
Subtotal (95% CI) 9s 10z
Total everts: 15 (Dose 1), 16 (Doze 2)

Test for heterogeneity: not applicable

Test for averall effect: £ = 007 (P =0.94)

=1

.88 [0.51, 1.88]
[0.E1, 1.8&]

=1
o
o

02 Citalopram B0mg s Citalopram 20mg

Mortgomery 2001 157100 le/102
Subtatal (95% CN 100 1oz
Total events: 15 (Dose 1), 16 (Dose 20

Test for heterogeneity: not applicable

Test for overall effect: £ =014 (P =0.53)

=1

.96 [0.50, 1.83]
[0.80, 1.23]

=]
o
L

03 Citalopram B0meg vs Calopram 40mg

Montgomety 2001 157100 15738
Subtotal (95% CN 100 oz
Total everts: 15 (Dose 1), 19 (Dose 2)

Test for heterogeneity: not applicable

Test for averall effect: £ = 0.06 (P = 0.95)

.88 [0.51, 1.83]
.92 (0.5l 1.29]

04 Fluoxetine 40mg ws Fluoxetine 20mg

Mortgomety 1993 13782 147E2
Subtatal (95% CN 5z 53
Total events: 13 (Dose 1), 14 (Doze 2)

Test for heterogeneity: not applicable

Test for overall effect: £ =017 (P =0.57)

0.95 [0.49, 1.21]
0.35 [0.4%, 1.581]

05 Fluceetine B0my vws Fluoxetine 20mg

hontgomery 1933 14455 14453
Subtotal (95% CN 11 £z
Total everts: 14 (Dose 1), 14 (Dose 2)

Test for heterogeneity: not applicable

Test for overall effect: £ =011 (P =0.91)

=1

.96 [0.51, 1.8Z]
S9E [0.E1, 1.2Z]

=1

06 Fluoxetine 60myg ws Fluoxetine 40mg

Mortgomety 1993 147EE 13782
Subtatal (95% CN 55 5z
Total everts: 14 (Dose 1), 13 (Dose 2)

Test for heterogenesity: not applicakle

Test for overall effect: Z =005 (P =0.96)

1.0z [0.E2, 1.9&]
1.0z [0.53, 1.928]

L L | [

07 Paroxetine 40mg vs Paroxeting 20mg

Hollander 20054 Z0/86 14788
Subtotal (95% CN 1 1]
Total everts: 20 (Dose 1), 14 (Doze 2)

Test for heterogeneity: not applicable

Test for overall effect: =121 (P =0.23)

-

.46 [0.73, 2.70]
[0.73, 2.70]

f:

05 Paroxetine 60mg vs Paroxetine 20mg

Hollander 2003d la/88 l4s/28
Subtotal (95% CI) 85 88
Total everts: 19 (Doze 1), 14 (Doze 21

Test for heterogenesity: not applicakle

Test for overall effect: Z =107 (P =0.25)

-

-4l [0.78, Z.62]
[0D.75, E.6E]

F

09 Paroxetine B0mg vs Paroxetine 40mg

Hollander 20054 13788 Z0/BE
Subtatal (25% CN -1 26
Total everts: 13 (Dose 1), 20 (Doze 2)

Test for heterogeneity: not applicable

Test for overall effect: Z =014 (P =0.59)

.9& [D.EE, 1.67]
S9E [D.EE, 1.&7]

i

10 Sertraline 100mg vs Sertraline S0mg

Greist 19953 z7sEl 174280 i
Subtotal (95% CI) 81 =] toniii-
Total everts: 27 (Doze 1), 17 (Doze 21
Test for heterogeneity: not applicable
Test for overall effect: Z =1 69 (P =0.09)

-

E7 (0023, Z.64]
57 [0.33, Z.64]

-

11 Serraline 200my vs Serraline S0mg

(Greist 19938 zlse0 17780 —
Subtatal (25% CN 20 20

Total events: 21 (Dose 1), 17 (Dose 2)

Test for heterogeneity: not applicable

Test for overall effect: £ = 074 (P =0.46)

-

&4 [D.71, Z.16&]
&4 [D.71, Z2.1&]

-

12 Sertraline 200mg vs Sertraline 100mg

Greist 19952 Zls20 z7/81
Subtotal (95% CI) 20 g1
Total everts: 21 (Dose 1), 27 (Doze 2)

Test for heterogeneity: not applicable

Test for overall effect: Z =095 (P =0.33)

=1

79 (0042, 1.27]
.79 [0.43, 1.Z7]

f=

13 Sertraline rapid titration vs slow titration
Bogetto 2002 2417 Z41E B

Subtotal (95% CI) 17 15 e —
Total events: 3(Dose 1), 2 (Dose 21

Test for heterogeneity: not applicable
Test for overall effect: £ =033 (P =0.74)

-

.32 [0.EE, B.828]
.32 [0.EE, &.88)

-

01 o2 0z 1 2 R ]

Favours Dose 1 Favours Dose 2
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DRAFT FOR 15T CONSULATION

Feewvigsi: OCD adutts: S5Rls

Comparizon: 02 S5Rlz &t different dozes (acute phasze)

Cutcome: 03 Leaving study early due to adverse events

Stuchy Dose 1 Dose 2 RR (fixed) RR ([fixed)

or sub-categary n™ i 95% Cl 95% I

01 Citalopram 40mg vs Citalopram 20mgy

Montgomery 2001 &/98 47102 —B— 1.56 [0.4E, E.38]
Subtatal (95% CI EE] loz -~ —— 1.56 [0.4E, E5.36]

Total events: 6 (Dose 1), 4 (Dose 2)
Test for heterogeneity: not applicable
Test for overall effect: Z=0.71 (P =0.43)

02 Citalopram B0mg vs Citalopram 20mgy
Montgomery 2001 4/100 4/102 i 1.0z [0.26, 2.97]
Subtatal (35% CI) 100 102 1.0z [0.28, 2.97]
Total events: 4 (Dose 1), 4 (Dose 2)

Test for heterogeneity: not applicable
Test for overall effect: £ =003 (P =0.53)

03 Citalopram 60mg v= Citalopram 40mg
Montgomery 2001 4/100 6/98 —B— 0.65 [0.19, 2.Z24]
Subtotal (35% CI) 100 LT -~ 0.5 [0.19, 2.24]
Total events: 4 (Dose 1), 6 (Dose 2)

Test for heterogeneity: not applicable
Test for overall effect: £ = 063 (P =0.50)

04 Fluoxetine 40mg vs Fluoxetine 20mg

Beaszley 1992 lz/89 30/87 —— 0.33 [0.21, 0.71]
Montgomery 1933 Z/E2 4453 4 0.5l [0.10, Z.86]
Subtotal (35% CI) 141 140 ~~ctifine-- 0.40 [0.23, 0.71]

Total events: 14 (Dosze 1), 34 (Dose 2)
Test for heterogeneity: Chi* =009, df =1 (P=0.77),F=0%
Test for overall effect: £=3.14 (P =0.002)

05 Fluoxetine B0mg vs Fluoxetine 20mg

Beasley 1992 17790 30/87 —— 0.EE [0.33, 0.32]
Montgomery 1333 1/55 4453 — 0.24 [0.03, Z.09]
Subtatal (35% CN 145 140 ~atilie- 0.5l [0.31, 0.2E]
Total events: 15 (Dose 1), 34 (Dose 2)

Test for heterogeneity: Chi® = 0.33, df =1 (P =0.46), F = 0%

Test for averall effect: £ =261 (P =0.009)

0F Fluo:etine B0mg vs Fluoweting 40my

Beasley 1992 17/20 lz/89 — 1.40 [0.71, 2.76]
Montgomery 1933 1/55 Z/EZ2 + - 047 [0.04, 5.08]
Subtotal (95% CI 145 141 ~=euiiiiine-- 1.27 [0.66, Z.41]

Total events: 15 (Dose 1), 14 (Dose 2)
Test for heterogeneity: Chi* = 0.75, df =1 (P=0.39), F= 0%
Test for overall effect: Z=072 (P =047)

07 Paroxetine 40mg v= Paroxetine 20mg
Hollander 20030 g/88 3588 .31 [0.37, 2.E5]
Subtotal (95% CI) 86 88 0.3l [0.37, 2.2E]
Total events: 5 (Dose 1), 9 (Dose 2)

Test for heterogeneity: not applicable
Test for overall effect: Z=021 (P =0.54)

08 Paroxetine B0mg v= Paroxetine 20mg

Hollander 2003 12/85 9488 —— 1.38 [0.61, 3.11]
Subtotal (35% CI) as 23 e e 1.38 [0.61, 3.11]
Total events: 12 (Dose 1), 9 (Dose 2)

Test for heterogeneity: not applicable

Test for overall effect: Z= 075 (P =0.44)

09 Paroxetine B0mg vz Paroxetine 40mg

Hollander 2003 12/85 8/86 —— 1.5z [0.65, 3.E53]
Subtotal (35% CI) as 26 = - 1.52 [0.65, 3.53]
Total events: 12 (Dose 1), 5 (Dose 2)

Test for heterogeneity: not applicakle

Test for overall effect: =057 (P =0.33)

10 Sertraling 100mg vs Sertraline S0mg

Greist 1995a 11/81 6480 ——— 1.8l [0.70, 4.66]
Subtotal (35% CI) a1 20 -—enil—— 1.81 [0.70, 4.66]

Total events: 11 (Dose 1), 6 (Dose 2)
Test for heterogeneity: not applicakle
Test for overall effect: Z=123(P=022)

11 Sertraling 200mg va Sertraline S0my
Greist 19953 &/80 &/80 i 1.00 [0.34, 2.97]
Subtotal (35% CI) a0 20 1.00 [0.34, 2.97]
Total events: 6 (Dose 1), 6 (Dose 2)

Test for heterogeneity: not applicakle
Test for overall effect: £ =000 (P =1.00)

12 Sertraling 200mg va Sertraline 100my
Greist 1995a 5/80 11s81 —B 0.55 [0.21, 1.42]
Subtotal (35% CI) a0 31 -—cupiiinee-- 0.55 [0.21, 1.42]
Total events: 6 (Do=se 1), 11 (Dose 2)
Test for heterogenetty: not applicable
Test for overall effect: Z=1.23(P=022)

13 Sertraline rapid titration ws slow titration
Bogetto 2002 2717 2718 0.88 [0.14, 5.52]
Subtotal (35% CI) 17 15 —# 0.88 [0.14, 5.52]
Total events: 2 (Dose 1), 2 (Dose 2)

Test for heterogenetty: not applicable
Test for overall effect: Z=013 (P =0.53)

01 02 05 1 2 ] 10

Favours Dose 1 Favours Dose 2
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DRAFT FOR 15T CONSULATION

Revieny: QCD adults: S5Rls

Comparisan: 02 SERIs at different doses (acute phase)

Qutcome: 04 Mon-responders

Stucdy Diosze 1 Dioze 2 RR [fixed) RER [fixed)

o sub-category M il 959 I 9595 I

01 Citalopram 40mg vs Citalopram 20mg

Mortgomery 2001 47798 447102 —B— 1.11 [0.82, 1.51]
Subtatal (95% <0 ET:] 10z -~ —— 1.11 [o.82, 1.511

Total everts: 47 (Dose 1), 44 (Dose 2)
Test for heterogeneity: not applicakle
Test for overall effect: £=0865 (P =0.49)

02 Citslopram B0mg = Citalopram 20mg
Montgomery 2001 FE/£100 444102 —B— 0.8l [0.E7, 1.1E]
Subtotal (95% C 100 10z ——mn—— 0.8l [0.87, 1.15]
Total events: 35 (Dose 1), 44 (Dose 2)
Test for heterogeneity: not applicable
Test for overall effect: Z=115 (P =024)

03 Citalopram B0mg vs Citalopram 40mg

Mortgomery 2001 35,100 47/98 —B 0.73 [0.52, 1.0Z]
Subtatal (5% CI) 100 EL -~ 0,73 [0.52, 1.02]

Total everts: 35 (Dose 1), 47 (Doze 2)
Test for heterogeneity: not applicable
Test for overall effect: =183 (P =007

04 Fluoxetine 40mg = Fluoxeting 20mg

Beasley 1992 ELf29 E2 /37
Mortgomery 1993 23,62 29,63
Subtotal (95% C) 141 140
Total everts: 958 (Dose 1), 101 (Dose 20

Test for heterogeneity: Chi=112,df =1 (P =029), F =109%

Test for overall effect: £=049 (P = 062)

1.0z [0.85, 1.:23]
.86 [0.66, 1.1Z2]
0.%9c [0.22, 1.12]

o

05 Fluoxetine B0mg ws Fluoxetine 20mg

Beasley 1992 £3/90 62787 0.98 [0.81, 1.139]
Mortyomery 1993 34755 39453 .84 [0.65, 1.09]
Subtatal (95% CN 145 140 0.93 [0.73, 1.08]

]

Total everts: 97 (Dose 13,101 (Dose 22
Test for heterogeneity; Chif=089,df =1 (P=034),F=0%
Test for overall effect: £=0496 (P = 0.34)

06 Fluoxetine B0mg s Fluoxeting 40mg

Bessley 1992 £3/30 ELSE9
Montgomery 1993 Z4,EE 33SEE
Subtotal (95% <N 14% 141
Total events: 37 (Dose 1), 95 (Dose 2)

Test for heterogeneity; Chi* =001, di =1 (P =093),F =0%

Test for overall effect: Z =046 (P = 0635)

0.2¢ [0.80, 1.1K&]
.27 0.7z, 1.21]1
O.2e [0.8Z, 1.1Z2]

]

07 Paroxetine 40mg vs Paroxetine 20mg
Hallander 2003d El/86 EZ/B8 — B 0.84 [D.67, 1.0E]
Subtatal (95% 1) 26 a8 e _and 0.4 [0.67, 1.0E]
Total events: 51 (Dose 1), 62 (Dose 2)
Test for heterogeneity: not applicable
Test for overall effect: Z=153(P=013)

05 Paroxetine B0mg vs Paroxetine 20mg
Hallander 2003d 48/85 62488 —B— 0.80 [0.64, 1.01]
Subtatal (95% N as ag —~aaiiiies- 0.80 [0.&64, 1.01]
Total everts: 48 (Dose 1), 62 (Dose 2)
Test for heterogeneity: not applicable
Test for overall effect: Z=11 .88 (P = 0.08)

09 Paroxetine B0my s Paroxetine 40mg
Hollander 2003d 45755 Llrs56 0.95 [0.74, 1.23]
Subtotal (95% CN g5 =1 i 0.95 [0.74, 1.23]
Total everts: 48 (Dose 1), 91 (Dose 2)

Test for heterogeneity: not applicakle
Test for overall effect: £=037 (P =0.71)

0.a or 1 13 2
Fawours Dose 1 Fawvours Dose 2
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DRAFT FOR 15T CONSULATION

Review: OCh adults: SSRIs
COmparison; 02 SERlz st different doses (acute phasze)
Cutcome: 05 Y -BoOCs
Stucly Dose 1 Doze 2 SMD (fixed) ShiD [ fied)
or sub-category ] Mean (=0 M Mean (S0 95% C 95%
01 Calopram 40mg ws Citalopram 20mg |

Maortgotmnersy 2001 98 —8.90{7_ 00} 10E —g_40(7_30) | ] -0.07 [-0.35, 0.21)
Subtotal (35% CI) ag 10z & -0.07 [-0.35, 0.21]
Test for heterogeneity; not applicakble
Test for overall effect £ =049 (P = 062)
02 Citalopram S0mg ws Citalopram 20mg

Mortgomery 2001 pRus} —lo0.40(e.20) 10Z -2.40(7.30) o -0.z282 [-0.5s, 0.00]
Subtotal (95% CI) 100 10z L -0.28 [-0.E55, 0.00]
Test for heterogeneity: not applicable
Test for overall effect; £ =195 (P =005)
03 Citalopram S0mg ws Citalapram 40mg

Maortgotmnersy 2001 100 —=10.40{&.90) ag —g_90(7._00) F ] -0.22 [-0.4%, 0_.0&)
Subtotal (95% CI) 100 a5 -« -0.2Z [-0.4%, 0.06]
Test for heterogeneity; not applicakble
Test for overall effect. Z=151 (P=013)
04 Fluoxetine 40mg vs Fluoxetine 20mg

Beasley 1932 g7 12 10{7.20) 7L lg.20(2_ 30} - 0,10 [-0.42, 0.232]

Montgomery 1993 LE -4_76(6.89) 5Z -5.13(6.41) — 0.08 [-0.33, 0.44]
Suktatal (95% CI) 119 127 ‘ -0.03 [-0.28, 0.22]
Test for heterogeneity: Chi® =033, df =1 (P =0.55), F=0%
Test for overall effect, Z =026 (P = 0500
05 Fluoxetine B0mg vs Fluoxetine 20mg

Beaszley 1992 E3 1&6_80(7_ 20} 7L 1z_20(5_30) - -0.2&6 [-0.5%, 0.07]

Mortgomery 1993 Ed -&.07{&e.32) Lz -5 13641} - =0.14 [-0.5Z, D.z4]
Subtotal (95% CI) 122 127 < —0.21 [-0.46, 0.04]
Test for heterogeneity: Chi* =021, df =1 (P=064), F=0%
Test for overall effect: =163 (P =010)
06 Fluoxetine B0my vs Fluoxetine 40mg

Beaszley 1992 53 16_80(7.80) &7 18.10(7_90) h_3 -0.1&6 [-0.50, 0.17]

Morntgomery 1993 b4 —6_07(6_3E) 5z —-4_TE(6_83) -0.1% [-0.57, 0.13]
Subtotal (95% CD lzz 112 -0.18 [-0.43, 0.08]
Test for heterogeneity: Chif =001, df =1 (P=0233), F=0%
Test for overall effect £ =136 (P =018)
07 Sertraline rapid titration vs show titrstion

Bogetto 2002 14 1Z_43(3.78) 1z 123 54(4.03) — -0.28 [-1.03, 0.48]
Subtotal (95% CI) 14 13 et -0.28 [-1.03, 0.48]
Test for heterogeneity: not applicable
Test for overall effect, Z=071 (P =048)

-4 -2 i 2 4
Fawvours Dose 1 Favours Dose 2

Review: QCD adults: 35Rls
Comparison: 02 S5Rlz at different doses (acute phaze)
Cutcarme: 06 PlIbdH-CoZ
Study Dose 1 Doze 2 SMD (fixed) SO (fized)
o sub-category ] Mean (S0 M Mean (S0 95% C 5% Cl
01 Calopram 40mg ws Citalopram 20mg |

Mortgomery 2001 EE —Z.50(Z.80) 10z —Z.20(Z. 5 — -0.04 [-0.31, 0.Z4]
Subtotal (95% CI) o8 102 ~aiiine-- -0.04 [-0.31, 0.24]
Test for heterogeneity: not applicable
Test for overall effect Z =027 (P=073)
02 Citalopram S0mg ws Citalopram 20mg

Montgomery 2001 100 —-3.10(Z.60) 10z -Z.80(Z_&0) — 1 0.1z [-0.3%, 0.1&]
Suktatal (95% CI) 100 1oz =il -0.1Z [-0.3%2, 0.18]
Test for heterogeneity: not applicable
Test for overall effect, Z=0853 (P =041)
03 Calopram G0mg ws Citalopram $0mg

Morntgomersy 2001 1laa —3.10{Z_ &0} k=] —Z_90(z_80) — 1 -0.a7 [-0.35, 0.&0]
Subtotal (95% CI) o0 ag ~=enliiiee-- -0.07 [-0.35, 0.20]
Test for heterogeneity: not applicable
Test for overall effect £ =052 (P = 060)

-1 05 1] 0.5 1

Fawours Dose1  Fawvours Dose 2
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Review: OCh adults: SSRIs
COmparison; 02 SERlz st different doses (acute phasze)
Outcome: 07 Hamitton Rating Scale for Depression
Stucly Dose 1 Doze 2 SMD (fixed) ShiD [ fied)
or sub-category ] Mean (=0 M Mean (S0 95% C 95%
01 Fluoxetine 40mg ws Fluoxeting 20mg

Mortgotnery 1993 LE —Z.BE{&. 7T Lz —-l.85{6._04) —_— 1T -0.11 [-0.4%, 0_28)
Subtotal (95% CI) 34 £z ~=nnii—— -0.11 [-0.4%, 0.2&]
Test for heterogeneity; not applicakble
Test for overall effect. £ =055 (P = 0455)
02 Fluoxetine BOmg vs Fluoxetine 20mg

Mortgomery 1993 Ed —3.41(&.Z3) Lz =l.55(6e.04) T 1 =0.2E5 [-0.63, 0.1Z)
Subtotal (95% CI) 54 gz -=aaiiiee- -0.Z5 [-0.63, 0.13]
Test for heterogeneity: not applicable
Test for overall effect: £ =129 (P =020)
03 Fluoxetine B0my vs Fluoxetine 40mg

Mortgotnery 1993 L4 —3.41(&6.E3) Lz —E_LRE(E.7T) — 1 -0.13 [-0.51, 0O.zE&]
Subtotal (95% CI) 54 -4 -~ -0.13 [-0.51, 0.&5]
Test for heterogeneity; not applicable
Test for overall effect: Z=0E5 (P =050)

-1 -0.5 i} 05
Fawvours Dose1  Fawvours Dose 2

Reviewy: QCD adults: S5Rls
COmparison: 02 S5RI= &t different doses (acute phase)
Outcorme: 05 Montgomery-&Ashery Depression Rating Scale
Study Dosze 1 Doze 2 SMD (fixed) ShD (fized)
o sub-category ] Mean (500 M Mean (500 895% Cl 95% Cl
01 Citalopram 40mg ws Citalopram 20mg

Mortgomery 2001 o8 —3.20(5. 200 10Z -2.40(c. 30} — T 0,09 [-0.2&, 0.19]
Suktotal (95% CI) a5 1oz -0.08 [-0.35, 0.19]
Test for heterogeneity: not applicable
Test for overall effect, Z=0861 (P =0354)
02 Citalopram S0mg ws Citalapram 20mg

Maortgotmnersy 2001 100 —4_00{&_ E0) 10E -3 40530} — 1 -0.0% [-0.37, 0.18]
Subtotal (5% CI) 100 10z e -0.0% [-0.37, 0.1%]
Test for heterogeneity; not applicakble
Test for overall effect. Z =066 (P =051)
03 Citalopram 60mg ws Citalopram 40mg

Mortgomery 2001 pRus} —4.00{e. 50} o2 —2.80(E 2D — 0.0z [-0.20, 0.zZ£)
Subtotal (95% CI) 100 2g ~=enpifiiane- -0.02 [-0.30, 0.26]
Test for heterogeneity: not applicable
Test for overall effect: Z=012(P=051)
04 Fluoxetine 40mg w= Fluoxetine 20mg

Mortgotnery 1993 LE —5_E0(&.19) Lz —E. 958093} e e -0.27 [-0.66, 0.11]
Subtotal (95% CI) 34 £z e e -0.27 [-0.66, 0.11]
Test for heterogeneity; not applicable
Test for overall effect Z=133(P=017)
05 Fluoxetine BOmg vs Fluoxetine 20mg

Mortgomery 1993 Ed =E.EZ0(8.73) Lz —Z.8e (803 T 1 =0.zZ& [-0.&65, D.1Z]
Subtotal (5% CN) 54 5z -~ -0.26 [-0.65, 0.12]
Test for heterogeneity: not applicable
Test for overall effect: £=135(P=018)
06 Fluoxetine B0mg vs Fluoxetine 40mg

Mortgotnery 1993 L4 —5_ED(8.73) Lz -5 EO(B_19) — o.0o0 [-0.38, 0.38]
Subtotal (95% CI) 54 -4 e 0.00 [-0.38, 0.38]
Test for heterogeneity; not applicable
Test for overall effect: Z=000(P =1 .00)

-1 -0.5 i} 05
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OCh adults: SSRIs
02 SERlz st different doses (acute phasze)
09 Sheehan Disakbility Score: family

Review:
COmparison;
Cutcome:

Stucly Dose 1
or sub-category ] Mean (=0

Dose 2
Mean (S0

SMD (fixed)
95% |

SMD (fixed)
95%

01 Calopram 40mg ws Citalopram 20mg
Maortgotmnersy 2001 I8
Subtatal (95% C) ag
Test for heterogeneity; not applicakble
Test for overall effect. £ =0950(P =037

—E_10{Z.30)

02 Citalopram 60mg ws Citalopram 20mg
Morntgomery 2001 lo0
Suktotal (95% CI) 100
Test for heterogeneity: not applicable
Test for overall effect: Z =147 (P=014)

—2.300(Z.40)

03 Citalopram 80mg ws Citalopram 40mg
Mortgotmnersy 2001 100
Subtatal (35% C) 100
Test for heterogeneity; not applicable
Test for overall effect: Z =060 (P = 055)

—2.30(Z._ 40}

10z
10z

lo0z
10z

L]
L]

-1.80(Z_ 40}

-1l.50(2.40)

-2.lo{z.3m

Y

S

.1z

W21
JE1

.ns

[-0.40, 0.
[-0.40, 0.

_36
-36

.48, 0.
_48, 0.

15]
1E]

07]
07]

-19]
-13]

QCD adults: S5Rls
02 S5RI= &t different doses (acute phase)
10 Sheehan Disabilty Score: social

Reviewy:
COmparison:
Outcarme:

Study Dose 1
o sub-category ] Mean (500

Doze 2
Mean (500

-1 0.8 i ns

Fawvours Dose1  Fawvours Dose 2

ShD (fixed)
95% I

ShiD (fixed)
95%

01 Citalopram 40mg ws Citalopram 20mg
Morntgotmery 2001 98
Suktotal (95% CI) a5
Test for heterogeneity: not applicable
Test for overall effect: Z=031 (P=075)

-l.90{Z.30)

02 Citalopram S0mg ws Citalapram 20mg
Maortgotmnersy 2001 100
Subtatal (95% C) 100
Test for heterogeneity; not applicable
Test for overall effect. Z=120(P =023)

—E_40(Z.50)

03 Ctalopram 60mg ws Citalopram 40mg
Morntgomery 2001 lo0
Suktotal (95% CN 100
Test for heterogeneity: not applicable
Test for overall effect: Z=145(P=015)

—2.40{Z.50)

o0z
10z

10z
10z

ag
o8

-Z.00{2.2m

—E_0O0(Z_EZ0)

=1l 30(2.2m
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W21
JE1
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_07]
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J11]
.45, 0.

11]

07]

QCD adults: 35Rls
02 S5Rlz at different doses (acute phaze)
11 Sheshan Disabilty Score: weark

Review:
Comparison:
Cutcarme:

Study Dose 1
o sub-category ] Mean (S0

Doze 2
Mean (S0

-1 -0.5 1} 05

Fawours Dose 1 Fawours Dose 2

SMD (fixed)
953%

SMD (fixed)
Q5%

01 Calopram 40mg ws Citalopram 20mg
Morntgomersy 2001 g
Subtotal (25% CD EE]
Test for heterogeneity: not applicable
Test for overall effect: £ = 060 (P = 055)

=Z.10(Z.30)

02 Citalopram S0mg ws Citalopram 20mg
Montgomery 2001 100
Subitotal (95% C1) 100
Test for heterogeneity: not applicable
Test for overall effect, Z=029(P =077

—2.00{Z. 50}

03 Calopram G0mg ws Citalopram $0mg
Morntgomersy 2001 1040
Subtotal (85% CN oo
Test for heterogeneity: not applicable
Test for overall effect Z=029(P=077)

—EZ_00{z.50)

1oz
10z

10z
10z

1]
ag

=l.90(z_ 40}

-1l.%0(2.40)
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Revieny: QCD adults: S5Rls

Comparisan: 03 SERls ws ather SSRIs (acute phase)

Qutcome: 01 Leaving study early

Stucky SSRIM SERI2 RR (fixed) RR (fixed)
o sub-category M il 959 I 9595 I

01 Citalopram ws Fluvoxamine
hunco 19973 0s11 os10 Not estimable
Subtotal (95% CN u] u] HNot estimable
Total events: 0 (S5RI1), 0(S5R2)

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

02 Citalopram ws Paroxeting
hdundo 19973 as11 oso HNot estimable
Subtotal (959% Ch i] i] Not estimable
Tatal everts: 0(SSRI1), 0(S5RI2)

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

03 Fluoxeting vz Sertraline
Bergeron 2002 22773 22477 1.05 [0.64, 1.73]
Subtotal (95% CN) 73 77 * 1.05 [0D.64, 1.73]
Tatal everts: 22 (SSRI1), 22 (S5RI12)

Test for heterogeneity: not applicable
Test for overall effect: Z=021 (P = 0.383)

04 Fluvaxamine vz Paroxetine
hiunco 19973 as10 as9 HNot estimable
Subtotal (95% CN u] u] Not estimable
Total events: O (SSRI1), 0(S3RI2)

Test for heterogeneity: not applicakle
Test for overall etfect: not applicable

0.a or 1 13 2
Favours ISR Favours ISR 2

Revieny: OCD adults: S5RIs
Comparison: 03 SERls ws ather SSRIs (acute phase)
Qutcome: 02 Leaving study early due to adverse events
Sty SSRM ZERI2 RR (fixed) RR (fixed)
or sub-categary Nt it 959 I 959 Cl
01 Citalopram ws Fluvoxamine
munda 1997 a as11 as10 Not estimable
Subtotal (959 Ch) i] i] Not estimahle

Tatal everts: 0(SSRI1), 0(S5RI2)
Test for heterogeneity: not applicable
Test for overall effect: not applicakle

02 Citalopratn ws Paroxeting
hunda 19973 0s11 0s9 HNot estimahle
Subtatal (959 Ch i i Hot estimahle
Total everts: 0 (S5RI1), OCS5RI 2

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

03 Fluoxeting vz Sertraline

Bergeron 2002 10573 158777
Subtotal (95% CN ek 77
Total events: 10 (ZSR11]), 13 (S5R12)

Test for heterogeneity: not applicakle

Test for overall effect: £=0294 (P =0.35)

o.70 [0.34, 1.48]
o.70 [0.34, 1.48]

k

04 Fluvaxamine vs Paroxetine
hunclo 19973 os1l0 0sa Not estimable
Subtotal (95% CN u] u] HNot estimable
Total events: 0 (S5RI1), 0(S5R2)

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

01 02 s 1 2 5 10
Favours 35RI1  Favours S5RI2
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Revieny: QCD adults: S5Rls
Comparisan: 03 SERls ws ather SSRIs (acute phase)
Qutcome: 03 Mon-responders
Sty SERIM SERI 2 RR (fixed) RR (fixed)
o sub-category M il 959 I 9595 I
01 Citalopram ws Paroxetine
Mundo 19975 7511 E/9 1.15 [O.EBE, 2.39]
Subtatal (9329 CN 11 ] 1.15 [O.E5, 2.32]
Total everts: ¥ (SSRI1), 5 (S5RI2)
Test for heterogeneity: not applicakle
Test for overall effect: £=036 (P =0.72)
03 Fluvoxamine vs Citalopram
Mundao 19973 4410 7411 ——— 0.63% [0.28, 1.E5Z]
Subtotal (95% <N 10 11 -~nnil—— 0.3 [0.28, 1.52]
Total events: 4 (SSRI1), 7 (SERI2)
Test for heterogeneity: not applicable
Test for overall effect: Z=1 .03 (P = 0.30)
04 Fluvoxamine vs Paroxetine
Munca 19973 4410 543 —B— 0.7z [0.22, 1.88]
Subtotal (95% CN) 10 9 -—nni - 0.7z [D.Z8, 1.88]
Total everts: 4 (SSRI1), 5 (S5RI12)
Test for heterogeneity: not applicable
Test for overall effect: £ =067 (P =0.50)
o1 02 03 1 2 a2 10
Favourz S5RI1 Favours SSRI12
Revieny: QCD adults: S5Rls
Comparisan: 03 SERls ws ather SSRIs (acute phase)
Outcome: 04 Man-remiters
Sty SERIM SERI 2 RR (fixed) RR (fixed)
o sub-category M il 959 I 9595 I
01 Fluoxeting vz Sertraline
Bergeron 2002 E773 E0477 +—— l.z0 [0.98, 1.47]
Subtatal (95% <0 73 77 +oiii.- l.20 [0.28, 1.47]
Total events: 57 (SSR11), 20 (S5RI12)
Test for heterogeneity: not applicakle
Test for overall effect: £=1.77 (P = 0.08)
05 oy 1 15 2
Favours 35RI1  Favours S5RI2
Reviemw: CCD adults: S5R1s
COmparison: 03 S5Rlz vs other S5R1: (acute phase)
Outearme: 05 Y -BOCS
Study SERIM SERI2 ShAD (fixed) ShiD (fixed)
o sub-category ] Mean (500 Mean (500 895% Cl 95% Cl
02 Fluoxetine vs Sertraline at 12 weeks |
Bergeron 2002 7z 6. 1005, 40} 76 -8.40(6.20) = 0.39 [0.07, 0.72]
Subtotal (95% CI) 7z 76 4 0.3% [0.07, 0.72]
Test for heterogeneity: not applicable
Test for overall effect: £ =237 (P=002)
03 Fluvoxaming vs Citalopram
Munco 19975 10 16.20(8.90) 11 19.80(10.10) = -0.36 [-1.23, 0.50]
Subtotal (95% CI) 10 11 <4 -0.326 [-1.23, 0.E0]
Test for heterogeneity; not applicable
Test for overall effect Z=082(P=041)
04 Fluvoxamineg vs Paroxetine
hiuncio 1997a 10 Lle.zZ0(g. 20} 2 zl.80(7.60) k) -0.6Z [-1.55, 0.31]
Subtotsl (95% CI) 10 2 - -0.62 [-1.55, 0.31]
Test for heterogeneity: not applicable
Test for overall effect: =131 (P=019)
05 Paroxetine vs Citalopram
Munco 19975 ] Z1.60(7.600 11 19.80(10.10) E 3 0.19 [-0.69, 1.07]
Subtotal (95% CI) ] 11 o4 0.1% [-0.63, 1.07]
Test for heterogeneity; not applicable
Test for overall effect: Z=042 (P =0ET)
-10 -5 0 5 10
Fawvours S2RI1  Favours SSRI12
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Review: OCh adults: SSRIs
COmparison; 03 S5Rls vs other SSRls (acute phase)
Cutcome: 06 MIkdH-CiC
Stuly SSRI1 SSRI2 SMD [fixed) SMD [ fixed)
or sub-category ] Mean (=0 M Mean (S0 95% C 95%
01 Fluoxeting vs Settralineg |
Betgeron 2002 7z 5.70(Z.60) 76 E_E0(Z.50) B 0.07 [-0.25, 0.40]
Subtotal (35% CI) 7z 7 & 0.07 [-0.25, 0.40]
Test for heterogeneity: not applicakle
Test for overall effect. £ = 045 (P = 0E5)
02 Fluvoxamineg vs Citalopram
hunco 19978 10 6.22(1.81) 11 @.E2(l.88) — -l.zz [-2.17, -0.27]
Subtotal (95% CI) 10 11 =i -1.2% [-2.17, -0.27]
Test for heterogeneity: not applicable
Test for overall effect: £ =252 (P =001)
03 Fluvoxaming vs Paroxetine
hunco 19978 10 6.23(1.81) a 772020 — -0.77 [-1.71, 0.17]
Subtatal (95% C) 10 a o -0.77 [-1.71, 0.17]
Test for heterogeneity; not applicable
Test for overall effect: Z=1E0(P =0.11)
04 Paroxetine vs Citalopram
hunco 19978 k] 7.77(E.02) 11 g.E2(1.88) 1 -0.40 [-1.29, 0.49]
Subtotal (95% CN 3 11 =ssllie- -0.40 [-1.29, 0.49]
Test for heterogeneity: not applicable
Test for overall effect: £ =085 (P = 0358)
-4 -2 1] 2 4
Fawours S5RI1 Favours S5RI12
Review: OCh adults: SSRIs
Comparison: 03 ==2Rls vs ather 33Rls (acute phase)
Outcome: 07 Hamitton Rating Scale for Depression
Stucy SSRI SSRI2 SMD (fixed) SMD (fixed)
ar sub-cateaary I hean (S0 M Mean (300 93% Cl 93% Cl
01 Fluoxeting vs Settralineg
Bergeron 2002 7z 7.101(5.40) 76 &.2004.60) o B — a.1s [-0.14, 0.50]
Subtotal (95% CI) 7z 76 =i 0.18 [-0.14, 0.50]
Test for heterogeneity: not applicable
Test for overall effect: £ =109 (P =0258)
-1 05 1] 0.5 1
Favours 55RI1 Favours S5R12
Revieny: OCD adults: S5RIs
Comparison: 04 SERIs ws Clomipramine (acute phase)
Outcome: 01 Adverse events
Studdy ZZRI Clomipramine RR (fixed) ER (fixed)
or sub-categary Nt it 959 I 959 Cl
01 Fluvoxamine vs Clomipramine
Freeman 1994 30734 Zd /30 —_— 1.1 [o0.82, 1.37]
Koran 1996a 35737 39741 0.%% [0.20, 1.10]
Mundo 2001 81/11kE 847112 —a— o.94 [O_.20, 1.10]
Subtatal (95% CI) 126 182 il 0.9% [0.89, 1.09]
Total events: 1468 (SSRI, 147 (Clomigpramine)
Test for heterogeneity: Chi* =1 47 di =2 (P =048),F =0%
Test for overall effect: Z=036 (P =072)
02 Paroxetine w2 Clomigpramine
Burnkaim 1993 7rA8E s0/s8z2 0.9¢ [0.20, 1.03]
Zohar 1996 163201 8E/99 % o.94 [0.85, 1.05]
Subtatal (95% N zaa 181 0.95 [0.89, 1.02]
Tatal everts: 240 (SSRI), 165 (Clomipramine)
Test for heterogeneity: Chif=013,di =1 (P=072),F =0%
Test for overall effect: Z=145(P=0.15)
03 Sertraline vs Clomipramine
Azkin 1999 Trla 13718 -———— o.&k4 [O.Z2, 1.03]
Bizserhe 1997 E&rBE E7rg2 — 0.924 [0.7&, 1.1&]
Subtatal (95% CN 104 100 ~angiinee- 0.8 [0.71, 1.08]
Tatal everts: 63 (SSRI, 70 (Clomipramine)
Test for heterogeneity: Chiz=262, df =1 (P =011, F = 61.8%
Test for overall effect: £=1.41 (P =0.1E)
Total (95% CI) E73 464 L 0.35 [0.89, 1.00]
Tatal everts: 449 (SSRI), 352 (Clomipramine)
Test for heterogeneity: Chi*=583, df =6(P=043),F=0%
Test for overall effect: £=1.80(P =0.07)
05 oy 1 15 2

Favourz SRl Favours Clomipramine
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Revieny: QCD adults: S5Rls

Comparisan: 04 SERIs vs Clomipramine (acute phase)

Qutcome: 02 Attempted suicide

Stucdy SSRI Clomigrarmine RR [fixed) RER [fixed)

o sub-category M il 959 I 9595 I

01 Sertraline vs Clomipramine

Bizzerhe 1997 1/88 3/82 —B 0.32 [0.03, 2.33]
Subtatal (95% CN) 55 g2 -~ —— 0.3z [0.03, 2.99]

Tatal everts: 1 (SR, 3 (Clomipraming)
Test for heterogeneity: not applicakle
Test for overall effect: £=1.00(FP = 0.32)

0.0 IR 1 10 100
Favourz SRl Favours Clomipramine

Rerviena: QD adults: SSRIs
Comparison; 04 SZRlz ve Clomipramine (acute phasze)
Outcome: 035 Leaving study early
Shudy SERI Clomipramine RR (fixed) RR (fixed)
or sub-category it T 95% Cl 95% Cl
01 Fluoxetine vs Clomipramine
Lopez-lhar 1996 530 4525 —_—— 1.04 [O.31, 3_.47]
Subtatal (95% C 530 4725 -~ 1.04 [0.31, 3.47]

Test for heterogeneity: not applicable
Test for overall effect: Z =007 (P =095)

02 Fluvoxamine s Clomipramine

Freeman 19394 /34 11732 e S 0.5l [O.zz2, 1.23]
Horan 19963 /37 1Er4z2 —a—— 0.6l [0.22, 1.28]
Milanfranchi 1997 aslz 171z 4 = 0.33 [0.01, 7.50]
Wuncla 2001 137118 Z&S11E —— 0.7l [0.42, 1.21]
Smeraldi 13392 lre 1 4 l.00 [0.085, 12Zz_5g]
Subtotal (95% CN 347208 Ldsz08 il O.&64 [0.44, 0.93]
Test for heterogeneity: Chif=0.71,df =4 (P =093),F =0%

Test for overall effect: £=234 (P =0.02)

03 Paroxetine vs Clamigpramine

Burnbam 1993 ZEBfBE ZEBrBE l.00 [O.&5, 1.53]
Zohar 19963 43201 24/93 { o.71 [O0.43, 1.0z2]
Subtatal (95% CN TTSEEE E2s181 0.8z [0.62, 1.08]

Test for heterogensity: Chiz =144, df =1 (P =023), F = 30.4%
Test for overall effect: £=1.41 (P =0.1E)

04 Zertraline vs Clomipramine
A=kin 1999 Z/z0 4722 o.55 [O.11, Z.89]
Bizzerhe 1997 23586 3ESBE —— B3 [0.41, 0.3%6]
Subtotal (95% CN ZE/LOE 39/104 ol 0.62 [0.41, 0.34]
Test for heterogeneity; Chi* =002, di =1 (P =0.88), F =0%
Test for overall effect; Z=2.25 (P =0.02)

]

Total (95% CI) 1417624 1E3/E1E 3 0.7z [0.53, 0_88]
Test for heterogeneity: Chi* =4 26 df =3 (P =0.389), F = 0%
Test for overall effect: £=329 (P =0.001)

o1 02 s 1 2 5 10
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Revieny: QCD adults: S5Rls
Comparisan: 04 SERIs vs Clomipramine (acute phase)
Qutcome: 04 Leaving study early due to adverse events
Stucdy SSRI Clomigrarmine RR [fixed) RER [fixed)
o sub-category M il 959 I 9595 I
01 Fluoxetine vs Clomigpramine
Lopez-lkhor 1996 1730 1725 0.83 [0.0&, 1Z2.68§8]
Subtatal (95% CN) 30 25 -~ —— 0.8% [0.05, 12.66]
Tatal everts: 1 (SSRD, 1 (Clomipraming)
Test for heterogeneity: not applicakle
Test for overall effect: Z=013 (P =0.30)
02 Fluvoxamine vs Clomipramine
Freeman 1994 Er34 4,30 —_— 1.1 [0.33, 3.73]
Koran 1996a Er37 Tr4E —— 0.81 [0.Z8, Z.34]
Milanfranchi 1397 as13 as13 Not estimable
Wundo 2001 a/11E 12/11% —a— 0.4% [0.z3, 1.04]
Smeraldi 1392 /8 o/e 200 [0.1E, £1.74]
Subtatal (5% CI) z05 z03 L 0.69 [0.41, 1.17]
Total events: 20 (SSR0, 29 (Clomipramine)
Test for heterogeneity: Chi® =238, df = 3 (P =0.50), F = 0%
Test for overall effect: Z=135(P=017)
03 Paroxetine w2 Clomigpramine
Burnbaim 19393 1E/52 17782 —a— 0.85 [0.47, 1_65]
Tohar 19965 l3s201 175949 —— 0.5z [0.28, 0.97]
Subtotal (95% C z83 121 L 0.65 [0_44, 1_04]
Tatal everts: 33 (SSREID, 34 (Clomipramine)
Test for heterogeneity: Chiz=1 38, di =1 (P =024), F = 27 5%
Test for overall effect: £=1.77 (P = 0.05)
04 Sertraline vs Clomipramine
Biszerke 1997 Q785 Z21r82 —— 0,41 [O.Z0, 0.34]
Subtatal (95% CN =1 gz il 0.41 [0.Z0, 0.84]
Tatal everts: 9 (SR, 21 (Clamigpramine)
Test for heterogeneity: not applicakle
Test for overall effect: £=244 (P =0.01)
Total (95% CI) £04 491 *» 0.62 [0.46, 0.84]
Tatal everts: 63 (SSRID, 85 (Clomipramine)
Test for heterogeneity: Chit=541,df =7 (P=0E1),F=0%
Test for overall effect: Z=311 (F = 0.002)

o.m IR 10 100
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Revieny: QCD adults: S5Rls
Comparisan: 04 SERIs vs Clomipramine (acute phase)
Qutcome: 05 Mon-responders
Stucdy SSRI Clomigrarmine RR [fixed) RER [fixed)
o sub-category M il 959 I 9595 I
01 Fluoxetine vs Clomigpramine
Lopez-lhor 1996 ZEs30 11725 . 1.67 [1.0F, 2.73]
Subtatal (95% CI) 20 25 = -- 1.67 [l.02, 2.73]
Tatal everts: 22 (SSRED, 11 (Clomipramine)
Test for heterogeneity: not applicakle
Test for overall effect: £=203 (P =0.04)
02 Fluvoxamine vs Clomipramine
Koran 1996a 158/37 Z1/4E —— 0.27 [0.62, 1.82]
Milanfranchi 1997 ZS13 313 0.&7 [0.13, 3.35]
Mundo 2001 46/115 447117 1.0z [O.74, 1_40]
Subtotal (95% CN) 165 167 t 0.2% [0.76, 1.Z8]
Total events: 66 (SSRI, 65 (Clomipramine)
Test for heterogeneity: Chi* =027, df =2 (P =0.388),F =0%
Test for overall effect: Z =005 (P =0493)
03 Paroxetine w2 Clomigpramine
Burnkaim 1993 47582 4782 —i— 1.1z [O.84, 1_48]
Zohar 1996 QEFEOL 4799 o.96 [0.75, 1_25]
Subtatal (95% N zaa 181 t 1.03 [0.85, 1.Z24]
Tatal everts: 139 (SSRI), 89 (Clomipramine)
Test for heterogeneity: Chif=0593, df =1 (P =0.44), F = 0%
Test for overall effect: =027 (P =0.79)
04 Sertraline vs Clomipramine
Biszerke 1997 Zd 865 Z9r82 —a— a.79 [O.E50, 1.24]
Subtatal (95% CN =1 gz . 0.7% [0.80, 1.24]
Tatal everts: 24 (SSRI), 29 (Clomipramine)
Test for heterogeneity: not applicakle
Test for overall effect: £=11.04 (P =0.30)
Total (95% CI) EEd 45K E 3 1.0z [0.89, 1.17]
Tatal everts: 251 (SSRI, 197 (Clomipramine)
Test for heterogensity: Chir=601,df =6 (P =0421,F=01%
Test for overall effect: £Z=024 (P =0.51)
o1 02 os A 2 5 10
Favourz SRl Favours Clomipramine
Reviemw: CCD adults: S5R1s
COmparison: 04 S5RIz vs Clomipramine [acute phase)
Outearme: 06 % -BOCS
Study S5RI Clomipratming SMD (fixed) ShD (fized)
o sub-category ] Mean (500 M Mean (500 895% Cl 95% Cl
01 Fluoxeting ws Clomipramine
Lopez-lkar 1936 30 —7.50(3.Z9) z4 -8.90(7.13) —_— 0.l6 [-0.37, 0.70]
Subtotsl (95% CI) 30 z4 - ——— 0.16 [-0.37, 0.70]
Test for heterogeneity: not applicable
Test for overall effect; £ =060 (P = 0355)
02 Fluvoxaming vs Clomipramine
Koran 1996a 34 17.80(7.70) 39 17.00(8_ 55} — 0.10 [-0.36, 0.58&]
Milanfranchi 1997 13 18.40{5.20) 1z 1€.E0{11.00) 0,18 [-0.60, 0.37]
hiuncio 2001 &7 14.70(10.10} &l lz.50(8.00) — 0.Z4 [-0.11, 0.59]
Smeraldi 1992 5 lg.Z0(Z. 500 [ 15.20(12.40) b 0.30 [-0.%5, 1_55]
Subtatal (95% CI) 119 117 o 0.19 [-0.06, 0.45]
Test for heterogeneity: Chi* =026, df =3(P=0597), F=0%
Test for overall effect, Z=146(P=014)
03 Paroxeting ws Clomipratnine
Burnham 1933 73 —E.E1({7.47) -] =7.7ELT_42) 1 0.8 [-0.02, 0.80]
Zohar 1996a 198 -5.00(g.00} L -5.00(8.20) — 0.00 [-0.25, 0.Z5]
Subtotal (95% CI) z77 17z 'b- 0,11 [-0.0%9, 0.30]
Test for heterogeneity: Chi*=1.94, df =1 (P =0.16), F = 45 4%
Test for overall effect: £ =109 (P =0258)
Total (5% CI) 476 313 - 0.14 [-0.01, 0.29]
Test for heterogeneity: Chi*=247 df =6(P=087), F=0%
Test for overall effect: £ =1 85 (P = 0.08)
-1 -0.5 1] 0.5 1
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Review: OCh adults: SSRIs
COmparison; 04 SERlz vs Clomipramine (acute phase)
Cutcome: 07 MIkdH-CC
Stucly S5R1 Clomiptatnine SMD (fixed) ShiD [ fied)
or sub-category ] Mean (=0 M Mean (S0 95% C 95%
01 Fluvoxaming vs Clomipramineg |
Munco 2001 11z L.90{3_ 10} 105 L g0iz_ g0 —— o.o0o0 [-0.27, O.27]
Subtotal (95% CI) 11z 108 -*-— 0.00 [-0.27, 0.27]
Test for heterogeneity; not applicakble
Test for overall effect. £ =000 (P =1.00)
02 Paroxetine ws Clomiprarmine
Burnham 19393 73 =l.42{Z.04) e —Z.0e(Z2.03) 0,31 [0.00, O.&2]
Zohar 1956a 138 —Z_E0(Z.30) o4 -Z_L0(Z_e0) — o.0o0 [-0.&5, 0O.Z5]
Substatal (95% CI) 277 172 Sl 0.12 [-0.08, 0.21]
Test for heterogeneity: Chi* =236, df =1 (P =012), F = 57 5%
Test for overall effect, Z=120(P =023)
Tatal (95% CI) 389 277 i 0.08 [-0.08, 0.23]
Test for heterogeneity: Chi® = 2.86, df = 2 (P = 0.24), F = 30.0%
Test for overall effect, £ =057 (P =033)
-1 0.3 0 045 1
Favours SSRI Favours Clomipramine
Reviewy: QCD adults: S5Rls
COmparison: 04 S5RIz vs Clomipramine [acute phase)
Outcorme: 05 Comprehensive Psychopathological Rating Scale: obsessive-compulsive
Study S5RI Clomipratming SMD (fixed) ShD (fized)
o sub-category ] Mean (500 M Mean (500 895% Cl 95% Cl
01 Fluoxeting ws Clomipramine
Lopez-lbor 1936 a0 —8_10(7_E4) Z4 =10.30(7.33) —_——— 0.37 [-0.17, 0.91]
Suktatal (95% CI) 30 z4 ~—me——— 0.37 [-0.17, 0.91]
Test for heterogeneity: not applicable
Test for overall effect, Z=133(P=018)
-1 0.3 0 045 1
Favours SSRI Favours Clomipramine
Review: QCD adults: 35Rls
Comparison: 04 S5Rlz vs Clomipramine [acute phase)
Outcorme: 09 Hamiton Rating Scale for Depression
Study SERI Clomiprarmine SMD (fixed) SO (fized)
o sub-category ] Mean (S0 M Mean (S0 95% C 5% Cl
01 Fluoxeting ws Clomipramine
Lopez-lhor 1996 z0 —-7.E0(E.33) Z4 -2.40(7.71) —_— 0.z8 [-0.2&, 0.8&]
Subtotsl (5% CN 20 z4 -t - 0.z8 [-0.26, 0.82]
Test for heterogeneity: not applicable
Test for overall effect £ =1.00(P =032)
02 Fluvoxaming vs Clomipramine
Koran 1956a a4 6. 1003.30) a9 Losoi4_ 70 — o.07 [-0.3%9, 0.53]
Munco 2001 11z 77006000 105 7.o0i4_ 50} B e m— 0.13 [-0.14, 0O_40]
Subtotal (95% CI) 146 144 - 0.17 [-0.11, 0.3E]
Test for heterogeneity; Chi® =003, df =1 (P=0.83),F=0%
Test for overall effect: Z=09593 (P =0.32)
Total (35% CI) 176 168 =i 0.14 [-0.07, 0O.35]
Test for heterogeneity; Chi* =033, df = 2(P=0.85),F=0%
Test for overall effect: Z=130(P=0193)
-1 -0.5 i} 05 1
Favours 35R1  Favours Clomipraming
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Review: OCh adults: SSRIs
COmparison; 04 SERlz vs Clomipramine (acute phase)
Outcome: 10 Montgomery-2Azbery Depression Rating Scale
Stucly S5R1 Clomiptatnine SMD (fixed) ShiD [ fied)
or sub-category ] Mean (=0 M Mean (S0 95% C 95%
01 Fluoxeting ws Clomipramine
Lopez-lbar 1996 20 =1l0.1048. Z0) 24 =13_80{9.09) T 0.4z [-0.1z, 0.97]
Subtotsl (95% CI) 20 z4 il 0.4z [-0.12, 0.37]
Test for heterogeneity; not applicakble
Test for overall effect £=153(P=013)
02 Fluvoxamineg vs Clomipramine
Smeraldi 1992 t 1l.80(e.20) L SLeQ(lo. 20 R S — 0,22 [-1.0z, 1.47]
Suktotal (95% CI) 3 5 0.23 [-1.02, 1.47]
Test for heterogeneity: not applicable
Test for overall effect: Z=036(P=072)
03 Paroxeting ws Clomipramine
Fohar 19565 138 —3_.40(7.30) o4 —E.40(7_30) - -0.13 [-0.38, 0_.1&]
Subtotal (95% CI) 198 ag -0.13 [-0.38, 0.1Z]
Test for heterogeneity; not applicable
Test for overall effect: Z =105 (P = 0.300
Total (35% CI) 233 1z3 -0.03 [-0.25, 0.19]
Test for heterogeneity; Chi* =347, df =2 (P=018),F=424%
Test for overall effect: Z=024 (P =08&1)
-4 -2 0 2 4
Favours SSRI  Favours Clomipramine
Reviewy: QCD adults: S5Rls
COmparison: 04 S5RIz vs Clomipramine [acute phase)
Outearme: 11 Depression (HRSD; MADRS)
Study SERI Clomipratmine EMD (fixed) ShD (fized)
o sub-category ] Mean (500 M Mean (500 895% Cl 95% Cl
01 Fluvoxaming vs Clomipramine
Koran 1996a 24 g, 1003300 29 L.goig. 70 0 o.07 [-0.292, 0.E2]
hunco 2001 11z 77006000 10% F.Oo004_ 500 - 0.13 [-0.14, 0.40]
Smeraldi 1992 5 1l1._80{&_ 20} 5 S_o&0{10_30) 0.3 [-1.0z2, 1.47]
Subtotal (95% CI) 151 149 0.1z [-0.11, 0.3E]
Test for heterogeneity; Chi® =008, df = 2(P=096), F=0%
Test for overall effect. £ =1.04 (P = 0300
02 Paroxetine ws Clomiprarmine
Zohar 19962 138 =3.40(7.30) o4 -Z.40(7.30) - =0.13 [-0.38, D.1Z)
Suktotal (95% CI) 138 94 -0.13 [-0.38, 0.1Z]
Test for heterogeneity: not applicable
Test for overall effect: £ =103 (P =030)
Tatal (95% C) 349 z43 0.0l [-0.1&, 0.17]
Test for heterogeneity: Chi*=221, df =3 (P=053),F=0%
Test for overall effect: £ = 006 (P = 0495)
4 2 o 2 4
Favours SSRI Favours Clomipramine
Review: QCD adults: 35Rls
Comparison: 04 S5Rlz vs Clomipramine [acute phase)
Outcorme: 12 Clinical Anxiety Scale
Study SERI Clomiprarmine SMD (fixed) SO (fized)
or sub-category ] Mean (5D M Mean (S0 95% CI 95% Cl
01 Fluvoxamineg vs Clomipramine
huncio 2001 11z T.0004. 60} 10k& 7004, 200 e 0.07 [-0.20, 0.33]
Subtatal (95% G0 112 105 -~=saliiiinn-- 0.07 [-0.20, 0.33]
Test for heterogeneity: not applicable
Test for overall effect: £ =049 (P = 062)
-1 -0.5 0 05 1
Favours SSRI Favours Clomipraming
Revigw: QCD adults: S5RIs
Comparizon: 04 S5Rl= vs Clomipramine [acute phase)
Outcome; 13 Covi Anxiety Scale
Stucly S5R1 Clomipratning SMD (fixed) ShD (fized)
or sub-category ] Mean (S0 M Mean (S0 95% I 95% CI
01 Fluoxeting ws Clomipramine
Lopez-lbar 1996 a0 —Z_40(3.10) 24 —Z.40(3.09) o.00 [-0.54, 0_54]
Subtotal (95% CI) 30 z4 0.00 [-0.54, 0O.54]
Test for heterogeneity; not applicable
Test for overall effect: Z=000(P =1 .00)
- 08 0 0s 1
Favours 35R1  Favours Clomipraming
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Review: OCh adults: SSRIs

COmparison; 04 SERlz vs Clomipramine (acute phase)

Outcome: 14 Aniety (Clinical Anxiety Scale; Covi Anxiety Scale)

Stucly S5R1 Clomiptatnine SMD (fixed) ShiD [ fied)
or sub-category ] Mean (=0 M Mean (S0 95% C 95%

01 Fluoxetine ws Clomipramine |

Lopez-lbar 1996 30 —2.401(2.10) 24 -2.40{3.09) —_—— .00 [-0.54, 0.54]
Subtatal (95% CI) 20 24 e ——— 0.00 [-0.54, 0.54]
Test for heterogeneity; not applicakble
Test for overall effect. £ =000 (P =1.00)

(=1

02 Fluvoxamineg vs Clomipramine

huncio 2001 llz 7.0004. 600 10E &.7004. 30} T o.07 [-0.20, 0.33]
Subtotal (95% CI) 11z 108 ~=saiiiiten-- 0.07 [-0.20, 0.33]
Test for heterogeneity: not applicable

Test for overall effect: £ =049 (P = 062)

Tatal (95% C) laz 129 =aaliie-- 0.05 [-0.18, 0.29]

Test for heterogeneity: Chi* =005, df =1 (P=083), F=0%
Test for overall effect: £ = 0.44 (P = 0EE)

-1 -0.5 0 05 1
Favours SSRI Favours Clomipraming
Review: OCh adults: SSRIs
COmparison; 04 SERlz vs Clomipramine (acute phase)
Outcome: 15 Clinical Global Impressions: global improvement
Stucly S5R1 Clomiptatnine SMD (fixed) ShiD [ fied)
or sub-category ] Mean (=0 M Mean (S0 95% C 95%

01 Fluoxetine ws Clomipramine |

Lopez-lbar 1996 30 -2.601(1.13) 24 -2 60(1.19) —_—— 0.00 [-0.54, 0.54]
Subtatal (95% CI) 20 24 e ——— 0.00 [-0.54, 0.54]
Test for heterogeneity; not applicakble
Test for overall effect. £ =000 (P =1.00)

02 Fluvoxamineg vs Clomipramine

huncio 2001 llz Z.3001.00) 10E Z.30(1.00) — o.o0 [-0.27, 0.27]
Subtotal (95% CI) 11z 108 * 0.00 [-0.27, 0.27]
Test for heterogeneity: not applicable

Test for overall effect: £ =000 (P =1.00)

Tatal (95% C) laz 129 e 0.00 [-0.24, 0.24]

Test for heterogeneity: Chi* =000, df =1 (P=1.00), F=0%
Test for overall effect: £ =000 (P =1.00)

-1 05 a 05 1
Favours SSRI Favours Clomipraming
Review: QCD adults: 35Rls
Comparison: 04 S5Rlz vs Clomipramine [acute phase)
Outcorme: 16 Clinical Global mpressions: severty of ilness
Study SERI Clomiprarmine SMD (fixed) SO (fized)
o sub-category ] Mean (S0 M Mean (S0 95% C 5% Cl

01 Fluoxeting ws Clomipramine
Lopez-lhor 1996 z0 -0.50{1.23) Z4 =1.30{1.14} —= .83 [0.27, 1.39]

Suktotal (95% CI) 30 24 -l 0.82 [0.27, 1.39]

Test for heterogeneity: not applicable

Test for overall effect £ =289 (P =0.004)

02 Fluvoxaming vs Clomipramine

hunco 2001 11z 3.4001.30 10% 3.Z00l.zm = 0.1le [-0.11, 0O.43]
Suktatal (95% CI) 11z 108 » 0.16 [-0.11, 0.43]
Test for heterogeneity: not applicable
Test for overall effect, Z=117 (P =024)

03 Paroxeting ws Clomipratnine

Zohar 195964 134 =1_Z0{1._40) 24 =1.10¢{1_20) L -0.a7 [-0.3E, 0.17]
Subtatal (35% CI) 194 54 + -0.07 [-0.32, 0.17]
Test for heterogeneity: not applicable
Test for overall effect £ =053 (P = 055)

Total (95% CI) 336 zz3 » 0.1l [-0.06, 0.Zg]

Test for heterogeneity: Chif =857, df =2 (P=0.01),F=T76.7%
Test for overall effect £ =123 (P=022)

4 2 0 2 4

Favours S5RI Favours Clomipramine
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Revigw: CCD adults: SSRIs
COmparison;

Cutcome:

Studly
or sub-category ]

04 SERlz vs Clomipramine (acute phase)
17 Symptom Checklist-00

SERI
Mean (=0

Clomipratmine
Mean (S0

SMD fixed)
95% |

SMD (fixed)
95%

01 Paroxeting ws Clomipratning

Zohar 19564 1&9
Subtotal (95% CN les
Test for heterogeneity: not applicable
Test for overall effect: Z = 046 (P = 065)

—ES.00(47.10) T4

T4

-31.30{353_30)

0o.06 [-0.21, O.
0.0 [-0.Z1, 0.

S S

F4]
4]

OCD adults: S5RIs
04 SERIs ws Clomipramine (acute phase)

Revieny:
Comparison:
Outcome:

Studdy
or sub-categary

SERI
it

18 Subanalysis: Non-responders in patients with comorkid depression

Clomipramine

05 a
Favours S5RI

045 1

Favours Clomipramine

RR (fixed)
95% |

RR (fixed)
95% CI

01 Fluoxetine vz Clomipramine
Lopez-lhor 1996

Subtotal (95% <N

Total events: 22 (SSR0N, 11 (Clomipramine)
Test for heterogeneity: not applicable
Test for overall effect: Z=203 (P = 0.04)

ZZ/30
20

02 Fluvaoxamine vs Clomipramine
hundo 2001

Subtotal (95% CN)

Total evertz: 46 (SSRI), 44 (Clomipramine)
Test for heterogeneity: not applicable
Test for overall effect: Z=011 (P =051)

45/115
115

Total (95% CN

Total everts: 68 (SSRI), 55 (Clomipramine)
Test for heterogeneity: Chiz=272, df =1 (P =010, F = 63.3%
Test for overall effect: £=11 06 (P =0.29)
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QCD adults: S5RIs
04 S5Rl= vs Clomipramine [acute phase)
19 Subanalysis, Y-BOCE in patients with comorbid depression

Revigw:
Comparizon:
Outcome:

SERI
Mean (500 M

Stucly
o sub-category ]

01

Clomipratning
Mean (S0

0z

Fawours S5RI

10

Favours Clomigprarmine

0s 1 2 a

SMD Cfixed)
95% I

SMD (fixed)
95% C

01 Fluoxeting ws Clomipramine
Lopez-lbar 1996

Subitotal (95% C1)

Test for heterogeneity: not applicable

Test for overall effect, Z =060 (P = 055)

30
20

=7.500(3. 23 Z4

24

02 Fluvoxaming vs Clomipramine
funcio 2001 &7
Smeralc 1992 3
Suktotal (95% CI) e
Test for heterogeneity: Chi* =001, df =1 (P=092), F=0%
Test for overall effect: £ =142 (P =018)

14_70¢10.10} &1
15.20(Z. 507} &
=13

Tatal (85% CI) log
Test for heterogeneity: Chi* =007, df =2 (P=057), F=0%
Test for overall effect: Z=152(P=013)
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Review: OCh adults: SSRIs
COmparison; 04 SERlz vs Clomipramine (acute phase)
Outcome: 20 Subanalysizs: Hamiton Rating Scale for Depression in patients with comorbid depression
Stucly S5R1 Clomiptatnine SMD (fixed) ShiD [ fied)
or sub-category ] Mean (=0 M Mean (S0 95% C 95%
01 Fluoxetine ws Clomipramine

Lopez-lbar 1996 20 —-7_B0(E_93) 24 =9_40(7_71) —_—t 0.8 [-0.26, 0.8Z]
Subtotal (95% O 20 zd4 -~ n0.zs [-0.26, 0.8Z)]
Test for heterogeneity; not applicakble
Test for overall effect. £ =1.00(P =032)
02 Fluvoxamineg vs Clomipramine

huncio 2001 llz 7.700e.00) 10E F.o0(4. 50y 1T 0,13 [-0.14, 0.40]
Subtotal (95% CI) 11z 108 ~=agiiiee- 0.13 [-0.14, 0.40]
Test for heterogeneity: not applicable
Test for overall effect: £ =096 (P =034)
Total (5% CI) 14z 1z9 ~saliiee-- 0.16 [-0.08, 0.40]
Test for heterogeneity: Chi* =022 df =1 (P=064), F=0%
Test for overall effect: =131 (P=019)

-1 -0.5 1] 0.5 1
Favours SSRI Favours Clomipraming
Review: OCh adults: SSRIs
COmparison; 05 SERIsClomipramineg vs Mon-SRls (acute phase)
Cutcome: 0 Y-BOCs
Stucly S5R1 Cther drug SMD (fixed) ShiD [ fied)
or sub-category ] Mean (=0 M Mean (S0 95% C 95%
01 Fluoxeting ws Phenelzing |
Jenike 1997 13 16 EZ0(6&_ 207 17 1&_ 2007 00) —— -0.01 [-0.&87, 0.64]
Subtotal (95% C1) 13 17 . -0.0L [-0.67, 0.84]
Test for heterogeneity; not applicakble
Test for overall effect. £ =004 (P = 0488)
02 Fluvoxamine vs Desipramine
Goodman 1930= zl 12 E0{3.00) 12 ZE.80(c_ 0O —— -0.20 [-1.4&, -0.1%]
Subtotal (95% CI) 21 13 gl -0.80 [-1.45, -0.15]
Test for heterogeneity: not applicable
Test for overall effect: £ =242 (P =002)
03 Clomipraming vs Buspirone
Pato 1991 9 17.67(4.97) =] 1&_ 786 45) —— 0.15 [-0.78, 1.07]
Subtotal (95% CI) 3 ] - 0.15 [-0.78, 1.07]
Test for heterogeneity; not applicable
Test for overall effect. =031 (P=078)
04 Sertraline ws Desipramine
Hoehn-Saric 2000 73 =2.40({g.00) =1 —&. 002 30} - =0.2% [-0.60, D.0Z]
Subtotal (5% <) 73 13 & -0.23 [-0.60, 0.0Z]
Test for heterogeneity: not applicable
Test for overall effect: £ =1 86 (P = 0.08)
Total (5% CI) 128 120 L -0.30 [-0_.54, -0.05]
Test for heterogeneity: Chi* =391, df = 3 (P =0.27),F=233%
Test for overall effect: £ =235 (P =002)
-4 -2 1] 2 4
Favours SSRI Favours other drug
Review: OCh adults: SSRIs
COmparison; 05 SERIsClomipramineg vs Mon-SRls (acute phase)
Cutcome: 02 MIkdH-CiC
Stucly S5R1 Cther drug SMD (fixed) ShiD [ fied)
or sub-category ] Mean (=0 M Mean (S0 95% C 95%
01 Fluoxeting ws Phenelzing
Jenike 1997 13 F.00f1_ 10} 17 _8001_40) 0o.1l& [-0.50, 0O.81]
Subtotal (5% CI) 139 17 ——en N —— 0.16 [-0.50, 0.81]
Test for heterogeneity; not applicakble
Test for overall effect. £ =047 (P = 064)
02 Sertraline ws Desipramine
Hoehn-Saric 2000 79 —Z.70(Z.e7) aL -l .7002.77) — - 0,27 [-0.&7, -0.0g]
Subtotal (95% CI) 79 a5 —=aagiiiiane- -0.37 [-0.67, -0.06]
Test for heterogeneity: not applicable
Test for overall effect: £ =232 (P =002)
03 Clomipraming vs Buspirone
Pato 1991 9 Z1_EZ2(5.49) =] 19 Z2(5.97) 14 0.33 [-0.60, 1.26&]
Subtotal (95% CI) ] a —eeee e —— 0.33 [-0.60, 1_Z€]
Test for heterogeneity; not applicable
Test for overall effect: Z=070(P = 0.45)
Total (35% CI) 107 111 . -0.2Z [-0.45, 0.05]
Test for heterogeneity; Chi* =347, df =2 (P =018),F=423%
Test for overall effect. Z=1E2(P=011)

-1 05 a s 1
Favours SSRI Favours other drug
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DRAFT FOR 15T CONSULATION

Revieny: QCD adults: S5Rls

Comparisan: 05 SERIs/Clomipramine v= Mon-SRls (acute phase)

Outcome: 03 Addverse events

Stucky =ERI
o sub-category M

Cther drug
T

RR (fixed)
95% C|

RR (fixed)
95% I

01 Sertraline vs Desipramine

Hoehn-Saric 2000 7ase0
Subtotal (95% <0 g0
Total everts: 79 (SSRID, 54 (Cther drug)

Test for heterogeneity: not applicakle

Test for overall effect: Z =053 (P = 060)

Tatal (95% CI) g0
Total events: 79 (SSRN, 54 (Other drug)

Test for heterogeneity: not applicable

Test for overall effect: Z =053 (P = 060)

54786
26

26

1.0l
1l.01

1l.01

[0.97,
[0.97,

[0.97,

1.0&]
1.0&]

1.0&]

Revien: OCD adults: S5Rls

05 o7

Fawours S5RI

Comparisan: 05 SSRIsClamipramine vs Mon-5Rls (acute phase)

Outoome: 04 Leaving study eatly due to adverse everts

Sty S5RI
of sub-category i

Cther drug
T

1

RR (fixed)
95%, C|

145 2

Fawvourz ather drug

RR (fixed)
95% I

01 Sertraline vs Desipramine

Hoehn-Saric 2000 g/80
Subtotal (95% CN g0
Total everts: & (SSR1), 22 (Other drug)

Test for heterogeneity: not applicakle

Test for overall effect: £=246 (P =0.01)

02 Clomipramine v Imipramine

wWalavka 1985 EfLL
Subtotal (95% C0 11
Tatal everts: 2 (3SR, 2 (Cther drug)

Test for heterogeneity: not applicakle

Test for overall effect: Z=010(P =0.92)

03 Fluvoxamine vs Desipramine

Goodman 1990z arzl
Subtotal (95% <N zl
Total events: 0 (SR, 2 (Other drug)

Test for heterogeneity: not applicable

Test for overall effect: Z=1.12 (P = 0.26)

04 Clomipramine ve Buspirone

Pato 1931 1410
Subtotal (95% CN) 10
Total events: 1 (SSRI), 0 (Other drug)

Test for heterogeneity: not applicable

Test for overall effect: Z=070(P = 0.43)

05 Clamipramine va Phenelzine

Wallejo 1992 1416
Subtotal (95% C 15
Tatal everts: 1 (SSRI, O (Cther drug)

Test for heterogeneity: not applicakle

Test for overall effect: Z=081 (P = 0.54)

Total (95% CN lzs

Tatal everts: 12 (SSREID, 26 (Cther drug)

Test for heterogeneity: Chi*=398, df =4 (P =041),F=0%
Test for overall effect: £=214 (P =0.03)
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DRAFT FOR 15T CONSULATION

Revieny: QCD adults: S5Rls

Comparisan: 05 SERIs/Clomipramine v= Mon-SRls (acute phase)

Qutcome: 05 Mon-responders (OCD)

Stucdy SSRI Cther drug RR [fixed) RER [fixed)
o sub-category M il 959 I 9595 I

02 Sertraline vs Desipramine

Hoehn-Saric 2000 4z ¢80 40486 —B— 1.13 [0.83, 1.541
Subtotal (95% <0 g0 =13 1.13 [0.83, 1.54]
Total everts: 42 (SSRI), 40 (Cther drug)

Test for heterogeneity: not applicakle

Test for overall effect: Z=0.77 (P = 0.44)

Tatal (35% N g0 g6 ——ani—— 1.13 [0.83, 1.54]

Total events: 42 (SERN, 40 (Cther drug)
Test for heterogeneity: not applicable
Test for overall effect: Z=077 (P = 0.44)

0s or 1 15 2
Fawourz S5RI Favours ather drug

Revien: OCD adults: S5Rls
Comparisan: 06 55Rls vz placebo (continuation phase)
Outoome: 01 Leaving study early
Stucdy S5RI Placebo RR (fixed) RR (fixed)
of sub-category i it 959% Cl 959% Cl
01 Fluoxetine
Bessley 1992 IFE3 e —_— 0.39 [0.05, 1.54]
Mortgomery 1993 16761 z/1z2 —_—— 1.57 [0.41, 5.97]
Romana 2001 1&/36 23735 —H 0.&2 [0.44, 1.0EK]
Subtatal (95% CN 120 E3 L 0.75 [0.80, 1.12]
Tatal everts: 35 (SSRI, 27 (Placeha)
Test for heterogeneity: Chir=207, df =2 (P =036),F = 3.3%
Test for overall effect: £=140(P =0.1E)
02 Paroxetine
Hollancer 2003d 12/583 374EE R 3 0O_E0 [0.324, 0_.7E5]
Subtatal (95% CI) £3 £z 4“5 0.E0 [0.34, 0.7E]

Total everts: 19 (SSRI, 37 (Placeha)
Test for heterogeneity: not applicakle
Test for overall effect; £ =336 (P = 0.0003)

Total (95% I 173 108 &» 0.6l [0.46, 0.81]
Total events: 54 (SERI, 64 (Placeho)

Test for heterogeneity: Chi* =336, df =3 (P =0.34), F =107%
Test for overall effect: Z =333 (P = 0.0007)

0. 01 1 10 100
Fawourz S5R1 Favours placebo

Reervierny: QCD adults: S5Rlz
Comparison; 06 SZRlz ve placebo (continuation phasze)
Outcome: 02 Leaving study early due to adverse everts
Study S5RI Placebo RR (fixed) RR (fixed)
or sub-category it T 95% Cl 95% Cl
01 Fluoxetine
Maontgomery 19393 zfel as1z l.05 [0.05, Z0_58]
Romsno 2001 ZS3E 1435 _—t 1.94 [0.18, Z0.49]
Subtatal (95% G a7 a7 —~ami - 1.54 [0.25, 9.58]
Total everts: 4 (S5RI, 1 (Placebo)
Test for heterogeneity: Chif=010,df =1 (P =075), F = 0%
Test for overall effect: Z=046 (P = 0.64)
02 Paroxetine
Hallander 2003 FFED 20452 —B— 0.15 [0.05, 0.47]
Subtotal (95% 1) 3} 52 —=aaiiin.- 0.15 [0.05, 0.47]

Tatal everts: 3 (SR, 20 (Placeba)
Test for heterogeneity: not applicakle
Test for overall effect: £=3.26 (F = 0.001)

Total (95% CN) 150 as . 0.ze [0.11, 0.63]
Tatal everts: 7 (3SR, 21 (Placebha)

Test for heterogensity: Chiz =458, df =2 (P =010), P = 56.3%
Test for overall effect: £=3.00 (F = 0.003)

0.0 04 1 10 100

Favourz S5R Favours placebo
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DRAFT FOR 15T CONSULATION

Revieny: QCD adults: S5Rls
Comparisan: 06 SERls vs placebo (continuation phase)
Qutcome: 03 Mon-responders
Stucdy SSRI Placebo RR [fixed) RER [fixed)
o sub-category M il 959 I 9595 I
01 Fluoxetine
Beasley 1992 14423 376 —B l.zz [0.51, 2.33]
Subtatal (95% CN) z3 & ~— e —— 1.2z [0.51, Z.891]
Total everts: 14 (SSREI, 3 (Placebha)
Test for heterogeneity: not applicakle
Test for overall effect: £=045 (P = 0.6E)
02 05 1 2 5
Favourz S5R Favours placebo
Reviewy: QCD adults: S5Rls
COmparisan: 06 S5Rls va placebo (continuation phase)
Outcorme: 04 % -BOCS
Study S5RI Flacebo SMD (fixed) ShD (fized)
o sub-category ] Mean (500 Mean (500 895% Cl 95% Cl
01 Fluoxeting
Beasley 1992 z3 9_80(7.30)0 & g 50(6.70) —p 0.1g [-0.7Z, 1.0%]
Romano 2001 1 L 46(7.08) 34 Z_E0(6.18) E = -0.15 [-0.63, 0.32]
Subtatal (35% C) 3] 40 ‘ -0.08 [-0.50, 0.34]
Test for heterogeneity; Chi =041, df =1 (P=0.52), F=0%
Test for overall effect Z=039(P=070)
-4 -2 i} 2
Favours 35R1  Favours placebo
Reviewy: QCD adults: S5Rls
COmparisan: 06 S5Rls va placebo (continuation phase)
Outcorme: 05 Hamitton Rating Scale for Depression
Study S5RI Flacebo SMD (fixed) ShD (fized)
o sub-category ] Mean (500 Mean (500 895% Cl 95% Cl
01 Fluoxeting
Fomano 2001 3g 1.20(5.37) 34 1.72(5.08) _— -0.11 [-0.58, 0.36]
Subtotsl (95% CI) 35 24 —— e ——-— -0.11 [-0.58, 0.3&]
Test for heterogeneity: not applicable
Test for overall effect, £ =046 (P = 064)
-1 0.5 i 0s
Favours S5RI Favours placeho
Review: OCh adults: SSRIs
COmparison; 06 S=Rlz vs placebo (continustion phasze)
Outcome: 06 SF-36: =ocial functioning
Studly S5R1 Placebo SMD (fixed) ShD [ fized)
or sub-category ] Mean (=0 Mean (S0 95% C 95%
01 Fluoxetine
Romano 2001 34 2_E6(19.23) 34 E_&8(27.22) ] 0.15 [-0.32, 0.63)
Subtotal (5% CI) 34 34 - 0.15 [-0.32, 0.83]
Test for heterogeneity: not applicable
Test for overall effect. Z = 064 (P = 053)
-1 05 1] 0.5
Favours S5RI Favours placeho
Revieny: OCD adults: S5RIs
Comparison: 07 SERIs ws placebo (discontinuation phase)
Outcome: 01 Death
Studdy ZZRI Placebo RR (fixed) ER (fixed)
or sub-categary Nt it 959 I 959 Cl
01 Zertraline
Koran 2002 oslos 15114 B 0.35 [0.01, £.48]
Subtotal (95% <N 10% 114 ———e - 0.3E [0.01, #.46]
Total events: 0 (S3RI1), 1 (Flacebo)
Test for heterogeneity: not applicable
Test for overall effect: Z =065 (P =052)
0.01 1| 1 10 100

Fawourz S5R1 Favours placebo
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DRAFT FOR 15T CONSULATION

Revieny: QCD adults: S5Rls
Comparisan: 07 SERls vs placebo (discontinuation phase)
Qutcome: 02 Leaving study early
Stucdy SSRI Placebo RR [fixed) RER [fixed)
o sub-category M il 959 I 9595 I
01 Sertraline
Karan 2002 334103 E3/114 —— 0.58 [0.42, 0.32]
Subtatal (95% CI) 109 114 =saiflin- 0.58 [0.42, 0.82]
Tatal everts: 33 (SSRID, 59 (Placeha)
Test for heterogeneity: not applicakle
Test for overall effect: £=313 (F = 0.002)
02 05 1 2 5
Favourz S5R Favours placebo
Reervierny: QCD adults: S5Rlz
Comparison; 07 SZRlz ve placebo (dizcontinuation phaze)
Outcome: 03 Leaving study early due to adverse effects
Study S5RI Placebo RR (fixed) RR (fixed)
or sub-category it T 95% Cl 95% Cl
01 Sertraline
Karan 2002 57109 127114 —B 0.44 [0.1g, 1.20]
Subtatal (95% C 109 114 -=m - 0.44 [0.16, 1.20]
Total everts: 5 (SSRI), 12 (Placeba)
Test for heterogeneity: not applicable
Test for overall effect: Z=161 (P=0.11)
o1 02 03 1 2 a2 10
Fawours S5R1 Favours placebo
Revieny: QCD adults: S5Rls
Comparisan: 07 SERls vs placebo (discontinuation phase)
Qutcome: 04 Relapse
Stucdy SSRI Placebo RR [fixed) RER [fixed)
o sub-category M il 959 I 9595 I
01 Sertraline
Kaoran 2002 45109 £5114 B 0.70 [0.20, 2.40]
Subtatal (95% CN) 10% 114 ———ee N —— 0.70 [0.z0, Z.401
Total everts: 4 (SR, 6 (Flaceho)
Test for heterogeneity: not applicakle
Test for overall effect: £=057 (P =0.57)
02 05 1 2 5
Favourz S5R Favours placebo
Reviemw: CCD adults: S5R1s
COmparison: 07 S5Rlz vs placebo (discontinuation phase)
Outcorme: 05 Y -BOCS
Study S5RI Flacebo SMD (fixed) ShD (fized)
o sub-category ] Mean (500 M Mean (500 895% Cl 95% Cl
1 Sertraline
Koran 2002 108 11.40(7.50) 113 14.20(7.70) —— -0.37 [-0.63, -0.10]
Subitotal (95% CI) 108 113 ~saiiine-- -0.37 [-0.63, -0.10]
Test for heterogeneity: not applicable
Test for overall effect, £ =270 (P =0007)
-1 0.5 0 0.3
Favours S5RI Favours placeho
Review: QCD adults: S5RIs
Comparison: 07 S5Rlz vs placebo (dizcontinuation phase)
Outcorme: 06 FIMH-CC
Study SERI Placebo SMD (fixed) SO (fized)
or sub-category ] Mean (5D M Mean (S0 95% CI 95% Cl
01 Sertraline
Koran 2002 108 4.8002. €0} 113 E_7O(E.70) —— -0.34 [-0.€0, -0.07]
Subtotal (95% CI) 108 113 -~nlifin-- -0.24 [-0.60, -0.07]
Test for heterogeneity: not applicable
Test for overall effect: Z=250(P=0101)
-1 -05 1] 05
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Review: OCh adults: SSRIs
COmparison; 07 SERlz vs placebo (discontinuation phase)
Outcome: 07 QoL Enjoyment and Satizfaction
Stucy SSRI SMD (fixed) SMD (fixed)
or sub-category ] Mean (=0 M Mean (S0 95% C 95%
01 Sertraline
Koran 2002 106 -77.30(16.10) 109 -67_50({20_30) _ -0.53 [-0.80, -0.Z26]
Subtotal (95% CI) 106 109 ~=oiine-- -0.53 [-0.80, -0.2€]
Test for heterogeneity: not applicable
Test for overall effect £ = 385 (P =0.0001)
-1 05 1] 0.5
Favours S5RI Favours placeho
Revieny: OCD adults: S5RIs
Comparison: 08 S=RIs &t different doses (cortinuation phase)
Qutcome: 01 Leaving study early
Studdy Dose 1 [ose 2 RR (fixed) ER (fixed)
or sub-categary Nt it 959 I 959 Cl
01 40mg Fluoxeting v 20mg Fluoxetine
Beasley 1992 GrEL 323 —_— Z.19 [0.83, 7.87]
Montgomery 1993 &rE20 ErlE 1.0% [0.40, Z.34]
Subtotal (95% CN) 41 41 t 1.47 [0.68, 3.19]
Total events: 12 (Doze 1), & (Dose 2)
Test for heterogeneity: Chi* =075, df =1 (P =0.39), F =0%
Test for overall effect: Z =095 (P = 0.33)
02 B0mg Fluoxeting v 20mg Fluoxetine
Beasley 1992 3FE6 323 o.g88 [0_Z0, 3_.9&6]
hontgomery 1993 LFA23 5518 i o.78 [0.27, £.29]
Subtatal (95% CI) 49 a1 0.8z [0.34, 1.97]
Total everts: 5 (Dose 1), 8 (Doze 2)
Test for heterogeneity: Chif=002,df =1 (P =090, F = 0%
Test for overall effect: £ =045 (P = 0EE)
03 60megy Fluoxetine » 40mg Fluoxetine
Beasley 1992 2FEG EFEL —B— 0o.40 [0.11, 1.43]
Mortgomery 1993 LrfE3 [y -] —— o.7z [O.2&, Z.0EZ]
Subtotal (95% <) 45 41 e —amd 0.56 [0.26, 1.24]
Total everts: 8 (Dose 11,12 (Dose 2)
Test for heterogeneity: Chi=0.50,df =1 (P =048), F = 0%
Test for overall effect: £=143 (P =0.15)
o1 02 s 1 2 3 10
Fawours Dose 1 Favours Dose 2
Reervierny: QCD adults: S5Rlz
Comparison; 05 SZRls at different dozes (continuation phase)
Outcome: 02 Leaving study early due to adverse everts
Study Dose 1 Dose 2 RR (fixed) RR (fixed)
or sub-category it T 95% Cl 95% Cl
01 40mg Fluoxeting v 20mg Fluoxetine
ontgomery 1993 1720 0s18 B z.71 [0.12, &Z.70]
Subtatal (95% CI) zZ0 18 Z.71 [0.12, &Z.70]
Total everts: 1 (Dose 1), 0 (Doze 2)
Test for heterogeneity: not applicable
Test for overall effect: Z=062 (P =053)
02 B0megy Fluoxetine » 20mg Fluoxetine
Montgomery 1993 1723 os1s B z.3% [0.10, E5.06]
Subtatal (95% <0 23 18 —een N —-— Z.38 [0.10, 55.06]
Tatal everts: 1 (Dose 1), 0 (Doze 2)
Test for heterogeneity: not applicakle
Test for overall effect: £=054 (P =0.59)
03 60mg Fluoxetine v 40mg Fluoxetine
Mortgomery 1993 1723 1720 0.87 [0.0&, 13.02]
Subtatal (9329 CN z3 zo + 0.87 [0.0&, 13.02]

Total everts: 1 (Dose 11,1 (Doze 2)
Test for heterogeneity: not applicakle
Test for overall effect: Z=010(P = 0.92)
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DRAFT FOR 15T CONSULATION

Revieny: QCD adults: S5Rls

Comparisan: 058 SERI= at different doses (cortinuation phase)

Qutcome: 03 Mon-responders

Stucdy Diosze 1 Dioze 2 RR [fixed) RER [fixed)
o sub-category M il 959 I 9595 I

01 Fluoxetine 40mg v Fluoxetine 20mg
Beasley 1992 12721 14523 0.24 [0.E57, 1.54]
Subtotal (95% <0 zl jatcs 0.%4 [0.57, 1.E54]
Total everts: 12 (Dose 1), 14 (Dose 2
Test for heterogeneity: not applicakle
Test for overall effect: £=025 (P =0.80)

02 Fluoxetine 60mg v Fluoxetine 20mg
Beasley 1992 11726 14723 — B 0.70 [0.40, 1.21]
Subtotal (95% <N zE 23 ~aniiiSae- 0.70 [0.40, 1.211
Total everts: 11 (Dose 1), 14 (Doze 2)
Test for heterogeneity: not applicable
Test for overall effect: Z=1 25 (P =020)

03 Fluoxetine B0mg v Fluoxetine 40mg
Beazley 1992 11426 17421 —B— 0.74 [0.41, 1.32]
Subtatal (95% CN) zZ6 z1 —=auii— 0.74 [0.41, 1.32]
Total everts: 11 (Dose 1), 12 (Doze 2)
Test for heterogeneity: not applicable
Test for overall effect: Z=1.01 (P =0.31)

0.z 05 1 2 a2
Fawours Doze 1 Fawvours Dose 2
Review: OCh adults: SSRIs

COmparison; 05 SERlz st different doses (continuation phase)
Cutcome: 04 ¥ -BOCS

Stucly Dose 1 Doze 2 SMD (fixed) ShiD [ fied)
or sub-category ] Mean (=0 M Mean (S0 95% C 95%

01 Fluoxeting 40mg v Fluosxetine 20mg |

Beaszley 1992 z1 S_40{&_ 00} 23 SQ.80{7_ 20} — -0.06
Subtatal (95% C) 21 23 ‘ -0.0&
Test for heterogeneity; not applicakble
Test for overall effect. £ =018 (P = 0.55)

-E5
-EE

, 0.53]
, 0.53]

02 Fluoxetine BOmg v Fluoxetine 20mg
Beasley 1932 ZE 7.0005.40) Z3 Sos0(7.30 T =0.43
Subtotal (95% CI) za ute} il -0.43
Test for heterogeneity: not applicable
Test for overall effect: Z=149(P=014)

.00, 0.13]
.00, 0.13]

03 Fluoxetine B0mg v Fluoxetine 40mg
Beasiey 1992 2E 7.00(5. 40) z1 F.40(6.00) -1 -0.42 [
Subtotal (95% O za z1 L 3 -0.42 [-

Test for heterogeneity; not applicable
Test for overall effect: Z=140(P =016)

-oo
ulu}

. 0.17]
, 0.17]

-4 2 i 2 4
Favours Dose1  Favours Dose 2

Revieny: OCD adults: S5RIs

Comparison: 09 SERIs v Clamipramine (cortinuation phase)

Qutcome: 01 Leaving study early

Studdy ZZRI Clomipramine RR (fixed) ER (fixed)
or sub-categary Nt it 959 I 959 Cl

01 Fluoxetine B0mg ws Clomipramine 200mg (non-responders)
Lopez-lhor 1996 &6/14 3re 1.14 [D.32, 3.36]
Subtatal (95% C 14 g 1.14 [0.3%, 3.36]
Total events: 6 (SERI), 3 (Clomipramine)
Test for heterogeneity: not applicable
Test for overall effect: Z=024 (P =051)

02 Fluoxeting 20mg ws Clomipratmine 100mg (responders)
Lopez-lbar 1996 3711 6413 —B 059 [0.19, 1.83]

Subtatal (95% C 11 13 —— N — 0.59 [0.19, 1.83]

Total everts: 3 (SSRI), B (Clomipramine)
Test for heterogeneity: not applicable
Test for overall effect: £=0291 (P = 0.36)

01 02 0s 1 2 a 10

Fawours S5RI Favours Clomipramine
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RR (fixed)
95% I

Revieny: QCD adults: S5Rls

Comparisan: 08 SERIs vs Clomipramine (continuation phasze)

Qutcome: 02 Leaving study early due to adverse events

Stucdy SSRI Clomigrarmine RR [fixed)

o sub-category M il 959 I

01 Fluoexetine B0mg w= Clomipraming 200mg (non-responders)

Lopez-lhar 1996 214 0sg B

Subtatal (95% CN) 14 Y —— e ——

Total everts: 2 (SSRD, 0 (Clomipraming)
Test for heterogeneity: not applicakle
Test for overall effect: £Z=0.74 (P = 0.4E)

02 Fluoxetine 20mg vs Clomipramine 100mg (responders)

Lopez-lhor 1996 1711 1713
Subtotal (95% CN) 11 13

Total events: 1 (SERI), 1 (Clomipramine)
Test for heterogeneity: not applicable
Test for overall effect: Z=012 (P =090)

.00 [0.1s, EE_T7Z2]
2.00 [0.1&, EE_72]

l.12 [0.02, 1&.72]
l.12 [0.02, 1&.72]

0.01 1| 1 10 100
Fawourz S5RI Favours Clomigpramine

Review: QCD adults: S5RIs
Comparison: 09 S5Rlz vs Clomipramine (continuation phase)
Outcorme: 03 Y -BoCS
Study SERI Clomiprarmine SMD (fixed) SO (fized)
o sub-category ] Mean (S0 M Mean (S0 95% C 5% Cl
01 Fluoxetine B0mg ws Clomipramine 200mg (non-responders)

Lopez-lkar 1996 11 g.80(5.73) 1z 13.70(11.79) —=r -0.50 [-1.31, 0.3Z]
Subtotal (95% CI) 11 1z =l -0.50 [-1.31, 0.3Z]
Test for heterogeneity: not applicable
Test for overall effect £ =119 (P =023)

02 Fluoxetine 20mg vs Clomipramineg 100mg (responders)

Lopez-lbar 1396 14 Z4.00(7.54) g 15.00(3.32) —a— 1.05 [0.1Z, 1.59]
Subtotal (5% OO 14 a -aaifin-- 1.05 [0.12, 1.93]
Test for heterogeneity: not applicable
Test for overall effect, £ =221 (P =003)

Total (95% CI) z5 21 - 0,18 [-0.44, 0.73]
Test for heterogeneity: Chi* =599, df =1 (P =0.01), F = 83.3%
Test for overall effect, Z=0356 (P =037

-4 -2 0 2

Favours SSRI Favours Clomipramine

Revien: OCD adults: S5Rls
Comparisan: 10 Sertraline standard dose ws high dose (non-responders)
Outoome: 01 Leaving study early
Stucdy Standard dose 200mg High dose 250-400mg RR (fixed) RR (fixed)
of sub-category i it 959% Cl 959% Cl

Karan 2002a 6436 9430 —B 0.56 [0.22, 1.38]
Total (95% CI) 36 20 -—nail-— 0.56 [0.22, 1.38]
Tatal everts: 6 (Standard dose 200mg), 9 (High dose 220-400mg)

Test for heterogeneity: not applicakle
Test for overall effect: £=126 (P =0.21)

o1 02 s 1 2 3 10

Favours standard  Favours high

Revieny: OCD adults: S5RIs
Comparison: 10 Sertraline standard dose ws high dose (non-responders)
Qutcome: 02 Leaving study early due to adverse events
Studdy Standard doze 200mg High dose 250-400mg RR (fixed) ER (fixed)
or sub-categary Nt it 959 I 959 Cl

Koran 2002a 236 0/20 B 4.19% [0.Z1, £4.03]
Tatal (35% N 36 20 e 4.1% [0.21, 84.03]
Total events: 2 (Standard dose 200mg), 0 (High dose 250-400mg)

Test for heterogeneity: not applicable
Test for overall effect: Z =094 (P = 0.35)
0.01 1| 1 10 100

Favours standard

Fawvours high
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Revieny: QCD adults: S5Rls
Comparisan: 10 Sertraline standard dose ws high dose (non-responders)
Qutcome: 03 Mon-responders
Stucdy Standard dose 200mg High dose 250-400mg RR [fixed) RER [fixed)
o sub-category M il 959 I 9595 I
Haran 20023 4736 18s30 1.11 [0.77, 1.61]
Total (95% <0 36 0 1.11 [0.77, 1.€1]
Total everts: 24 (Standard dose 200mg), 18 (High dose 250-400mg)
Test for heterogeneity: not applicakle
Test for overall effect: £=055 (P = 0.58)
o1 02 os 1 2 5 10
Favourz standard  Favours high
Reervierny: QCD adults: S5Rlz
Comparison; 11 SZRI ve Placebo (maintenance)
Outcome: 01 Leaving the study early
Shudy SERI Placebo RR (fixed) RR (fixed)
or sub-category it T 95% Cl 95% Cl
01 Paroxetine
Anzseay 1995 19451 7512 —B+ 0.64 [0.35, 1.16]
Subtotal (95% CN) 5l 1z —=miine-- 0.64 [D.35, 1.16]
Total everts: 19 (S5R0, 7 (Placeba)
Test for heterogeneity: not applicable
Test for overall effect: Z=147 (P=014)
o1 02 as 1 2 4 10
Fawourz S5R Favours Placebo
Revieny: QCD adults: S5Rls
Comparisan: 11 SERI vz Placebo (maintenance)
Qutcome: 02 Leaving the study early due to adverse events
Stucdy SSRI Placebo RR [fixed) RER [fixed)
o sub-category M il 959 I 9595 I
01 Paroxetine
Anzzeay 1995 2781 zf1z2 0.924 [0.23, 3.88]
Subtotal (95% <0 El 1z 0.94 [0.23, 3.88]
Total everts: 8 (3SR, 2 (Placeho)
Test for heterogeneity: not applicakle
Test for overall effect: Z=005 (P =0493)
o1 02 05 1 2 5 10
Fawvaurz 3R Favours Placebo
Reervierny: QCD adults: S5Rlz
Comparison; 11 SZRI ve Placebo (maintenance)
Outcome: 03 Adverse events
Shudy SERI Placebo RR (fixed) RR (fixed)
or sub-category it T 95% Cl 95% Cl
01 Paroxetine
Anzseay 1995 47451 8/12 —B— l.z4 [D.81, 1.88]
Subtatal (95% C 51 1z - 1.z4 [O.81, 1.8%8]
Total everts: 42 (S5RI, & (Placeba)
Test for heterogeneity: not applicable
Test for overall effect: £=0993 (P = 0.32)
o1 02 as 1 2 4 10
Fawourz S5R Favours Placebo
Revieny: QCD adults: S5Rls
Comparisan: 11 SERI vz Placebo (maintenance)
Outcome: 04 Severe adverse events
Stucdy SSRI Placebo RR [fixed) RER [fixed)
o sub-category M il 959 I 9595 I
01 Paroxetine
tnzzeay 1995 18451 3712 —B— 1.41 [0.43, 4.03]
Subtatal (95% CN) 41 1z ~—na—— 1.41 [0.4%, 4.03]
Tatal everts: 18 (SSREID, 3 (Placebha)
Test for heterogeneity: not applicakle
Test for overall effect: £=064 (P =0.52)
o1 02 os 1 2 5 10
Fawvaurz 3R Favours Placebo
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Revieny: QCD adults: S5Rls
Comparisan: 11 SERI vz Placebo (maintenance)
Qutcome: 05 Mon-responders (Y-BOCS 25% reduction)
Stucdy SSRI Placebo RR [fixed) RER [fixed)
o sub-category M il 959 I 9595 I
01 Paroxetine
tnzzeay 1995 BsE1 3712 —B 0.83 [0.20, 2.02]
Subtatal (95% CN) 41 1z -~ —— 0.3 [0.20, Z.02]
Total everts: 8 (3SR, 3 (Placeho)
Test for heterogeneity: not applicakle
Test for overall effect: Z=075 (P =0.43)
o1 02 os A 2 5 10
Fawvaurz 3R Favours Placebo
Reviemw: CCD adults: S5R1s
COmparison: 11 S5RI vz Placeba (maintenance)
Outcome: 06 % -BOCS
Study S5RI Flacebo SMD (fixed) ShD (fized)
o sub-category ] Mean (500 M Mean (500 895% Cl 95% Cl
1 Paroxetine
Anzzeau 1995 51 -14.70(7.20} 1z -11.00(&. 20} B -0.5L [-1.15, 0.1Z]
Subtotal (95% CI) 51 1z -0.51 [-1.15, 0.12]
Test for heterogeneity: not applicable
Test for overall effect, Z=155(P=011)
10 5 0 5 10
Favours S5RI Favours Placeho
Review: QCD adults: S5RIs
Comparison: 11 SERI vz Placebo (maintenance)
Outcorme: 07 RFIMH-DCS
Study SERI Placebo SMD (fixed) SO (fized)
or sub-category ] Mean (5D M Mean (S0 95% CI 95% Cl
01 Paroxetine
Anzseau 1995 51l -C.Z0iZ. 80} 1z -3.60(Z.60) B -0.61 [-1.25, 0.03]
Subtotal (35% CN El 1z -0.61 [-1.&&, 0.03]
Test for heterogeneity: not applicable
Test for overall effect: £ =1 57 (P = 0.08)
10 5 o 5 10
Favours SSRI Favours Placeho
Revieny: OCD adults: S5RIs
Comparison: 12 SERI v Clomipramine (maintenance)
Qutcome: 01 Leaving the study early
Studdy ZZRI Clomipramine RR (fixed) ER (fixed)
or sub-categary Nt it 959 I 959 Cl
01 Paroxetine
Anszeauy 1995 15/51 /20 0.%3 [0.42, 1.77]
Subtotal (95% <N £l z0 0.23 [0.42, 1.77]
Total events: 19 (ISR, 5 (Clomipramine)
Test for heterogeneity: not applicable
Test for overall effect: Z =022 (P =053)
01 02 05 1 2 5 10
Fawourz S5RI Favours Clomigpramine
Revien: OCD adults: S5Rls
Comparisan: 12 S5RI va Clomipramine (maintenance)
Outoome: 02 Leaving the study early due to adverse events
Stucdy S5RI Clomiprarmine RR (fixed) RR (fixed)
of sub-category i it 959% Cl 959% Cl
01 Paroxetine
Anzsesy 1995 g/EL £/20 —B 0.5z [0.21, 1.32]
Subtotal (95% <) 51 z0 ——aailN— 0.5z [0.21, 1.3%]
Total everts: 8 (SR, 6 (Clomipraming)
Test for heterogeneity: not applicakle
Test for overall effect: £=138(P=017)
o1 02 s 1 2 3 10
Fawvours 3SRl Favours Clomigpramine
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Revieny: QCD adults: S5Rls
Comparisan: 12 SERI v Clomigpramine (maintenance)
Outcome: 03 Addverse events
Stucdy SSRI Clomigrarmine RR [fixed) RER [fixed)
o sub-category M 959 I 9595 I
01 Paroxetine
Anzzeay 1995 4ZsE1 18720 1.10 [0.83, 1.4&]
Subtatal (9329 CN £l zo 1.10 [0.83, 1.48]
Tatal everts: 42 (SSRID, 15 (Clomipramine)
Test for heterogeneity: not applicakle
Test for overall effect: £=0865 (P =0.52)
o1 02 os A 2 5 10
Favourz SRl Favours Clomipramine
Reervierny: QCD adults: S5Rlz
Comparison; 12 SZRI ve Clomipramine (maintenance)
Outcome: 04 Severe adverse events
Study S5RI Clomipramine RR (fixed) RR (fixed)
or sub-category it 95% Cl 95% Cl
01 Paroxetine
Anzseay 1995 1a/51 2420 —— .53 [0.90, 13.84]
Subtotal (95% CN) 5l zZ0 resiiiiee-- 3.53 [0.90, 13.84]
Total everts: 15 (SSRI, 2 (Clamipramine)
Test for heterogeneity: not applicable
Test for overall effect: Z=11.81 (P =0.07)
0.01 a1 1 10 100
Fawours S5RI Favours Clomipramine
Revieny: QCD adults: S5Rls
Comparisan: 12 SERI v Clomigpramine (maintenance)
Qutcome: 05 Responders (Y-BOCS 25% reduction)
Stucdy SSRI Clomigrarmine RR [fixed) RER [fixed)
o sub-category M 959 I 9595 I
01 Paroxetine
Anzzeay 1995 2781 3720 1.08F [0.31, 3.5E]
Subtatal (9329 CN £l zo 1.05 [0.31, 3.EE]
Total everts: 8 (SR, 3 (Clomipraming)
Test for heterogeneity: not applicakle
Test for overall effect: Z=007 (P =0.94)
o1 02 05 1 2 5 10
Favourz SRl Favours Clomipramine
Reviemw: CCD adults: S5R1s
COmparison: 12 S5RI vz Clomipratning (maintenance)
Outcorme: 06 v -BOCS
Study S5RI Clomipratming SMD (fixed) ShD (fized)
o sub-category ] Mean (500 M Mean (500 895% Cl 95% Cl
1 Paroxetine
Anzzeau 1995 51 -14.70(7.20} zo -1l4.60(7.100 B -0.01 [-0.53, 0.50]
Subitotal (95% CI) 51 z0 -0.01 [-0.53, 0.50]
Test for heterogeneity: not applicable
Test for overall effect; £ =005 (P = 098)
-10 -5 a 10
Favours SSRI Favours Clomipramine
Review: QCD adults: S5RIs
Comparison: 12 SERI vz Clomipratmine (mairtenance)
Outcorme: 07 RFIMH-DCS
Study SERI Clomiprarmine SMD (fixed) SO (fized)
or sub-category ] Mean (5D M Mean (S0 95% CI 95% Cl
01 Paroxetine
Anzseau 1995 51l -C.Z0iZ. 80} 13 -4, 2002 20 = -0.40 [-0.93, 0.14]
Subtotal (35% CN El 19 -0.40 [-0.93, 0.14]
Test for heterogeneity: not applicable
Test for overall effect: =145 (P =014)
-10 -5 5 10

Favaours SSRI

Favours Clomipramine
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Revieny: QCD adults: S5Rls
Comparisan: 13 SERI vz Placebo (relapse prevention)
Qutcome: 01 Leaving the study early
Stucdy Paroxetine Placebo RR [fixed) RER [fixed)
o sub-category M il 959 I 9595 I
01 Paroxetine at 2 months
Anzzeay 1995 0714 3718 L 0.1% [0.01, 3.24]
Subtotal (95% C0 14 1z ——*—— 0.1% [0.01, 3.Z24]
Total everts: O (Paroxeting), 3 (Placeho)
Test for heterogeneity: not applicakle
Test for overall effect: £=116 (P = 0.25)
02 Paroxetine at 6 months
Bailer 1933 asz0 16724 B 0.8 [0.33, 1.18]
Subtotal (95% <N za 74 - 0.6% [0.39, 1.1%8]
Total events: 3 (Paroxetine), 16 (Placebao)
Test for heterogeneity: not applicable
Test for overall effect: Z=137 (P =017
Total (95% CN 24 47 i 0_E% [0.33, 1.04]
Total events: 3 (Paroxetine), 19 (Placeba)
Test for heterogeneity: Chi* =057, df =1 (P =0.35), F =0%
Test for overall effect: Z=1 83 (P =007

0. 01 1 10 100

Fawourz Paroxetine  Favours Placebo

Revieny: QCD adults: S5Rls
Comparisan: 13 SERI vz Placebo (relapse prevention)
Qutcome: 02 Leaving the study early due to adverse events
Stucdy Paroxetine Placebo RR [fixed) RER [fixed)
o sub-category M il 959 I 9595 I
01 Paroxetine at 6 months
Biailer 1995 0sz0 9s24 —B 0.06 [0.00, 1.01]
Subtatal (95% CN) z0 z4 - —— 0.06 [0.00, 1.01]

Total everts: O (Paroxeting), 9 (Placeho)
Test for heterogeneity: not applicakle
Test for overall effect: £=1.95 (P =0.05)

oot 0o oA 1 10 100 1000

Favaurs Paroxetine

Favaours Placebo

Rerviena: QD adults: SSRIs
Comparison; 13 SZRI vg Placebo (relapse prevention)
Outcome: 03 Full relapse (v-BOCS and CG] Severity increasze)
Study Paroxetine Placebo RR (fixed) RR (fixed)
or sub-category it T 95% Cl 95% Cl
01 Paroxeting at & morths
Bailer 1995 1420 6774 —B 0.2z0 [0.03, 1.53]
Subtatal (95% C 20 24 ~—mmi— 0.z0 [0.03, 1.53]
Total everts: 1 (Paroxeting], & (Placeba)
Test for heterogeneity: not applicable
Test for overall effect: Z=1585(P=012)
0.0 04 1 10 100

Fawourz Paroxetine

Fawvours Placebao
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Revieny: QCD adults: S5Rls
Comparisan: 13 SERI vz Placebo (relapse prevention)
Qutcome: 04 Partial relapse (Y-BOCS or O3l Severity increase)
Stucdy Paroxetine Placebo RR [fixed) RER [fixed)
o sub-category M il 959 I 9595 I
01 Paroxetine at 2 months
tnzzeay 1995 zs14 7s18 —B— 0.37 [0.03, 1.501]
Subtatal (95% CI) 14 1s g 0.37 [0.09, 1.50]
Total everts: 2 (Paroxeting), 7 (Placeho)
Test for heterogeneity: not applicakle
Test for overall effect: £=139 (P =0.1E)
02 Paroxetine at & months
Bailer 1935 a/z0 le/z4 o.g2 [0.23, 1.1%]
Subtotal (95% <N 0 z4 0.6% [0.32, 1.18]
Total events: 3 (Paroxetine), 16 (Placeba)
Test for heterogeneity: not applicable
Test for overall effect: Z=137 (P =017

0. 01 1 10 100

Fawourz Paroxetine  Favours Placebo

Revien: OCD adults: S5Rls
Comparisan: 13 55RI vz Placebo (relapse presvertion)
Outoome: 05 Adverse events
Stucdy Paroxetine Placebo RR (fixed) RR (fixed)
of sub-category i it 959% Cl 959% Cl
01 Paroetine at 2 months
Anzseay 1995 5514 as1s 1.14 [0.80, Z.15]
Subtotal (95% CN 14 1= 1.14 [0.80, Z.15]
Total everts: 8 (Paroxeting), 9 (Placeho)
Test for heterogeneity: not applicakle
Test for overall effect: £=040(P = 0.69)

o1 02 o0 1 2 5 10

Fawours Paroxetine  Favours Placebo

Revieny: OCD adults: S5RIs
Comparison: 13 SERI vz Placebo (relapse prevention)
Outcome: 06 Severe acdverse events
Studdy Paroxetine Placebo RR (fixed) ER (fixed)
or sub-categary Nt it 959 I 959 Cl
01 Paroxetine at 2 morths
Ansseau 1995 1714 4718 —B— 0.3z [0.04, Z.E57]
Subtotal (95% <N 14 1z - —— 0.3z [0.04, Z_571
Total events: 1 (Paroxetine], 4 (Placeba)
Test for heterogeneity: not applicable
Test for overall effect: Z=1 .07 (P = 0.23)

0. 01 1 10 100

Fawourz Paroxetine

Fawvourz Placebo
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Review: OCh adults: SSRIs
COmparison; 13 S5R| vz Placebo (relapse prevention)
Cutcome: 07 ¥ -BoCs
Stucly Paroxetine Placebao SMD (fixed) ShiD [ fied)
or sub-category ] Mean (=0 M Mean (S0 95% C 95%
01 Paroxetine at 2 months |

Ansseau 1995 1z 0.80(1.60) 1z 0.90(3.20) E 3 -0.04 [-0.84, 0.76]
Subtotal (95% ) 1z 1z &> -0.04 [-0.84, 0.76]
Test for heterogeneity; not applicakble
Test for overall effect. £ =009 (P = 0483)
02 Paroxetine at § months

Bailer 1993 1z -3.E0(F.60) g 0.828(3.59) = -1.17 [-Z.15, -0.1%]
Subtotal (95% CI) 1z a L o -1.17 [-Z.1E, -0.19]
Test for heterogeneity: not applicable
Test for overall effect: £ =233 (P =002)
Total (5% CI) 24 zo L -0.4% [-1.11, 0.13]
Test for heterogeneity: Chi® = 3.05, df =1 (P = 0.08), F =67 2%
Test for overall effect =154 (P=012)

-10 -5 1] a 10
Favours Paroxetine  Favours Placebo

Review: OCh adults: SSRIs
COmparison; 13 S5R| vz Placebo (relapse prevention)
Cutcome: 05 MIkH-CC
Stucly Paroxetine Placebao SMD (fixed) ShiD [ fied)
or sub-category ] Mean (=0 M Mean (S0 95% C 95%
01 Paroxetine at 2 months

Ansseau 1995 11 0.20{0.90) a 1.20(2.30) = -0.53 [-1.54, 0.28]
Subtotal (95% O 11 a <4 -0.6% [-1.E54, 0_Z2g]
Test for heterogeneity; not applicakble
Test for overall effect. Z=136(P=017)
02 Paroxetine at § months

Bailer 1993 1z -0.67(1.6€) g 0.328(1.67) +=r -0.60 [-1.8&, 0.31]
Subtotal (95% CI) 1z a L 3 -0.60 [-1.52, 0.31]
Test for heterogeneity: not applicable
Test for overall effect: £ =129 (P =020)
Total (5% CI) 23 17 L | -0.6Z [-1.26, 0.03]
Test for heterogeneity: Chi* =000, df =1 (P=057), F=0%
Test for overall effect: £ =1 57 (P = 0.08)

-10 -5 1] a 10
Favours Paroxetine  Favours Placebo
Clomipramine (OCD, adults)

Revien: OCD adutts: Clomiprarming
Comparisan: 01 Clomipramine v placebo: acute phase
Cutcotne: 01 Adverse everts
Stucdy Clormigramine Placebo RR (fixed) RR (fixed)
of sub-category i it 959% I 959 Cl
Burnbaim 1993 s0/2z [N L 1.1z [1.02, 1.23]
CCSG 1991 (pooled) ZEaszE0 le3/260 ] 1.52 [1l.44, 1.74]
Tohar 19963 2E/33 7gF99 = 1.0% [0.3&, 1.24]
Tatal (95% CI) 441 436 ] 1.36 [1.27, 1.45]
Tatal everts: 423 (Clomipramine], 308 (Placeba)
Test for heterogeneity: Chi®= 3733, df =2 (P =0.00001], I* =94 6%
Test for overall effect: £=9.34 (P = 0.00001)

o1 02 as 1 2 4 10
Favours Clomipramine  Favours Placebo
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Revieny: QCD adults: Clomipramine
Comparisan: 01 Clamipramineg vz placebo; acute phase
Qutcome: 02 Leaving study early
Stucdy Clormigramine Placebo RR [fixed) RER [fixed)
o sub-category M il 959 I 9595 I
Burnbam 1993 ZEBfBE 20,77 —|— 1.31 [O0.21, £.13]
CCSG199101) 175118 137121 —_— l.34 [0.68, Z.64]
CCSG199102) 147147 125123 —_— 1.14 [0.EE, z.28]
Stein 1992 TiEL zfe3 ——) .83 [0.89, l&._44]
Zohar 19963 34499 39/99 0.27 [0.&0, 1.z2&]
Total (95% CN) 462 459 1.1E [0.90, 1.47]
Total everts: 100 (Clomipramine], 36 (Placeha)
Test for heterogeneity: Chi* =532, df =4 (P =026), F = 24 9%
Test for overall effect: Z=1.11 (P =0.27)
o1 02 os 1 2 5 10
Favours Clomipramine  Favours Placebo
Revien: OCD adutts: Clomiprarming
Comparisan: 01 Clomipramine v placebo: acute phase
Outoome: 03 Leaving study eatly due to adverse everts
Stucdy Clormigramine Placebo RR (fixed) RR (fixed)
of sub-category i it 959% I 959 Cl
Burnbim 1993 17782 g/s77 —a— Z.00 [0.91, 4.3258]
Zohar 19963 177949 &/39 —a— Z.83 [1.17, &.89]
Total (95% CI) 181 176 ~suiifies- Z.35 [1.31, 4.2%]
Total everts: 34 (Clomigpramine), 14 (Placebo)
Test for heterogeneity: Chit=034, df =1 (P =056),F = 0%
Test for overall effect: £ =286 (F = 0.004)
o1 02 as 1 2 4 10
Favours Clomipramine  Favours Placebo
Revieny: QOCD adults: Clomipramine
Comparison: 01 Clamipraming vs placeho; acute phase
Qutcome: 04 Mon-responders (Y-BOCS)
Studdy Clomipramine Placebo RR (fixed) ER (fixed)
or sub-categary Nt it 959 I 959 Cl
Burnham 1993 42/ BE 45477 0.8% [0.68, 1.18]
Zohar 1996a 47733 64793 - 0.73 [0.57, 0.35]
Total (953% C 181 176 0.73 [0.66, 0.9&]
Total events: 39 (Clomipramine), 109 (Placebo)
Test for heterogeneity: Chi* =053, df =1 (P =0.36), F = 0%
Test for overall effect: Z=240(P = 0.02)
01 02 05 1 2 5 10
Favours Clomipramine  Favours Placebo
Revien: OCD adutts: Clomiprarming
Comparisan: 01 Clomipramine v placebo: acute phase
Outoome: 05 Man-responders (CGI)
Stucdy Clormigramine Placebo RR (fixed) RR (fixed)
of sub-category i it 959% Cl 959% Cl
Stein 1992 l4s21 17523 o.90 [0.81, 1.33]
Total (95% CN zl z3 o.90 [0.81, 1.33]

Tatal everts: 14 (Clamigpramine), 17 (Placebao)
Test for heterogeneity: not applicakle
Test for overall effect: £=052 (P = 0.60)

01 02 05 1 2 5 10

Favours Clomipramine  Favours Placebo
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Revieny: QCD adults: Clomipramine
Comparisan: 01 Clamipramineg vz placebo; acute phase
Qutcome: 06 Mon-responders Cal)
Stucdy Clormigramine Placebo RR [fixed) RER [fixed)
o sub-category M il 959 I 9595 I
Burnbam 1993 4z r82 45,77 0.88 [0.66, 1.1&]
Stein 1992 14721 17423 0.20 [0.&1, 1.33]
Zohar 19963 47/93 54,93 — 0.73 [0.57, 0.9E&]
Total (95% CN) z0z 138 0.8l [0.&62, 0.98]
Tatal everts: 103 (Clomipramine], 126 (Placekha)
Test for heterogeneity: Chif=117,df =2 (P =056), F = 0%
Test for overall effect: £=244 (P =0.01)
o1 02 05 1 2 5 10
Fawvours Clamipramine  Fawvours placebo
Revieny: OCD adults: Clomipramineg
Comparison; 01 Clomipramine ve placebo; acute phase
Outcome: 07 Mon-remitters
Study Clomigramine Placebo RR (fixed) RR (fixed)
or sub-category it T 95% Cl 95% Cl
CCSG 1991 (pooled) 136260 ZEZ/FEN B 0.54 [0.48, 0.61]
Total (95% CI) ZE0 ZE0 L 3 0.54 [0.48, 0.61]
Total everts: 136 (Clamipramine], 252 (Flacebo)
Test for heterogeneity: not applicable
Test for overall effect: Z=1024 (P = 0.00001)
o1 02 03 1 2 a2 10
Favours Clomipramine  Favours placebo

Review: OCh adults: Clomipramine
COmparison; 01 Clomipramine vs placebo; acute phase
Outcame: 05 % -BoCs
Studly Clomipramine Placebo SMD (fixed) ShD [ fized)
or sub-category ] Mean (=0 M Mean (S0 95% C 95%
Burnham 1933 78 —7.73 742 75 -4.60(7_53) - -0.47 [-0.74, -0.10]
CCSG1993101) 118 16.23(7.93) 1zo 2E.11(6_68) — -1.21 [-1.48, -0.923]
CCSG1991(2) 134 14.70(7.87) lza ZE.ER(E.0L) - -1.58 [-1l.82, -1.27]
Zohar 1996a 94 —-5.00(8. 20} L] -5.00(7.90) - -0.37 [-0.66, -0.09]
Total (35% CI) 474 473 + -0.93 [-1.07, -0.78]
Test for heterogeneity: Chi* =47 .71, df = 3 (P = 0.00001), F = 93.7%
Test for overall effect: Z =12 62 (P =0.00001)
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Review: OCh adults: Clomipramine

COmparison; 01 Clomipramine vs placebo; acute phase

Outcome: 09 OCh Scale (CPRS)

Studly Clomipramine Placebo SMD (fixed) ShD [ fized)
or sub-category ] Mean (=0 M Mean (S0 95% C 95%

Tharen 1950 g 5.38(2.75) g g_7Ei3.18) a [-1.78, 0.27]
Total (95% CI) g ] - [-1.72, 0.27]
Test for heterogeneity: not applicable
Test for overall effect £ =144 (P=015)

-10 -5 0
Favours Clomipramine  Favours Placebo
Resvienn: QCD adults: Clomipramine
Comparizon: 01 Clomipramine vs placebo: acute phase
Outcome: 10 G-tem OCD Scale - amelioration
Stucly Clomipramine Placebao SMD (fixed) ShD (fized)
or sub-category ] Mean (S0 M Mean (S0 95% I 95% CI

Morntgotmery 1330 7 -10.00(&._11) 7 -0_7L(5.11) . [-2.99, -0.4Z2]
Tatal (95% CI) 7 7 E = [-Z_95, -0.4%]
Test for heterogeneity; not applicable
Test for overall effect: Z =2 B0 (P = 0.003)

-10 -5 i}
Favours Clomipramine  Favours placebo
Review: QD adults: Clomipramine
Comparison: 01 Clomipramine ve placebo: acute phase
Outcorme: 11 QCD (CD-CPRS; 6-tem OCD Scale-amelioration)
Study Clomipramine Placebo SMD (fixed) SO (fized)
or sub-category ] Mean (5D M Mean (S0 95% CI 95% Cl

Morntgomersy 1990 7 —-10.00¢{5.11) 7 -a.71{5.11) — 99, -0_.4E)

Thoren 1950a g E.3B(Z.75) =) 2.7E(z.1E) - [-1.78, 0.&7]
Tatal (95% CI) 15 15 » [-1.92, -0.3z2]
Test for heterogeneity: Chi* =1.28, df =1 (P = 0.26), F =21 5%

Test for overall effect; £ =275 (P = 0.008)
-10 -3 0

Favours Clomipramine  Favours placebo
Review: QD adults: Clomipramineg
Comparison: 01 Clomipramine ve placebo: acute phase
Cutcorme: 12 Y -BOCSICPRS
Study Clomipramine Placebo SMD (fixed) SO (fized)
o sub-category ] Mean (S0 M Mean (S0 95% C 5% Cl
01 Y-BoCs

Burnham 1993 7 =7.721(7.4&) TE -4 &0(7.53) - .7d, -10]

CCSG1991(1) 11g l6.231(7.93) 1z0 ZE.L1l(6.682) = .48, .93]

CCSG1991(2) 134 14.70(7.87) 1z9 Z5.59(5.01) — _EE, .27

Fohar 19565 o4 —8.00{8_E0) a9 =L_oog{7._ 90 = GG, . 03]
Subtotal (95% O 474 473 + .a7, _7s]
Test for heterogeneity; Chi* =47 .71, df =3 (P = 0.00001), F =93.7%

Test for overall effect: £ =1262 (P =0.00001)
02 OCD-CPRE

Thoren 1950a g E.3BIZ.7E) g S.T7E(3.18) e .TE, DLET)
Subtotal (95% CI) 8 8 . o .78, 0.27]
Test for heterogeneity: not applicable
Test for overall effect: =144 (P=015)

03 B-temn OCD Scale - amelioration

Mortgotnersy 1990 7 -10.00¢5 11} 7 -0.71(5.11} —_— .93, -0.4z7]
Subtatal (95% CI) 7 7 =i .83, -0.47]
Test for heterogeneity; not applicable
Test for overall effect: Z =2 B0 (P = 0.003)

Tatal (95% CI) 435 438 4 .07, -0.79]
Test for heterogeneity; Chi* =49.22, df =5 (P = 0.00001), P = 89.5%
Test for overall effect: Z=1291 (P =0.00001)

-4 -2 i}
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Removing heterogeneity from Clomipramine v Placebo (Y-BOCS/CPRS): Burnham1993 and Zohar1996a
removed because they reported change scores
Review: OCh adults: Clomipramine
COmparison; 01 Clomipramine vs placebo; acute phase
Cutcome: 12 ¥-BOCSICPRS
Stucly Clomipramine Placebao SMD (fixed) ShiD [ fied)
or sub-category ] Mean (=0 M Mean (S0 95% C 95%
o1 v¥-BoCs
CCSG 1951010 118 16 E3(7.93) 1z0 2L_11{6_68) E | -1.21 [-1.48, -0.93]
CORGE 199102 134 14.70(7.8%) 1z3 ZE_ER({E.01) = -1.8E [-1l.22, -1.E&7]
Suktotal (95% CI) 252 z49 L 2 -1.328 [-1.57, -1l.1%g]
Test for heterogeneity: Chi® =289, df =1 (P =0.08), F = 65.3%
Test for overall effect: 7 =13.52 (P < 0.00001)
02 QOCD-CPRE
Tharen 1980a g 6.38(Z2.75) g 783,18 — -0.75 [-1.78, 0.27]
Subitotal (95% CI) 8 8 e o -0.75 [-1.78, 0.27]
Test for heterogeneity: not applicable
Test for overall effect, Z=144 (P=015)
03 B-tem OCD Scale - atnelioration
Morntgomersy 1990 7 =10.00¢{&5.11) 7 -0.71l{5.11} —_— =1.70 [-Z.%3, -0.4Z%]
Subtatal (95% CI) 7 7 =eniiiine-- -1.70 [-Z.93, -0.4Z]
Test for heterogeneity: not applicable
Test for overall effect £ = 260 (P = 0.003)
Total (95% CI) zE7 z64 L 2 -1.26 [-1.E5, -1.17]
Test for heterogeneity: Chif =4 53, df =3 (P=0.21), F =33 8%
Test for overall effect: £ =14.08 (P < 0.00001)
-4 -2 0 2 4
Favours Clomipramine  Favours Placebo
Review: OCh adults: Clomipramine
COmparison; 01 Clomipramine vs placebo; acute phase
Cutcome: 13 MIRH-CC
Studly Clomipramine Placebo SMD (fixed) ShD [ fized)
or sub-category ] Mean (=0 M Mean (S0 95% C 95%
CCSG 1951010 118 G442 72 120 Do36(2.1m = =1.18 [-1.4&, -0.30]
CCSG 195102 134 G6.18(3.01) 1za Q_82(E_04) = -1.41 [-1.68, -1.14]
Zohar 1996a 24 -Z.E0(Z. e} 29 =1l.40{z.30) = -0.40 [-0.e8, -0.11]
Tatal (95% CI) 346 348 [] -1.01 [-1.17, -0.25]
Test for heterogeneity: Chi® = 27 47, df = 2 (P = 0.00001), P = 92.7%
Test for overall effect, £=1242 (P =0.00001)
-10 -5 i 5 10
Favours Clomipramine  Favours Placebo
Review: QD adults: Clomipramine
Comparison: 01 Clomipramine ve placebo: acute phase
Outcorme: 14 Leyton Ohsessional Inventory: symptom
Study Clomipramine Placebo SMD (fixed) SO (fized)
or sub-category ] Mean (5D M Mean (S0 95% CI 95% Cl
|
Thoren 1980a g —d4_40{3_ &0} g =1l.00{z.30) E B —-0.45 [-1_46, 0.54]
Total (95% CN ] = -0.46 [-1.46, 0.54]
Test for heterogeneity: not applicable
Test for overall effect: =051 (P =037
10 5 o 5 10
Favours Clomipramine  Favours placebo
Resvienn: QCD adults: Clomipramine
Comparizon: 01 Clomipramine vs placebo: acute phase
Outcome; 15 Levton Ohsessional Inventory; trat
Stucly Clomipramine Placebao SMD (fixed) ShD (fized)
or sub-category ] Mean (S0 M Mean (S0 95% I 95% CI
|
Thoren 1950a g —-1.30(Z.30) g -0_&0(3_00) E B -0.50 [-1.4%, 0_50]
Total (35% CI) & & -0.50 [-1.45, 0.50]
Test for heterogeneity; not applicable
Test for overall effect: Z =097 (P =033)
-0 5 0 5 10
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Review: OCh adults: Clomipramine
COmparison; 01 Clomipramine vs placebo; acute phase
Outcome: 16 Leyvton Ohsessional Inventory: resistance
Studly Clomipramine Placebo SMD (fixed) ShD [ fized)
or sub-category ] Mean (=0 M Mean (S0 95% C 95%
|

Tharen 1950 g —-l3.00{1%.60) g -4_30(18_60) E 3 -0.43 [-1_.43, 0_.5&]
Tatal (93% CI) g g -0.43 [-1.43, 0.5&]
Test for heterogeneity: not applicable
Test for overall effect. £ =085 (P = 0.40)

-10 & 0 5 10
Favours Clomipramine  Favours placebo
Resvienn: QCD adults: Clomipramine
Comparizon: 01 Clomipramine vs placebo: acute phase
Outcome; 17 Levton Obsessional Inventory; interference
Stucly Clomipramine Placebao SMD (fixed) ShD (fized)
or sub-category ] Mean (S0 M Mean (S0 95% I 95% CI
|

Thoren 1950a g —-lz.30(z4.00) g -8.40(15_20) E 3 -0.18 [-1.1&, 0O.820]
Total (35% CI) & & -0.18 [-1.16, 0.&0]
Test for heterogeneity; not applicable
Test for overall effect Z=036(P=072)

-0 5 0 5 10
Favours Clomipramine  Favours placebo
Review: QD adults: Clomipramine
Comparison: 01 Clomipramine ve placebo: acute phase
Outcorme: 15 Self-Rating Obsessive-Compulsive Personality Inventory
Study Clomipramine Placebo SMD (fixed) SO (fized)
or sub-category ] Mean (5D M Mean (S0 95% CI 95% Cl
|

Stein 1992 £l 45_17(7_ 326} 23 43_31(7.38) || -0.55 [-1.1&, 0O.0E&]
Tatal (85% CI) z1 3 -0.85 [-1.16, 0.05]
Test for heterogeneity: not applicable
Test for overall effect: £ =179 (P =007)

10 5 o 5 10
Fawvours Clomipramine  Favours Placebo
Review: OCh adults: Clomipramine
COmparison; 01 Clomipramine vs placebo; acute phase
Outcome: 19 Montgomery-2Azhery Depression Rating Scale
Studly Clomipramine Placebo SMD (fixed) ShD [ fized)
or sub-category ] Mean (=0 M Mean (S0 95% C 95%
|

Zohar 195965 94 —Z_40(7.30) Q9 -0.e0(7_50) = -0.24 [-0_5&, 0.0&]
Tatal (93% CI) a4 a8 -0.&4 [-0.8&, 0.0K]
Test for heterogeneity: not applicable
Test for overall effect £ =163 (P=010)

-10 & 0 5 10
Favours Clomipramine  Favours Placebo
Review: OCD adults: Clomipramine
COmparison: 01 Clomipramine vs placeho: acute phase
Outcorme: 20 Clinical Global Impressions: severity of ilness
Study Clomipramine Flacebo SMD (fixed) ShD (fized)
o sub-category ] Mean (500 M Mean (500 895% Cl 95% Cl
[

Zohar 1996a 24 =1.10{1.z0} 29 -0.70{1.20 = 0.3 [-0.e0, -0.03]
Tatal (95% CI) 94 a9 -0.32 [-0.60, -0.03]
Test for heterogeneity: not applicable
Test for overall effect, £=220(P =003)

-0 5 0 5 10
Favours Clomipramine  Favours Placebo
Review: QD adults: Clomipramine
Comparison: 01 Clomipramine ve placebo: acute phase
Outcorme: 21 Symptatn Checklist-90
Study Clomipramine Placebo SMD (fixed) SO (fized)
or sub-category ] Mean (5D M Mean (S0 95% CI 95% Cl
|

Zohar 19564 74 —31.%0(33_30) 7 =15_E0(37.30) = -0.3% [-0.64, 0.00]
Tatal (85% CI) 74 77 -0.32 [-0.64, 0.00]
Test for heterogeneity: not applicable
Test for overall effect: £ =1 95 (P =005)

10 5 o 5 10
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Revieny: QCD adults: Clomipramine
Comparisan: 02 Clomipramine v SSRIs acute phasze
Outcome: 01 Addverse events
Stucdy Clormigramine S=RI RR [fixed) RER [fixed)
o sub-category M il 959 I 9595 I
01 Clamipramine vs Fluvoxamine
Freeman 1994 Z4,30 20,34 0.9l [0.73, 1.13]
Haran 19963 32541 3ES37 1.01 [0.91, 1.1Z2]
Munco 2001 24/11E 21/11% l.08 [0.21, 1.:2E&]
Subtotal (95% <N 123 1zg 1.0 [0.22, 1.13]
Total everts: 147 (Clomipramine], 146 (SZRI)
Test for heterogeneity: Chi® =147, di =2 (P =048),F = 0%
Test for overall effect: Z=036 (P =072)
02 Clomipramine ve Paroxetine
Burnham 1993 20788 TISBE l.0¢ [0.27, 1.11]
Tohar 19983 2Es99 lez/201 & l.08 [0.9E, 1.17]
Subtotal (959 CN 121 o= l1.05 [0.98, 1.1Z2]
Total events: 165 (Clomipramine), 240 (S5R0)
Test for heterogeneity: Chi* =013, df =1 (P=072),F =0%
Test for overall effect: Z=145(P =015)
03 Clomipramine vz Settraline
A=kin 1933 13718 7518 —— 1.86 [0.97, 3_E4]
Bizzerbe 1997 E7/82 L&/B6 —m— 1.07 [0.85, 1.32]
Subtatal (95% <) 100 104 i 1.16 [0.95, 1.4Z2]
Tatal everts: 70 (Clomipraming), B3 (S5RI)
Test for heterogeneity: Chizf=262, df =1 (P =011), F = &1 8%
Test for overall effect: Z=1.41 (P =0.1E)
Total (95% CN 454 4k [ 3 l.06 [l.00, 1.12]
Total everts: 352 (Clomipramine), 449 (S3R))
Test for heterogeneity; Chif=593, df =6 (P =043),F=0%
Test for overall effect: £=11.80(P =0.07)
0.2 0.3 1 2 4

Favours Clomipramine  Favours SSRI
Revieny: QOCD adults: Clomipramine
Comparison: 02 Clomipraming vs SSRIls acute phase
Qutcome: 02 Attempted suicide
Studdy Clomipramine SERI RR (fixed) ER (fixed)
or sub-categary Nt it 959 I 959 Cl
01 Clomipramine vz Sertraline
Biszerhe 1997 If8z 1786 ——— .16 [0.32, 29.64]
Subtotal (95% <N gz 56 ——e N —— .15 [D.33, 29.64]
Total events: 3 (Clomipramine), 1 (SSR1)
Test for heterogeneity: not applicable
Test for overall effect: Z=1.00(P = 0.32)

0. 01 1 10 100

Favours Clomipramine  Favours S5R1
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Revieny: QCD adults: Clomipramine
Comparisan: 02 Clomipramine v SSRIs acute phasze
Qutcome: 03 Leaving study early
Stucdy Clormigramine S=RI RR [fixed) RER [fixed)
o sub-category M il 959 I 9595 I
01 Clamipramine vs Fluoxetine
Lopez-lkhor 1996 4725 EF30 — 0.926 [0.23, 3.20]
Subtatal (95% CI) zg 20 e 0.%6 [0.29, 3.20]
Total everts: 4 (Clomipraming), S (SSR0D
Test for heterogeneity: not applicakle
Test for overall effect: Z=007 (P =0495)
02 Clomipramine vz Fluvoxamine
Freeman 1994 11738 &/34 —— 1.25 [0.82, 4.85]
Koran 1996a 15/4E 8,37 - 1.65 [0.72, 3.45]
Milanfranchi 1997 1713 as13 Z.00 [0.13, e7.E51]
Wundo 2001 FESLLE 19/11E -+ 1.41 [0.832, Z_.29]
Smeraldi 1392 /8 1/8 — l.00 [0.08, 12 _Eg]
Subtotal (95% CN Z05 Z05 L3 1.87 [l1.07, Zz.29]
Total events: 54 (Clomipramine), 34 (S5RI
Test for heterogeneity: Chi* =071, df =4 (P =0295), F =0%
Test for overall effect: £ =234 (P =002)
03 Clamipramine va Paroxetine
Burnbaim 19393 Z3/82 Z3/82 l.00 [0.65, 1.E3]
Tohar 19965 34,99 49,201 E 1.41 [0.98, Z.03]
Subtotal (95% C 121 z83 1l.zz [0.92, 1.61]
Tatal everts: 62 (Clamipramine), 77 (S5R[)
Test for heterogeneity: Chiz="1 44, df =1 (P =023), F = 30.4%
Test for overall effect: Z=1.41 (P =0.1E)
04 Clamipramine vz Settraline
Azkin 1999 4,22 zrz0 e e 1.8z [O.37, 8.88]
Biszerke 1997 35r8E2 23786 - 1l.60 [1.04, Z_.45]
Subtatal (95% CN 104 108 L 2 1.61 [l.0&, Z.45]
Tatal everts: 39 (Clamigramine), 29 (SSR[)
Test for heterogeneity: Chif=002,df =1 (P =0.88),F =0%
Test for overall effect: £=225(P =0.02)
Total (95% CI) ElE £24 L 2 1.39 [1.14, 1.6%8]
Tatal everts: 159 (Clomipramine], 141 (S3R0)
Test for heterogeneity: Chi*=426, df =9 (P =0589),F=0%
Test for overall effect: £=329(F =0.001)

o.m IR 1 10 100
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Revieny: QCD adults: Clomipramine

Comparisan: 02 Clomipramine v SSRIs acute phasze

Qutcome: 04 Leaving study early due to adverse events

Stucdy Clormigramine S=RI RR [fixed) RER [fixed)
o sub-category M il 959 I 9595 I

01 Clamipramine vs Fluoxetine
Lopez-lkhor 1996 1725 1730 1.z0 [0.08, 18 23]
Subtatal (95% CN) zE =0 ———e - l.20 [0.08, 15.2%]
Total everts: 1 (Clomipraming), 1 (SSR0D
Test for heterogeneity: not applicakle
Test for overall effect: Z=013 (P =0.30)

02 Clomipramine vz Fluvoxamine

Freeman 1994 4,30 Er34 —_— 0.21 [0.Z7, 3.07]
Koran 1996a TrAE Er37 ——— 1.3 [0.43, 3.E86]
Milanfranchi 1397 as13 as13 Not estimable
Mundo 2001 18/11% a/11E —a— Z.0E8 [0.96, 4_38]
Smeraldi 1932 0s6 146 0.33 [0.0Z, &_86]
Subtatal (5% CI) z03 Z05 - 1.45 [0.85, 2.45]

Total events: 29 (Clomipramine), 20 (S5RI
Test for heterogeneity: Chi® =238, df = 3 (P =0.50), F = 0%
Test for overall effect: Z=135(P=017)

03 Clamipramine va Paroxetine

Burntam 1993 17782 15/a2 —m— 1.13 [0.61, 2.11]
Zokar 19963 17 /99 la/201 - 1.92 [1.03, 3.56]
Subtatal (95% <) 151 283 il 1.48 [0.96, Z2.29]

Tatal everts: 34 (Clamipramine), 33 (S5R0)
Test for heterogeneity: Chiz=1 38, di =1 (P =024), F = 27 5%
Test for overall effect: £=1.77 (P = 0.05)

04 Clamipramine vz Settraline
Biszerke 1997 Zlr82 Q786 —i— £.45 [1.13, £.03]
Subtatal (95% CN gz =1 il z.45 [1.19, E.03]
Tatal everts: 21 (Clamigramine), 9 (SSRD
Test for heterogeneity: not applicakle

Test for overall effect: £=244 (P =0.01)

Total (95% CI) 431 £04 *» 1.6l [1.19, 2.1%]
Tatal everts: 85 (Clamipramine), B3 (SER[)
Test for heterogeneity: Chit=541,df =7 (P=0E1),F=0%
Test for overall effect: Z=311 (F = 0.002)

o.m IR 1 10 100
Favours Clomipramine  Favours SERI
Revieny: OCD adults: Clomipramineg
Comparison; 02 Clomipramine vs 35FRls acute phase
Outcome: 05 Mon-responders (25% Y -BOCE)
Shudy Clomigramine SERI RR (fixed) RR (fixed)
or sub-category it T 95% Cl 95% Cl
01 Clomipramine vz Fluvoxamine
Koran 1996 21742 18537 l1.02 [0O.6&6, 1.61]
Subtatal (95% CI) 4z a7 1.02 [0.66, 1.61]

Total evertz: 21 (Clomipraming), 18 (S5RI)
Test for heterogeneity: not applicable
Test for overall effect: Z=012 (P =090)

02 Clomipramine ws Paroxetine
Tohar 19965 47,99 92201 1.04 [0.80, 1.34]
Subtotal (95% C) a9 z01 1 l.04 [0.80, 1.324]
Tatal everts: 47 (Clamipramineg), 92 (S5SR[)
Test for heterogeneity: not applicakle

Test for overall effect: £=025 (P =0.78)

Total (95% CI) 141 et} o 1.0% [0.83, 1.29]
Tatal everts: 63 (Clamigramine), 110 (SSRD

Test for heterogeneity; Chi=000,df =1 (P =097, F=0%
Test for overall effect: £=030(P =0.7E)

01 02 0s 1 2 a 10
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Revieny: QCD adults: Clomipramine

Comparisan: 02 Clomipramine v SSRIs acute phasze

Qutcome: 06 Mon-responders (35% Y-BOCS)

Stucdy Clormigramine S=RI RR [fixed) RER [fixed)
o sub-category M il 959 I 9595 I

01 Clamipramine vs Fluvoxamine
Munco 2001 44 /11E 454115 o.98 [O.71, 1.35]
Subtotal (95% <0 11z 11% 0.%% [0.71, 1.35]
Tatal everts: 44 (Clamipramine), 46 (SER[)
Test for heterogeneity: not applicakle

Test for overall effect: Z=011 (P =0491)

o1 02 os 1 2 5 10

Favours Clomipramine  Favours SERI
Revieny; OCD adults: Clomipramineg
Comparison; 02 Clomipramine vs 35FRls acute phase
Outcome: 07 Mon-responders (CG] 25% Y-BOCE)
Shudy Clomigramine SERI RR (fixed) RR (fixed)
or sub-category it T 95% Cl 95% Cl
01 Clomipramine v Fluoxetine
Lopez-lhar 1996 117425 22430 —— o.s0 [O.37, 0.98]
Subtatal (95% 1) Z5 20 e o 0.&0 [0.37, 0.98]

Total evertz: 11 (Clomipraming), 22 (S5RI)
Test for heterogeneity: not applicable
Test for overall effect: =203 (P = 0.04)

02 Clomipramine ws Paroxetine
Burnbaim 19393 47 f52 47,582 o.8% [0.67, 1.18]
Subtotal (95% C) gz gz 1 o.89 [0.&67, 1.18]
Total everts: 42 (Clomipramine), 47 (S5R[)
Test for heterogeneity: not applicakle

Test for overall effect: Z=075 (P =043)

Total (95% CN 107 11z i 0.8l [0.&63, 1.03]
Tatal everts: 53 (Clamigramine), B9 (SSR[)
Test for heterogeneity: Chi=190,df =1 (P =017),F =47 3%
Test for overall effect: £=1.73 (P =0.03)

o1 02 os 1 2 5 10

Favours Clomipramine  Favours SSRI
Revieny: OCD adults: Clomipramineg
Comparison; 02 Clomipramine vs 35FRls acute phase
Outcome: 09 Maon-responders (CGI-)
Shudy Clomigramine SERI RR (fixed) RR (fixed)
or sub-category it T 95% Cl 95% Cl
01 Clomipramine vz Fluvoxamine
Milamfranchi 1297 3513 2513 = 1.50 [O.30, 7_55]
Subtatal (95% C 13 13 ———e N ——-— 1.E0 [0.30, 7.55]

Total everts: 3 (Clamipramine), 2 (5SRI1)
Test for heterogeneity: not applicable
Test for overall effect: Z=049 (P = 0E62)

02 Clomipramine vz Settraline
Biszerhe 1997 29/82 Za/86 B 1.2z7 [0.81, 1.98]
Subtotal (95% C) gz =14 - 1.27 [0.81, 1.98]
Tatal everts: 29 (Clamipramine), 24 (S5R[)
Test for heterogeneity: not applicakle

Test for overall effect: £=11.04 (P = 0.30)

Total (95% CN aL a3 sl l.z9 [0.83, 1.958]
Tatal everts: 32 (Clamigramine), 26 (SER[)
Test for heterogeneity; Chif=004, df =1 (P =054),F=0%
Test for overall effect: £=114 (P =0.25)

01 02 0s 1 2 a 10
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Revieny: QCD adults: Clomipramine
Comparisan: 02 Clomipramine v SSRIs acute phasze
Qutcome: 10 Mon-responders (al)
Stucdy Clormigramine S=RI RR [fixed) RER [fixed)
o sub-category M il 959 I 9595 I
01 Clamipramine vs Fluoxetine
Lopez-lhor 1996 11725 ZE,30 —— 0.&0 [0.37, 0.98]
Subtatal (95% CI) zg 20 s 0.60 [0.37, 0.9%8]
Tatal everts: 11 (Clamipramine), 22 (SER[)
Test for heterogeneity: not applicakle
Test for overall effect: £=203 (P =0.04)
02 Clomipramine vz Fluvoxamine
Koran 1996a Z1/4E 18737 —— 1.03 [0.68, 1.81]
Milanfranchi 1997 313 Zr13 1.50 [0.30, 7.EE]
Mundo 2001 44 /117 46115 o.98 [O0.71, 1_35]
Subtotal (95% CN) 167 165 t 1.0l [O.7&8, 1.31]
Total events: 65 (Clomipramine), 68 (S5RI
Test for heterogeneity: Chi* =027, df =2 (P =0.388),F =0%
Test for overall effect: Z =005 (P =0493)
03 Clamipramine va Paroxetine
Burnkaim 1993 47 82 47582 o.8% [0.&7, 1.18]
Zohar 1996 4799 QEFEOL } 1.04 [O_80, 1.34]
Subtatal (95% N 181 zaa 0.97 [0.81, 1.18]
Tatal everts: 39 (Clomipraming), 139 (S5RD
Test for heterogeneity: Chif=0593, df =1 (P =0.44), F = 0%
Test for overall effect: =027 (P =0.79)
04 Clamipramine vz Settraline
Biszerke 1997 Zos8L 247865 —1— 1.z7 [O0.21, 1.98]
Subtatal (95% CN gz =1 - 1.27 [0.81, 1.38]
Tatal everts: 29 (Clamigpramine), 24 (SSRI)
Test for heterogeneity: not applicakle
Test for overall effect: £=11.04 (P =0.30)
Tatal (95% CI) 4EE EEd &> 0.3 [0.85, 1.13]
Tatal everts: 197 (Clomipramine), 231 (S3RI)
Test for heterogensity: Chir=601,df =6 (P =0421,F=01%
Test for overall effect: £Z=024 (P =0.51)
o1 02 os A 2 5 10
Favours Clomipramine  Favours SERI
Review: OCD adults: Clomipramine
COmparison: 02 Clomipramine vs S5Rls: acute phase
Outearme: 11 ¥-BOCS
Study Clomipramine SERI SMD (fixed) ShD (fized)
o sub-category ] Mean (500 M Mean (500 895% Cl 95% Cl
01 Clomipramine vs Fluoxetine
Lopez-lkar 1936 z4 -5.90(7.13) a0 -7.50(9.29) —_— -0.16 [-0.70, 0.37]
Subtotsl (95% CI) z4 20 —— e ——— -0.16 [-0.70, 0.37]
Test for heterogeneity: not applicable
Test for overall effect; £ =060 (P = 0355)
02 Clomipraming vz Fluyaxamine
Koran 1996a 39 17.00{8.55) 34 17.80(7.70) — -0.10 [-0.56, 0.38]
Milanfranchi 1997 1z 16.E0{11.00) 1z 18.40(3_Z20) -0.18 [-0.57, 0.&0]
hiuncio 2001 31 Llz.50(g.00) &7 14.70(10.10) — -0.24 [-0.5%2, 0.11]
Smeraldi 1992 5 15.20(1Z. 40} [ 1g.20(2.50) + -0.30 [-1.55, 0.95]
Subtatal (95% CI) 117 119 e o -0.19 [-0.45, 0.08]
Test for heterogeneity: Chi* =026, df =3(P=0597), F=0%
Test for overall effect, Z=146(P=014)
03 Clamipramine vz Paroxetine
Burnham 1933 78 =7.73({7.42) 73 -E.EL(7.47) -0.28 [-0.€0, 0.0%]
Zohar 1996a EES -5.00(%.20) 198 -5.00(8.00) — 0.00 [-0.25, 0.Z5]
Subtotal (95% CI) 17z 277 " -0.11 [-0.30, 0.09]
Test for heterogeneity: Chi*=1.94, df =1 (P =0.16), F = 45 4%
Test for overall effect: £ =109 (P =0258)
Total (5% CI) 313 476 il -0.14 [-0.29, 0.01]
Test for heterogeneity: Chi*=247 df =6(P=087), F=0%
Test for overall effect: £ =1 85 (P = 0.08)
-1 -0.5 1] 0.5
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Review: OCh adults: Clomipramine
COmparison; 02 Clomipramine vs SZRls; acute phase
Cutcome: 12 MIRH-CC
Stucly Clomipramine SSRI SMD (fixed) ShiD [ fied)
or sub-category ] Mean (=0 M Mean (S0 95% C 95%
01 Clomipraming vz Fluyaxamine |

Munco 2001 105 L.90{z_ 280} 11z Lo90{3_ 10} —— o.o0o0 [-0.27, O.27]
Subtotal (95% CI) 108 11z -*-— 0.00 [-0.27, 0.27]
Test for heterogeneity; not applicakble
Test for overall effect. £ =000 (P =1.00)
02 Clomipramine vs Paroxetine

Burnham 19393 7e —Z.08{Z.03) 79 =l 4Z(Z.04) =0.31 [-0.&3, 0.00]

Zohar 1956a 94 —Z_E0(Z.60) 128 -Z_L0(Z_50) — o.0o0 [-0.&5, 0O.Z5]
Subtotal (95% CI) 178 277 - -0.1% [-0.31, 0.08]
Test for heterogeneity: Chi* =236, df =1 (P =012), F = 57 5%
Test for overall effect, Z=120(P =023)
Tatal (95% C1) 277 fel=1] - -0.08 [-0.23, 0.08]
Test for heterogeneity: Chi® = 2.86, df = 2 (P = 0.24), F = 30.0%
Test for overall effect, £ =097 (P =033)

-1 0.3 0 045 1
Favours Clomipramine  Favours SSRI

Review: QD adults: Clomipramine
Comparison: 02 Clomipramine vs S5Rls: acute phase
Outcorme: 13 Comprehensive Psychopsthological Rating Scale: ohsessive-compulsive
Study Clomipramine SR SMD (fixed) SO (fized)
or sub-category ] Mean (5D M Mean (S0 95% CI 95% Cl
01 Clomipramine vz Fluoxetine

Lopez-lhor 1996 Zd =1l0.50(7.3%) z0 -2.10(7.64) s e -0.37 [-0.21, 0.17]
Subtotal (95% CN z4 a0 - -0.37 [-0.91, 0.17]
Test for heterogeneity: not applicable
Test for overall effect: £=133(P=018)

-1 -0.5 0 05 1
Fawvours Clomipramine  Favours SSRI

Review: OCh adults: Clomipramine
COmparison; 02 Clomipramine vs SZRls; acute phase
Outcome: 14 Hamitton Rating Scale for Depression
Stucly Clomipramine SSRI SMD (fixed) ShiD [ fied)
or sub-category ] Mean (=0 M Mean (S0 95% C 95%
01 Clomipraming vs Fluoxetine

Lopez-lbar 1996 - —-9.40{7_7L) 30 =7_LEO0{5_93) _—1 -0.28 [-0.8E, 0.2&]
Subtotal (95% O 24 20 -~ -0.Z8 [-0.82, 0_Z&]
Test for heterogeneity; not applicakble
Test for overall effect. £ =1.00(P =032)
02 Clomipramine vz Fluvoxamine

Koran 1996a 29 E.20(4. 7 34 g lofz .z _—r =0.07 [-0.53, 0.39]

hunco 2001 105 7.0004. 500 11z ?oT0CE.00) — 1 -0.132 [-0.40, 0.14]
Subitotal (95% CI) 144 146 - -0.12 [-0.35, 0.11]
Test for heterogeneity: Chi® =003, df =1 (P =0.83), F=0%
Test for overall effect, Z=093 (P =032)
Tatal (95% CI) 18 17s e -0.14 [-0.35, 0.07]

Test for heterogeneity: Chi® =033, df = 2(P=085), F=0%
Test for overall effect, Z=130(P=019)

-1 05 0 03 1
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DRAFT FOR 15T CONSULATION

Review: OCh adults: Clomipramine
COmparison; 02 Clomipramine vs SZRls; acute phase
Outcome: 15 Montgomery-2Azbery Depression Rating Scale
Stucly Clomipramine SSRI SMD (fixed) ShiD [ fied)
or sub-category ] Mean (=0 M Mean (S0 95% C 95%
01 Clamipramine vz Fluoxetine
Lopez-lbar 1996 - —-13.80¢{9.09) 30 -lo_ 1048 20} —= 0.4 [-0.97, 0_1E]
Subtotsl (95% CI) zd 30 E -0.42 [-0.97, 0.1Z2]
Test for heterogeneity; not applicakble
Test for overall effect £=153(P=013)
02 Clomipramine vz Fluvoxamine
Smeraldi 1992 t S.e0010.20) L 1l.80(c. 20} s 0,22 [-1.47, 1.0Z]
Suktotal (95% CI) 3 5 -0.23 [-1.47, 1.0Z]
Test for heterogeneity: not applicable
Test for overall effect: Z=036(P=072)
03 Clomipramine vs Paroxeting
Fohar 19565 o4 —E_40(7.30) 198 -3.40(7_90) - 0.13 [-0.1z, 0.38]
Subtotal (95% CI) a4 198 0,13 [-0.12, 0.38]
Test for heterogeneity; not applicable
Test for overall effect: Z =105 (P = 0.300
Total (35% CI) 123 233 0.03 [-0.1%, 0.25]
Test for heterogeneity; Chi* =347, df =2 (P=018),F=424%
Test for overall effect: Z=024 (P =08&1)
4 2 0 2 4
Favours Clomipramine  Favours S3RI
Reviewy: QD adults: Clomipramine
COmparisan: 02 Clomipraming vs SSRIs: acute phase
Outearme: 16 Depression (HRSD; MADRS)
Study Clomigpramine SERI EMD (fixed) ShD (fized)
o sub-category ] Mean (500 M Mean (500 895% Cl 95% Cl
01 Clomipramine vs Fluvoxamine
Koran 1996a 29 L.g004. 700 24 e 100230 - -0.07 [-0.52, 0.329]
hunco 2001 105 7.0004. 500 11z ?oT0CE.00) - -0.132 [-0.40, 0.14]
Smeraldi 1992 5 S_60¢10.30) 5 1ll.20{&6._80) -0.23 [-1.47, 1.0Z]
Subtotal (95% CI) 149 151 -0.1z [-0.35, 0.11]
Test for heterogeneity; Chi® =008, df = 2(P=096), F=0%
Test for overall effect. £ =1.04 (P = 0300
02 Clomipramine vs Paroxetine
Zohar 19962 94 =Z.40(7.30) lag =F.40(7.30) = 0.1z [-0.1z, 0.38]
Suktotal (95% CI) 94 1ag 0.13 [-0.12, 0.38]
Test for heterogeneity: not applicable
Test for overall effect: £ =103 (P =030)
Tatal (95% C) za3 349 -0.01 [-0.17, 0.18]
Test for heterogeneity: Chi*=221, df =3 (P=053),F=0%
Test for overall effect: £ = 006 (P = 0495)
4 2 o 2 4
Fawaours Clomipraming  Fawours SSRI
Review: QD adults: Clomipramineg
Comparison: 02 Clomipramine vs S5Rls: acute phase
Outcorme: 17 Clinical Anxisty Scale
Study Clomipramine SR SMD (fixed) SO (fized)
or sub-category ] Mean (5D M Mean (S0 95% CI 95% Cl
01 Clomipramine vz Fluvoxamine
huncio 2001 10E S04, 200 11z T.00{4. &0} -0.07 [-0.32, 0.Z0]
Suktotal (95% CN 108 11z -0.07 [-0.33, 0.20]
Test for heterogeneity: not applicable
Test for overall effect: £ =049 (P = 062)
- 05 o 0s 1
Fawvours Clomipramine  Favours SSRI
Resvienn: QCD adults: Clomipramine
Comparizon: 02 Clomipramine vs S5Rls: acute phase
Outcome; 18 Covi Anxiety Scale
Stucly Clomipramine SERI SMD (fixed) ShD (fized)
or sub-category ] Mean (S0 M Mean (S0 95% I 95% CI
01 Clomipramine vs Fluoxetine
Lopez-lbar 1996 z4 —Z_.40(3.0%) 20 —Z.40(3_10) — o.00 [-0.54, 0_54]
Subtotal (95% CI) 24 a0 0.00 [-0.54, 0O.54]
Test for heterogeneity; not applicable
Test for overall effect: Z=000(P =1 .00)
-0 5 0 5 10

Favours Clomipramine  Favours SSR)

Management of OCD (full guideline) — Appendix 16b: Forest plots



DRAFT FOR 15T CONSULATION

Review: OCh adults: Clomipramine

COmparison; 02 Clomipramine vs SZRls; acute phase

Outcome: 19 Anxiety (Clinical Anxiety Scale; Covi Anxiety Scale)

Stucly Clomipramine SSRI SMD (fixed) ShiD [ fied)
or sub-category ] Mean (=0 M Mean (S0 95% C 95%

01 Clomipraming vz Fluyaxamine
Munco 2001 105 7004 20} 11z To0o0i4 60}
Subtatal (95% C) 10E 11z
Test for heterogeneity; not applicakble
Test for overall effect. £ =048 (P = 062)

-0.07 [-0.33, 0.z0]
-E0]

1
(=1
=]
-1

|
o
(]
[l

-
(=]

02 Clomipramine vz Fluoxetine
Lopez-lhor 1996 zd —Z.40(3.08) 20 -Z.40(3.10) —_— o.00 [-0.E54, 0O.E4]
Subtotal (95% CI) Z4 20 ——-*-—— 0.00 [-0.54, 0.54]
Test for heterogeneity: not applicable
Test for overall effect: £ =000 (P =1.00)
-t

Tatal (85% CI) 1z9 14z
Test for heterogeneity: Chi* =005, df =1 (P=083), F=0%
Test for overall effect: £ = 0.44 (P = 0EE)

-1 -0.5 0 05 1
Fawvours Clomipramine  Favours SSRI
Review: OCh adults: Clomipramine
COmparison; 02 Clomipramine vs SZRls; acute phase
Outcome: 20 Clinical Global mpressions: global improvement
Stucly Clomipramine SSRI SMD (fixed) ShiD [ fied)
or sub-category ] Mean (=0 M Mean (S0 95% C 95%

01 Clomipraming vs Fluoxetine |
Lopez-lbar 1996 24 -2.601(1.19) 20 -2.60(1.13) —_—— 0.00 [-0.54, 0.54]
Subtatal (95% CI) 4 20 e ——— 0.00 [-0.54, 0.54]
Test for heterogeneity; not applicakble
Test for overall effect. £ =000 (P =1.00)
~ssafiffone--
e

02 Clomipramine vz Fluvoxamine
huncio 2001 10E Z.3001.00) 11z Z.30(1.00)
Suktotal (95% CI) 108 11z
Test for heterogeneity: not applicable
Test for overall effect: £ =000 (P =1.00)

.27, 0.27]

L7, 0.27]

Tatal (85% CI) 1z9 14z
Test for heterogeneity: Chi* =000, df =1 (P=1.00), F=0%
Test for overall effect: £ =000 (P =1.00)

-1 05 a 05 1
Fawvours Clomipramine  Favours SSRI
Review: QD adults: Clomipramine
Comparison: 02 Clomipramine vs S5Rls: acute phase
Outcorme: 21 Clinical Global mpressions: severty of ilness
Study Clomipramine SR SMD (fixed) SO (fized)
o sub-category ] Mean (S0 M Mean (S0 95% C 5% Cl

01 Clamipramine vz Fluoxetine
Lopez-lhor 1996 Zd =1.530{1.14} z0 -0.30(1.23) —= -0.83 [-1.35%, -0.E&7]

Suktotal (95% CI) 24 a0 i -0.83 [-1.39, -0.27]

Test for heterogeneity: not applicable

Test for overall effect £ =289 (P =0.004)

02 Clomipramine vs Fluvoxamine

hunco 2001 105 3.EZ001.z 11z 3400130 - -0.16 [-0.43, 0.11]
Suktatal (95% CI) 105 11z d -0.16 [-0.43, 0.11]
Test for heterogeneity: not applicable
Test for overall effect, Z=117 (P =024)

03 Clamipramine vz Paroxetine

Zohar 195964 94 =1.10{1_Z0} 124 =1l.z20{1_40) = o.07 [-0.17, 0.3Z]
Subtatal (35% CI) 54 194 » 0.07 [-0.17, 0.32]
Test for heterogeneity: not applicable
Test for overall effect £ =053 (P = 055)

Total (95% CI) zz3 336 4 -0.1l [-0.Z8, 0.06]

Test for heterogeneity: Chif =857, df =2 (P=0.01),F=T76.7%
Test for overall effect £ =123 (P=022)

-4 -2 a 2 4
Favours Clomipramine  Favours S5RI
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Review: OCh adults: Clomipramine
COmparison; 02 Clomipramine vs SZRls; acute phase
Outcome: 22 Symptom Checklist-00
Studly Clomipramine SSRI SMD (fixed) ShD [ fized)
or sub-category ] Mean (=0 M Mean (S0 95% C 95%
01 Clamipramine vs Paroxeting
Zohar 19564 74 —31.%0(33_30) 1&3 —Z5.00047_10) — -0.0& [-0.34, 0.21)
Subtotal (95% CN 74 lgs -0.06 [-0.34, 0.Z1]

Test for heterogeneity: not applicable
Test for overall effect: Z = 046 (P = 065)

R 04 0 0s 1

Favours Clomipramine  Favours S5RI
Revieny: QOCD adults: Clomipramine
Comparison: 03 Clomipraming vs TCAS
Qutcome: 01 Leaving study early
Studdy Clomipramine TCA RR (fixed) ER (fixed)
or sub-categary Nt it 959 I 959 Cl
01 Clomipramine ve Imipraming
Yolavka 1985 3/11 471Z 0.82 [0.Z3, 2.87]
Subtotal (95% <N 11 1z 0.82 [0.Z3, 2.87]

Total events: 3 (Clomipramine], 4 (TCA)
Test for heterogeneity: not applicable
Test for overall effect: Z=0.31 (P =075

02 Clomipramine vz Amitriptyline
Anarith 1981 1410 z/10 —_— . 0.50 [0.05, 4.67]
Subtotal (95% CN 10 10 -—en 0.50 [0.05, 4.87]
Total evertz: 1 (Clamipramine), 2 (TCA)
Test for heterogeneity: not applicable
Test for overall effect: Z =061 (P =054)

Tatal (95% I 21 2z - 0.71 [0.24, 2.1Z]
Total everts: 4 (Clomipramine], 6 (TCA)

Test for heterogeneity: Chif=014, df =1 (P =070), F = 0%
Test for overall effect: Z=062 (P = 0.54)

om LN 1 10 100

Favours Clomipramine  Favours TCA
Revieny: QOCD adults: Clomipramine
Comparison: 03 Clomipraming vs TCAS
Qutcome: 02 Leaving study early due to adverse effects
Studdy Clomipramine TCA RR (fixed) ER (fixed)
or sub-categary Nt it 959 I 959 Cl
01 Clomipramine ve Imipraming
Yolavka 1985 Zr11 Zf1E 1.0% [0.1%, &.48]
Subtotal (95% <N 11 1z 1.0% [0.1%, &.48]

Total events: 2 (Clomipramine), 2 (TCA)
Test for heterogeneity: not applicable
Test for overall effect: Z=010(P =0592)

o1 02 05 1 2 5 10
Favours Clomipraming  Favours TCA

Review: QD adults: Clomipramine
Comparison: 03 Clomipramine ws TCAs
Outcorme: 03 Leyvton Ohsessional Inventory: symptom
Study Clomipramine TCA SMD (fixed) SO (fized)
or sub-category ] Mean (5D M Mean (S0 95% CI 95% Cl
01 Clomipramine vz Morriptyline

Thoren 1950a g -4.40{3 &0} =) -3.00(3.10) — -0.1% [-1.17, 0.20]
Subtotal (35% CD ] = -0.1% [-1.17, 0.80]

Test for heterogeneity: not applicable
Test for overall effect: Z=037 (P=0.71)

4 2 0 2 4

Fawvours Clomipramine  Favours TCA
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Review: OCh adults: Clomipramine
COmparison; 03 Clomipramine vs TCAs
Outcome: 04 Leyvton Ohsessional Inventory: trat

Studly Clomipramine TCA
or sub-category ] Mean (=0 M Mean (S0

SMD fixed)
95% |

SMD (fixed)
95%

01 Clamipraming vz Morriptyline
Thoren 1980a g =1.90{&_ 20} g -1.50{1.10}
Subtotal (95% CD g g
Test for heterogeneity: not applicable
Test for overall effect Z = 042 (P = 065)

-0.E1 [-1.15, 0.77]
0.1 [-1.13, 0.77]

Resvienn: QCD adults: Clomipramine
Comparizon: 03 Clomipramine ws TCAs
Outcome; 05 Levton Obsessional Inventory; resistance

Stucly Clomipramine TCA
or sub-category ] Mean (S0 M Mean (S0

4 2 0

Favours Clomipramine

2
Favours TCA

SMD Cfixed)
95% ¢

SMD (fixed)
95% C

01 Clomipramine vs Morriptyline
Thoren 1950a g -12.00(12.&60}) g -4 6015 50}
Subtatal (35% C) ] g
Test for heterogeneity; not applicable
Test for overall effect: Z =085 (P =038)

-0.45 [-1.44_ 0_5E5]
-0.45 [-1.44,  0.5E5]

Review: QD adults: Clomipramine
Comparison: 03 Clomipramine ws TCAs
Outcorme: 06 Leyvton Ohsessional Inventory: interference

Study Clomipramine TCA
or sub-category ] Mean (5D M Mean (S0

4 2

Favours Clomipramine

T
]

2
Favours TCA

SMD (fixed)
95%

SMD (fixed)
95%

01 Clomipramine vz Morriptyline
Thoren 1950a g =1Z.200Z4.00} =) =15.00(1E 520
Suktotal (95% CN g g
Test for heterogeneity: not applicable
Test for overall effect: £ =062 (P =054)

0.3l [-0.e2, 1.30]
0.3l [-0.88, 1.30]

Review: OCE adults: Clomipramine
COmparison; 03 Clomipramine ws TCAs
Outcome: 07 CPRE: obsessive-compulsive

Studly Clomipramine TCA
or sub-category ] Mean (=0 M Mean (S0

-4 -2

Favours Clomipramine

—f
]

2
Favours TCA

SMD fixed)
95% |

SMD (fixed)
95%

01 Clamipraming vs Morriptyline
Thoren 1980a g E_38(E_75) g T.ILLE. 8
Subtotal (95% CD g g
Test for heterogeneity: not applicable
Test for overall effect £ =062 (P =054)

-0.31 [-1.30, 0.6&68]
0.3l [-1.30, 0.&2)

Review: OCD adults: Clomipramine
COmparison: 03 Clomipramine ws TCAS
Outcorme: 05 Self-Rating Obsessive Compulsive Personality Inventary

Study Clomipramine TCA,
o sub-category ] Mean (500 M Mean (500

4 2

Favours Clomipramine

JE B
]

2
Favours TCA

ShD (fixed)
95% I

ShiD (fixed)
95%

01 Clomipramine v Imipramine

“aolavka 1985 g 47.30(14.40)
Suktotal (95% CI) g g
Test for heterogeneity: not applicable
Test for overall effect, Z=245 (P =0101)

o

55_70(1z._50)

—sspine-

-l.44 [-Z.57, -0_320]
-l.44 [-E_57, -0_320]

Review: QD adults: Clomipramine
Comparison: 03 Clomipramine ws TCAs
Outcorme: 09 Self-Rating Obsessional Neuratic Scale

Study Clomipramine TCA
or sub-category ] Mean (5D M Mean (S0

4 2 0

Favours Clomipramine

2
Favours TCA

SMD (fixed)
95%

SMD (fixed)
95%

01 Clomipramine v Imipramine
“Yolavka 1953 g 41.30(13. 20} =) EF.60(Z0_E0)
Suktotal (95% CN g g
Test for heterogeneity: not applicable
Test for overall effect: £ =211 (P =003)

~=saliiine--

=1.17 [-Z.Z¢, -0.03]
-1.17 [-Z.26, -0.0%2]
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Review: OCh adults: Clomipramine
COmparison; 03 Clomipramine vs TCAs
Outcome: 10 Hamitton Rating Scale for Depression
Studly Clomipramine TCA SMD (fixed) ShD [ fized)
or sub-category ] Mean (=0 M Mean (S0 95% C 95%
01 Clamipramine v Imipramine
Wolavka 1985 a 2.01{Zz.20}) a G_Z0(d.30) —] -1.04 [-Z.11, 0.0Z]
Subtatal (95% CI) g g il -1.04 [-Z.1l, 0.0Z]
Test for heterogeneity: not applicable
Test for overall effect £ =1 592 (P =005)
-4 -2 0 2 4
Favours Clomipramine  Fawours TCA
Resvienn: QCD adults: Clomipramine
Comparizon: 03 Clomipramine ws TCAs
Outcame: 11 Glohal Evaluation of Efficacy
Stucly Clomipramine TCA SMD (fixed) ShD (fized)
or sub-category ] Mean (S0 M Mean (S0 95% I 95% CI
01 Clomipramine v Imipramine
Wolavka 1985 g 1_75{0.53) g Z_85(1.13) —] -1.08 [-2.12, 0.0Z]
Subtotal (5% CO) ] 5 e -1.05 [-2.12, 0.0Z]
Test for heterogeneity; not applicable
Test for overall effect: Z=1 93 (P =005)
-4 2 i 2 4
Favours Clomipramine  Favours TCA
Revien: OCD adutts: Clomiprarming
Comparisan: 04 Clomipramine ws ather drugs
Outoome: 01 Adverse effects
Stucdy Clormigramine Cther drug RR (fixed) RR (fixed)
of sub-category i it 959% Cl 959% Cl
01 Clamipramine vz Yenlafaxine
Alkert 2002 43/47 16426 —— l.43 [l.0%, Z.04]
Subtatal (95% CN 47 ze il 1.43 [l.08, Z.04¢]
Total everts: 43 (Clamigpramine), 16 (Cther drug)
Test for heterogeneity: not applicakle
Test for overall effect: £=246 (P =0.01)
0.2 05 1 2 3
Favours Clomipramine  Favours other drug
Revieny: QOCD adults: Clomipramine
Comparison: 04 Clomipraming vs ather drugs
Qutcome: 02 Leaving study early
Studdy Clomipramine Cther drug RR (fixed) ER (fixed)
or sub-categary Nt it 959 I 959 Cl

Total events: 1 (Clamipramine), 1 (Cther drug)
Test for heterogeneity: not applicable
Test for overall effect: Z =000 (P =1.00)

02 Clamipramine va Phenslzine

Wallejo 1992 zF16 z/14
Subtatal (95% CN) 16 14
Total everts: 2 (Clamipramine), 2 (Cther drug)

Test for heterogeneity: not applicable

Test for overall effect: Z=014 (P = 0.39)

0.83 [0_14, 5_4Z2]
083 [0.14, 5_4Z2]

01 Clomipramine ve Buspirone
Pato 1991 1710 1710 1.00 [o.07, 13.87]
Subtotal (95% CN 10 10 1.00 [0.07, 12.87]

03 Clomipramine vz Yenlafaxine
Alkert 2002 TF47 1726 —B— 3.87 [0.50, 29.77]
Subtotal (95% <) a7 ZE ——mi - F.87 [0.50, 29.77]
Tatal everts: 7 (Clomipramineg), 1 (Cther drug)
Test for heterogeneity: not applicakle

Test for overall effect: £=130(P=0.19)

0.1 1N 1 10 100
Favours Clomipramine  Favours other drug
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Revieny: QCD adults: Clomipramine

Comparisan: 04 Clomipraming vs ather drugs

Qutcome: 03 Leaving study early due to adverse effects

Stucdy Clormigramine Cther drug RR [fixed) RER [fixed)

o sub-category M il 959 I 9595 I

01 Clomipramine vs Buspirone

Pato 1991 1710 os10 —B— 3.00 [0.14, &£5.301
Subtatal (95% CN) 10 10 ~—a—— .00 [0.14, &5.30]

Tatal everts: 1 (Clomipramineg), O (Cther drug)
Test for heterogeneity: not applicakle
Test for overall effect: Z=070(P =0.49)

02 Clomipramine ve Phenelzine
Yallejo 1992 1/16 0/14 —B Z.6E [0.1Z, €0.Z1]
Subtotal (95% <0 15 14 - —— Z.65 [0.12, 60.21]
Total events: 1 (Clamipramine), 0 (Cther drug)
Test for heterogeneity: not applicable

Test for overall effect: Z=061 (P =054)

03 Clomipramine vz Yenlafaxine
Alhert 2002 EF47 0726 —— 6.19 [0.3&, 107.66]
Subtatal (95% CN) 47 Z6 ~=ani - 6.19 [0.36, 107.66]
Total everts: 5 (Clamipramine), 0 (Cther drug)
Test for heterogeneity: not applicable

Test for overall effect: Z=125(P=0.21)

oom oo oa 1 10 100 1000

Favours Clomipramine  Favours other drug

Revieny: QCD adults: Clomipramine

Comparisan: 04 Clomipraming vs ather drugs

Qutcome: 04 Mon-responders

Stucdy Clormigramine Cther drug RR [fixed) RER [fixed)

o sub-category M il 959 I 9595 I

01 Clamipramine vz Yenlafaxine

Albert 2002 2747 17426 —B 0.38 [0.61, 1.28]
Subtatal (95% <0 47 z6 ~—e i —— 0,88 [0.81, 1.28]

Total everts: 27 (Clomipramine), 17 (Cther drug)
Test for heterogeneity: not applicakle
Test for overall effect: £=0865 (P = 0.50)

05 oy 1 15 2
Favours Clomipramine  Favours other drug

Review: OCD adults: Clomipramine
COmparison: 04 Clomipramine vs other drogs
Outcarme: 05 %-BOCs
Study Clomigpramine Ciher drug EMD (fixed) ShD (fized)
o sub-category ] Mean (500 M Mean (500 895% Cl 95% Cl
01 Clomipramine vz Buspirone

Pato 199 9 17.67(4.37) a le. 786 48] — 0.1t [-0.72, 1.07]
Suktotal (95% CI) E a 0.15 [-0.78, 1.07]
Test for heterogeneity: not applicable
Test for overall effect: Z=031 (P =078)
02 Clomipramine vz Yenlafaxine

Albert 2002 47 17_30(&.15) 26 18360711} E = 0.1 [-0.564, 0_.3E]
Subtotal (95% CI) 47 z& -0.16 [-0.64, 0.3Z]
Test for heterogeneity; not applicable
Test for overall effect: Z=0E6 (P =051)

4 2 0 2 4
Favours Clomipramine  Favours other drug

Resvienn: QCD adults: Clomipramine
Comparizon: 04 Clomipramine vs other drugs
Outcome: 06 MIRH-CC
Stucly Clomipramine Cther drug SMD (fixed) ShD (fized)
or sub-category ] Mean (S0 M Mean (S0 95% I 95% CI
01 Clomipramine vs Buspirone

Pato 1991 9 S_Ezil.z a L.o1llil.z™ — o.08 [-0.84, 1.01]
Subtotal (95% CI) ] a 0.08 [-0.84, 1.01]

Test for heterogeneity; not applicable
Test for overall effect: Z=018 (P = 0.86)

4 2 0 2 4

Favours Clomipramine  Favours other drug
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Review: OCh adults: Clomipramine
COmparison; 04 Clomipramine vs other drugs
Outcome: 07 Maudsley Obzessive-Compulsive Invertory
Studly Clomipramine Cther drug SMD (fixed) ShD [ fized)
or sub-category ] Mean (=0 M Mean (S0 95% C 95%
01 Clamipramine vz Phenelzine
Yallejo 1992 14 12.101(4.70) 1z 10.10(&.90) — 0.33 [-0.44, 1.11)
Subtotal (95% CI) 14 1z il 0.33 [-0.44, 1.11]
Test for heterogeneity: not applicable
Test for overall effect £ =054 (P =0.40)
-4 -2 0 2 4
Favours Clomipramine  Favours other drug
Resvienn: QCD adults: Clomipramine
Comparizon: 04 Clomipramine vs other drugs
Outcome; 05 Hamitton Rating Scale for Depression
Stucly Clomipramine Cther drug SMD (fixed) ShD (fized)
o sub-category ] Mean (500 M Mean (S0 95% Cl 95% Cl
01 Clomipramine vs Buspirone |
Pato 1991 ] 9_33(4.58) E 9_EBI(6.75) — -0.0% [-1.02, 0.%83]
Subtatal (35% CN) a a =g -0.0% [-1.02, 0.%23]
Test for heterogeneity: not applicable
Test for overall effect, Z=020(P = 054)
02 Clamipramine vz Phenelzine
Yallejo 1992 14 11_EQ{&.50) 1z 7.00(E5.70) — 0.62 [-0.11, 1.4%)
Subtotal (5% CN 14 1z el 0,68 [-0.11, 1.48]
Test for heterogeneity: not applicable
Test for overall effect: £ =1 65 (P = 0.09)
-4 -2 0 2 4
Favours Clomipramine  Favours other drug
Resvienn: QCD adults: Clomipramine
Comparizon: 04 Clomipramine vs other drugs
Outcome; 09 Hamitton Rating Scale for Anxisty
Stucly Clomipramine Cther drug SMD (fixed) ShD (fized)
or sub-category ] Mean (S0 M Mean (S0 95% I 95% CI
01 Clomipramine vs Phenelzine
Wallgjo 1992 14 l4_10(8.70) 1z 70006600 — 0.82 [0.07, 1.69]
Subtatal (35% C) 14 1z =t a.88 [0.07, 1.63]
Test for heterogeneity; not applicable
Test for overall effect: Z=212 (P =003)
-4 -2 a 2 4
Favours Clomipramine  Favours other drug
Revieny: OCD adults: Clomipramineg
Comparison; 05 Intravenous Clomipramine vs IV placebo
Outcome: 01 Leaving study early
Study % Clomigramine 1% Placebo RR (fixed) RR (fixed)
or sub-category it T 95% Cl 95% Cl
Fallon 1993 1429 ZFEE —B 0.43 [0.04, 4_48]
Tatal (95% I 29 25 —=ee - 0.43 [0.04, 4._4%8]
Total everts: 1 (1Y Clomipramine), 2 (1% Placeho)
Test for heterogeneity: not applicable
Test for overall effect: Z=070(P = 0.48)
0.01 a1 1 10 100
Favours Clomipramine  Favours Placebo
Revieny: QCD adults: Clomipramine
Comparisan: 05 Intravenous Clomipramine wz 1Y placeho
Qutcome: 02 Mon-responders
Stucdy 1% Clomigratmine 1% Placebao RR [fixed) RER [fixed)
o sub-category M il 959 I 9595 I
Fallon 1995 23429 2E/ZE —B— 0.73 [0.88, 0.36]
Tatal (35% CN) z3 3 ~suiiine-- 0.7% [0.66, 0.96]
Tatal everts: 23 (1Y Clomipraming), 25 (Y Placeba)
Test for heterogeneity: not applicakle
Test for overall effect: £=244 (P =0.01)
05 oy 1 15 2

Favours Clomipramine  Favours Placebo
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DRAFT FOR 15T CONSULATION

Review: OCh adults: Clomipramine

COmparison; 035 Intravenous Clomipramine vs IV placeho

Cutcome: 03 Y -BoOCs

Studly 1% Clomipramine I Placebo SMD (fixed) ShD [ fized)
or sub-category ] Mean (=0 M Mean (S0 95% C 95%

Fallan 1998 28 25_z0(7.00) 23 261005000 — -0.14 [-0.70, 0.41]
Total (95% CI) z8 zz = -0.14 [-0.70, 0.41]
Test for heterogeneity: not applicable
Test for overall effect £ =051 (P=0K1)

-1 05 1] 0.5
Favours Clomipramine  Favours Placebo
Resvienn: QCD adults: Clomipramine
Comparizon: 05 Intravenous Clamipramine ws IV placebo
Outcome: 0 MIRAH- O
Stucly I% Clamipratmine I Placebo SMD (fixed) ShD (fized)
or sub-category ] Mean (S0 M Mean (S0 95% I 95% CI

Fallon 1993 ze 10.40(Z.00) 3 lo.8001.00) — -0.24 [-0.80, 0.31]
Tatal (95% CI) za e} e -0.z4 [-0.80, 0_31]
Test for heterogeneity; not applicable
Test for overall effect: Z =086 (P =033

-1 05 a s
Favours Clomipramine  Favours Placebo
Review: QD adults: Clomipramine
Comparison: 05 Intravenous Clomipramine vs IV placebo
Outcorme: 05 Clinical Global mpressions: severity
Study 1% Clomipramine I Placebo SMD (fixed) SO (fized)
or sub-category ] Mean (5D M Mean (S0 95% CI 95% Cl

Fallon 1998 28 5.30(1.00) 23 E_70(5.00) -0.11 [-0.87, 0.44]
Total (95% CN ze z3 -~ -0.11 [-0.67, 0.44]
Test for heterogeneity: not applicable
Test for overall effect: £ =041 (P = 06S)

-1 -05 1] 05
Fawvours Clomipramine  Favours Placebo
Review: OCh adults: Clomipramine
COmparison; 035 Intravenous Clomipramine vs IV placeho
Outcome: 06 Hamitton Rating Scale for Depression
Studly 1% Clomipramine I Placebo SMD (fixed) ShD [ fized)
or sub-category ] Mean (=0 M Mean (S0 95% C 95%

Fallan 1998 28 lz_00{&.00) 23 lz.70(7.00) -0.11 [-0.66, 0.45]
Total (95% CI) z8 zz e -0.11 [-0.66, 0.45]
Test for heterogeneity: not applicable
Test for overall effect Z=035(P=071)

-1 05 1] 0.5
Favours Clomipramine  Favours Placebo
Revieny: OCD adults: Clomipramineg
Comparison; 06 Intravenous Clomipramine v= oral Clomipraming
Outcome: M Adverse effects
Study % Clomigramine Oral Clomipramine RR (fixed) RR (fixed)
or sub-category it 95% Cl 95% Cl

Koran 1997 CYars 5s8 0.91 [O.40, £.11]
Total (95% CI) 7 0.91 [0.40, Z.11]
Total everts: 4 (% Clomipraming), 5 (Oral Clomipramine)

Test for heterogeneity: not applicable
Test for overall effect: Z=021 (P = 0.383)
02 03 1 2 5
Fawvaurs IV Favours Oral
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Revieny: QCD adults: Clomipramine
Comparisan: 06 Intravenous Clomipramine w3 oral Clomigpramine
Qutcome: 02 Leaving study early
Stucdy 1% Clomigratmine Oral Clomipramine RR [fixed) RER [fixed)
o sub-category M il 959 I 9595 I
Kaoran 1997 147 0sg B 3.38 [0.16, 71.87]
Tatal (35% CN) 7 & —— e —— .38 [0.16, 71.671
Tatal everts: 1 (1% Clomipramineg), O (Oval Clomipramine)
Test for heterogeneity: not applicakle
Test for overall effect: Z=075 (P = 0.44)

o.m IR 1 10 100

Fawvours % Favours Oral

Revieny: OCD adults: Clomipramineg
Comparison; 06 Intravenous Clomipramine v= oral Clomipraming
Outcome: 035 Mon-responders
Study % Clomigramine Oral Clomipramine RR (fixed) RR (fixed)
or sub-category it T 95% Cl 95% Cl
Karan 1997 147 7i8 —B 0.16 [0.03, 1.0Z]
Tatal (35% 1) 7 & ~=nai- 0.16 [0.03, 1.02]
Total evertz: 1 (% Clomipraming), 7 (Oral Clomipramine)
Test for heterogeneity: not applicable
Test for overall effect: £=11 94 (P = 0.05)

0.1 IR 1 10 100

Favours IV Favours Oral
Review: OCh adults: Clomipramine
Comparison: 06 Intravenous Clomipramine vs oral Clomipramine
Cutcome: 04 %-BOCE
Studly 1% Clomipramine Oral Clomipramine SMD (fixed) ShD [ fized)
or sub-category ] Mean (=0 M Mean (S0 95% C 95%
Karan 1997 7 1. 71(3.300 g ZE_00(7_88) -1.26 [-2.40, -0.12]
Tatal (95% CI) 7 ] ~=otiin- -1.26 [-2.40, -0.12]
Test for heterogeneity: not applicable
Test for overall effect £ =216 (P =003)
-4 -2 ] 2
Favours % Favours Cral
Revieny: QOCD adults: Clomipramine
Comparison: 07 Clomipraming vs placeho; continuation phase
Outcome: 01 Addverse effects
Studdy Clomipramine Placebo RR (fixed) ER (fixed)
or sub-categary Nt it 959 I 959 Cl
Katz 1990 108/110 9714 —— 1.53 [l.03, Z.26]
Total (95% CN 110 14 il 1.5% [1.03, Z.261
Total events: 108 (Clomipramine], 3 (Flacebo)
Test for heterogeneity: not applicable
Test for overall effect: Z=212 (P =003)
02 0s 1 2 5

Favours Clomipramine  Favours Placebo
Revien: OCD adutts: Clomiprarming
Comparisan: 07 Clomipramine ve placebo: continuation phase
Outoome: 02 Leaving study eatly due to adverse effects
Stucdy Clormigramine Placebo RR (fixed) RR (fixed)
of sub-category i it 959% Cl 959% Cl
Watz 1990 177110 0s14 B 4.73 [0.30, 74.65]
Total (95% CI) 110 14 —— e - 4.73 [0.30, 74.65]
Tatal everts: 17 (Clomigpramine), O (Placeho)
Test for heterogeneity: not applicakle
Test for overall effect: Z=110(P =0.27)

0.1 1N 1 10 100

Favours Clomipramine  Favours Placebo
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Review: OCh adults: Clomipramine

COmparison; 07 Clomipramine vs placebo; continustion phase

Cutcome: 03 PIRAH- O

Studly Clomipramine Placebo SMD (fixed) ShD [ fized)
or sub-category ] Mean (=0 Mean (S0 95% C 95%

Katz 1990 101 5_10{&.70) 1z 9_00(2.50) —- -1.44 [-2_.07, -0.82]
Total (95% C1) 101 1z - -1.44 [-2.07, -0.582]
Test for heterogeneity: not applicable
Test for overall effect: Z =451 (P = 0.00001)

-4 -2 u] 2
Favours Clomipramine  Favours Placebo
Resvienn: QCD adults: Clomipramine
Comparizon: 07 Clomipramine vs placebo: continuation phase
Outcome; 04 Physician's Global Evalustion
Stucly Clomipramine Placebao SMD (fixed) ShD (fized)
or sub-category ] Mean (S0 Mean (S0 95% I 95% CI

Katz 1990 101 1.89(0.94) 1z 3.33(0.89) — -1.53 [-Z.16, -0.90]
Total (35% CI) 101 1z il -1.53 [-Z_.16, -0.920]
Test for heterogeneity; not applicable
Test for overall effect: Z =4 74 (P = 0.00001)

-4 -2 0 2

Favours Clomipramine  Favours Placebo
Revien: OCD adutts: Clomiprarming
Comparisan: 05 Clomipramine va S5RIs continustion phase
Outoome: 01 Leaving study early
Stucdy Clormigramine SSRI RR (fixed) RR (fixed)
of sub-category i it 959% Cl 959% Cl
01 Clamiprarmine 200mg s Fluoxetine B0mg (non-responders)

Lopez-lkhor 1936 ¥ E514 .88 [0O.z0, Z_EBg]
Subtatal (95% CN g 14 .88 [0.30, Z.88]
Tatal everts: 3 (Clomipramine), 6 (SSR0D
Test for heterogeneity: not applicakle
Test for overall effect: £=024 (P =0.81)

02 Clomipramine 100mg vs Fluoxetine 20mg (responders)

Lopez-lhar 1996 £/13 311 —— .E3 [D.EE, E_Zd]
Subtatal (95% CN) 13 11 ~—mu i ——— .69 [0_85, 5.24]
Total everts: 6 (Clomipramineg), 3 (SSR0D
Test for heterogeneity: not applicakle
Test for overall effect: £=0291 (P = 0.36)

o1 02 os A 2 5 10

Favours Clomipramine  Favours SERI
Revieny: OCD adults: Clomipramineg
Comparison; 05 Clomipramine ve S5Rls continustion phase
Outcome: 02 Leaving study early due to adverse effects
Study Clomigramine SSRI RR (fixed) RR (fixed)
or sub-category it T 95% Cl 95% Cl
01 Clamipramine 200mg va Fluoxetine B0mg (non-responders)

Lopez-lhar 1996 nse 2514 B .33 [0.02, &6.19]
Subtatal (95% C ] 14 — .33 [0.02, 6.19]
Total everts: 0 (Clamipramine), 2 (SSRI1)

Test for heterogeneity: not applicable
Test for overall effect: Z=074 (P = 0.4E)
02 Clomipramine 100mg vs Fluoxetine 20myg (responders)

Lopez-lkhor 1936 1713 1711 85 [O.0&8, 1z.01]
Subtatal (95% CN 13 11 .85 [0.0&, 1Z.01]
Tatal everts: 1 (Clomipramine), 1 (SSRN
Test for heterogeneity: not applicakle
Test for overall effect: £=012 (P =0.90)

0.0 a1 1 10 100
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Revieny: QCD adults: Clomipramine

Comparisan: 08 Clomipramineg same dose vs half dose vs none; continuationsdiscontinuation

Qutcome: 01 Leaving study early

Stucdy Diosze 1 Dioze 2 RR [fixed) RER [fixed)

o sub-category M il 959 I 9595 I

01 Same dose (150mg) ws half dose (Fomg)

Ravizza 19963 zs14 os1s —B E.33 [0.28, 102.26]
Subtatal (95% CN 14 15 ~— e —— E.33 [0.28, l0Z2.:26]

Total everts: 2 (Dose 1), 0 (Doze 2)
Test for heterogeneity: not applicakle
Test for overall effect: Z=1.11 (P =0.27)

02 Same dose (150mg) vs none
Ravizza 19963 zf14 1714 —— z.00 [0.20, 19.62]
Subtotal (95% <N 14 14 . z.00 [0.Z0, 19.62]
Total events: 2 (Do=e 13,1 (Doze 2)

Test for heterogeneity: not applicable
Test for overall effect: Z =053 (P = 0.55)

03 Half dose (75mg) vs none
Ravizza 19965 0F1E 1514 —B— 0.31 [0.01, 7.09]
Subtatal (95% C 15 14 - - 0,31 [0.01, 7.09]
Total everts: 0 (Dose 1), 1 (Doze 2)

Test for heterogeneity: not applicable
Test for overall effect: =073 (P =047)

ooo; 001 04 1 10 100 1000
Fawours Doze 1 Fawvours Dose 2

Revieny: QCD adults: Clomipramine

Comparisan: 08 Clomipramineg same dose vs half dose vs none; continuationsdiscontinuation

Qutcome: 02 Relapse (TGl 25% Y-BOCS)

Stucdy Diosze 1 Dioze 2 RR [fixed) RER [fixed)

o sub-category M il 959 I 9595 I

01 Same dose (150mg) ws half dose (Fomg)

Ravizza 19963 Er14 4718 —B— 1.34 [0.45, 4.00]
Subtatal (95% CN) 14 15 ~— e 1.34 [0.45, 4.001

Total everts: 5 (Dose 1), 4 (Doze 2)
Test for heterogeneity: not applicakle
Test for overall effect: £=052 (P = 0.60)

02 Same dose (150mg) vs none
Ravizza 19963 Efld 11/14 —B— 0.45 [0.21, 0.37]
Subtotal (95% <N 14 14 ~anlle— 0,45 [0.Z1, 0.971
Total events: 5 (Dose 1), 11 (Dose 2)
Test for heterogeneity: not applicable
Test for overall effect: Z=2.05 (P = 0.04)

03 Half dose (75mg) vs nane
Ravizza 19965 4715 11414 —B— 0.34 [0.14, 0.82]
Subtatal (95% CN) 15 14 e o 0.34 [0.14, 0.82]
Total everts: 4 (Dose 1), 11 (Dose 2)
Test for heterogeneity: not applicable
Test for overall effect: £=240(P = 0.02)

04 Continuation v dizcontinuation
Ravizza 19965 9729 11514 —B— 0.39 [0.22, 0.73]
Subtatal (95% CN z3 14 ~anifiie.-- 0.33 [0.2Z, 0.73]
Total everts: 9 (Dose 1), 11 (Dose 2)
Test for heterogeneity: not applicakle
Test for overall effect: £=3.00 (F = 0.003)

o1 02 as 1 2 4 10
Fawours Dose 1 Fawvours Dose 2
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TCAs (OCD)
Review: OChr TCAs
COmparison; 01 TCAs vs placebo (adutts)
Outcome: 01 Leyvton Ohsessional Inventory: symptom
Studly TCA, Placebo SMD (fixed) ShD [ fized)
or sub-category Mean (=0 Mean (S0 95% C 95%
01 Martriptyline
Thoren 1980a —3.00{3_ 10} =1l.00{z.30) —1 -0.63% [-1.71, 0.33)
Subtotal (5% CI) ot -0.69 [-1.71, O.33]
Test for heterogeneity: not applicable
Test for overall effect Z=133(P=018)
-4 -2 0
Favours TCA  Favours placeho
Revigw: QChr TCAs
Comparizon: 01 TCAs vs placebo (adults)
Outcome; 02 Levvton Ohsessional Inventory; trat
Stucly TCA, Placebao SMD (fixed) ShD (fized)
or sub-category Mean (S0 Mean (S0 95% I 95% CI
01 Mortriptyline
Tharen 1950 —-1_50¢(1.10}) -0_50(3_00) — T -0.47 [-1_41, 0_.53]
Subtotal (95% CI) -t -0.47 [-1.41, 0.58]
Test for heterogeneity; not applicable
Test for overall effect: Z=083(P=041)
-4 -2 i}
Favours TCA  Favours placeho
Review: QD TCAs
Comparison: 01 TCAs ve placebo (adutts)
Outcorme: 03 Leyvton Ohsessional Inventory: resistance
Study TCA Placebo SMD (fixed) SO (fized)
or sub-category Mean (5D Mean (S0 95% CI 95% Cl
01 Mortriptyline
Thoren 1950a -4, 60({1E. 20} -4.30({1&8_&0) -0.0Z [-1.00, 0.3&]
Suktotal (95% CN -0.02 [-1.00, 0.96]
Test for heterogeneity: not applicable
Test for overall effect: £ =003 (P =0487)
- 05 o
Favours TCA  Favours placeho
Review: OChr TCAs
COmparison; 01 TCAs vs placebo (adutts)
Outcome: 04 Leyvton Ohsessional Inventory: interference
Studly TCA, Placebo SMD (fixed) ShD [ fized)
or sub-category Mean (=0 Mean (S0 95% C 95%
01 Martriptyline
Thoren 1980a =1%3.00{1&5.30) g —-&_40(15_20) — -0.63 [-1.64, 0.38)
Subtotal (5% CI) ol -0.63 [-1.64, 0.38]
Test for heterogeneity: not applicable
Test for overall effect Z=122(P=022)
-4 -2 0
Favours TCA  Favours placeho
Reviewy: QD TCAs
COmparison: 01 TCAs vs placebo (adutts)
Outcorme: 05 OCh Scale (CPRS)
Study TCA, Flacebo SMD (fixed) ShD (fized)
o sub-category Mean (500 Mean (500 895% Cl 95% Cl
01 Mortriptyline
Thoren 1950a 7.3liz2.8%) 783,18 — 1 -0.45 [-1_44, 0_5E&]
Subitotal (95% CI) ~saiie-- -0.45 [-1.44, 0.55]
Test for heterogeneity: not applicable
Test for overall effect; £ =085 (P =0358)
-4 -2 0
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DRAFT FOR 15T CONSULATION

Revieny: QOCD: TCAs

Comparisan: 02 TCAs ws other drugs (adults)

Outcome: 01 Adverse effects

Stucdy TCA Cther drug RR [fixed) RER [fixed)

o sub-category M il 959 I 9595 I

01 Desipramine vs Sertraline

Hoehn-Saric 2000 =1 20,80 0.923 [0.97, 1.01]
Subtatal (95% CI) 26 20 4 0.39% [0.87, 1.01]

Tatal everts: 85 (TCA), 80 (Cther drug)
Test for heterogeneity: not applicakle
Test for overall effect: £=1.00(FP = 0.32)

0s o7 1 15 2
Favours TCA  Favours other drug

Rerviena: Q0 TCAs
Comparison; 02 TCAs we other drugs (adults)
Outcome: 02 Leaving study early
Study TCA Cther drug RR (fixed) RR (fixed)
or sub-category it T 95% Cl 95% Cl
01 Amitriptyling ws Clomipratnine
Anarth 1951 zf10 1410 —B— z.00 [D.Z1, 18.69]
Subtatal (95% C 10 10 ——aa - z.00 [0.21, 18.69]

Total everts: 2 (TCA), 1 (Cther drug)
Test for heterogeneity: not applicable
Test for overall effect: Z=081 (P = 0.54)

02 Deszipramine vs Fluvoxamine
Goodman 1990a £F13 zszl —B— 3.32 [0.76, 1l4.49]
Subtotal (95% CN 13 zl e F.32 [0.76, ld4.49]
Tatal everts: 6 (TCA), 2 (Cther drug)
Test for heterogeneity: not applicakle
Test for overall effect: £=159 (P =0.11)

03 Desipramine vs Sertraline

Hoehn-Saric 2000 33/86 l4/80
Subtotal (95% <0 =13 g0
Total everts: 33 (TCAY, 14 (Cther drug)

Test for heterogeneity: not applicakle

Test for overall effect: £ =252 (P = 0.003)

2,13 [1.27, 2.739]
19 [l.ET, 2.79]

u

04 Imipramine w= Clomipraming
Yolavka 1955 41z 311 t 1.zz [0.35, 4.28]
Subtotal (95% CN) 1z 11 1.2& [0.35, 4.28]
Total events: 4 (TCA), 3 (Cther drug)

Test for heterogeneity: not applicable
Test for overall effect: Z=0.31 (P =075

0.0 04 1 10 100

Favours TCA  Favours other drug
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Revieny: QOCD: TCAs
Comparisan: 02 TCAs ws other drugs (adults)
Qutcome: 03 Leaving study early due to adverse effects
Stucdy TCA Cther drug RR [fixed) RER [fixed)
o sub-category M il 959 I 9595 I
01 Desipramine vs Fluvoxamine
Zoodman 1990 zs13 orzl —B E.50 [0.28, 107.78]
Subtatal (95% <0 13 zl = .50 [0.2&, 107.78]
Tatal everts: 2 (TCA), O (Cther drug)
Test for heterogeneity: not applicakle
Test for overall effect: £=1.12 (P = 0.26)
02 Desipramineg vz Sertraline
Hoehn-Saric 2000 2385 a/80 . B z.38 [1.17, 4.83]
Subtatal (95% N 26 20 i Z.38 [1.17, 4.83]
Total events: 253 (TCA), 9 (Cther drug)
Test for heterogeneity: not applicable
Test for overall effect: Z=240(P = 0.02)
03 Imipramine w= Clomipramine
Wolavka 1985 i1z 2411 0.9z [0.15, E5_44]
Subtotal (95% C 1z 11 0.9z [0.15, E5_44]
Total events: 2 (TCA), 2 (Cther drug)
Test for heterogeneity: not applicable
Test for overall effect: Z=010(P =0.92)
ooo; 001 04 1 10 100 1000
Favours TCA  Favours other drug
Revieny: QOCD: TCAs
Comparisan: 02 TCAs ws other drugs (adults)
Qutcome: 04 Mon-responders (OCD)
Stucdy TCA Cther drug RR [fixed) RER [fixed)
o sub-category M il 959 I 9595 I
01 Desipramine vs Sertraline
Hoehn-Saric 2000 40486 4z /80 —B— 0.83 [0.85, 1.211]
Subtatal (95% CN) 55 50 -—enii——— 0.89% [0.65, 1.211
Total everts: 40 (TCA)Y, 42 (Cther drug)
Test for heterogeneity: not applicakle
Test for overall effect: Z=077 (P =0.44)
0s or 1 15 2
Favours TCA  Favours other drug
Reervierny: QCO: TCAs
Comparison; 02 TCAs we other drugs (adults)
Outcome: 05 Maon-responders (MDD
Study TCA Cther drug RR (fixed) RR (fixed)
or sub-category it T 95% Cl 95% Cl
01 Desipraming vs Serraline
Hoehn-Saric 2000 43/86 29480 —B 1.38 [0.98, 1.98]
Subtatal (95% C T &0 -~ 1.38 [0.96, 1.9%]
Total everts: 43 (TCA), 29 (Other drug)
Test for heterogeneity: not applicable
Test for overall effect: £=11.75 (P = 0.08)
0.5 or 1 13 2
Favours TCA  Favours other drug
Revieny: QOCD: TCAs
Comparisan: 02 TCAs ws other drugs (adults)
Qutcome: 06 Mon-remitters (HRSD=17)
Stucdy TCA Cther drug RR [fixed) RER [fixed)
o sub-category M il 959 I 9595 I
01 Desipramine vs Sertraline
Hoehn-Saric 2000 E&/EE 41480 —B 1.27 [0.98, 1.65]
Subtatal (95% <0 g6 g0 +eaii-— 1.27 [0.98, 1.65]
Total everts: 56 (TCAY, 41 (Cther drug)
Test for heterogeneity: not applicakle
Test for overall effect: £=1.75 (P = 0.05)
0s or 1 15 2

Fawvaurs TCA

Favours other drug
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Review: OChr TCAs
COmparison; 02 TCAs ve other drugs (adults)
Cutcome: 07 ¥ -BoCs
Stucly TCA Cther drug SMD (fixed) ShiD [ fied)
or sub-category ] Mean (=0 M Mean (S0 95% C 95%
01 Desipramine vs Fluvoxamine
Goodman 19508 13 EL_80{&_00) 21 19_L0{9_00) —a— 0.80 [0.15, 1.45]
Subtotal (95% O 13 z1 i 0,80 [0_1E, 1.4E]
Test for heterogeneity; not applicakble
Test for overall effect £ =242 (P =002)
02 Desipramine vs Sertraline
Hoehn-Saric 2000 =1 =& 00,300 79 -g.40(2.00) = 0.3 [-0.0z, 0.&0]
Subtotal (95% CI) a5 73 L3 0.23 [-0.0Z, 0.&0]
Test for heterogeneity: not applicable
Test for overall effect: £ =1 86 (P = 0.08)
Total (5% CI) 104 100 &» 0.39 [0.11, 0.66]
Test for heterogeneity: Chi* =192, df =1 (P=017), F =47 5%
Test for overall effect: £ =272 (P = 0.008)
-4 -2 0
Fawours TCA  Favours other drug
Review: OChr TCAs
COmparison; 02 TCAs ve other drugs (adults)
Cutcome: 05 MIkH-CC
Studly TCA, Cther drug SMD (fixed) ShD [ fized)
or sub-category ] Mean (=0 M Mean (S0 95% C 95%
01 Desipraming vs Sertralineg
Hoehn-Saric 2000 =11 =1.70(. 77 79 —Z_.T0(Z_67) — 037 [0.0&, O.&7]
Subtotal (5% CI) 85 73 =gl 0,37 [0.06, 0.87]
Test for heterogeneity: not applicable
Test for overall effect £ =232 (P =002)
-1 -0.5 0
Fawours TCA  Favours ather drug
Revigw: QChr TCAs
Comparizon: 02 TCAs vs other drugs (adults)
Outcome; 09 Levvton Obsessional Inventory; symptom
Stucly TCA, Cther drug SMD (fixed) ShD (fized)
or sub-category ] Mean (S0 M Mean (S0 95% I 95% CI
01 Mortriptyline v Clomipramine
Tharen 1950 g —3_00(3.10) g -4_40(5_&0) 0o.1% [-0.80, 1.17]
Subtotal (95% CI) & & 0,15 [-0.80, 1.17]
Test for heterogeneity; not applicable
Test for overall effect Z=037 (P=071)
4 2 0
Favours TCA  Favours other drug
Reviewy: QD TCAs
COmparison: 02 TCAs vs other drugs (adults)
Outcorme: 10 Levvton Ohsessional Inventory: trat
Study TCA, Cther drug SMD (fixed) ShD (fized)
o sub-category ] Mean (500 M Mean (500 895% Cl 95% Cl
01 Mortriptyline vs Clomipramine
Thoren 1950a g —-1_50{1.10} g -l %0(Z_30) 0.1 [-0.77, 1.19]
Suktotal (95% CI) g g 0.2l [-0.77, 1.1%9]
Test for heterogeneity: not applicable
Test for overall effect; £ =042 (P = 06S)
4 2 0
Fawours TCA  Favours other drug
Review: OChr TCAs
COmparison; 02 TCAs ve other drugs (adults)
Outcome: 11 Leyvton Ohsessional Inventory: resistance
Studly TCA, Cther drug SMD (fixed) ShD [ fized)
or sub-category ] Mean (=0 M Mean (S0 95% C 95%
01 Martriptyling v Clomipraming
Thoren 1980a g —-4_E0({15.30) g -13. 0015 _&0) 1t 0.45 [-0.55, 1.44]
Subtotal (5% CI) g & ~ofiiie-- 0,45 [-0.E5E, 1.44]
Test for heterogeneity: not applicable
Test for overall effect: £ = 0585 (P = 0358)
-4 -2 0
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DRAFT FOR 15T CONSULATION

Review: OChr TCAs
COmparison; 02 TCAs ve other drugs (adults)
Outcome: 12 Leyvton Ohsessional Inventory: interference
Studly TCA, Cther drug SMD (fixed) ShD [ fized)
or sub-category ] Mean (=0 Mean (S0 95% C 95%
01 Martriptyling v Clomipraming
Thoren 1980a g =1%3.00{1&5.30) g -l1z_300(24_00) —1 -0.31 [-1.30, 0.&68]
Subtotal (5% CI) g & ~otiiin.-- -0.3L [-1.30, 0.88]
Test for heterogeneity: not applicable
Test for overall effect £ =062 (P =054)
-4 -2 0 2 4
Favours TCA  Favours other drug
Revigw: QChr TCAs
Comparizon: 02 TCAs vs other drugs (adults)
Outcome; 13 CPRE: obsessive-compulsive
Stucly TCA, Cther drug SMD (fixed) ShD (fized)
or sub-category ] Mean (S0 Mean (S0 95% I 95% CI
01 Mortriptyline v Clomipramine
Tharen 1950 g 7.3liz.8%) g G_o38{2.75) — 0.31 [-0.&68, 1.30]
Subtotal (95% CI) 8 8 =i 0.31 [-0.68, 1.30]
Test for heterogeneity; not applicable
Test for overall effect: Z=0E2 (P =054)
-4 -2 i} 2 4
Favours TCA  Favours other drug
Review: QD TCAs
Comparison: 02 TCAs ve other drugs (adults)
Outcorme: 14 Self-Rating Obsessive Compulsive Personalty Inventary
Study TCA Ciher drug SMD (fixed) SO (fized)
or sub-category ] Mean (5D Mean (S0 95% CI 95% Cl
01 Imipramine vs Clomipramine
“Yolavka 1953 g E2.T70(1Z. 20} =) 47.30(14.40) — l.44 [0.320, EZ.E7]
Suktatal (95% CI) g g ~=aaliiie-- 1.44 [0.30, Z.57]
Test for heterogeneity: not applicable
Test for overall effect: £ =245 (P =0101)
-4 -2 0 2 4
Fawours TCA  Favours other drug
Review: OChr TCAs
COmparison; 02 TCAs ve other drugs (adults)
Outcome: 15 Self-Rating Obsessional Meurotic Scale
Studly TCA, Cther drug SMD (fixed) ShD [ fized)
or sub-category ] Mean (=0 Mean (S0 95% C 95%
01 Imipraming vs Clomipramine
YYolavka 1985 g E3_60(Z0. E0) g 41_920(13_20) — 1.17 [0.02, EZ_EZ8]
Subtotal (5% CI) g ] -=niliine-- 1.17 [0.0%, 2.2€]
Test for heterogeneity: not applicable
Test for overall effect: £ =211 (P =003)
-4 -2 0 2 4
Favours TCA  Favours other drug
Reviewy: QD TCAs
COmparison: 02 TCAs vs other drugs (adults)
Outearme: 16 Hamitton Rating Scale for Depression
Study TCA, Ciher drug EMD (fixed) ShD (fized)
o sub-category ] Mean (500 Mean (500 895% Cl 95% Cl
01 Desipramineg vs Fluvoxamine
Goodman 1930= 139 ZZ.320012.00) z1l 177001500 T 0,322 [-0.20, 0.594]
Subtotal (95% CI) 19 z1 L 0.32 [-0.30, 0.94]
Test for heterogeneity: not applicable
Test for overall effect: £=100(P =032)
02 Desipramine vs Sertraline
Hoehn-Saric 2000 =11 —11_E50{10.14) 79 -14_80(9.78) = 0.33 [0.0Z, DO.&4]
Subtotal (95% O zE 73 L 0,33 [0.02, 0.84]
Test for heterogeneity; not applicable
Test for overall effect. £ =208 (P =004)
03 Imipramine vs Clomipramine
“Yolavka 1953 g E.Z004. 500 g Z.0l{z. .z e l.04 [-0.0z, Z.11]
Subtotal (35% CI) g = [~eaiiine-- 1.04 [-0.0Z, Z.11]
Test for heterogeneity: not applicable
Test for overall effect: £ =1 592 (P =005)
-4 -2 0 2 4
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DRAFT FOR 15T CONSULATION

Review: OChr TCAs
COmparison; 02 TCAs ve other drugs (adults)
Outcome: 17 Global Evaluation of Efficacy
Studly TCA, Cther drug SMD (fixed) ShD [ fized)
or sub-category ] Mean (=0 M Mean (S0 95% C 95%
01 Imipraming vs Clomipramine
Yolavka 1935 ] 2.881(1.13) g 1.75(0.589) — 1.05 [-0.02, 2.12)
Subtotal (5% CI) g & |-oa—-- 1.0 [-0.0%, Z.1Z]
Test for heterogeneity: not applicable
Test for overall effect: £ =1 83 (P =005)
-4 -2 0 2 4
Favours TCA  Favours other drug
Revieny: OCD: TCAs
Comparison: 03 Desipramine substitution v Clomipramine continustion (childfEadolescent)
Qutcome: 01 Leaving the study early (only during the 2-month substitution period)
Studdy Desipramine Clomipramine RR (fixed) ER (fixed)
or sub-categary Nt it 959 I 959 Cl
Leonsrd 1991 a 1/10 0/11 B .27 [0.15, 72.z31
Total (95% CN 10 11 e .27 [0.15, 72.23]
Total events: 1 (Desipraming), 0 (Clomipramine)
Test for heterogeneity: not applicable
Test for overall effect: Z=0.75 (P = 0.45)
0.01 1| 1 10 100
Favours Desipramine  Favours Clomipramine
Revien: OCD: TCAS
Comparisan: 03 Desipramine substitution va Clomipramine continuation (childfadolescent)
Outoome: 02 Relapse (Physician's Relapse Scale)
Stucdy Desipratmine Clomiprarmine RR (fixed) RR (fixed)
of sub-category i it 959% Cl 959% Cl
Leonard 19912 gs3 2711 — B 4.89 [1.37, 17.49]
Total (95% CI) a 11 ~oaiiiine- 4.89 [1.37, 17.43]
Tatal everts: 8 (Desipramine), 2 (Clomigpramine)
Test for heterogeneity: not applicakle
Test for overall effect: £=244 (P =0.01)
0.0 a1 1 10 100
Fawours Desipramine  Favours Clomipramine
Revigw: QChr TCAs
Comparizon: 03 Desipramine substitution vs Clomipramine cortinuation (childfadolescent)
Outcome; 03 Comprehensive Psychopsthological Rating Scale; ohsessive-compulsive
Stucly Desipraming Clomipratning SMD (fixed) ShD (fized)
or sub-category ] Mean (S0 M Mean (S0 95% I 95% CI
Leonsrd 19915 ] 6.30(3.300 11 L_Z0(4.00) —1 0.zg [-0.60, 1.17]
Tatal (95% CN) 2 11 e 0.2 [-0.60, 1.17]
Test for heterogeneity; not applicable
Test for overall effect: Z=0E3 (P =053)
-4 -2 a 2 4
Favours Desipramine  Favours Clomipramine
Review: QD TCAs
Comparison: 03 Deszipramine substitution vs Clomipramine cortinuation (childfadolescent)
Cutcarme: 04 RlIbdH-CoZ
Study Desipramine Clomiprarmine SMD (fixed) SO (fized)
or sub-category ] Mean (5D M Mean (S0 95% CI 95% Cl
Leonard 19915 a 5.501(0.40) 11 5.00(z.30) — 0.44 [-0.45, 1.34)
Tatal (95% C) ] 11 o= 0.44 [-0_.45, 1.34]
Test for heterogeneity: not applicable
Test for overall effect: £ =057 (P =033)
-4 -2 1] 2 4

Favours Desipramine

Favours Clomipramine
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SNRIs (OCD)
Revieny: QCD: SMRIs
Comparisan: 01 ShRIs vs ather drugs
Outcome: 01 Adverse effects
Stucdy SMRI Cther drug RR [fixed) RER [fixed)
o sub-category M il 959 I 9595 I
01 Yenlataxine vs Clomipramine
Albert 2002 16426 43547 —— 0.87 [0.43, 0.32]
Subtatal (95% <0 z6 47 - 0.67 [0.48, 0.52]
Tatal everts: 16 (SHEID, 43 (Cther drug)
Test for heterogeneity: not applicakle
Test for overall effect: £=246 (P =0.01)
o2 05 1 2 5
Favourz MRl Favours other drug
Reervierny: QD EMRl=
Comparison; 1 SMRlz vs other drugs
Outcome: 02 Leaving study early
Study SR Cther drug RR (fixed) RR (fixed)
or sub-category it T 95% Cl 95% Cl
01 Yenlataxing ws Clomipratmine
Alhert 2002 1426 7547 —B 0.2z6 [0.03, 1.99]
Subtatal (95% CI) ZE 47 -~ 0.26 [0.03, 1.99]
Total everts: 1 (SMRI), 7 (Other drug)
Test for heterogeneity: not applicable
Test for overall effect: £=130(P=019)
0.1 IR 1 10 100
Fawours SMRI Favours other drug
Revieny: QCD: SMRIs
Comparisan: 01 ShRIs vs ather drugs
Qutcome: 03 Leaving study early due to adverse effects
Stucdy SMRI Cther drug RR [fixed) RER [fixed)
o sub-category M il 959 I 9595 I
01 Yenlafaxing vs Paroxetine
Denys 20034 2/7E £/7E —+ 0.33 [0.07, 1.60]
Subtatal (95% CN) 75 75 ~saifi-- 0.3% [0.07, 1.601
Tatal everts: 2 (SNRID, 6 [(Cther drug)
Test for heterogeneity: not applicakle
Test for overall effect: £=137 (P=0.17)
02 Yenlafaxing vs Clomipramine
Alhert 2002 0FZE EFd47 —B— 0.le [0.01, Z.81]
Subtotal (95% <0 z5 47 ——ani——— 0,16 [0.01, Z.81]
Total events: 0 (SMRI), 5 (Other drug)
Test for heterogeneity: not applicable
Test for overall effect: Z=125(P =0.21)
oool 001 0d 1 10 100 1000
Fawourz SMREI Favours ather drug
Revien: OCD: SMRI=
Comparisan: 01 SMRIs vz other drugs
Outoome: 04 Man-responders
Stucdy SMRI Cther drug RR (fixed) RR (fixed)
of sub-category i it 959% Cl 959% Cl
01 Yenlataxine vs Paroxetine
Denys 20033 47775 42775 —B— 1.1z [0.86, 1.48]
Subtotal (95% <) 75 75 —~aa-— 1.1z [0.88, 1.48]
Total everts: 47 (SMEID, 42 (Cther drug)
Test for heterogeneity: not applicakle
Test for overall effect: Z=083 (P =041)
02 %enlataxine vs Clomipramine
Albert 2002 17426 27447 —B 1.14 [0.78, 1.65]
Subtatal (95% <0 z6 47 ~—e i —— 1.14 [0.78, 1.65]
Tatal everts: 17 (SHEI, 27 (Cther drug)
Test for heterogeneity: not applicakle
Test for overall effect: £=0865 (P = 0.50)
0s or 1 15 2
Favourz MRl Favours other drug
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Review: OCCr SHRls
COmparison; 01 SMRlz vs other drugs
Cutcome: 05 Y -BoOCs
Stucly SR Cther drug SMD (fixed) ShiD [ fied)
or sub-category ] Mean (=0 M Mean (S0 95% C 95%
0 Wenlataxine vs Paroxetine
Denys 20035 73 -7.20(7.50) 72 -7.80(5.40) R 1 0.0% [-0.23, 0.4Z2]
Subtotal (95% O 73 7z e 0,08 [-0.23, 0.4Z]
Test for heterogeneity; not applicable
Test for overall effect. £ =055 (P = 0455)
02 Yenlafaxine vs Clomipramine
Albert 2002 zZE 18 36(7.11) 47 17.30(6.15) —_— 0.1 [-0.3Z, 0.84]
Subtotal (35% G ZE 47 -—eei——— 0.1l6 [-0.32, 0.64]
Test for heterogeneity: not applicable
Test for overall effect: Z =066 (P =051)
-1 -0.5 1] 0.5 1
Favours SMRI  Favours other drug
Review: OCCr SHRls
COmparison; 01 SMRlz vs other drugs
Outcome: 06 Hamitton Rating Scale for Depression
Studly SHRI Cther drug SMD (fixed) ShD [ fized)
or sub-category ] Mean (=0 M Mean (S0 95% C 95%
01 Wenlataxing vs Paroxeting
Denys 2003a 73 -2.801(5.60) 7z -3.50(4.60) 0.14 [-0.1%, 0.48)
Subtatal (95% CI) 73 7z ——— e 0.14 [-0.1%, 0.48]
Test for heterogeneity: not applicable
Test for overall effect Z =082 (P =041)
05 -0.25 1] 025 05
Favours SMRI  Favours other drug
Revigw: CChn SMRIE
Comparizon: 01 SMRl= vs other drugs
Outcome; 07 Hamitton Anxiety Scale
Stucly SR Cther drug SMD (fixed) ShD (fized)
or sub-category ] Mean (S0 M Mean (S0 95% I 95% CI
01 “enlataxine vs Paroxetine
Denys 20035 73 -4_30(5.00) Tz —-4_70(7.00) -0.03 [-0.36, 0.29]
Subtatal (35% C) 73 7z -0.03 [-0.36, 0.23]
Test for heterogeneity; not applicable
Test for overall effect: Z=020(P =054)
05 028 0 025 05
Favours SMREl  Favours other drug
MAOIs (OCD)
Reevieniy: QCD: MACls
Comparisan: 01 MADIE ve placeho
Qutcome: 01 Leaving study early
Stucdy MAC] Placebo RR [fixed) RER [fixed)
o sub-category M 959 I 9595 I
01 Phenelzine vs Placeba
Jenike 1997 2fE0 2FEL 1.05 [D0.24, 4.61]
Subtatal (9329 CN z0 1.05 [D0.24, 4.61]
Tatal everts: 3 (WMACH, 3 (Placeho)
Test for heterogeneity: not applicakle
Test for overall effect: £Z=006 (P =095)
02 0s 1 2 5
Favourz MACI  Favours placebo
Reviewy: Q0 A
COmparison: 01 MaCIs vs placebo
Outcorme: 02 %-BoCs
Study [Ee] Flacebo SMD (fixed) ShD (fized)
o sub-category ] Mean (500 M Mean (500 895% Cl 95% Cl
01 Phenelzine v= Placeho
Jenike 1997 17 l6_30(7.00) 15 18.70(6.10) T -0.36 [-1.03, 0.31]
Subitotal (95% CI) 17 18 - -0.36 [-1.03, 0.31]
Test for heterogeneity: not applicable
Test for overall effect; £ =105 (P =029)
-4 -2 i 2 4

Favours MAOI

Favours placeho
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Review: QChr pACIS
COmparison; 01 MADIs vs placebo
Cutcome: 03 PIRAH- O
Studly MR Placebo SMD (fixed) ShD [ fized)
or sub-category ] Mean (=0 M Mean (S0 95% C 95%
01 Phenelzing v= Placeho
Jenike 1997 17 &6.801(1.40) 15 7.2001.30) -0.22 [-0.%6, 0.358]
Subtatal (95% CI) 17 1= ———e e -0.2% [-0.96, 0.38]
Test for heterogeneity: not applicable
Test for overall effect: £ =085 (P = 039)
-1 05 1] 0.5 1
Favours MA&DI  Favours placebo
Revigw: [ e
Comparizon: 01 MaCIs vs placebo
Outcome; 04 OCh Scale (CPRE)
Stucly MR Placebao SMD (fixed) ShD (fized)
or sub-category ] Mean (S0 M Mean (S0 95% I 95% CI
01 Phenelzing vz Placeho
Jenike 1997 17 6_50(3.50) 15 L_80(3.300 0.1% [-0.47, 0.8&]
Subtotal (95% CI) 17 15 — o 0.1% [-0.47, 0.88&]
Test for heterogeneity; not applicable
Test for overall effect: Z=057 (P =057
-1 05 a s 1
Favours WM& Favours placeho
Review: CZDn MACES
Comparison: 01 MaOls vs placebo
Outcorme: 05 Clinical Global Impression
Study MR Placebo SMD (fixed) SO (fized)
or sub-category ] Mean (5D M Mean (S0 95% CI 95% Cl
01 Phenelzine vs Placebo
Jenike 1997 17 BoEZ0(1.00} 1z FEZO0(1.000 0.00 [-0.6&, 0.&&]
Subtotal (35% CD 17 15 0.00 [-0.66, 0.66]
Test for heterogeneity: not applicable
Test for overall effect: £ =000 (P =1.00)
- 05 o 0s 1
Favours MAD  Favours placebo
Revieny: QCD: Madls
Comparisan: 02 MAQIs vs ather drugs
Qutcome: 01 Leaving study early
Stucdy MAC] Cther drug RR [fixed) RER [fixed)
o sub-category M il 959 I 9595 I
01 Phenelzine vz Clomigratmine
Wallejo 1992 Er14 zf16 1.14 [0.1%, 7.08]
Subtatal (9329 CN 14 18 1.14 [0.1%, 7.08]
Total everts: 2 (MACIH, 2 (Cther drug)
Test for heterogeneity: not applicakle
Test for overall effect: Z=014 (P = 0.59)
02 Phenelzine vs Fluoxetine
Jenike 1957 3720 4723 0.86 [0.2Z, 3.40]
Subtotal (95% <N Z0 3 0.86 [0.2Z, 3.40]
Total events: 3 (MACH, 4 (Cther drug)
Test for heterogeneity: not applicable
Test for overall effect: Z=0.21 (P =053)
o1 02 os 1 2 ] 10
Favourz MACI  Favours ather drug
Revien: OCD: MADIs
Comparisan: 02 M&OIs va ather drugs
Outoome: 02 Leaving study eatly due to adverse effects
Stucdy [Pl Cther drug RR (fixed) RR (fixed)
of sub-category i it 959% Cl 959% Cl
01 Phenelzine vz Clomigratmine
Yallejo 1992 07514 1/1e . 0o.38 [0.02, 8_.59]
Subtatal (95% ) 14 15 ———en N —— 0.38 [0.0Z, 8.59]
Total everts: O (WMACDH, 1 (Other drug)
Test for heterogeneity: not applicakle
Test for overall effect: £Z=061 (P =0.54)
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OCh: MADIS
02 M&DIs vs other drugs
03 %-BoCs

Review:
COmparison;
Cutcome:

Studly
or sub-category ]

It 2,0
Mean (=0 M

Cther drug
Mean (S0

SMD fixed)
95% |

SMD (fixed)
95%

01 Phenalzing v Fluoxeting

Jenike 1997 17
Subtotal (95% CN 17
Test for heterogeneity: not applicable
Test for overall effect: Z = 004 (P = 0488)

1&6_30(7.00) 13
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Jenike 1997 17
Subtatal (35% C) 17
Test for heterogeneity; not applicable
Test for overall effect: Z =047 (P = 0E4)

5_80(1.40} 12
13
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—m— e ———

0.1l [-0.81, 0.50]
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Suktotal (95% CN 1z
Test for heterogeneity: not applicable
Test for overall effect: £ =054 (P =0.40)

10.10{&. 20} 14
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-0.33 [-1.11, 0.44]
-0.33 [-1.11, 0O.44]
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Review:
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or sub-category ]
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Cther drug
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SMD fixed)
95% |
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01 Phenalzing v Fluoxeting

Jenike 1997 17
Subtotal (95% CN 17
Test for heterogeneity: not applicable
Test for overall effect: £ =015 (P = 0.86)
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-0.0& [-0.7z, 0.53]
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Test for heterogeneity: not applicable
Test for overall effect; £ =165 (P =009)
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Review: QChr pACIS
COmparison; 02 M&DIs vs other drugs
Outcome: 08 Hamitton Rating Scale for Anxiety
Studly MR Cther drug SMD (fixed) ShD [ fized)
or sub-category ] Mean (=0 M Mean (S0 95% C 95%
01 Phenslzing v Clomipramine
“allejo 1992 1z F.00(6_ &0} 14 14_1045.70) — -0.88 [-1.63, -0.07]
Subtotal (95% CI) 1z 14 i -0.88 [-1.6%, -0.07]
Test for heterogeneity: not applicable
Test for overall effect £ =212 (P =003)
-4 -2 0 2 4
Favours M&DI  Favours other drug
Revigw: [ e
Comparizon: 02 MaOIs vs other drugs
Outcome; 09 Clinical Global Impression
Stucly MR Cther drug SMD (fixed) ShD (fized)
or sub-category ] Mean (S0 M Mean (S0 95% I 95% CI

01 Phenelzine v= Fluoxeting
Jenike 1997 17 3.z0(1.00% 19 F.1001.00% 0.10 [-0.5&, 0.75]
Subtotal (95% O 17 13 e —— 0.10 [-0.56, 0.75]
Test for heterogeneity; not applicable
Test for overall effect Z=029(P =077

-1 05 a s 1
Favours MADI  Favours cther drug

Anxiolytics (OCD)

Revieny: QCD: anxiolytics
Comparison: 01 Anxioldics vs placeko
Qutcome: 01 Leaving study early

Studdy Anxialytic Placebo RR (fixed) ER (fixed)
or sub-categary Nt it 959 I 959 Cl

01 Clonazepam
Hollander 2003c EfL7 4,10 B 0.74 [0.26, 2.1Z]
Subtotal (95% <N 17 10 ———e N —— 0.74 [0.28, Z.12]
Total events: 5 (Anxiolytic), 4 (Placebo)
Test for heterogeneity: not applicable
Test for overall effect: Z =057 (P =057

0z 05 1 2 5
Fawours anxioltic  Favours placebo
Revien: OCD: anxiolytics
Comparisan: 01 Anxiolytics va placeba
Outoome: 02 Leaving study eatly due to adverse effects
Stucdy Anialytic Placebo RR (fixed) RR (fixed)
of sub-category i it 959% Cl 959% Cl

01 Clonazepam

Hollander 2003 3517 z/s10 0.55 [0.15, 4.41]
Subtotal (95% CN 17 10 0.55 [0.15, 4.41]
Tatal everts: 3 (Anxioltic], 2 (Placebao)

Test for heterogeneity: not applicakle

Test for overall effect: £=015 (P = 0.88)

01 02 08 1 2 s 10
Fawours anxioltic  Favours placebo

Revieny: QCD: anxiolytics
Comparison: 01 Anxioldics vs placeko
Qutcome: 03 Mon-responders
Studdy Anxialytic Placebo RR (fixed) ER (fixed)
or sub-categary Nt it 959 I 959 Cl
01 Clonazepam
Hollander 2003 16417 8410 —B— 1.1 [0.24, 1.64]
Subtotal (95% <N 17 10 —— - 1.1% [0.84, 1.64]

Total events: 16 (Anxiolytic), & (Flacebo)
Test for heterogeneity: not applicable
Test for overall effect: Z =096 (P = 0.34)
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Review: Qe anxiolytics
COmparison; 01 Anxioktics vs placebo
Cutcome: 04 ¥ -BOCS
Studly Ariziolytic Placebo SMD (fixed) ShD [ fized)
or sub-category ] Mean (=0 M Mean (S0 95% C 95%
01 Clonazepam
Hollander 2003c 1& =1.70{4_ 20} 2 Q.67 (510} E -0.Z2 [-1.04, 0.&0]
Subtotal (95% CN 16 a -0.22 [-1.04, 0.60]

Test for heterogeneity: not applicable
Test for overall effect £ =052 (P = 060)

-10 & 0 5 10
Favours anxiolytic  Favours placebo
Resvienn: QCh: anxiolytics
Comparizon: 01 Anxioktics vs placebo
Outcome: 03 MIRAH- O
Stucly Arzialytic Placebao SMD (fixed) ShD (fized)
or sub-category ] Mean (S0 M Mean (S0 95% I 95% CI

01 Clonazepam

Hollznder 2003 1& 0.130(2.40) a o.oofz_ 500 — o.05 [-0.77, 0.87]
Subtotal (95% CI) 16 a 0.05 [-0.77, 0.&7]
Test for heterogeneity; not applicable
Test for overall effect: Z=012 (P =0590)

4 2 0 2 4
Favours anxiolytic  Favours placebo

Review: QD anxiolytics
Comparison: 01 Anxioltics v placebo
Outcorme: 06 Hamiton Rating Scale for Depression
Study Ariziolytic Placebo SMD (fixed) SO (fized)
or sub-category ] Mean (5D M Mean (S0 95% CI 95% Cl
1 Clonazepam

Hollander 2003 1& 044 (E.Z0) El 1.10{8.10} 3 -0.10 [-0.3z, O.7E&]
Suktotal (95% CN 16 a -0.10 [-0.92, 0.7Z]

Test for heterogeneity: not applicable
Test for overall effect: =024 (P=0851)

10 5 o 5 10
Favours anxiolytic  Favours placebo

Review: Qe anxiolytics
COmparison; 01 Anxioktics vs placebo
Outcome: 07 Hamitton Anxiety Scale
Studly Ariziolytic Placebo SMD (fixed) ShD [ fized)
or sub-category ] Mean (=0 M Mean (S0 95% C 95%
01 Clonazepam

Hollander 2003c 1& =1.10{7_ 70} 2 O.33({3.80) E | -0.16 [-0.98, 0.6&)
Subtotal (95% CN 16 a -0.16 [-0.%8, 0.66]

Test for heterogeneity: not applicable
Test for overall effect Z=039(P=070)

-10 & 0 5 10
Favours anxiolytic  Favours placebo

Revieny: OCD: anxiolytics
Comparison; 02 Anxiokytics ve other drugs
Outcome: 01 Leaving study early
Study Anixialytic Cther drug RR (fixed) RR (fixed)
or sub-category it T 95% Cl 95% Cl
01 Buspirone vz Clomipramine
Pato 1991 1510 17510 l1.00 [O.07, 13.87]
Subtatal (95% CI) 10 10 l1.00 [0.07, 13.87]

Total events: 1 (&nxialytic), 1 (Cther drug)
Test for heterogeneity: not applicable
Test for overall effect: Z=000 (P =1.00)
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Revieny:
Comparisan:
Outcome:

QCD: anxiolytics
02 Anxiohtics vs other drugs
02 Leaving study early due to adverse effects

Stucdy Anialytic Cther drug
o sub-category M il

RR (fixed)
95% C|

RR (fixed)
95% I

01 Buspirone vs Clomipramine
Pato 1991 0s10 1710 B 0.33
Subtatal (95% CN) 10 10 ——e e —— 0.33
Tatal everts: O (Anxiolytic), 1 (Cther drug)
Test for heterogeneity: not applicakle

Test for overall effect: Z=070(P =0.49)
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ShD (fixed)
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01 Buspirone ws Clomipramine

Pato 1991 E 16.78 (6. 48] a
Suktotal (95% CI) E a
Test for heterogeneity: not applicable
Test for overall effect, Z=031 (P=076)

17.67(4.37) kR 3 -0.15 [-1.07, 0.78]

-0.15 [-1.07, 0.78]
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Review:
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SMD (fixed)
95%

01 Buspirone ws Clomipramine

Pato 1991 E E.LL(1.E7) a
Suktotal (95% CN E a
Test for heterogeneity: not applicable
Test for overall effect: £ =015 (P = 0.86)

E.ZE(L.ZD -0.08 [-1.01, 0.84]

-0.08 [-1.01, 0.54]
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Revigw:
Comparizon:

Outcome:
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02 Anxiolytics ws other drugs
05 Hamitton Rating Scale for Depression
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SMD Cfixed)
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Pato 1991 ] 982675} E
Subtatal (35% C) 2 a
Test for heterogeneity; not applicable
Test for overall effect: Z=020(P =054)
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Revieny: QCD: other pharmacological
Comparisan: 02 Ceevtocin vs placebo
Outcome: 01 Adverse effects

Stucdy Creytocin
o sub-category M

Placeho
T

RR (fixed)
95% C|

RR (fixed)
95% I

Den Boer 1992 =)

Total (95% <0 3
Tatal everts: 6 (Oxytocind, 1 (Placeba)

Test for heterogeneity: not applicakle

Test for overall effect: £=1 96 (P = 0.05)

_._
-*—-
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Revieny: OCD: other pharmacological
Comparison; 02 Cooytocin ve placebo
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Total everts: 0 (Oxytocin), O (Placeho)

Test for heterogeneity: not applicable

Test for overall effect: not applicable
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Review: O ather pharmacological
COmparison; 02 Oxytocin vs placeho
Outcome: 03 Hamitton Depression Scale
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Test for heterogeneity: not applicable
Test for overall effect: £ =064 (P =052)

Tooolz. 80}

~~aaiiin--

0o.38 [-0.77, 1.52]

0.38 [-0.77, 1l.EZ]
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Test for heterogeneity; not applicable
Test for overall effect: Z=000(P =1 .00)
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Review: Q0 ather pharmacological
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Favours Placeha

SMD (fixed)
95%

SMD (fixed)
95%

Den Boer 1992 [ 1lz_20(&_10)

Tatal (85% CI) 3
Test for heterogeneity: not applicable
Test for overall effect: Z=035(P=071)
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Review:
COmparison;
Cutcome:

O ather pharmacological
02 Oxytocin vs placeho
06 State Anxiety Inventory
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or sub-category ]

Orxytocin
Mean (=0

Flacehao
Mean (S0

SMD fixed)
95% |

SMD (fixed)
95%

Den Boer 1992 3 48_70(13.40)
Total (95% C [

Test for heterogeneity: not applicable

Test for overall effect £ =166 (P =010)
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Outcome:

QCh: ather pharmacaological
02 Oxytocin vs placebo
07 General Symptom Index

Stucly
or sub-category ]

Oytacin
Mean (S0

4 2

Favours Oxvtocin

a 2
Favours Placeha

Flaceha
Mean (S0

SMD Cfixed)
95% ¢
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Test for heterogeneity; not applicable
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Test for heterogeneity: not applicakle

Test for overall effect: £=032 (P =0.75)
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Comparizon:
Outcome:
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Test for heterogeneity; not applicable
Test for overall effect Z=1 37 (P=017)
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Reviewy:
COmparison:
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95% I
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01 FLY+Buspirone v FLY+Flacebo
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Test for heterogeneity: not applicable
Test for overall effect, £ =177 (P =005)
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Review: OCCr augmentation strategies
COmparison; 01 Buzpirone vs placekbo
Outcome: 04 Hamitton Anxiety Scale
Studly FL“+Buspirone FL“+Placeho SMD (fixed) ShAD [ fixed)
or sub-category ] Mean (=0 M Mean (S0 95% C 95%
01 FLY+Buzpirones v FLY+Placebo
McDougle 19335 13 11.601(6.80) 14 . 6004.50) -+ 0.48 [-0.22, 1.18)
Subtotal (95% CI) 13 14 - 0.48 [-0.22, 1.18]
Test for heterogeneity: not applicable
Test for overall effect Z=135(P=018)
-4 -2 u] 2
Favours augmentation  Favours non-aug
Revieny: OCD: augmertation strategies
Comparison: 02 Citalopram+Clamigpramine ws Citalopram
Qutcome: 01 Mon-responders (Y-BOCS 359%)
Studdy Citalopram-+Chil Citalopram RR (fixed) ER (fixed)
or sub-categary Nt it 959 I 959 Cl
Pallarti 1999 osg £47 —— L0E [0.00, 0.94]
Tatal (95% N a 7 ~—=nii-— L0E [0.00, 0.94]
Total events: 0 (Citalopram+Chl), B (Citalopram)
Test for heterogeneity: not applicable
Test for overall effect: Z=2.01 (P = 0.04)
oool 00 04 1 10 100 1000
Favours augmentation  Favours non-aug
Review: QD augmentstion strategies
Comparison: 02 Citalopram+Clomipramine vs Citalopram
Cutcarme: 02 %-Bocs
Study Citalopram+Chl Citalopram SMD (fixed) SO (fized)
or sub-category ] Mean (5D M Mean (S0 95% CI 95% Cl
Pallanti 1999 a 15.901(3.80) ? 25 60(4.80) -2.15 [-3.46, -0.54]
Total (5% CI) 9 7 ~=anliine- -2.15 [-3.46, -0._84]
Test for heterogeneity: not applicable
Test for overall effect: £ =322 (P =0001)
-4 -2 1] 2
Favours augmentation  Favours non-aug
Resvienn: QCh: augmentation stratedies
Comparizon: 02 Citalopram+Clomipramine vs Calopram
Outcome; 03 Hamitton Depression Rating Scale
Stucly Citalapram+Chil Citalopram SMD (fixed) ShAD (fixedd)
or sub-category ] Mean (S0 M Mean (S0 95% I 95% CI
Pallanti 1993 ] S_60(Z.60) 7 &.40(1_80) —r -0.33 [-1.33, 0.67]
Total (35% CI) ] 7 -=aaiigne-- -0.33 [-1.33, 0.67]
Test for heterogeneity; not applicable
Test for overall effect: Z=0E5 (P =052)
-4 -2 i} 2
Favours augmentation  Favours non-aug
Review: OCE: augmentstion strategies
COmparison: 03 Desipramineg vs placekbo
Outcorme: 01 % -BOCS at 6 weeks
Study SERMDesipramine SERMPlacebo SMD (fixed) ShiD (fixed)
o sub-category ] Mean (500 M Mean (500 895% Cl 95% Cl
01 SZRI+Desipramine v SSRHFlaceho
Barr 1997 10 18 52(Z.94) 13 Z4_EE(Z.94) — -1.97 [-3.00, -0.93]
Subitotal (95% CI) 10 13 . -1.97 [-3.00, -0.93]
Test for heterogeneity: not applicable
Test for overall effect; £ =373 (P = 000021
-4 -2 i 2
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Review: OCCr augmentation strategies
COmparison; 03 Dezipramine vz placekbo
Cutcome: 02 % -BOCS at 10 weeks

Studly SSRHDesipramine
or sub-category ] Mean (=0

SSRMPlacebo
M Mean (S0

SMD fixed)
95% |

SMD (fixed)

3%

01 SSRM+Desipramineg v SSRHPlaceho

Barr 1997 10 13_30(3.78)

Subtotal (95% CD 10
Test for heterogeneity: not applicable
Test for overall effect: £ =181 (P =007)

13 EE_43(3.78)
1z

-0.30
-0.20

[-1.86,
[-1.€€,

0_0&]
0. 0]

Revieny: OCD: augmertation strategies
Comparison: 04 Haloperidol vs placeko
Qutcome: 01 Mon-responders

Studdy FLY+Haloperidol
or sub-categary Nt

FLW+Placebo
el

el
-4 2 [

Favours augmentation

RR (fixed)
95% |

2

Favours non-aug

RR (fixed)

93% Cl

01 FL%+Haloperidol v FLY+Placebo

McDougle 19945 10417
Subtatal (95% C 17

Total events: 10 (FLY+Haloperidol), 17 (FLY +Flacebo)
Test for heterogeneity: not applicable

Test for overall effect: 7 =261 (P = 0.009)

17417
17

B
~aaliine--

.E9
0.E3

[o.40,
[o.40,

0.288]
0.28]

Review: QD augmentstion strategies
Comparison: 04 Haloperidol vs placebo
Cutcarme: 02 %-Bocs

Study FLY+Halopericol
or sub-category ] Mean (5D

0z

Fawours augmentation

FL'+Placeho
M Mean (S0

05 1 2

Fawours non-aug

SMD (fixed)
95%

SMD (fixed)

95%

01 FLY+Haloperidal v FLY+Placebo

McDougle 19945 17 18.83{Z.71)

Suktotal (95% CN 17
Test for heterogeneity: not applicable
Test for overall effect: 7 = 4 94 (P = 0.00001)

17 ZF.18(1.10)
17

=l

-Z.E0
—Z.Z0

[-z.07,
[-3.07,

-1.32Z&]
-1.3Z]

Resvienn: QCh: augmentation stratedies
Comparizon: 05 Inosital vs placebo
Outcome: M Y-BoCs

Stucly SR+HRostol
or sub-category ] Mean (S0

SRI+Placeba
M Mean (S0

-4 -2 1}

Favours augmentation

2

Favours non-aug

SMD Cfixed)
95% ¢

SMD (fixed)

95% Cl

01 SRl+Inosital v SRI+Placebo

Fux 1993 & 16.33(3.48)

Subtatal (35% C) 3
Test for heterogeneity; not applicable
Test for overall effect Z=036(P=072)

4 15.75(8.85)

-0.24
-0.Z24

[-1.51,
[-1.51,

1.04]
1.04]
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Revieny: QCD: augmertation stratedies
Comparisan: 06 Lithium vws placeho
Qutcome: 01 Mon-responders

Stucdy FL%+Lithium
o sub-category M

FLW+Pla
T

ceho

RR (fixed)
95% C|

RR (fixed)

93% I

01 FLY+Lithium v FLY +Placebo at 2 weeks
McDougle 1991 (1) 2511
Subtotal (95% C0 11
Tatal everts: 9 (FLY+LRthium), 9 (FLV+Placeho)
Test for heterogeneity: not applicakle

Test for overall effect: £=1.41 (P =0.1E)

02 FLV+Lithium v FLY +Placebo at 4 weeks
McDougle 1991 (2 EAE
Subtotal (95% <N a}
Total events: 0 (FLY+Lithium), 0 (FLV+Flaceho)
Test for heterogeneity: not applicable

Test for overall effect: not applicakle

Tatal (95% CI) 1e
Total events: 14 (FLW+Lithium), 14 (FLY+Placeho)
Test for heterogeneity: not applicable

Test for overall effect: Z=1.41 (P =016

959

ErE

14

_.__
-*l—-

0.2z [0
.2z [0

6z, 1.08]
6z, 1.08]

Not estimahle
Not estimahle

.2z [0,

6z, 1.08]

Review: OCCr augmentation strategies
COmparison; 06 Lithium vz placebo
Outcome: 02 % -BOCE change score

Stucly FLYW+Lithium
or sub-category ] Mean (=0

05

Fawours augmentation

FLY+Placeho
Mean (S0

o7 1

145 2

Fawours non-aug

SMD (fixed)
95% |

SMD (fixed)
95%

01 FLY +Lithium w FLY+Placebo &t 2 weeks
MeDougle 1931 (1) 11 -4.00{5.23)
Subtatal (95% C) 11
Test for heterogeneity; not applicakble
Test for overall effect. £ =199 (P = 0.05)

02 FLY+Lithium w FLY+Placebo at 4 weeks
McDougle 1931 (2) 5 Z.B0(F.88)
Suktotal (95% CI) 3
Test for heterogeneity: not applicable
Test for overall effect: £ =1 70 (P = 0.09)

Tatal (85% CI) 16
Test for heterogeneity: Chi* =634, df =1 (P =0.01), F = 84 2%
Test for overall effect: Z=072(P=047)

Rl

14

1. 2E(5.24)

-1.40(2.07)

-

-0.3¢&
-0.3&

[-1.90, -0
[-1.30, -0

.18, .
J18, .

[-1.07, 0.

-01]
-01]

&
5]

L0o]

Review: QD augmentstion strategies
Comparison: 06 Lithium vz placebo
Outcorme: 03 Hamitton Depression Scale change score

Study FLY'+Lithium
o sub-category ] Mean (S0

FL'+Placeho
Mean (S0

-4 -2 1}

Favours augmentation

2

Favours non-aug

SMD (fixed)
953%

SMD (fixed)
Q5%

01 FLY+Lithium w FLY+Placebo at 2 weeks
MeDougle 1931 (1) 11 =7.00{%._81)
Subtotal (95% CN 11
Test for heterogeneity: not applicable
Test for overall effect Z=160(P=011)

02 FLY +Lithium v FLY+Placeho at 4 weeks
MeDougle 1991 (2) 5 4_EB0(&.15)
Subitotal (95% C1) 3
Test for heterogeneity: not applicable
Test for overall effect, Z =183 (P =007

Tatal [(95% CI) 15
Test for heterogeneity: Chi* =579, df =1 (P =0.02), F=827%
Test for overall effect, Z=035(P=070)

14

0.00{3_0&)

-3.40(4.28)

==

.02

-

-17]
-17]

-8z]
-82]

S63]
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Review:
COmparison;
Cutcome:

OCCr augmentation strategies
06 Lithium vz placebo
04 Hamitton Anxiety Scale change score

Stucly
or sub-category ]

FLY+LithiLim
Mean (=0

FLY+Placeho
M Mean (S0

SMD (fixed)
95% |

SMD (fixed)
95%

01 FLY +Lithium w FLY+Placebo &t 2 weeks
MeDougle 1931 (1) 11

Subtatal (95% C) 11

Test for heterogeneity; not applicakble

Test for overall effect. Z=020(P = 054)

—0.73(4.67)

02 FLY+Lithium w FLY+Placebo at 4 weeks
McDougle 1931 (2) 5

Suktotal (95% CI) 3

Test for heterogeneity: not applicable

Test for overall effect: £ =1 B3 (P = 0.09)

1.d0(3.51)

Tatal (85% CI) 16
Test for heterogeneity: Chi* =178, df =1 (P=018), F=435%
Test for overall effect: £ =106 (P =029)

Rl

-l 11(3_E8)

& -F.Z0(3.27)

14

e

o

-

(=1

]

JEZZ
JEZ

-4l [-0O.

.79
.73

-1=

-

-

34, 1.

-a7]
-a7]

-&d]
-Gd]

15]

Review:
COmparison;
Cutcome:

OCCr augmentation strategies
07 Mortriptyline vs placebo
0 Y-BOCs

Studly
or sub-category ]

Chll+Mortriptyline
Mean (=0

Chil+Placeho
M Mean (S0

-4 -2 1} 2

Favours augmentation

Favours non-aug

SMD fixed)
95% |

SMD (fixed)
95%

01 ChlMortriptyling v Chl+Placetbo
Moorbals 1995 15

Subtotal (95% CN 15

Test for heterogeneity: not applicable

Test for overall effect £ =422 (P = 00001)

8.33(5.56)

15 13 17558}

=il

-1.30 [-&.758, -1
=1.580 [-z.78, -1

_0E]
-0z]

Revieny:
Comparison:
Outcome:

OCD: augmertation strategies
08 Qlanzapine v placeho
01 Leaving the study early

Studdy
or sub-categary

FLX+Clanzapine
it

FLX+Placebo
el

-4 -2 1} 2

Favours augmentation

RR (fixed)
95% |

Favours non-aug

RR (fixed)
95% CI

01 FLX+Olanzapine v FLX+Placebo

Shapira 2004 EfEE
Subtatal (95% C ZE
Total events: 5 (FLE+Olanzaping), 2 (FLX+Placeba)
Test for heterogeneity: not applicable

Test for overall effect: Z=117 (P =024)

Zf2E
Zz

__._
sl

Z.E0
Z.E0

[0.54,
[0.54,

11.E54]
11.E54]

Revien:
Comparisan:
Outoome:

OCD: augmertation strategies
05 Slanzapine va placeba

Stucdy
of sub-category

FLA+Olanzapine
i

0.0

Fawours augmentation

02 Leaving the study early due to adverse effects

FLX+Placebo
T

04 1

RR (fixed)
95%, C|

10 100

Fawours non-aug

RR (fixed)
95%, I

01 FLE+Olanzapine v FLE+Placeko

Shapira 2004 ZizZ
Subtotal (95% CN ZZ
Tatal everts: 2 (FLX+Olanzaping), 2 (FLX+Placeba)
Test for heterogeneity: not applicakle

Test for overall effect: £Z=000 (P =1.00)

Zyzz
ZZ2

1l.00
l.00

[0.15,
[0.15,

5.48]
5.48]

01

Favours augmentation

0z
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Revieny: QCD: augmertation stratedies

Comparisan: 08 Qlanzapine v placebo

Qutcome: 03 Mon-responders (Y-BOCS 259%)

Stucdy FLA+Olanzapine FLX+Placeko RR [fixed) RER [fixed)
o sub-category M il 959 I 9595 I

01 FLE+Olanzapine v FLE+Placeko
Shapira 2004 L3722 las2z2 1L.00 [0.681, 1.64]
Subtotal (95% <0 s s 1.00 [0.&1, 1.&4]
Tatal everts: 13 (FLA+Olanzapine), 13 (FLA+Placeho)
Test for heterogeneity: not applicakle

Test for overall effect: Z=000 (P =1.00)

05 oy 1 15 2
Favours augmentation  Favours non-aug
Review: OCE: augmentstion strategies
COmparison: 05 Qlanzapine vs placeho
Outcorme: 04 % -BOCS change score
Study FLX+Olanzapine FL¥+Placebo SMD (fixed) ShiD (fixed)
o sub-category ] Mean (500 M Mean (500 895% Cl 95% Cl

01 FLE+Clanzaping v FLX+Placebo
Shapira 2004 zZ —5_10{4_320) z2Z —-3_80(3_80) e -0.z2% [-0.8%, 0_.320]
Subtotsl (95% CI) zz zz —— - -0.29 [-0.89, 0.30]
Test for heterogeneity: not applicable
Test for overall effect, Z=096 (P =034)

-1 0.3 0 045 1

Favours augmentation  Fawvours non-aug
Revien: OCD: augmertation strategies
Comparisan: 09 Pindalol ws placeho
Outoome: 01 Leaving the study early
Stucdy Paroxetine+Findalol Paroxetine+Placebo RR (fixed) RR (fixed)
of sub-category i it 959% Cl 959% Cl
01 PAR+Pindolol v PAR+Placebo
Cannon 2000 ass zis B 0.z0 [0.01, 3.61]
Subtotal (95% <) ] ] e e 0.20 [0.01, 3.61]

Tatal everts: 0 (Paroxetine+Pindolol), 2 (Paroxetine+Placebo)
Test for heterogeneity: not applicakle
Test for overall effect: £=1.09 (P =0.28)

0.1 1N 1 10 100
Favours augmentation  Fawvours non-aug
Revieny: OCD: augmertation strategies
Comparison: 09 Pincdolol vs placekho
Qutcome: 02 Leaving the study early due to adverse effects
Studdy Paroxetine+Findalol Paroxetine+Placebo RR (fixed) ER (fixed)
or sub-categary Nt it 959 I 959 Cl
01 PAR+PRindolol v PAR+Placeho
Dannon 2000 0sg ziE B 0.Z0 [0.01, 3.61]
Subtotal (5% CI) g E e - 0.20 [0.01, 3.61]

Total events: 0 (Paroxetine+Pindolol), 2 (Paroxetine+Placeho)
Test for heterogeneity: not applicable
Test for overall effect: Z=1.03 (P = 0.223)

0.01 1| 1 10 100
Favours augmentation  Favours non-aug
Review: QD augmentstion strategies
Comparison: 09 Pindolol vs placebo
Cutcarme: 03 %-BoCs
Study Paroxetine+Pindolal Paroxetine+Placebo SMD (fixed) SO (fized)
or sub-category ] Mean (5D M Mean (S0 95% CI 95% Cl
01 PAR+Pindolol v PAR+Placeba
Crannon 2000 g Z1l.40(ZF.70) & g 20(Z2.40) — -&.1E5 [-3.8&, -0.73]
Subtotal (35% CI) g & el -z.15 [-3.56, -0.73]

Test for heterogeneity: not applicable
Test for overall effect: £ =295 (P =0003)

-4 -2 1} 2 4

Favours augmentation  Favours non-aug
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Review:
COmparison;
Cutcome:

OCCr augmentation strategies
09 Pincolol vs placebo
04 MADRS

Studly Paroxetine+Pindalal
or sub-category ] Mean (=0

Paroxetine+Placebo ShAD [ fixed)
M Mean (300 93% Cl

SMD (fixed)
95%

01 PAR+Pindalol v PAR+Placeba

Dannon 2000 =]
Subtotal (95% CN g
Test for heterogeneity: not applicable
Test for overall effect: £ =005 (P =054)

11.80(7.60)

3} 11.5004_30)

0.04 [-1.0Z, 1.10]
0.04 [-1.0Z, 1.10]

Revigw:
Comparizon:
Outcome:

QCh: augmentation stratedies
09 Pincolol vs placebo
05 Hamitton Anxiety Scale

Stucly Paroxetine+Pindalal
or sub-category ] Mean (S0

4 2 0 2

Favours augmentation  Favours non-aug

Paroxetine+Placebo ShAD (fixeed)
M Mean (S0 95% I

SMD (fixed)
95% C

01 PAR+Pindalal v PAR+Placeha

Dannon 2000 g
Subtatal (35% C) ]
Test for heterogeneity; not applicable
Test for overall effect: Z=056 (P =057

10.25(3. 80}

& 11.70(5. 20}

-0.31 [-1.37, 0.7&]
-0.31 [-1.37, 0.76]

Revien:
Comparisan:
Outoome:

OCD: augmertation strategies
10 Quetiapine va placebo
01 Adverse effects

Stucdy SRI+Quetiapine
of sub-category i

; JR B
]

4 2 2

Favours augmentation  Favours non-aug

SRl+placebo RR (fixed)
i Q5%

RR (fixed)
95%, I

01 SR+Quetiapine v SRI+Placeko

Atmaca 2002 2514
Subtotal (95% CN 14
Tatal everts: 9 (SR+Quetiapine), 4 (SRI+placebo)
Test for heterogeneity: not applicakle

Test for overall effect: Z=160(P =0.11)

4513 __.
13 -~eniin—-

.03 [0.385, 5.1g]
.03 [O.85, 5.1g]

o1 02 as 1 2 4
Favours augmentation

Favours non-aug

10

Revieny: OCD: augmertation strategies
Comparison: 10 Quetispine ve placebo
Qutcome: 02 Leaving the study early
Studdy SRI+Quetiapine ZRl+placebo RR (fixed) ER (fixed)
or sub-categary Nt it 959 I 959 Cl
01 SRl+2uetiapine v SRI+Placeho
Atmaca 2002 as1ld ars1z Not estimable
Subtotal (959% Ch i] i] Not estimable
Total events: 0 (SRI+Guetiapine), 0 (SRl+placebo)
Test for heterogeneity: not applicable
Test for overall effect: not applicakle

o1 02 os 1 2 5 10

Favours augmentation  Favours non-aug

Revien: OCD: augmertation strategies
Comparisan: 10 Quetiapine va placebo
Outoome: 03 Man-responders (Y-BOCS 30%)
Stucdy SRI+Quetiapine SRl+placebo RR (fixed) RR (fixed)
of sub-category i it 959% Cl 959% Cl
01 SR+Quetiapine v SRI+Placeko
Atmaca 2002 4514 13413 —B— 0.2z3 [0.12, 0.65]
Subtotal (95% <) 14 13 —=eali-— 0.2% [0.1%Z, O0.65]
Tatal everts: 4 (SR+Quetiapine), 13 (SR+placebo)
Test for heterogeneity: not applicakle
Test for overall effect: £=296 (F = 0.003)

o1 02 as 1 2 4 10

Favours augmentation  Fawvours non-aug
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Review: OCCr augmentation strategies
Comparison: 10 Quetizpine vs placeho
Cutcome: 04 %-BOCE
Studly SRI+Guetiapine SRHPlacebo SMD (fixed) ShAD [ fixed)
or sub-category ] Mean (=0 M Mean (S0 95% C 95%
01 SRI+Quetiaping v SRI+Placekho
Atmaca 2002 14 13.40(3.20) 13 21.4004_30) _ -z.06 [-3.02, -1.10]
Subtotal (95% CI) 14 1z - -z.08 [-3.02, -1.10]
Test for heterogeneity: not applicable
Test for overall effect £ =4 20 (P = 0.0001)
-4 -2 u] 2
Favours augmentation  Favours non-aug
Resvienn: QCh: augmentation stratedies
Comparizon: 10 GQuetiapine v= placebo
Outcome; 05 CGL zeverity of ilness
Stucly SRI+Guetiapineg SRHFlaceho SMD (fixed) ShAD (fixedd)
or sub-category ] Mean (S0 M Mean (S0 95% I 95% CI
01 SRI+Guetiaping v SRH+Placebo
Atmaca 2002 14 2_4Z{0.850) 13 F_TE(1.40) —— -1.15 [-1.%8, -0.33]
Subtotal (95% CI) 14 13 st -1.15 [-1.58, -0.33]
Test for heterogeneity; not applicable
Test for overall effect: Z =274 (P = 0.008)
-4 -2 0 2
Favours augmentation  Favours non-aug
Revien: OCD: augmertation strategies
Comparisan: 11 Rizperidone vs placebo
Outoome: 01 Adverse effects
Stucdy SR+Rizpetidone SRI+Placebo RR (fixed) RR (fixed)
of sub-category i it 959% I 959 Cl
01 SEM+Rizpetidone v SRH+Placebo
Hollander 2003 4410 ZrfE L 1.0 [O.31, 4_.89]
McDougle 20002 18720 15716 o.3¢ [0.73, 1.1&]
Subtatal (95% CN 20 zZE 0.93 [0.77, 1.28]
Total everts: 22 (SR+Risperidone), 17 (SRH+Flaceho)
Test for heterogeneity; Chir=018,df =1 (P=0E7),F=0%
Test for overall effect: Z=007 (P =0495)
0.2 05 1 2 3
Fawvours augmentation  Fawvours non-aug
Revieny: OCD: augmertation strategies
Comparison: 11 Risperidone vz placebo
Qutcome: 02 Leaving the study early
Studdy SRI+Rizperidone ZRI+Placebo RR (fixed) ER (fixed)
or sub-categary Nt it 959 I 959 Cl
01 SRI+Rizperidone v SRI+Placebo
Hollander 2003e 1410 Zi6 —B— 0.30 [0.03, Z.65]
McDougle 20003 ZfE0 1718 e l.60 [0.1&, 1g.10]
Subtotal (95% <0 20 zz ~anliliie— o.70 (0016, 3.011
Total events: 3 (SRI+Rizperidone), 3 (SRH+Placebao)
Test for heterogeneity: Chi* =1 07, df =1 (P =0.30), F =659%
Test for overall effect: Z =045 (P = 063)
0.01 1| 1 10 100
Favours augmentation  Favours non-aug
Revien: OCD: augmertation strategies
Comparisan: 11 Rizperidone vs placebo
Outoome: 03 Leaving the study early due to adverse effects
Stucdy SR+Rizpetidone SRI+Placebo RR (fixed) RR (fixed)
of sub-category i it 959% Cl 959% Cl
01 SEM+Rizpetidone v SRH+Placebo
McDougle 20002 1720 0f1le . Z.43 [0.11, E5.23]
Subtatal (95% ) z0 15 ———e N —— z.43 [0.11, 55.29]
Tatal everts: 1 (SR+Risperidone), 0 (SRH+FPlaceba)
Test for heterogeneity: not applicakle
Test for overall effect: £=055 (P =0.58)
0.0 a1 1 10 100

Favours augmentation

Favours non-aug
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Revieny: QCD: augmertation stratedies
Comparisan: 11 Risperidone vz placebo
Qutcome: 04 Mon-responders

Stucdy
o sub-category

SRI+Rizperidone SRI+Placebo RR [fixed)
rul it 95%

RR (fixed)
95% I

01 SRI+Rizperidone v SRI+Placebo:
McDougle 20003
Subtotal (95% C0
Tatal everts: 16 (SRI+Risperidone),

Test for heterogeneity: not applicakle
Test for overall effect: £=2.00(P =0.05)

02 ZRI+Rizperidone v SR+Placebo;
Hollander 2003
Subtotal (95% <N

Total events: 6 (SRI+Rizperidone), 6 (ERH+Placebo)
Test for heterogeneity: not applicable
Test for overall effect: Z=1.95 (P = 0.035)

Tatal (95% CI)
Total events: 22 (SRI+Rizperidone],
Test for heterogeneity: Chi* =114,

Test for overall effect: 7 =281 (P = 0.005)

CGlmuch ar very much improved, Y-BOCS==33% reduction
l&/z0 16718 —

z0 16 i 0.

16 (SRI+Flaceha)

CE much ar very much improved, ¥-BOCS==23% reduction
&/10 GiE —a— o.

10 & o a.

20 zz sl 0.

22 (SRI+Placebao)
di =1(P=029),F=123%

.20 [0.&d4, 1.00]

20 [0.&4, 1.00]

g0 [0.3&, 1.00]
g0 [0.32&, 1.00]

74 [0O.&0, 0_%1]

02 05 1 2 ]
Favours augmentation  Favours non-aug

Review: OCCr augmentation strategies
COmparison; 11 Risperidone vs placebo
Outcome: 05 % -BOCE change score
Studly SRI+Rizsperidone SRHPlacebo SMD (fixed) ShAD [ fixed)
or sub-category ] Mean (=0 M Mean (S0 95% C 95%
01 SRI+Rizperidone v SRHPlacebo

Hollander 2003 10 —6_10{8_18) & —-1.33(3.14) — -0.66 [-1.71, 0.38]

McDougle 20002 Z0 -2.00{7.3&) 1& -&.&0{0.37) e -0.ZE [-0.31, 0.41]
Subtotal (95% CN 20 zz - -0.37 [-0.92, 0.19]
Test for heterogeneity: Chi* =043, df =1 (P=051), F=0%
Test for overall effect: £ =125 (P =020)

-4 -2 a 2 4
Favours augmentation  Favours non-aug

Review: OCCr augmentation strategies
COmparison; 11 Risperidone vs placebo
Outcome: 06 Hamitton Depression Scale

Studly
or sub-category ]

SRI+Rizsperidone SRHPlacebo ShAD [ fixed)
hean (S0 M Mean (300 93% Cl

SMD (fixed)
95%

01 SRI+Rizperidone v SRHPlacebo
MeDougle 20005 15

Subtotal (95% CN 15

Test for heterogeneity: not applicable

Test for overall effect Z = 286 (P =0.004)

7.6004.20) 15 15 200870}

1c -

-4 -2 a 2 4
Favours augmentation  Favours non-aug

Resvienn: QCh: augmentation stratedies
Comparizon: 11 Risperidone vs placebo
Outcome; 07 Hamitton Anxiety Scale

Stucly
or sub-category ]

SRI+Rizperidone SRHFlaceho ShAD (fixeed)
Mean (SD) M Mean (S0 95% I

SMD (fixed)
95% C

01 SRI+Rizperidone v SE+Placebo
MeDougle 20005 18

Subtatal (35% C) 15

Test for heterogeneity; not applicable

Test for overall effect: Z =289 (P =0.004)

S_.10(4.30) 15 15 40(6.30)

15 sl

-1.0% [-1.83, -0.35]
-1.0% [-1.83, -0.35]

-4 -2 a 2 4
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Revieny: QCD: augmertation stratedies

Comparisan: 12 Al antipsychaotics v placebo

Outcome: 01 Adverse effects

Stucdy Avgmertation non-augmentation RR [fixed) RER [fixed)

o sub-category M il 959 I 9595 I

01 SRI+Quetiapine v SRI+Placeho

Atmaca 2002 2514 4513 - £.0% [O.258, E_1&]
Subtatal (95% CN) 14 13 ~run——— z.0% [0.85, 5_16]

Total everts: 9 (Augmentation), 4 (non-augmentstion)
Test for heterogeneity: not applicakle
Test for overall effect: Z=160(P=0.11)

02 SRI+Rizperidone v SRI+Placebo

Hollander 2003e 4,10 zig
McDougle 20002 15/20 1E/1§8
Subtotal (959 CN 20 et

Total events: 22 (Augmentation], 17 (non-augmentation)
Test for heterogeneity: Chi* =018, df =1 (P =0E7),F=0%
Test for overall effect: Z =007 (P =095)

Total (95% CN 44 35
Total evertz: 31 (Augmentation], 21 (non-augmertation)

Test for heterogeneity: Chif=613, df = 2 (P =0.05), B = 67 3%

Test for overall effect: Z=117 (P =0.24)

l.z0 [0.21, 4.69]
26 [0.73, 1.1&]

o

: 0.9 [0.77, 1.28]

01 02 0s 1

Favours augmentation

2 a 10

Favours non-aug

Revieny: QCD: augmertation stratedies

Comparisan: 12 Al antipsychaotics v placebo

Qutcome: 02 Leaving the study early

Stucdy Avgmertation non-augmentation RR [fixed) RER [fixed)

o sub-category M il 959 I 9595 I

01 FLE+Olanzapine v FLE+Placeko

Shapira 2004 Lfez ZfEL — £.50 [O.E54, 11.54]
Subtatal (95% <0 2z 2z e and Z.E0 [0.54, 11.54]

Total everts: 5 (Augmentation), 2 (non-augmentstion)
Test for heterogeneity: not applicakle
Test for overall effect: £=117 (P =0.24)

02 SRI+Quetiapine v SRI+Placeho

Atmaca 2002 0714 0s13
Subtotal (95% <N a} a}
Total events: 0 {&ugmentation), O (non-augmentstion)

Test for heterogeneity: not applicable

Test for overall effect: not applicakle

03 ER+Risperidane v SRI+Placeba

Hollander 2003e 1710 ZrE
McDougle 2000 Zr20 1716
Subtotal (95% CN 20 zz

Total events: 3 (&ugmentation), 3 (non-augmentstion)
Test for heterogeneity: Chi® =1 .07, df =1 (P =0.30), F =659%
Test for overall effect: Z =045 (P = 063)

Total (95% CN 4 &7
Tatal everts: 8 (Augmentation), 5 (non-augmentstion)

Test for heterogeneity: Chif=248, df =2 (P =029), F =19.3%

Test for overall effect: £=057 (P =057)

Not estimahle
Not estimahle

—a— 0_20 [0.02, Z_6E5]

\
|

60 [0.16, 1&6.10]

e 0.70 [0.16, 3.01]

1.34 [0_43, 3.67]

om LN 1

Favours augmentation

10 100

Favours non-aug
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Revieny: QCD: augmertation stratedies
Comparisan: 12 Al antipsychaotics v placebo
Qutcome: 03 Leaving the study early due to adverse effects
Stucdy Avgmertation non-augmentation RR [fixed) RER [fixed)
o sub-category M il 959 I 9595 I
01 FLE+Olanzapine v FLE+Placeko
Shapira 2004 ZfEZ ZfE2 1.00 [0.1&, &.48]
Subtotal (95% C0 ZZ ZZ l.00 [0.15, &.48]
Total everts: 2 (Augmentation), 2 (non-augmentstion)
Test for heterogeneity: not applicakle
Test for overall effect: £Z=000(P =1.00)
02 ZRI+Rizperidone v SR+Placeho
McDougle 20005 1720 0s1e L Z.43 [0.11, EE.229]
Subtotal (95% <) za 16 ———en N —— z.4% [0.11, 55.89]
Total events: 1 (&Augmentation), O (non-augmentstion)
Test for heterogeneity: not applicable
Test for overall effect; Z =055 (P = 0.53)
Total (95% CI) 4z 28 ~aniii- 1.31 [0.27, &.3E]
Total events: 3 (&ugmentation), 2 (non-augmentstion)
Test for heterogeneity: Chi* =023, df =1 (P =063), F =0%
Test for overall effect: Z=033(P =074)
0. 01 1 10 100
Favours augmentation  Favours non-aug
Revieny: QCD: augmertation stratedies
Comparisan: 12 Al antipsychaotics v placebo
Qutcome: 04 Mon-responders
Stucdy Avgmertation non-augmentation RR [fixed) RER [fixed)
o sub-category M il 959 I 9595 I
01 FLV+Haloperidal v FLY +Placebo
McDougle 19945 10517 17717 —a— 0.53 [0.40, 0.88]
Subtatal (95% CN) 17 17 il 0.59 [0.40, 0.8%]
Tatal everts: 10 (Augmentstion), 17 (non-augmentation)
Test for heterogeneity: not applicakle
Test for overall effect: £= 261 (F = 0.009)
02 FLX+2lanzapine v FLX+Placeko
Shapira 2004 la/zz2 laszz 1L.00 [0.61, 1.64]
Subtotal (95% <N ZZ ZZ i l.00 [0.81, 1.&4]
Total events: 13 (Augmentation], 13 (non-augmentation)
Test for heterogeneity: not applicable
Test for overall effect: Z =000 (P =1.00)
03 SR1+Guetispine v SRI+Placebo
Atnaca 2002 4514 13713 —— 0.z% [0.12, 0O_E5]
Subtotal (95% CN 14 13 —~al 0.z% [0.12, 0O_E5]
Total events: 4 (&ugmentation, 1.3 (non-augmentation)
Test for heterogeneity: not applicable
Test for overall effect: £ =296 (P = 0.003)
04 SR+Risperidane v SR+Placeba
Hollander 2003 6410 [ —— 0.&0 [0.35, 1.00]
WcDougle 20005 1&/20 16716 — 0.80 [0.64, 1.00]
Subtotal (95% C 20 et L 0.74 [0.60, 0.91]
Tatal everts: 22 (Augmentstion), 22 (non-augmentation)
Test for heterogeneity: Chiz=114, df =1 (P =029, F=123%
Test for overall effect: £ =281 (P = 0.005)
Total (95% CN g3 74 P O.&6 [0.54, 0.51]

Total everts: 49 (Augmentstion), BS (non-augmentation)
Test for heterogeneity: Chif=998, df =4 (P =004), F = 59.9%
Test for overall effect: £=4.05 (P = 0.0001)

01 02 0s 1 2 a 10

Favours augmentation  Fawvours non-aug
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Review: OCCr augmentation strategies
COmparison; 12 All artipsychotics v placekbo
Cutcome: 05 Y -BoOCs
Stucly Augmentation non-augmentation SMD (fixed) ShiD [ fied)
or sub-category ] Mean (=0 Mean (S0 95% C 95%
01 FLY +Haloperical v FLY+Placeko

MeDougle 19945 17 18 _53{&. 71 17 23_18(1.10) —a— —Z.20 [-3.07, -1.3Z]
Subtotal (5% CI) 17 17 ~uiiie- -z.20 [-3.07, -1.3Z]
Test for heterogeneity; not applicakble
Test for overall effect: Z = 494 (P = 0.00001)
02 FL¥+Clanzapine v FLX+Placebo

Shapira 2004 zZZ —E.10{4.20) ZZ -2.80(2.80) —= -0.z29 [-0.85%, 0.320]
Subtotal (95% CI) zz zz il -0.23 [-0.89, 0_30]
Test for heterogeneity: not applicable
Test for overall effect: £ =096 (P =034)
03 SRI+Quetispine v SRH+Placekbo

Atmaca 2002 14 13.40(3_E0) 1z 21_4004_30) — —Z.06 [-3_0E, -1.10]
Subtotal (95% O 14 1z - -z.0€ [-Z.02, -1.10]
Test for heterogeneity; not applicable
Test for overall effect: £ =4 20(F = 0.0001)
04 SRI+Rizperidone v SR+Placebo

Hollander 2003 10 -&.10{&.18) & =l.33(3.14) — =0.e& [-1.71l, 0O.3g8]

WcDougle 2000a z0 —-8_00(7.32) 1& -6.60(0_37) —= -0.25 [-0.91, 0.41]
Subtotal (5% OO a0 2z - -0.37 [-0.92, 0.13]
Test for heterogeneity: Chi* =043, df =1 (P=051), F=0%
Test for overall effect, Z=125 (P =020
Tatal (95% C1) a3 74 L 3 -0.84 [-1.19, -0.E0]
Test for heterogeneity: Chi® = 21.94, df = 4 (P = 0.0002), 17 = 81 8%
Test for overall effect; Z =480 (F = 0.00001)

-4 -2 i 2

Fawvours augmentation

Favours non-aug

Review: QD augmentstion strategies
Comparison: 12 All artipsychotics v placebo
Outcorme: 06 Hamitton Depression Scale
Study Augmentstion non-augmentation SMD (fixed) SO (fized)
or sub-category ] Mean (5D Mean (S0 95% CI 95% Cl
01 SRI+Rizperidone v SRH+Placebo
McDougle 20002 12 T.E0(4.30) 1t 1B z0{2.70) — -l.08 [-1l.22, -0.34]
Suktatal (95% CI) 18 15 - -1.08 [-1.82, -0.34]
Test for heterogeneity: not applicable
Test for overall effect: £ = 286 (P = 0.004)
-4 -2 a 2
Favours augmentation  Favours non-aug
Review: OCCr augmentation strategies
COmparison; 12 All artipsychotics v placekbo
Outcome: 07 Hamitton Anxiety Scale
Studly Augmentstion non-augmentation SMD (fixed) ShD [ fized)
or sub-category ] Mean (=0 Mean (S0 95% C 95%
01 SRI+Rizperidone v SRHPlacebo
MeDougle 20005 1z 2104 20} 15 15 40(6_390) — -1.0% [-1.83, -0.35]
Subtotal (95% CI) 1g 15 el -1.0% [-1.83, -0.35]
Test for heterogeneity: not applicable
Test for overall effect £ = 289 (P = 0.004)
-4 -2 0 2
Favours augmentation  Favours non-aug
Review: OCE: augmentstion strategies
COmparison: 12 All artipsychotics v placebo
Outcorme: 05 CGE zeverity of ilness
Study Augmentstion non-augmentation SMD (fixed) ShD (fized)
o sub-category ] Mean (500 Mean (500 895% Cl 95% Cl
01 SRI+Quetiapine v SRH+Placebo
Atmaca 2002 14 Z.4zi0.80) 1z 3.76(l.40) — -1.15 [-1.%8, -0.33]
Suktatal (95% CI) 14 13 =i -1.15 [-1.98, -0.33]
Test for heterogeneity: not applicable
Test for overall effect; £ =274 (P = 0.008)
-4 -2 0 2
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SSRIs (OCD, children)
Reervierny: QCD children: S5Rlz
Comparison; 1 SZRI ve placebo (acute phasze)
Outcome: 0 Adverse events
Shudy SERI Placebo RR (fixed) RR (fixed)
or sub-category it T 95% Cl 95% Cl
01 Fluoxetine
Geller 2001 E3/71 27532 —a— o.85 [0.72, 1.08]
Lieboweitz 2002 Zlr21 l9s22 —a 1.16 [O.98, 1.37]
Subtatal (95% C 9z 54 =af.-- 0.9% [0.85, 1.12]
Total everts: 74 (S5RI), 46 (Flaceho)
Test for heterogeneity: Chiz=4199, df =1 (P =0.03), B = 30.0%
Test for overall effect: =034 (P =0.73)
02 Fluvaxamine
Riddle 2001 43/57 42 /63 —— 1.11 [O.93, 1l.32]
Subtatal (95% N g7 &3 =aaiiin.- 1.11 [0.93, 1.32]
Total everts: 45 (SSREI), 48 (Placeho)
Test for heterogeneity: not applicakle
Test for overall effect: Z=110(P =0.27)
03 Paroxetine
Geller 2004 83798 77108 —— 1.15 [1.00, 1.33]
Subtotal (95% CI) 95 108 == 1.15 [l.00, 1.33]
Tatal everts: 83 (SSRID, 77 (Placeha)
Test for heterogeneity: not applicakle
Test for overall effect: £=11 95 (P =0.05)
Total (95% CI) 247 zzE il 1.09 [0.989, 1.13]
Tatal everts: 205 (SSRI), 171 (Placekao)
Test for heterogeneity: Chif=530,df =3 (P =013),F = 434%
Test for overall effect: £=1.80(P =0.07)
0s or 1 15 2
Fawvaurz 3R Favours Placebo
Revien: OCD children: S5RIs
Comparisan: 01 S5RI vs placebo (acute phase)
Outoome: 02 Serious adverse events
Stucdy S5RI Placebo RR (fixed) RR (fixed)
of sub-category i it 959% Cl 959% Cl
01 Paroxetine
Geller 2004 3798 17105 —B— 3.zl [0.34, 20.39]
Subtatal (95% CN ag 105 3. 21 [0.34, 30.39]
Tatal everts: 3 (3SR, 1 (Placeho)
Test for heterogeneity: not applicakle
Test for overall effect: Z=102 (P =0.31)
Total (95% CN) ag 105 -~ Z.21 [0.24, 20.33]
Total everts: 3 (3SR, 1 (Placeho)
Test for heterogeneity: not applicakle
Test for overall effect: £=1.02 (P =0.31)

0.0 04 1 10 100

Fawvaurz 3R Favours Placebo
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Revieny: QD children: SSRIs

Comparisan: 01 SERI vz placebo (acute phase)

Qutcome: 03 Leaving the study early

Stucdy SSRI Placebo RR [fixed) RER [fixed)

o sub-category M il 959 I 9595 I

01 Fluoxetine

Geller 2001 ZEFTL 1lz/32 —a— 0,23 [0.47, 1_4&]
Liehowitz 2002 1521 4722 4 0O.Ee [0.03, EZ.1&]
Ricldle 1992 i 147 ¥ .00 [D.23, 17.34]
Subtatal (95% CI) 93 £l - 0.78 [0.46, 1.3Z]
Total everts: 25 (SR, 17 (Placeha)

Test for heterogeneity; Chi* =180, di =2 (P =041, F=0%

Test for overall effect; Z =093 (P = 0.35)

02 Fluvaxamine

Riddle 2001 19/E7 z7/63 —— 0.78 [0.45, 1_z4]
Subtotal (95% <0 57 63 =l 0.78 (0,45, 1.24]
Total events: 19 (S5R0, 27 (Placeho)

Test for heterogeneity: not applicable

Test for overall effect: Z=1 06 (P = 0.29)

03 Sertraline

Mlarch 1993 20794 13795 - 1.E55 [0O.82, Z_94]
POTS 2004 zfz8 7528 +—= 0.z% [0.05, 1.258]
Subtatal (95% <) 122 123 e 1.11 [O.64, 1.93]
Total everts: 22 (SSREI), 20 (Placebo)

Test for heterogeneity: Chif=430,df =1 (P =004), F =76.7%

Test for overall effect: =036 (P =0.72)

04 Paroxetine

Geller 2004 235,100 27,107 —— 1.35% [O.31, £.11]
Subtatal (95% CN 100 107 il 1.3% [0.31, Z.11]
Tatal everts: 35 (SSRI, 27 (Placeha)

Test for heterogeneity: not applicakle

Test for overall effect: £=152(P=013)

Total (95% CI) 278 254 - 1.0z [0.80, 1.20]
Tatal everts: 101 (SSRI), 91 (Placeho)

Test for heterogeneity: Chit=1037, df =6 (P=011), F =421%

Test for overall effect: £=016 (P = 0.88)

o1 02 ns 1 2 5 10

Fawvaurz 3R Favours Placebo
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Revieny: QD children: SSRIs
Comparisan: 01 SERI vz placebo (acute phase)
Qutcome: 04 Leaving the study early due to adverse events
Stucdy SSRI Placebo RR [fixed) RER [fixed)
o sub-category M il 959 I 9595 I
01 Fluoxetine
Geller 2001 /71 z2/3z —— 1.35 [0.253, &_34]
Lighaowitz 2002 0sz1 asze Not estimable
Riddle 1992 17 ase Z.63 [0.13, E4.84]
Subtatal (95% CI) 93 &0 —=aniiene-- 1.E6 [0.40, &.10]
Total everts: 7 (3SR, 2 (Placeho)
Test for heterogeneity; Chi* =015, di =1 (P =070, F =0%
Test for overall effect; Z =064 (P =052)
02 Fluvaxamine
Riddle 2001 2/E7 1782 —_—t 3.3z [0.3E, 20.98]
Subtotal (95% CN £7 &3 = 3.3Z [0.3E, 30.98]
Total events: 3 (SSRI), 1 (Placebo)
Test for heterogeneity: not applicable
Test for overall effect: Z=1 .05 (P =029)
03 Sertraline
Mlarch 1993 1z/92 3495 —a— 413 [l.z0, 14_ 18]
POTS 2004 /28 nszse = 3.00 [0.13, 70.54]
Subtatal (95% <) 120 123 —=saiffiee- 3.97 [l.26, 12.48]
Tatal everts: 13 (SSR0), 3 (Flaceba)
Test for heterogeneity: ChiT=003,df =1 (P =085), F = 0%
Test for overall effect: £=236 (P = 0.02)
04 Paroxetine
Geller 2004 10798 2/1085 —a— 3,57 [1.01, 1lz_¢50]
Subtatal (95% CN ag 105 =eagi--- Z.E7 [1.01, 1z.&0]
Tatal everts: 10 (SR, 3 (Placeba)
Test for heterogeneity: not applicakle
Test for overall effect: £=11 95 (P =0.05)
Total (95% CI) 274 251 S .08 [1.EE, &£.00]
Tatal everts: 33 (SSREID, 9 (Placebha)
Test for heterogeneity: Chi*=137,df =5 (P =093),F=0%
Test for overall effect: £=324 (P =0.001)

o.m IR 1 10 100

Fawvaurz 3R Favours Placebo

Reervierny: QCD children: S5Rlz
Comparison; 1 SZRI ve placebo (acute phasze)
Outcome: 05 Mon-responders (25% CY-BOCS)
Shudy SERI Placebo RR (fixed) RR (fixed)
or sub-category it T 95% Cl 95% Cl
01 Fluvoxamine
Riddle 2001 33,57 456 /63 —- 0.7% [0.61, 1.04]
Subtotal (95% C &7 63 . 0.7% [0.61, 1.04]
Total everts: 33 (SSRI), 46 (Placeho)
Test for heterogeneity: not applicable
Test for overall effect: Z=1.70(P = 0.09)
02 Paroxetine
Geller 2004 39,100 E5/107 —- 0.64 [0_.45, 0_85]
Subtotal (95% <) 100 107 i 0.64 [0.48, 0.86]
Tatal everts: 39 (SSEI, 65 (Placeho)
Test for heterogeneity: not applicakle
Test for overall effect: Z=3.01 (P = 0.003)
Total (95% CN &7 170 o 0.70 [0.55, 0.88]
Tatal everts: 72 (SSRD, 111 (Placeho)
Test for heterogeneity: Chi=115,df =1 (P =028, F=132%
Test for overall etfect: £=3.44 (P = 0.0008)

o1 02 as 1 2 4 10
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Revieny: QD children: SSRIs

Comparisan: 01 SERI vz placebo (acute phase)

Qutcome: 06 Mon-responders (40% CY-BOCS)

Stucdy SSRI Placebo RR [fixed) RER [fixed)

o sub-category M il 959 I 9595 I

01 Fluoxetine

Geller 2001 36471 24432 e B 0.88 [0.50, 0.32]
Subtatal (95% CN) 71 z2 S 0.6% [0.50, 0.92]

Tatal everts: 36 (SSRI, 24 (Placeha)
Test for heterogeneity: not applicakle
Test for overall effect: £=252 (P =001)

o1 02 os 1 2 5 10
Fawvaurz 3R Favours Placebo

Reervierny: QCD children: S5Rlz
Comparison; 1 SZRI ve placebo (acute phasze)
Outcome: 07 Mon-responders (all)
Shudy SERI Placebo RR (fixed) RR (fixed)
or sub-category it T 95% Cl 95% Cl
01 Fluoxetine
Geller 2001 36471 24732 —— o.68 [0O.50, 0.92]
Subtatal (95% CI) 71 az il 0.&2 [0.50, 0.92]

Total everts: 36 (SSRI), 24 (Placeho)
Test for heterogeneity: not applicable
Test for overall effect: Z=252(P=0.01)

02 Fluvaxamine
Riddle 2001 33,57 45,63 —— 0.7%9 [0.61, 1.04]
Subtotal (95% C) £7 &3 . 0.7%9 [0.61, 1.04]
Total everts: 33 (SSREI), 46 (Placeho)
Test for heterogeneity: not applicakle
Test for overall effect: £=11.70 (P = 0.09)

03 Paroxetine
Geller 2004 239,100 65,107 — 0.&64 [O.48, 0.86&]
Subtatal (95% CN 100 107 e 2 0.64 [0.48, 0.88]

Tatal everts: 39 (SSREI), 65 (Placeha)
Test for heterogeneity: not applicakle
Test for overall effect: £=3.01 (P = 0.003)

Total (95% CI) fet-] z0z L 3 0.70 [0.E9, 0.83]
Tatal everts: 108 (SSRI), 135 (Placeka)

Test for heterogeneity: Chi*=124, df =2 (P =054, F = 0%
Test for overall effect: Z=418 (P = 0.0001)

o1 02 os 1 2 5 10
Favourz S5R Favours placebo

Reervierny: QCD children: S5Rlz
Comparison; 1 SZRI ve placebo (acute phasze)
Outcome: 05 Mon-responders (CG Glokbal Improvement)
Study S5RI Placebo RR (fixed) RR (fixed)
or sub-category it T 95% Cl 95% Cl
01 Paroxetine
Geller 2004 EES1O0 7EF107 0.8z [0.6&, 1.02]
Subtatal (95% CI) 100 107 0.8z [0.66, 1.0Z]

Total everts: 55 (S5RI), 72 (Placeho)
Test for heterogeneity: not applicable
Test for overall effect: £=1173 (P =0.07)

01 02 05 1 2 5 10
Fawourz S5R Favours Placebo
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Reevieniy: QD children: S5R1z
Camparizon: 01 35RI vz placebo (acute phase)
Qutcome: 09 Remiszion (CY-BOCS = 11)
Stucdy Sertraline Placebo RR [fixed) RER [fixed)
o sub-category M il 959 I 9595 I
01 Sertraline

POTS 2004 22428 27428 B 0.8l [0.85, 1.001]
Subtatal (95% CI) zg zg i 0.8l [0.66, 1.00]
Total everts: 22 (Serraling), 27 (Placeho)
Test for heterogeneity: not applicable
Test for overall effect: £=1.95 (P =0.05)

o1 02 0s 1 2 5 10
Favours Serraline  Favours Placebo

Reviewy: QD children: S5Rls
COmparison: 01 S5RI vz placebo (acute phase)
Outcorme: 10 CY-BOCS
Study S5RI Flacebo SMD (fixed) ShD (fized)
o sub-category ] Mean (500 M Mean (500 895% Cl 95% Cl
01 Fluoxeting

Geller 2001 71 —9.ED(9. 20} 2z —E.zZ0(7.40) -0.4% [-0.21, -0.07]

Ligbovwitz 2002 21 14 711(8.73) zz 18 55(11_44) — -0.37 [-0.97, 0.23]

Ridldle 1992 7 13_60(5.70) & 14.80(7.00) 4 -0.18 [-1.27, 0.92]
Subtotal (5% CI) a9 €0 —==aiii-— -0.43% [-0.76, -0.10]
Test for heterogeneity; Chi® =033, df = 2(P=0.285), F=0%
Test for overall effect. £ =253 (P =001)
02 Fluvoxamine

Ridldlle 2001 g7 lg.z0(g.60) ] Z0.90(8. 500 —s— -0.31 [-0.67, 0.05]
Subtotal (95% CI) 57 63 -=aoi— -0.31 [-0.67, 0.05]
Test for heterogeneity: not applicable
Test for overall effect: £ =171 (P =009)
03 Sertraline

harch 1998 az -6_80(8.35) as -3.40{5.00) —a— -0.41 [-0.70, -0.12]

POTS 2004 28 le_E0{9.10) zg 21.E0(E.40) — -0.&& [-1.20, -0.12]
Subtotal (95% CN 1z0 lzz =onliie-- -0.47 [-0.72, -0.2l]
Test for heterogeneity: Chi* =061, df =1 (P =043), F=0%
Test for overall effect £ = 360 (P = 0.0003)
04 Paroxetine

Geller 2004 EES -8_78(7.65) 1oz -5 34(7.78) —a— -0.44 [-0.73, -0.1§8]
Subtatal (35% CN) EE] 1oz -=aaiiee- -0.44 [-0.73, -0.1§&]
Test for heterogeneity: not applicable
Test for overall effect; £ = 307 (P =0002)
Tatal (95% CI) 370 348 . -0.43 [-0.58, -0.28]
Test for heterogeneity: Chi*=1.44, df =6 (P =0.96), F=0%
Test for overall effect; £ =259 (F = 0.00001)

-1 0.5 i 0s
Favours S5RI Favours Placeho

Review: QD children: 2Rl
Comparison: 01 S5RI vz placebo (acute phasze)
Cutcarme: 11 PlIbAH-CoZ
Study SERI Placebo SMD (fixed) SO (fized)
o sub-category ] Mean (S0 M Mean (S0 95% C 5% Cl
01 Fluoxetine

Geller 2001 71 =2.10(Z. 00} 3 =1l 20(z.Z0 — -0.ed [-1.07, -0.EZ]

Lighovwitz 2002 z1 E.Z41(Z.45) zz ?.1l8i2.75) _ -0.35 [-0.%5, 0.25]
Subtotal (95% CI) 9z 54 e o -0.55 [-0.89, -0.20]
Test for heterogeneity: Chi* =059, df =1 (P=044), F=0%
Test for overall effect: £ = 307 (P =0.002)
02 Fluvoxaming

Ridldle 2001 57 7.50(=. 200 &3 g.20(2.60) —_— -0.27 [-0.63, 0.09]
Subtotal (95% CI) 57 &3 o -0.27 [-0.63, 0.03]
Test for heterogeneity; not applicable
Test for overall effect Z=149(P=0.14)
03 Sertraline

barch 1995 EH —Z.20(Z.78) ag -l 30(Z.63) —a— -0.33 [-0.82, -0.04]
Subtotal (5% CN) 9z as ~=salie- -0.33 [-0.62, -0.04]
Test for heterogeneity: not applicable
Test for overall effect: £=225(P=002)
Total (95% CN z41 zlz -l -0.38 [-0.57, -0.19]
Test for heterogeneity: Chi*=1.91,df = 3(P=059), F=0%
Test for overall effect: £ =393 (P = 0.0001)

-1 -0.5 1] 0.5
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DRAFT FOR 15T CONSULATION

Review: QCh children: S5Rls
COmparison; 01 SERI v placebo (acute phasze)
Outcome: 12 Child Ohsessive Compulsive Impact Scale (Parent “ersion)
Studly S5R1 Placebo SMD (fixed) ShD [ fized)
or sub-category ] Mean (=0 M Mean (S0 95% C 95%
01 Fluoxetine
Liehowitz 2002 £l 35._44(30.43) ZZ E3_595(41_37) -1 -0.41 [-1.0F, 0.13]
Subtotal (5% CN) z1 zz i -0.41 [-1.02, 0.13]
Test for heterogeneity: not applicable
Test for overall effect Z=134 (P =018)
-4 -2 u] 2
Favours S5R1 Favours Placebo
Revigw: CCD children: SSRIs
Comparizon: 01 S5R| vz placebo (acute phase)
Outcome; 13 Levton Obsessional Inventory (Child Yersion); interference
Stucly S5R1 Placebao SMD (fixed) ShD (fized)
or sub-category ] Mean (S0 M Mean (S0 95% I 95% CI
01 Fluoxetine
Ricldle 1952 ? Z20.6001%.40) & 2100015 30) -0.0z [-1.11, 1.07]
Subtotal (95% CI) 7 & -0.0z [-1.11, 1.07]
Test for heterogeneity; not applicable
Test for overall effect: Z=003 (P =0497)
-4 2 0 2
Favours 35R1  Favours Placebo
Review: QD children: 2Rl
Comparison: 01 S5RI vz placebo (acute phasze)
Outcorme: 14 Leyton Chsessional Inventory (Child Version): resistance
Study SERI Placebo SMD (fixed) SO (fized)
or sub-category ] Mean (5D M Mean (S0 95% CI 95% Cl
01 Fluoxetine
Riddle 1992 7 13.60(14.40} & ZZ.00(E2.10) -0.1z [-1.&1, 0.37]
Suktotal (95% CN 7 & -0.12 [-1.21, 0.97]
Test for heterogeneity: not applicable
Test for overall effect: £ =021 (P =0853)
4 2 o 2
Favours SSRI Favours Placebo
Review: QCh children: S5Rls
COmparison; 01 SERI v placebo (acute phasze)
Outcome: 15 Leyvton Ohsessional Inventory (Child Yersion): symptoms
Studly S5R1 Placebo SMD (fixed) ShD [ fized)
or sub-category ] Mean (=0 M Mean (S0 95% C 95%
01 Fluoxetine
Riddle 1952 7 16_30(8._40) & 138001z 10) a2 [-0.87, 1.3E&]
Subtotal (95% CN 7 & 0.3 [-0.87, 1.3Z)
Test for heterogeneity: not applicable
Test for overall effect £ =041 (P = 065)
-4 2 0 2
Favours S5R1 Favours Placebo
Reviewy: QD children: S5Rls
COmparison: 01 S5RI vz placebo (acute phase)
Outcorme: 16 Children's Depression Rating Scale (Revised “Yersion)
Study S5RI Flacebo SMD (fixed) ShD (fized)
o sub-category ] Mean (500 M Mean (500 895% Cl 95% Cl
01 Fluvaxaming
Riddle 2001 57 Z27_40(8.00) 63 Z7.10(8_00) 0.04 [-0.3z2, 0.40]
Suktotal (95% CI) 57 &3 0.04 [-0.32, 0.40]
Test for heterogeneity: not applicable
Test for overall effect, Z=020(P =054)
-1 05 0 0s
Favours S5RI Favours Placeho
Review: QD children: 2Rl
Comparison: 01 S5RI vz placebo (acute phasze)
Outcorme: 17 Hamiton Rating Scale for Depression
Study SERI Placebo SMD (fixed) SO (fized)
or sub-category ] Mean (5D M Mean (S0 95% CI 95% Cl
01 Fluoxetine
Ligbowvitz 2002 Zl S.14ie. 56} ZZ T.0R{7.2M) —_— 1t JER [-0.Z1, 0.83)
Subtotal (95% CN z1 zz e —— 0.29 [-0.31, 0.89]
Test for heterogeneity: not applicable
Test for overall effect: £ =094 (P =035)
-1 -0.5 0 05
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DRAFT FOR 15T CONSULATION

Review: QCh children: S5Rls
COmparison; 01 SERI v placebo (acute phasze)
Outcome: 18 Depression (CDRS; HRED)
Stucly S5R1 Placebao SMD (fixed) ShiD [ fied)
or sub-category ] Mean (=0 Mean (S0 95% C 95%
01 Fluoxetine
Liehowitz 2002 z1 S_14 {6 _E&) 22 o097 329 — 0.9 [-0.31, 0.89]
Subtotal (95% CI) 21 22 —en - n.z% [-0.31, 0.89]
Test for heterogeneity; not applicakble
Test for overall effect. £ =054 (P = 035)
02 Fluvoxamine
Ridclle 2001 £7 Z7.40(g.00) &3 27,1002 00 — 0.04 [-0.2z, 0.40]
Subtotal (95% CI) 57 1] —sagliinen- 0.04 [-0.32, 0.40]
Test for heterogeneity: not applicable
Test for overall effect: £ =020(P =054)
Tatal (95% CI) 75 =13 ~=egiiine- 0,10 [-0.20, 0.41]
Test for heterogeneity: Chi* =049 df =1 (P=048), F=0%
Test for overall effect: Z =085 (P =051)
-1 -0.5 0 05
Favours SSRI Favours placeho
Review: QCh children: S5Rls
COmparison; 01 SERI v placebo (acute phasze)
Outcome: 19 Multidimenszional Anxiety Scale for Children
Studly S5R1 Placebo SMD (fixed) ShD [ fized)
or sub-category ] Mean (=0 Mean (S0 95% C 95%
01 Fluoxetine
Geller 2001 71 —-2._00{18.&0) 3z -4_E0{1&_50) R B -0.25 [-0.67, 0.17]
Subtotsl (95% CI) 71 3z -—e - -0.28 [-0.67, 0.17]
Test for heterogeneity: not applicable
Test for overall effect Z =116 (P =024)
-1 -0.5 0 05
Favours S5R1 Favours Placebo
Revigw: CCD children: SSRIs
Comparizon: 01 S5R| vz placebo (acute phase)
Outcome; 20 Revized Children's Manifest Anxiety Scale
Stucly S5R1 Placebao SMD (fixed) ShD (fized)
or sub-category ] Mean (S0 Mean (S0 95% I 95% CI
01 Fluoxetine
Ricldle 1952 & 45 _70013.30) 5 4020016 20) B e — 0.34 [-0.85, 1.53]
Subtotal (95% CI) & 5 =i 0.34 [-0.86, 1_53]
Test for heterogeneity; not applicable
Test for overall effect: Z =055 (P =058)
-4 -2 i} 2
Favours 35R1  Favours Placebo
Reviewy: QD children: S5Rls
COmparison: 01 S5RI vz placebo (acute phase)
Outcorme: 2 Anxiety (MASC, RCMAS)
Study S5RI Flacebo SMD (fixed) ShD (fized)
o sub-category ] Mean (500 Mean (500 895% Cl 95% Cl
01 Fluoxeting
Geller 2001 71 -S_00i18.60) 3z -4_L0(le._50) = -0.25 [-0.67, 0.17]
Ricldle 1952 & 45 _70013.30) 5 4020016 20) 0.34 [-0.85, 1.53]
Subtotal (95% CI) 77 a7 -0.1% [-0.5&, 0.21]
Test for heterogeneity; Chi* =081, df =1 (P=037),F=0%
Test for overall effect: Z =092 (P = 0.36)
-4 2 0 2
Favours 35R1  Favours placebo
Review: QD children: 2Rl
Comparison: 01 S5RI vz placebo (acute phasze)
Cutcarme: 22 Children's Global Aszessment Scale
Study SERI Placebo SMD (fixed) SO (fized)
or sub-category ] Mean (5D Mean (S0 95% CI 95% Cl
01 Fluoxetine
Riddle 1992 7 F0.40(13. 200 & EZ.00(2.40) - .63 [-0.44, 1.83]
Suktatal (95% CI) 7 [ ~=aalie- 0.69 [-0.44, 1_83]
Test for heterogeneity: not applicable
Test for overall effect: £ =1 20(P =023)
-4 -2 a 2
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QCh children: S5Rls
01 SERI v placebo (acute phasze)
23 Systolic blood pressure - supine

Review:
COmparison;
Cutcome:

Sertraling
Mean (=0

Stucly
or sub-category ]

Flaceha
Mean (S0

SMD (fixed)
95% |

SMD (fixed)
95%

01 Serraline v Placeba (st 1 week)
March 1995 Iz
Subtatal (95% C) az
Test for heterogeneity; not applicakble
Test for overall effect. £ =055 (P = 060)

1l08.50(1z.50)

02 Sertraline v Placebo (st 4 wesks)
tdarch 1995 SE
Suktotal (95% CI) 9z
Test for heterogeneity: not applicable
Test for overall effect: Z =085 (P =052)

1081061z, 10}

03 Sertraling v Placebo (&t 12 weeks)
March 1995 Iz
Subtatal (35% C) az
Test for heterogeneity; not applicable
Test for overall effect: Z =025 (P =050)

107.00¢11.00%

95
Sk

=
25
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=1

107 60{10_&0)

107.00(11._ 00

107 40(10_80]

b

(=1

]
.0z
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[-0.21, O.
[-0.21, O.

.3z
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.18, 0.
_18, 0.
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FE]
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LER]
-E5]

QD children: S5Rls
01 S5RI vz placebo (acute phase)
24 Systolic blood pressure - standing

Reviewy:
COmparison:
Outcarme:

Sertraline
Mean (500

Study
o sub-category ]

Placeha
Mean (500

-10 -5
Favours sertraline

Favours placeho

ShD (fixed)
95% I

ShiD (fixed)
95%

01 Sertraline v Placebo (st 1 week)
tdarch 1993 9E
Suktotal (95% CI) 9z
Test for heterogeneity: not applicable
Test for overall effect: £ =062 (P =0353)

l0g.40011.00)

02 Serraline v Placeba (st 4 weeks)
March 1995 Iz
Subtatal (95% C) az
Test for heterogeneity; not applicable
Test for overall effect. £ =058 (P = 0.56)

106.20(11.40)

03 Sertraline v Flacebo (at 12 weeks)
tdarch 1995 SE
Suktotal (95% CN 9z
Test for heterogeneity: not applicable
Test for overall effect: Z=081 (P=042)

10580010, 80}

=2
25

95
Sk

=
25

107.40(10._ 20

107 Z0¢11._70)
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.41, 0.
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z0]

171

QD children: 2Rl
01 S5RI vz placebo (acute phasze)
25 Disstalic hlood pressure - supine

Review:
Comparison:
Cutcarme:

Sertraline
Mean (S0

Study
o sub-category ]

Flaceha
Mean (S0

-10 -5
Fawours sertraline

O | e | ———— |

5

Favours placeho

SMD (fixed)
953%

SMD (fixed)
Q5%

01 Sertraline v Placeba (st 1 week)
Warch 1993 SE
Subtotal (25% CD 2z
Test for heterogeneity: not applicable
Test for overall effect Z=029(P=077)

E4_80(5. 50}

02 Sertraline v Placebo (st 4 weeks)
hdarch 1995 Iz
Subitotal (95% C1) az
Test for heterogeneity: not applicable
Test for overall effect; £ =060 (P = 035)

63.00(&. 70}

03 Sertraline v Placeba (at 12 weeks)
March 1998 9z
Subtotal (85% CN SE
Test for heterogeneity: not applicable
Test for overall effect £ =055 (P = 058)
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=23

o5
95

=13
=

&4.40{10.20)

B3.80(5.40)

&4 _50(3_80)

04

.04

.03

.08
.0s

.37
.37

.37, 0.
.37, 0.

JRcich]
.22

-Z0]
-E0]

£1]
Z1]

Management of OCD (full guideline) — Appendix 16b: Forest plots

-10 -5
Favours sertraline

Ot | ————————— e | —————————— ]

5

Favours placeho



DRAFT FOR 15T CONSULATION

QCh children: S5Rls
01 SERI v placebo (acute phasze)
26 Disstolic blood pressure - standing

Review:
COmparison;
Cutcome:

Stucly
or sub-category ]

Sertraling
Mean (=0

Flaceha
Mean (S0

SMD (fixed)
95% |

SMD (fixed)
95%

01 Serraline v Placeba (st 1 week)
March 1995 Iz
Subtatal (95% C) az
Test for heterogeneity; not applicakble
Test for overall effect. £ = 007 (P = 085)

67_60(3.40)

02 Sertraline v Placebo (st 4 wesks)
tdarch 1995 SE
Suktotal (95% CI) 9z
Test for heterogeneity: not applicable
Test for overall effect: £ =013 (P =0859)

E7.Z0{10. 60}

03 Sertraling v Placebo (&t 12 weeks)
March 1995 Iz
Subtatal (35% C) az
Test for heterogeneity; not applicable
Test for overall effect: Z =053 (P =0ED)

67103 20}

95
Sk

=
25

95
=1

&7.70(10.&0)

g7.40(5.80)

57800830}
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.0z

.ns

[-0.30, 0.28]
[-0.20, 0.28&8]

.31, 0.27]
.31, 0.27]

_36
-36

. 0.21]
, 0.21]

QD children: S5Rls
01 S5RI vz placebo (acute phase)
27 Heatt rate - supine

Reviewy:
COmparison:
Outcarme:

Study
o sub-category ]

Sertraline
Mean (500

Placeha
Mean (500

-10 -5
Favours sertraline

Ot | —————— | —— |
!
=]

5 10

Favours placeho

ShD (fixed)
95% I

ShiD (fixed)
95%

01 Sertraline v Placebo (st 1 week)
tdarch 1993 9E
Suktotal (95% CI) 9z
Test for heterogeneity: not applicable
Test for overall effect: £ =127 (P =020)

FE.40{1Z. 70

02 Serraline v Placeba (st 4 weeks)
March 1995 Iz
Subtatal (95% C) az
Test for heterogeneity; not applicable
Test for overall effect. Z=070(P = 0.45)

76_90011.50)

03 Sertraline v Flacebo (at 12 weeks)
tdarch 1995 SE
Suktotal (95% CN 9z
Test for heterogeneity: not applicable
Test for overall effect: £ =065 (P =052)

FR.E0{F. 8

=2
25

95
Sk

=
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.0z
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QD children: 2Rl
01 S5RI vz placebo (acute phasze)
28 Heart rate - standing

Review:
Comparison:
Cutcarme:

Sertraline
Mean (S0

Study
o sub-category ]

Flaceha
Mean (S0

-10 -5
Fawours sertraline

Favours placeho

SMD (fixed)
953%

SMD (fixed)
Q5%

01 Sertraline v Placeba (st 1 week)
Warch 1993 SE
Subtotal (25% CD 2z
Test for heterogeneity: not applicable
Test for overall effect £ =234 (P =002)

£1.40(13.30)

02 Sertraline v Placebo (st 4 weeks)
hdarch 1995 Iz
Subitotal (95% C1) az
Test for heterogeneity: not applicable
Test for overall effect, Z=032(P=073)

83.50(13.80)

03 Sertraline v Placeba (at 12 weeks)
March 1998 9z
Subtotal (85% CN SE
Test for heterogeneity: not applicable
Test for overall effect £ =054 (P =055)

S5 10¢1Z.10}
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DRAFT FOR 15T CONSULATION

Revieny: QD children: SSRIs
Comparisan: 01 SERI vz placebo (acute phase)
Qutcome: 28 Suicidality (Columbia reclassification - "Outcome 3: definitive suicidal behaviour! ideation™)
Stucdy Treatment Cortrol RR [fixed) RER [fixed)
o sub-category M il 959 I 9595 I
01 Fluoxetine
Geller 2001 1571 os3z i 1.38 [0.0&, 2E.871
Subtatal (95% <0 71 3z —— e —— 1.38 [0.06, 32.871
Total everts: 1 (Trestment), 0 (Conteal)
Test for heterogeneity: not applicakle
Test for overall effect: £=020(P = 0.54)
02 Fluvoxamine
Riddle 2001 Z/57 0se3 i ¥ E_EZ [0.z27, 112.EE]
Subtotal (95% <0 57 63 ——e N —— .5z [0.27, 112.55]
Total events: 2 (Treatment), O (Control)
Test for heterogeneity: not applicable
Test for overall effect: Z=111 (P =027
03 Paroxetine
Geller 2004 1/99 o/s107 = 3.24 [0D.13, 78.5Z]
Subtatal (5% CI) L 107 e —-— .74 [0.13, 78.62]
Total everts: 1 (Treatment), O (Contral)
Test for heterogeneity: not applicable
Test for overall effect: Z=072 (P =047)
04 Sertraline
Mlarch 1993 asoz 1495 L 0.34 [0.01, 2_34]
Subtotal (953 N aF a5 —— - 0.324 [0.01, 8_24]
Total everts: O (Treatment), 1 (Conteal)
Test for heterogeneity: not applicakle
Test for overall effect: Z=0E6 (P =051)
Total (95% CI) 313 297 —~ooiiiNe.- 1.8l [0O.48, 7.13]
Total everts: 4 (Treatment), 1 (Conteal)
Test for heterogeneity: Chi*=1.72, df =3 (P =0E3),F=0%
Test for overall effect: £=0084 (P =040)
0.1 1N 1 10 100
Fawours treatment  Favours contral
Revieny: QCD children: SSRIs
Comparison: 02 SERI v placebo (continuation phase)
Outcome: 01 Adverse events
Studdy ZZRI Placebo RR (fixed) ER (fixed)
or sub-categary Nt it 959 I 959 Cl
01 Fluoxetine
Lighowitz 2002 311 0s7 B 4.67 [0.28, 78.68]
Subtotal (95% <N 11 7 ——e i —— 4.7 [0.Z8, 75.68]
Total events: 3 (S3RI1), 0 (Placebo)
Test for heterogeneity: not applicable
Test for overall effect: Z=1.07 (P =029)
0. 01 1 10 100
Fawourz S5R1 Favours Placebo
Revien: OCD children: S5RIs
Comparisan: 02 S5RI vs placeba (cortinuation phase)
Outoome: 02 Leaving study early
Stucdy S5RI Placebo RR (fixed) RR (fixed)
of sub-category i it 959% Cl 959% Cl
01 Fluoxetine
Lieboweitz 2002 171z as7 B 1l.85 [0.09, 40.08]
Subtatal (95% <0 1712 0s7 e e 1.85 [0.09, 40.05]

Test for heterogeneity: not applicakle
Test for overall effect: £=039 (P =0.70)

0.1 1N 1 10 100
Fawours ISR Favours Placebo
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DRAFT FOR 15T CONSULATION

Review: QCh children: S5Rls
COmparison; 02 SER| vz placebo (continustion phase)
Cutcome: 03 CY-BOCS
Studly S5R1 Placebo SMD (fixed) ShD [ fized)
or sub-category ] Mean (=0 Mean (S0 95% C 95%
01 Fluoxetine
Liebowitz 2002 11 5.541(5.41) ? 11.43(11.12) B -0.62 [-1.87, 0.30]
Subtotal (95% CD 11 7 -0.65 [-1.87, 0.30]
Test for heterogeneity: not applicable
Test for overall effect Z=137 (P=017)
-10 & 0 5 10
Favours S5R1 Favours Placebo
Revigw: CCD children: SSRIs
Comparizon: 02 S5R| vz placebo (continustion phase)
Outcome: 0 MIRAH- O
Stucly S5R1 Placebao SMD (fixed) ShD (fized)
or sub-category ] Mean (S0 Mean (S0 95% I 95% CI
01 Fluoxetine
Ligbovwitz 2002 11 3.73(1.74) 7 L.43(3.10) -1 -0.69 [-1.67, 0.29]
Subtotal (95% O 11 7 - -0.85 [-1.67, 0_23]
Test for heterogeneity; not applicable
Test for overall effect Z=138(P =017
-10 -5 a = 10
Favours 35R1  Favours Placebo
Review: QD children: 2Rl
Comparison: 02 S5RI vz placebo (continustion phase)
Outcorme: 05 Child Chsessive Compulsive Impact Scale (Parent version)
Study SERI Placebo SMD (fixed) SO (fized)
or sub-category ] Mean (5D Mean (S0 95% CI 95% Cl
01 Fluoxetine
Ligbowvitz 2002 11 Z2.00(Z0.E7) 7 42 Z3(2Z.70) = -0.37 [-1.3&8, 0.04]
Subtotal (35% CD 11 ? -0.97 [-1.98, 0.04]
Test for heterogeneity: not applicable
Test for overall effect: £ =1 585 (P = 0.08)
100 =0 o a0 100
Favours SSRI Favours Placebo
Review: QCh children: S5Rls
COmparison; 02 SER| vz placebo (continustion phase)
Outcome: 06 Hamitton Rating Scale for Depression
Studly S5R1 Placebo SMD (fixed) ShD [ fized)
or sub-category Mean (=0 Mean (S0 95% C 95%
01 Fluoxetine
Liebowitz 2002 11 4.541(6.14) ? 7.14105.24) B -0.41 [-1.37, 0.55]
Subtotal (95% CD 11 7 -0.41 [-1.37, 0.E5E]
Test for heterogeneity: not applicable
Test for overall effect £ =054 (P =0.40)
-10 & 0 5 10
Favours S5R1 Favours Placebo
Rerviena: QD children: S5Rls
Comparison; 03 SRz ve placebo (dizcontinuation)
Outcome: 0 Adverse events
Study Paroxetine Placebo RR (fixed) RR (fixed)
or sub-category it T 95% Cl 95% Cl
Carpenter 1993 e ra=1 80/98 0.94 [0O.21, 1.09]
Total (95% CI) ag ag 0.94 [0.81, 1.09]
Total everts: 73 (Paroxeting), 80 (Placeba)
Test for heterogeneity: not applicable
Test for overall effect: Z=082(P=041)
0s 07 1 15 2
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DRAFT FOR 15T CONSULATION

Revieny: QD children: SSRIs
Comparisan: 03 SERls vs placebo (discontinusation)
Outcome: 02 Serious adverse events
Stucdy Paroxetine Placebo RR [fixed) RER [fixed)
o sub-category M il 959 I 9595 I
Carpenter 1999 ZF9E z598 1.03 [0.1&, 7.1%8]
Total (95% <0 QL as 1l.03 [0.15, 7.18]
Total everts: 2 (Paroxeting), 2 (Placeho)
Test for heterogeneity: not applicakle
Test for overall effect: Z=003 (P =0497)
o1 02 os 1 2 5 10
Favaours Paroxetine  Favours Placebo
Reervierny: QCD children: S5Rlz
Comparison; 03 SRz ve placebo (dizcontinuation)
Outcome: 035 Leaving the study early
Shudy Paroxetine Placebo RR (fixed) RR (fixed)
or sub-category it T 95% Cl 95% Cl
Carperiter 1999 54496 65498 —B— 0.85 [0.62, 1.06]
Tatal (95% I 96 el e _and 0.85 [0.68, 1.0&]
Total everts: 54 (Paroxeting), 65 (Placeba)
Test for heterogeneity: not applicable
Test for overall effect: Z=143(P=015)
0.5 or 1 13 2
Fawourz Paroxetine  Favours Placebo
Revieny: QD children: SSRIs
Comparisan: 03 SERls vs placebo (discontinusation)
Qutcome: 04 Leaving the study early due to adverse events
Stucdy Paroxetine Placebo RR [fixed) RER [fixed)
o sub-category M il 959 I 9595 I
Carpenter 1999 B/95 11/98 —B— 0.75 [0.32, 1.78]
Total (95% CN) a5 a5 e —aae 0.78 [0.32, 1.781
Total everts: 8 (Paroxeting), 11 (Placeba)
Test for heterogeneity: not applicakle
Test for overall effect: £=0865 (P =0.52)
o1 02 os 1 2 5 10
Favaours Paroxetine  Favours Placebo
Reervierny: QCD children: S5Rlz
Comparison; 03 SRz ve placebo (dizcontinuation)
Outcome: 05 Mon-responders (25% CY-BOCS)
Shudy Paroxetine Placebo RR (fixed) RR (fixed)
or sub-category it T 95% Cl 95% Cl
Carperiter 1999 TESIE 85498 —B— 0.86 [0.7E, 0.99]
Total (95% CN a5 asg e 0.86 [0.75, 0.99]
Total everts: 72 (Paroxeting), §5 (Placeba)
Test for heterogeneity: not applicable
Test for overall effect: £=205 (P =0.04)
0.5 or 1 13 2
Fawourz Paroxetine  Favours Placebo
Revieny: QD children: SSRIs
Comparisan: 03 SERls vs placebo (discontinusation)
Qutcome: 06 Mon-responders (CEGlobal mprovement = "much imgproved™)
Stucdy Paroxetine Placebo RR [fixed) RER [fixed)
o sub-category M il 959 I 9595 I
Carpenter 1999 42496 EE/D8 —B— 0.78 [0.53, 1.04]
Tatal (35% CN) ETS CE] -—enil - 0.78 [0.59, 1.04]
Total everts: 42 (Paroxeting), 55 (Placeha)
Test for heterogeneity: not applicakle
Test for overall effect: £=1.70 (P = 0.09)
0s or 1 15 2

Favaours Paroxetine  Favours Placebo
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ST
DRAFT FOR 1°° CONSULATION
Reevieniy: QD children: S5R1z
Comparisan: 03 SERls vs placebo (discontinusation)
Qutcome: 07 Relapse (TG Global Improvement score increase)
Stucdy Paroxetine Placebo RR [fixed) RER [fixed)
o sub-category M il 959 I 9595 I

Carperter 1999 34496 43798 —B— 0.8l [0.E7, 1.1E]
Tatal (35% CN) ETS CE] ~— e ——— 0.8l [0.57, 1.15]
Total everts: 34 (Paroxeting), 43 (Placeha)

Test for heterogeneity: not applicakle
Test for overall effect: £=120(P =0.23)
05 oy 1 15 2
Favours Paroxetine  Favours Placebo
Reviewy: QD children: S5Rls
COmparison: 03 S5Rlz vs placeba (discontinusation)
Outcorme: 05 CY-BOCS
Study Paroxetine Flacebo SMD (fixed) ShD (fized)
o sub-category ] Mean (500 M Mean (500 895% Cl 95% Cl
[

Carpenter 1999 22 ZoED(E.2E) ] . A0(8.E1) = -0.38 [-0.e7, -0.09]
Tatal (95% CI) 9z 2g -0.38 [-0.67, -0.09]
Test for heterogeneity: not applicable
Test for overall effect, £ =259 (P =0010)

-0 5 0 5 10
Favours trestment  Fawvours control
Review: QD children: 2Rl
Comparison: 03 S5Rlz vs placebo (dizcontinuation)
Outcorme: 09 Hamiton Rating Scale for Depression
Study Paroxetine Placebo SMD (fixed) SO (fized)
or sub-category ] Mean (5D M Mean (S0 95% CI 95% Cl
T

Carpenter 1999 az 1.301(4.80) as 3.10(5.64) = -0.23 [-0.51, 0.08]
Total (95% CN az EE] -0.23 [-0.51, 0.0&]
Test for heterogeneity: not applicable
Test for overall effect: Z=156(P=012)

10 5 o 5 10
Fawours trestment  Favours cortrol
Revigw: CCD children: SSRIs
Comparizon: 03 S5Rlz vs placebo (discontinuation)
Outcome; 10 Hamitton Rating Scale for Anxisty
Stucly Paroxetine Placebao SMD (fixed) ShD (fized)
or sub-category ] Mean (S0 M Mean (S0 95% I 95% CI
T

Carpenter 1999 2z 1.80(5.08) ag F.1005_74) = -0.24 [-0.52, 0.05]
Tatal (95% CN) az as -0.z4 [-0.52, 0.05]
Test for heterogeneity; not applicable
Test for overall effect: Z=1 64 (P=010)

-0 5 0 5 10
Favours treatment  Favours contral
Reviewy: QD children: S5Rls
COmparison: 03 S5Rlz vs placeba (discontinusation)
Outcorme: 11 Global &ssessment of Functioning
Study Paroxetine Flacebo SMD (fixed) ShD (fized)
o sub-category ] Mean (500 M Mean (500 895% Cl 95% Cl
[

Carpenter 1999 23 =E.20(11.77) ] -2 10(1Z.47) = 0.1% [-0.10, 0.47]
Tatal (95% CI) 93 2g 0,19 [-0.10, 0.47]
Test for heterogeneity: not applicable
Test for overall effect, Z=130(P=019)

-0 5 0 5 10
Favours trestment  Fawvours control
Clomipramine (OCD, children)
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DRAFT FOR 15T CONSULATION

Revieny: QCD children: Clamipramine
Comparisan: 01 Clomigpraming vs placeho
Qutcome: 01 Leaving study early
Stucdy Clormigramine Placebo RR [fixed) RER [fixed)
o sub-category M il 959 I 9595 I
Deeaugh-Geizs 1992 4431 ziz9 —B— 1.87 [0.37, 9.46]
March 1990 EiB ose L E.o0 [o.z2, 30.121
Tatal (35% CN) 33 37 ~sngiinne-- Z.48 [0.82, 9.93]
Tatal everts: 6 (Clomipramineg), 2 (Placekba)
Test for heterogeneity: Chi* =034, df =1 (P =056), F = 0%
Test for overall effect: £=1258 (P =0.20)
0.01 1] 1 10 100
Favours Clomipramine  Favours Placebo
Revieny: QCD children: Clomipramine
Comparison; 1 Clomipramine e placebo
Outcome: 02 Leaving study early due to adverse effects
Shudy Clomigramine Placebo RR (fixed) RR (fixed)
or sub-category it T 95% Cl 95% Cl
Deveaugh-Geiss 1992 Zr31 asz9 L 4.69 [0.23, 93.70]
March 1930 1/8 osa L 3.00 [0.14, 64_26]
Tatal (95% I a9 a7 =i ——-— .86 [0.45, 32_80]
Total everts: 3 (Clamipramine), 0 (Placeba)
Test for heterogeneity: Chif=004, di =1 (P =0584), F =0%
Test for overall effect: £=11 24 (P =0.22)
0.01 a1 1 10 100
Favours Clomipramine  Favours Placebo
Review: QO children: Clomipramine
COmparison; 01 Clomipramine vs placeho
Outcame: 03 %-BoCs
Studly Clomipramine Placebo SMD (fixed) ShD [ fized)
or sub-category ] Mean (=0 Mean (S0 95% C 95%
arch 1930 g l9.30(8.600 g 25 6002400 -0.94 [-1.9%2, 0.11]
Total (95% CI) g ] ot -0.24 [-1.9%, 0.11]
Test for heterogeneity: not applicable
Test for overall effect £ =176 (P = 0.05)
-4 -2 u] 2
Favours Clomipramine  Favours Placebo
Review: QCh children: Clomipramine
COmparison: 01 Clamipramine v placeho
Outcorme: 04 FIH-CC
Study Clomipramine Flacebo SMD (fixed) ShD (fized)
o sub-category ] Mean (500 Mean (500 895% Cl 95% Cl
March 1990 g ToE0LE.TON g S_E0{l.50) -0.93 [-1.98, 0.1Z]
Tatal (95% CI) 8 8 —~saiine- -0.93 [-1.98, 0.12]
Test for heterogeneity: not applicable
Test for overall effect, £ =174 (P =005)
-4 -2 0 2
Favours Clomipramine  Favours Placebo
Revien: OCD children: Clomipramine
Comparisan: 02 Clomipramine cortinuation vs Desipramine substitution
Outoome: 01 Leaving study early
Stucdy Clormigramine Desipratmine RR (fixed) RR (fixed)
of sub-category i it 959% Cl 959% Cl
Leonard 19915 0711 1710 . o.21 [0.01, &.74]
Total (95% CI) 11 10 ——e N —— 0.2l [0.01, &.74]
Tatal everts: O (Clomipramine], 1 (Desipramine)
Test for heterogeneity: not applicakle
Test for overall effect: Z=075 (P =045)
0.0 a1 1 10 100

Favours Clomigpramine

Favours Desipramine
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DRAFT FOR 15T CONSULATION

Revieny: QCD children: Clamipramine

Comparisan: 02 Clomipramine continustion vs Desipramine substitution

Qutcome: 02 Relapse (Physician's Relapse Scale)

Stucdy Clormigramine Desipratmine RR [fixed) RER [fixed)

o sub-category M il 959 I 9595 I
Leonard 19914 zs11 579 —B— 0.20 [0.08, 0.73]
Total (95% CI) 11 ] —~stiiiine-- 0.z0 [0.06, 0.73]

Tatal everts: 2 (Clomipramineg), 3 (Desipramine)
Test for heterogeneity: not applicakle
Test for overall effect: £=244 (P =0.01)

0.0

Favours Clomipramine

04 1 10 100

Favourz Desipramine

Review: QCh children: Clomipramine
COmparison: 02 Clomipramine cortinuation vs Desipramine substitution
Outcorme: 03 Comprehensive Psychopathological Rating Scale: ohsessive-compulsive
Study Clomipramine Desipramine SMD (fixed) ShD (fized)
o sub-category ] Mean (500 M Mean (500 895% Cl 95% Cl

Leonard 19912 11 E_z0i4.00) El So30(3.20) o -0.Z8 [-1.17, 0.e&0]
Total (95% CI) 11 a ~agffige- -0.28 [-1.17, 0.&0]
Test for heterogeneity: not applicable
Test for overall effect, £ =063 (P =0353)

-4 -2 0 2 4
Favours Clomipramine  Favours Desipramine

Review: Qi children: Clomipramine
Comparison: 02 Clomipramine cortinustion vs Desipramine substitution
Cutcarme: 04 RlIbdH-CoZ
Study Clomipramine Desipramine SMD (fixed) SO (fized)
or sub-category ] Mean (5D M Mean (S0 95% CI 95% Cl

Leonard 1991 a 11 S.00{&_ 200 2 L_g0{0_40) — 1 -0.44 [-1_.34, 0_4E5]
Tatal (95% C) 11 El =stliie- -0.44 [-1.34, 0.45]
Test for heterogeneity: not applicable
Test for overall effect: £ =057 (P =033)

-4 -2 0 2 4

Fawvours Clomipraming  Favours Desipramine
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DRAFT FOR 15T CONSULATION

Pharmacological (BDD)

Revieny: BDD: pharmacological interventions
Comparison; 01 Fluoxetine vs placebo
Outcome: M Adverse effects
Study Fluoxetine Placebo RR (fixed) RR (fixed)
or sub-category it T 95% Cl 95% Cl
Phillip= 2002k 28/34 21/33 —B 1.2z9 [0.98, 1.7E]
Tatal (95% I ZEB/34 21733 o 1.z9 [0.96, 1.75]
Test for heterogeneity: not applicable
Test for overall effect: £=11 68 (P = 0.09)
0.5 or 1 13 2
Favours Fluoxetine  Favours Placebo
Revieny: BOD: pharmacological interventions
Comparisan: 01 Fluoxeting vs placeho
Qutcome: 02 Leaving study early
Stucdy Fluoxetine Placebo RR [fixed) RER [fixed)
o sub-category M il 959 I 9595 I
Phillips 2002k 3/34 533 B 0.58 [0.15, 2.24]
Total (95% CN) T434 EFEE -~ —— 0.5% [0.15, Z.24]
Test for heterogeneity: not applicakle
Test for overall effect: Z=073 (P =0.43)
o1 02 os 1 2 5 10
Fawvours Fluoxetine  Favours Placebo
Revieny: BDD: pharmacological interventions
Comparison; 01 Fluoxetine vs placebo
Outcome: 03 Leaving study early due to adverse effects
Study Fluoxetine Placebo RR (fixed) RR (fixed)
or sub-category it T 95% Cl 95% Cl
Phillipes 2002k 0s34 os33 Mot estimabhle
Total (95% CI) os0 os0 Mot estimabhle
Test for heterogeneity: not applicable
Test for overall effect: not applicable
o1 02 as 1 2 4 10
Favours Fluoxetine  Favours Placebo
Revieny: BOD: pharmacological interventions
Comparisan: 01 Fluoxeting vs placeho
Qutcome: 04 Mon-responders
Stucdy Fluoxetine Placebo RR [fixed) RER [fixed)
o sub-category M il 959 I 9595 I
Phillips 2002k 1&/34 27433 —B— 0.58 [0.39, 0.8E]
Total (95% CN) 16734 27733 i 0.5% [0.3%, 0.8E]

Test for heterogeneity: not applicakle
Test for overall effect: £=2.77 (P = 0.008)

0z 05

Favaurs Fluoxetine

1

2 5

Favaours Placebo

Review: BOD: pharmacological interventions
COmparison: 01 Fluoxeting vs placekbo
Outcorme: 05 BOD-YBOCs
Study Fluoxetine SMD (fixed) ShD (fized)
o sub-category ] Mean (500 Mean (500 895% Cl 95% Cl

Fhillips 2002k 24 Z1l.00{3. 20} 33 Z&.30(3. B0 . -0.e0 [-1.05%, -0.11]
Total (95% CI) 34 33 L 2 -0.60 [-1.09, -0.11]
Test for heterogeneity: not applicable
Test for overall effect, Z=241 (P =002)

-4 -2 0 2

Favours Fluoxetine

Favours Placeha
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DRAFT FOR 15T CONSULATION

Review: BDD: pharmacological interventions
COmparison; 01 Fluoxetine vs placekbo
Cutcome: 06 BOD-MikH
Studly Fluoxetine Placebo SMD (fixed) ShD [ fized)
or sub-category ] Mean (=0 Mean (S0 95% C 95%

Phillips 2002k 24 S.60(3.00) a3 rooniz.zm -0.4% [-0.%7,
Total (95% CI) 34 33 e E—— -0.49 [-0.97,
Test for heterogeneity: not applicable
Test for overall effect: Z =1 896 (P = 0.05)

-1 -0.5 0 05
Favours Fluoxetine  Favours Placeha

Resvienn: BOD: pharmacological interventions
Comparizon: 01 Fluoxetine vs placebo
Outcome; 07 Hamitton Rating Scale for Depression
Stucly Fluoxetine Placebao SMD (fixed) ShD (fized)
or sub-category ] Mean (S0 Mean (S0 95% I 95% CI

Fhillips 2002k a4 1Z_E0i10.10) 33 13 5010509 E = -0.e7 [-1.1l6,
Tatal (95% CI) 24 et R 3 -0.87 [-1.18,
Test for heterogeneity; not applicable
Test for overall effect: Z =2 67 (P =0.003)

-4 -2 i} 2

Favours Fluoxetine

Favours Placeha

Review: BOD: pharmacological interventions
Comparison: 01 Fluoxetine vs placebo
Outcorme: 05 Global Azsessment of Functioning Scale
Study Fluoxetine Placebo SMD (fixed) SO (fized)
or sub-category ] Mean (5D Mean (S0 95% CI 95% Cl

Phillips 2002k 24 —53_90(15.70) 33 —E7_00(1Z_30) E = -0.83 [-1.33,
Tatal (95% CI) 24 33 L -0.83 [-1.33,
Test for heterogeneity: not applicable
Test for overall effect: £ =326 (P =0001)

-4 -2 1] 2

Favours Fluoxetine

Favours Placeha

Review: BDD: pharmacological interventions
COmparison; 01 Fluoxetine vs placekbo
Outcome: 09 Social & Occupstional Functioning Scale
Studly Fluoxetine Placebo SMD (fixed) ShD [ fized)
or sub-category ] Mean (=0 Mean (S0 95% C 95%

Phillips 2002k 24 -71.10(17.80) a3 -E2_90{14_&0) E = -0.e8 [-1.17,
Tatal (95% CI) 34 23 L -0.68 [-1.17,
Test for heterogeneity: not applicable
Test for overall effect £ =270 (P = 0.007)

-4 -2 0 2

Favours Fluoxetine

Favours Placeha

Review: BOD: pharmacological interventions
COmparison: 02 Clomipramine v Desipraming
Outcorme: 01 BOD-YBOCS &t § weeks
Study Clomipramine Desipramine SMD (fixed) ShD (fized)
o sub-category ] Mean (500 Mean (500 895% Cl 95% Cl

Hollander 1999 12 17.41(&.8E5) 11 Z3.14(7.28) — -0.75 [-1.e0,
Tatal (95% CI) 1z 11 e -0.75 [-1.60,
Test for heterogeneity: not applicable
Test for overall effect, £ =173 (P =008)

-4 -2 0 2
Favours Chl  Favours DM

Review: BOD: pharmacological interventions
Comparison: 02 Clomipramine v Desipramine
Cutcarme: 02 MIMH-B00 &t & weeks
Study Clomipramine Desipramine SMD (fixed) SO (fized)
or sub-category ] Mean (5D Mean (S0 95% CI 95% Cl

Hollznder 15399 1z E.92(1.83) 11 Q.09 35} —-1.46 [-Z_40,
Total (85% CI) 1z 11 =l -1.46 [-Z.40,
Test for heterogeneity: not applicable
Test for overall effect: £ = 3.04 (P = 0.002)

-4 -2 a 2
Fawaours Chl - Favours DM
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DRAFT FOR 15T CONSULATION

Review: BDD: pharmacological interventions
COmparison; 02 Clomipramine v Desipramine
Cutcome: 03 HAM-D &t & weeks
Studly Clomipramine Desipramine SMD (fixed) ShD [ fized)
or sub-category ] Mean (=0 Mean (S0 95% C 95%
Hollandesr 1999 1z 9_421(7.8%) 11 14 64(5.61) — -0.73 [-1.58, 0.12]
Tatal (95% CI) 1z 11 . -0.73 [-1.58, 0.12]
Test for heterogeneity: not applicable
Test for overall effect: Z =1 65 (P = 0.09)
-4 -2 0 2 4
Fawvours Chil  Favours DI
Revieny: BOD: pharmacological interventions
Comparison: 03 Pimozide v Placeho
Qutcome: 01 Mon-responders (Y-BOCS 309%)
Studdy Fimozide Placebo RR (fixed) ER (fixed)
or sub-categary Nt it 959 I 959 Cl
Phillip=s_in press ar11 14717 0.%% [0.70, 1.42]
Total (95% CI) 9511 14417 o.9% [O.70, 1_.42]
Test for heterogeneity: not applicable
Test for overall effect: Z=004 (P =087
02 04 1 2 5
Fawourz Pimozide  Favours Placebo
Revien: BDD: phatmacological interventions
Comparisan: 03 Pimozide v Placeho
Outoome: 02 Leaving the study early
Stucdy Fitnozide Placebo RR (fixed) RR (fixed)
of sub-category i it 959% Cl 959% Cl
Phillips_in press 6711 13/17 —B 0.71 [0.33, 1.30]
Total (95% CI) 6711 13/17 e 0.71 [0.33, 1.30]
Test for heterogeneity: not applicakle
Test for overall effect: Z=110(P =0.27)
0.2 05 1 2 3
Fawours Pimozide  Favours Placebo
Resvienn: BOD: pharmacological interventions
Comparizon: 03 Pimozide v Placebo
Outcome: 03 Y -BoCs
Stucly Pimozice Placebao WD (random) WD (rancom)
or sub-category ] Mean (S0 Mean (S0 95% I 95% CI
Phillipz_in press 11 Z3.30(6. 600 17 Z8.00(7.80) _—t -4.10 [-9.458, 1.28]
Tatal (95% CI) 11 17 -~ —4.10 [-2.48, 1_Z&]
Test for heterogeneity; not applicable
Test for overall effect: Z=149(P=014)
-10 -5 a = 10
Favours Pimozide  Favours Placebo
Review: BOD: pharmacological interventions
Comparison: 03 Pimozide v Placebo
Cutcarme: 04 Browen Azsessment of Beliets Scale
Study Pimozide Placebo WD (rancom) WD (ranclom)
or sub-category ] Mean (5D Mean (S0 95% CI 95% Cl
Phillip=_in press 11 13_501(7.30) 17 17.20(6.00) _ -3.70 [-5.87, 1.47]
Tatal (95% CI) 11 17 - -3.70 [-8.87, 1.47]
Test for heterogeneity: not applicable
Test for overall effect: Z=140(P=0186)
-10 -5 1] 5 10

Favours Pimozice

Favours Placeha
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DRAFT FOR 15T CONSULATION

Review: BDD: pharmacological interventions
COmparison; 03 Pimozide v Placeho
Outcome: 05 Hamitton Depression Rating Scale
Studly Pimozide Placebo WD (rancdom) WD (ranclom)
or sub-category ] Mean (=0 M Mean (S0 95% C 95%

Phillips_in press 11 17.90(5.60) 17 ls_ 900770} — 1.00 [-3.93, 5.93]
Total (95% CI) 11 17 -~ - 1.00 [-3.9%, E.33]
Test for heterogeneity: not applicable
Test for overall effect: Z =040 (P = 063)

-10 -5 0 4 10
Favours Pimozide  Fawvours Placebo

Resvienn: BOD: pharmacological interventions
Comparizon: 03 Pimozide v Placebo
Outcome; 06 Brief Pzychistric Rating Scale
Stucly Pimozice Placebao WD (random) WD (rancom)
or sub-category ] Mean (S0 M Mean (S0 95% I 95% CI

Phillips_in press 11 Z6.90(6.00) 17 zZ8.30(3_50) — -1.40 [-5.32, 2.5Z]
Total (35% CI) 11 17 -=na -1.40 [-5E.32, £.5Z]
Test for heterogeneity; not applicable
Test for overall effect: Z=070(P =0.48)

-10 -5 i} 5 10
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