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Appendix 16c: Forest plots for clinical evidence reviews on psychological vs. pharmacological

interventions, combination therapy and other medical interventions
Psychological vs. Pharmacological (OCD); Combination therapy (OCD); Other medical interventions

Psychological vs. Pharmacological (OCD)

Review: OCCr psychological v pharmacological

COmparison; 01 ERPF vs Clomipramine

Outcome: 01 % -BOCE or Compulsion checklist

Stucly ERP Clomiptatnine SMD (fixed) ShiD [ fied)
or sub-category ] Mean (=0 M Mean (S0 95% C 95%
01 ERP » CMI [¥-BOCS)

Foa 2005 21 11.00{7.90) 27 18.20(7.80) —_— -0.90 [-1.50, -0.30]
Subtotal (95% CI) 21 z7 il -0.3%0 [-1.E0, -0.30]
Test for heterogeneity; not applicakble
Test for overall effect: £ =295 (P =0003)

02 ERP + placebo v CM + relsxation (Compulzion Checklist st week T)

hdarks 1980 10 ZE.00(18. 10} 10 31.30(20.50) —a— -0.1& [-1.04, 0.71]
Subtotal (35% C1) 10 10 - -0.16 [-1.04, 0.71]
Test for heterogeneity: not applicable
Test for overall effect: Z=036(P=072)

Tatal (95% CI) 3l 37 L -0.67 [-1.16, -0.17]
Test for heterogeneity: Chi*=1.86,df =1 (P=017),F=461%
Test for overall effect: 7 = 2 64 (P = 0.008)

-4 -2 1] 2 4

Favours ERP Favours Clomipramine

Revieny: QCD: peychological v pharmacological
Comparisan: 01 ERP w= Clamipramine
Qutcome: 02 Leaving the study early
Stucdy ERP Clomigrarmine RR [fixed) RER [fixed)
o sub-category M il 959 I 9595 I

Foa 2005 1&/37 20547 1.02 [D.&8E, 1.67]
Total (95% CI) 37 47 1.02 [0.62, 1.&7]
Tatal everts: 16 (ERP), 20 (Clomipramine)

Test for heterogeneity: not applicakle
Test for overall effect: £Z=006 (P =095)

o1 02 05 1 2 5 10

Favours ERP  Favours Clomipramine

Revieny: OCD: peychological v pharmacological
Comparison; 01 ERP w= Clomipramine
Outcome: 03 Mon-responders (CG0)
Study ERP Clomipramine RR (fixed) RR (fixed)
or sub-category it T 95% Cl 95% Cl

Foa 2005 22/47 19437 HB- 1.33 [0.92, 1.92]
Total (95% CI) 47 a7 il 1.33 [0.92, 1.92]
Total everts: 32 (ERP), 19 (Clamiprarmine)

Test for heterogeneity: not applicable
Test for overall effect: Z=150(P=013)

o1 02 03 1 2 a2 10

Favours ERP - Favours Clomipramine

Revieny: QCD: peychological v pharmacological
Comparisan: 02 Children: CBT v Clomipramine
Qutcome: 01 Leaving the study early
Stucdy CBT Clomigrarmine RR [fixed) RER [fixed)
o sub-category M il 959 I 9595 I

de Haan 1993 113 0/10 B Z.36 [0.11, EZ.4l]
Total (95% CN) 17153 0s10 ——e e —— z.36 [0.11, 52.41]
Test for heterogeneity: not applicakle
Test for overall effect: £=054 (P =0.59)
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Revieny: QCD: peychological v pharmacological
Comparisan: 02 Children: CBT v Clomipramine
Qutcome: 02 Mon-responders (CY-BOCS 30%)
Stucdy CBT Clomigrarmine RR [fixed) RER [fixed)
o sub-category M 959 I 9595 I
de Haan 1998 £/13 £/10 —B— 0.77 [0.30, 1.34]
Total (95% CN) EFLE 5410 ~—aail—— 0.77 [0.30, 1.94]
Test for heterogeneity: not applicakle
Test for overall effect: £=056 (P = 0.58)
o1 02 1 2 5 10
Favours CBT  Favours Clomipramine
Review: OCE: psychological v pharmacological
COmparison: 02 Children: CBT v Clamipratning
Outcorme: 03 CY-BOCS
Study CBT Clomipratming SMD (fixed) ShD (fized)
o sub-category ] Mean (500 M Mean (500 895% Cl 95% Cl
e Haan 1995 12 S.1005. 10} 10 17.&0(11.&0) — -0.7% [-1l.€&6, 0.03]
Tatal (95% CI) 1z 10 e -0.79 [-1.66, 0.09]
Test for heterogeneity: not applicable
Test for overall effect, £ =176 (P =005)
-4 -2 i 2 4
Favours CBT  Favours Clomipramine
Review: QCCr psychological v pharmacological
Comparison: 02 Children: CBT v Clomipratmine
Outcorme: 04 Levton Inventory - child wersion
Study CHT Clomiprarmine SMD (fixed) SO (fized)
or sub-category ] Mean (5D M Mean (S0 95% CI 95% Cl
de Haan 1998 1z lz.70(9.30) 10 17.50(1a0.50) — -0.47 [-1.32, 0.358]
Tatal (95% C) 1z 10 sl -0.47 [-1.32, 0.38]
Test for heterogeneity: not applicable
Test for overall effect: £ =105 (P =0258)
-4 -2 1] 2 4
Favours CBT  Favours Clamipratming
Resvienn: QCE: peychaological v pharmacological
Comparizon: 02 Children: CBT v Clomiprarmine
Outcome: (03 Childd Behaviour Checklist
Stucly CET Clomipratning SMD (fixed) ShD (fized)
or sub-category ] Mean (S0 M Mean (S0 95% I 95% CI
T
de Haan 1998 11 E7_60(1Z.60) g 0. 50(3.30) -0.24 [-1.16, 0.67]
Tatal (95% CN) 11 g -0.24 [-1.16, 0.87]
Test for heterogeneity; not applicable
Test for overall effect: Z =052 (P =0ED)
4 2 0 2 4
Favours CBT  Favours Clomipramine
Review: OCE: psychological v pharmacological
COmparison: 02 Children: CBT v Clamipratning
Outcorme: 06 Children's Depression Invertory
Study CBT Clomipratming SMD (fixed) ShD (fized)
o sub-category ] Mean (500 M Mean (500 895% Cl 95% Cl
e Haan 1995 11 123 zZ00E0. 200 El 1432, Z0(27.50; o -0.E% [-1.1&, 0.E53]
Tatal (95% CI) 11 a ~aaifipe- -0.73 [-1.12, 0_53]
Test for heterogeneity: not applicable
Test for overall effect, Z=0865 (P =0352)
-4 -2 i 2 4
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Revieny: QCD: peychological v pharmacological
Comparisan: 03 Childrer: CBT v Sertraline
Qutcome: 01 Leaving the study early
Stucdy CBT Sertraline RR [fixed) RER [fixed)
o sub-category M 959 I 9595 I
POTS 2004 328 228 B 1.E0 [0.27, £.20]
Total (95% CN) SFEE ZiEE ——en e —— 1.E0 [0.27, £.301
Test for heterogeneity: not applicakle
Test for overall effect: £=046 (P = 0.64)
o1 02 os A 2 5 10
Fawours CBT  Fawvours Sertraline
Review: OCE: psychological v pharmacological
COmparison: 03 Children: CBT v Sertraling
Outcorme: 02 CY-BOCS
Study CBT Sertraline SMD (fixed) ShD (fized)
o sub-category ] Mean (500 M Mean (500 895% Cl 95% Cl
POTS 2004 28 l4.00(9. 50} 28 18, 80(5.10) — -0.27 [-0.72, 0.26]
Total (95% CI) z8 za - ——— -0.27 [-0.79, 0.2&]
Test for heterogeneity: not applicable
Test for overall effect, Z=093 (P =032)
-1 0.5 0 0.3 1
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Combination therapy (OCD)

Revieny: OCD: combination therapy

Comparison; 01 ERP+ ZRI v ERP

Outcome: 01 Leaving the study early

Shudy ERF + SRI ERF RR (fixed) RR (fixed)

or sub-category it T 95% Cl 95% Cl

01 ERP + Fluvoxamine v ERP

van Balkom 1393 107428 3FEE - 2.62 [0.8BE, 8_38]
Subtatal (95% C zg 2z —oaii——— Z.g2z [0.82, 8.38]

Tatal everts: 10 (ERP + SRI), 3 (ERP)
Test for heterogeneity: not applicable
Test for overall effect: Z=1 62 (P =010)

02 ERP + Fluvoxamine v ERP + placebo

Cottrau: 1330 4/20 E/fzZ0 —_— 0.80 [0.25, Z_EE]
Subtatal (95% N z0 z0 e e 0.20 [0.25, Z.55]
Total everts: 4 (ERP + SRI, 5 (ERF)

Test for heterogeneity: not applicakle

Test for overall effect: Z=0235 (P =0.71)

03 ERP + Clomipramine v ERP

Foa 2005 14733 167327 o.98 [O.57, 1.63]
Subtatal (95% CN 23 a7 i 0.28 [0.87, 1.69]
Total events: 14 (ERF + SR, 16 (ERF)

Test for heterogeneity: not applicakle

Test for overall effect: Z=007 (P =0.94)

Total (95% CN) 51 73 sl 1.1% [0.7E, 1.8E]

Total events: 28 (ERP + SR, 24 (ERP)
Test for heterogeneity: Chi® =268, df = 2 (P = 0.26), F = 25.3%
Test for overall effect: Z=0.71 (P = 0.48)

o1 02 s 1 2 5 10
Favours ERP+SRl  Favours ERP

Revieny: OCD: combination therapy
Comparison; 01 ERP+ ZRI v ERP
Outcome: 02 Leaving the study early due to adverse effects
Study ERP+ SRI ERP RR (fixed) RR (fixed)
or sub-category it T 95% Cl 95% Cl
01 ERP + Fluvoxamine v ERP + placebo
Cottraux 1990 Z4Z0 1420 — B Z.00 [D.Z0, 20.33]
Subtatal (95% C 2/20 1/20 e Z.00 [0.20, 20.33]

Test for heterogeneity: not applicable
Test for overall effect: £=053 (P = 0.56)

om LN 1 10 100

Favours ERP+5Rl  Favours ERP
Revieny: QCD: combination therapy
Comparisan: 01 ERP+ SRl v ERP
Qutcome: 03 Mon-responders (Y-BOCS 359%)
Stucky BT + SRl BT RR (fixed) RR (fixed)
o sub-category M il 959 I 9595 I

01 MBT + Fluvoxamine v MBT + placeho
Hohagen 1995 3524 10425 —B— 0.3l [0.10, 1.00]
Subtatal (95% CI) /24 10428 —~agfine- 0.3l [0.10, 1.00]
Test for heterogeneity: not applicakle

Test for overall effect: £=1 96 (P = 0.05)
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Revieny: QCD: combination therapy
Comparisan: 01 ERP+ SRl v ERP
Qutcome: 04 Mon-responders (CGE0
Stucky ERF + SRI ERP RR (fixed) RR (fixed)
o sub-category M il 959 I 9595 I
01 ERP + Clomipramine v ERP
Foa 2005 12433 19437 —B— 0.71 [0.41, 1.231]
Subtatal (95% CN) 33 %7 ~augii.-- 0.71 [0.41, 1.231
Total events: 12 (ERP + SR, 19 (ERF)
Test for heterogeneity: not applicakle
Test for overall effect: £=123 (P =0.22)

o1 02 os 1 2 5 10

Fawours ERP+3Rl  Favours ERP

Revieny: OCD: combination therapy
Comparison; 01 ERP+ ZRI v ERP
Outcome: 06 Glokal criterion of non-improvement (duration of rituals)
Sty ERF + SRI ERF RR (fixed) RR (fixed)
or sub-category it T 95% Cl 95% Cl
01 ERP + Fluvoxamine v ERP + placebo: post-treatment
Cottraux 1990 3420 lasz0 —B— 0.4 [0.37, 1.13]
Subtatal (95% CI) asz0 la/70 —=aaiffiee- 0.4 [0.37, 1.13]
Test for heterogeneity: not applicable
Test for overall effect: Z=154 (P=012)
02 ERP + Fluvoxamineg v ERP + placebo: & months followe-ugp
Cottraux 1990 11420 lasz0 —B— 0.79 [0.48, 1_28]
Subtatal (95% N 11720 14720 =alfi-- 0.79 [0.42, 1.22]

Test for heterogeneity: not applicakle
Test for overall effect: Z=0497 (P =0.33)

03 ERP + Fluvoxamine v ERP + placebo: 1 year follow-up
Cottrau: 1330 11720 lzs20 0.9z [0.54, 1.58]
Subtotal (95% CN 117z0 lzrsz0 t 0.9z [O.E54, 1_5&]
Test for heterogeneity: not applicakle

Test for overall effect: £=032 (P =0.75)

01 02 0s 1 2 a 10

Fawours ERF+3Rl  Fawvours ERP
Resvienn: QCh: combination therapy
Comparizon: 01 ERP+ SRl w ERP
Outcome: 07 ¥ -BoCs

Shudy ERP + SRI ERP SMD (fixed) SMD (fixed)
o sub-category ] Mean (500 M Mean (S0 95% Cl 95% Cl

01 ERP + Fluvacamine v ERP
wan Balkom 1938 18 lz_&60{6. 600 19 17.10(8.400 —=— -0.58 [
Subtotal (5% O 1a 13 e -0.58 [-

Test for heterogeneity; not applicable
Test for overall effect, Z=173 (P =008)

-E4
_Ed

, 0.0g]
, 0.0%]

02 MBT + Fluvoxamine v MET + placeba
Hohagen 1998 24 1z_40(&.80) ZE 1E.20(7.590) —= -0.47 [-
Subtotal (95% CI) zd z5 il -0.47 [
Test for heterogeneity: not applicable
Test for overall effect £ =161 (P=011)

_0%, 0.10]
L0E, 0.10]

03 ERP + Clomigpramine v ERP
Fos 2005 13 10_E0(&.Z0) z1 11.00(07_50)
Subitotal (95% C1) 19 z1
Test for heterogeneity: not applicable
Test for overall effect, Z=019 (P = 055)

-0.0g .68

=t

, 0.5&]
0.56]

|
=]
(=]
m
|
o R }

-

Tatal (95% C1) 61 &5 L - -0.37 [-0.7E, -0.01]
Test for heterogeneity: Chi* =146, df = 2 (P =048), F=0%
Test for overall effect, £ =204 (P =004)

-4 -2 0 2 4
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Review:
COmparison;
Cutcome:

Qe combination therapy
1 ERP+ SRl v ERP
08 Padua Inventory

Study ERP + SRI
or sub-category ] Mean (=0

ERP
Mean (S0

SMD fixed)
95% |

SMD (fixed)
95%

01 ERP + Fluvaxaming v ERP

wan Balkom 1953 15
Subtotal (95% CN 15
Test for heterogeneity: not applicable
Test for overall effect: £ =184 (P =007)

43 _E0(23.50)

12
12

E7_Z0(zZ0.80)

-

-0.
=0,

[
B

[-1.28, 0.04]
[-1.2%, 0.04]

Revigw:
Comparizon:
Outcome:

QCh: combination therapy
01 ERP+ SRI v ERP
09 Depression scales (post trestment)

Stucly BT+ SRI
o sub-category ] Mean (500

BT
Mean (S0

-4 -2 a 2
Fawours ERP+5RI  Fawvours ERP

SMD Cfixed)
95% I

SMD (fixed)
95% C

01 ERP + Fluvacamine v ERP

van Balkom 1595 13
Subtatal (35% CN) 18
Test for heterogeneity; not applicable
Test for overall effect; £ =330 (P =00010)

10,1007 20)

02 MBT + Fluvoxamine v MET + placeba
Hohagen 1995 24
Subtotal (95% CN z4
Test for heterogeneity: not applicable
Test for overall effect: £ = 0585 (P = 0358)

11_E0({3_Z0)

03 ERP + Fluvoxamine v ERP + placebo
Cottraux 1990 1a

Subitotal (95% C1) 15

Test for heterogeneity: not applicable

Test for overall effect, Z =259 (P =0010)

9.12(6.03)

04 Expozure + Clomipramine v Exposure + placebo (at 7 weeks)
Marks 1980 10 g.10{3_ 20}

Subtotal (95% CD 10

Test for heterogeneity: not applicable

Test for overall effect £ =1 .75 (P = 005)

Total (95% CN 1]
Test for heterogeneity: Chi* =490, df = 3(P=018), F=33.58%
Test for overall effect 7 = 4 07 (P = 0.0001)

12
13

ZE
ZE

15
15

10
1o

g3

1% %0(8.80)

14 001020}

15.13(5.74)

16 501110}

-

-

!

.13
-]

LEE

.83
.93

.BEZ

.73

[-1.89, -0.4%]
[-1.89, -0.4%]

.82, 0.31]
.82, 0.21]

_7E, -0.24]
_7E, -0.24]

.74, 0.10]
.74, 0.10]

[-1.08, -0.3%]

Review:
COmparison;
Cutcome:

Qe combination therapy
1 ERP+ SRl v ERP
10 Hamitton Depression Rating scale (followe-up)

Study ERP+ SRI
or sub-category ] Mean (=0

ERP
Mean (S0

-4 -2 1} 2

Favours BT+5Rl  Favours BT

SMD (fixed)
95% |

SMD (fixed)
95%

01 ERP + Fluvozamine v ERP + placebo (6 months follow-up)
Cottraux 1990 14 10.71{6_E7)

Subtatal (95% C) 14

Test for heterogeneity; not applicable

Test for overall effect. £ =045 (P = 0E7)

02 ERP + Fluvoxamine v ERP + placebo (1 year follow-up)
Cottraux 1990 1z 11.20(7.30)

Suktotal (95% CN) 1z

Test for heterogeneity: not applicable

Test for overall effect: £ = 067 (P =0.50)

1z
1z

11
11

12.17(10.38)

S_E0(7.30

-

S17
.17

pt=]
JZ8

.94, 0.60]
.84, 0.60]

LE4, 1.10]
_E4, 1.10]

Review:
COmparison;
Cutcome:

Qe combination therapy
1 ERP+ SRl v ERP
11 Symptom Checklist-00

Studly BT + SRl
or sub-category ] Mean (=0

BT
Mean (S0

—
]

-4 -2
Farvours ERP+SRI

2
Farvours ERP

SMD fixed)
95% |

SMD (fixed)
95%

01 ERP + Fluvaxaming v ERP

wan Balkom 1953 15
Subtotal (95% CN 15
Test for heterogeneity: not applicable
Test for overall effect £ =162 (P=010)

154 E0(51.40)

12
12

184 _30(55_E50)

-

-0.
=0,

E4
Ed

[-1.20, 0.11]
[-1.20, 0.11]
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Review:
COmparison;
Cutcome:

Studly
or sub-category

Qe combination therapy
1 ERP+ SRl v ERP
12 Anxiety Dizcomfort Scale: patient's ratings

BT + SRI
Mean (=0

BT
Mean (S0

SMD fixed)
95% |

SMD (fixed)
95%

01 ERP + Fluvaxaming v ERP

wan Balkom 1993 13 13.00{4._ 50} 13
Subtotal (95% CN 15 13
Test for heterogeneity: not applicable
Test for overall effect £ =214 (P =003)

17.80(7_60)

-

Resvienn: QCh: combination therapy
Comparizon: 01 ERP+ SRl w ERP
Outcome; 13 Anxiety Dizcomfort Soale; therapist's ratings

Stucly BT + SRl
or sub-category ] Mean (S0 M

BT
Mean (S0

-4 -2
Fawvaours BT+5RI

=]

2
Favours BT

SMD Cfixed)
95% ¢

SMD (fixed)
95% C

01 ERP + Fluvaxamine v ERP

van Balkom 1595 13 14_z0(10.320) 12
Subtatal (35% C) 15 13
Test for heterogeneity; not applicable
Test for overall effect: Z=1 73 (P =007

Z0_60(10._50)

-

-0.60 [-1.26, 0.0&]
-0.60 [-1.Z&6, 0.0&]

Review: Qi combinstion therapy
Comparison: 01 ERP+ SRl ERP
Outcorme: 14 Anxiety Dizcomfort Scale: assessor's ratings

Study BT + =Rl
or sub-category ] Mean (5D M

BT
Mean (S0

-4 -2 a
Favaours BT+3RI

2
Favours BT

SMD (fixed)
95%

SMD (fixed)
95%

01 ERP + Fluvoxamine v ERP

van Balkom 1933 15 14.20(2.70) 1z
Suktotal (95% CN 15 12
Test for heterogeneity: not applicable
Test for overall effect: £ =174 (P = 005)

1a.40(8.70)

-

-0.E8 [-1.24, 0.08]
-0.58 [-1.24, 0.08]

Review: Qe combination therapy
COmparison; 01 ERP+ SRl v ERP
Outcome: 15 Clinical Anxiety Scale

Studly BT+ SRl
or sub-category ] Mean (=0 M

BT
Mean (S0

-4 -2 a
Favours BT+SRI

2
Favours BT

SMD fixed)
95% |

SMD (fixed)
95%

01 MBT + Fluvoxaming v MET + placeba

Hohagen 1995 zd B 40{3_ 50 25
Subtotal (95% CN zd ZE
Test for heterogeneity: not applicable
Test for overall effect: £ =074 (P = 0.48)

& 40(5_ 20}

Review: OCE: combinstion therapy
COmparison: 01 ERP+ SRl v ERP
Outcome: 16 Global Assessment Scale

Study BT+ SRl
o sub-category ] Mean (500 M

BT
Mean (500

Fawvaours BT+5RI

2
Favours BT

ShD (fixed)
95% I

ShiD (fixed)
95%

01 MBT + Fluvoxamine v MET + placeho

Hohagen 1938 24 -63.10(14.40) Z5
Suktotal (95% CI) 24 8
Test for heterogeneity: not applicable
Test for overall effect, Z=073 (P =047

-55.80(ls_80)

-0.Z1 [-0.77, 0.35]
-0.E1 [-0.77, 0.35]

Review: Qi combinstion therapy
Comparison: 01 ERP+ SRl ERP
Outcorme: 17 CG - therapist rating

Study BT+ ZRI
or sub-category ] Mean (5D M

BT
Mean (S0

4 2 0
Favours BT+SRI

2

Favours BT

SMD (fixed)
95%

SMD (fixed)
95%

01 MBT + Fluvoxamine v MET + placebo

Hohagen 1995 24 =7.30{1.40) ZE
Suktotal (95% CN z4 8
Test for heterogeneity: not applicable
Test for overall effect: £ =096 (P =034)

=7.40(z.10}

=0.z7 [-0.84, 0.Z23]
-0.Z7 [-0.84, 0.23]
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Review:
COmparison;
Cutcome:

Qe combination therapy
1 ERP+ SRl v ERP
18 CGl - patient rating

Studly BT+ SRl
or sub-category ] Mean (=0 M

BT
Mean (S0

SMD fixed)
95% |

SMD (fixed)
95%

01 MBT + Fluvoxaming v MET + placeba

Hohagen 1995 zd —-S_00{1_30) 25
Subtotal (95% CN zd ZE
Test for heterogeneity: not applicable
Test for overall effect £ =164 (P=010)

-7.00(Z_ 60}

-

-0.458 [-1.04, 0.03]
-0.48 [-1.04, 0.03]

Revigw:
Comparizon:
Outcome:

QCh: combination therapy
01 ERP+ SRI v ERP
19 Compulsive activity checklist (post trestment)

Stucly BT + SRl
o sub-category ] Mean (500 M

BT
Mean (S0

-4 -2 a
Fawvaours BT+5RI

2
Favours BT

SMD Cfixed)
95% I

SMD (fixed)
95% C

01 ERP + Fluvoamine v ERP + placebo (post treatment)

Cottraux 1990 1a 14_EE6(17.38) 15
Subitotal (95% C1) 15 18
Test for heterogeneity: not applicable
Test for overall effect, Z=145(P=015)

02 Expozure + Clomipramine v Exposure + placebo: assessor-rated (st 7 weeks)
Marks 1980 10 EZ0_10{15.&0) 10

Subtotal (95% CD 10 10

Test for heterogeneity: not applicable

Test for overall effect £ =125 (P =020)

Total (95% CN zZE zE
Test for heterogeneity: Chif =001, df =1 (P=0292), F=0%
Test for overall effect £ =1 94 (P =005)

Z4_33(18.38)

21.30(Z0.E0)

-

-0.53 [-1.&5, 0.19]
-0.53 [-1.E5, 0.19]

.43, 0.31]
.48, 0.31]

Review:
COmparison;
Cutcome:

Qe combination therapy
1 ERP+ SRl v ERP
20 Compulsive activity checklist (followe-up)

Studly BT + SRl
or sub-category ] Mean (=0 M

BT
Mean (S0

—
-
0

-4 -2
Fawvaours BT+5RI

2
Favours BT

SMD fixed)
95% |

SMD (fixed)
95%

01 ERP + Fluvaxamine v ERP + placebo (1 year followe-up)

Cottraux 1990 1z 15_EB0{17.&0) 11
Subtotal (95% CD 1z 11
Test for heterogeneity: not applicable
Test for overall effect Z=110(P =027

£4_80(Z0.50)

-0.47 [-1.30, 0.36]
-0.47 [-1.30, 0.32&]

Revigw:
Comparizon:
Outcome:

QCh: combination therapy
01 ERP+ SRI v ERP
21 Target rituals (assessor); time (posttreatment)

Stucly BT + SRl
o sub-category ] Mean (500 M

BT
Mean (S0

-4 -2
Fawvaours BT+5RI

T
]

2
Favours BT

SMD Cfixed)
95% I

SMD (fixed)
95% C

01 ERP + Fluvoamine v ERP + placebo (post treatment)

Cottraux 1990 1a 2.50(7.20) 15
Subitotal (95% C1) 15 18
Test for heterogeneity: not applicable
Test for overall effect, £ =222 (P =003)

02 Expozure + Clomipramine v Exposure + placebo (at 7 weeks)

Marks 1980 10 Z.10(&_ 10y 10
Subtotal (95% CD 10 10
Test for heterogeneity: not applicable
Test for overall effect £ =164 (P=0.10)

Total (95% CN zZE zE
Test for heterogeneity: Chi =001, df =1 (P=031), F=0%
Test for overall effect £ = 275 (P = 0.006)

15 600520}

F.A0(2_ 40}

-

-0.84 [-1.57, -0_10]
-0.84 [-1.57, -0_10]

_E8, 0.15]

-0. 76 LE8, 0.15]

0.8l [-1l.38, -0.Z3]
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Review: Qe combination therapy
COmparison; 01 ERP+ SRl v ERP
Outcome: 22 Target rituals (asseszor): time (follow-up)

Stucly BT + SRl
or sub-category ] Mean (=0 M

BT
Mean (S0

SMD (fixed)
95% |

SMD (fixed)
95%

01 ERP + Fluvozamine v ERP + placebo (6 months follow-up)

Cottraux 1990 14 lo.30{8_ 70} 1z
Subtatal (95% C) 14 1z
Test for heterogeneity; not applicable
Test for overall effect. £ =045 (P = 0E7)

02 ERP + Fluvoxamine v ERP + placebo (1 year follow-up)

Cottraux 1990 1z 3.70(2.30) 11
Suktotal (95% CN) 1z 11
Test for heterogeneity: not applicable
Test for overall effect: £ =005 (P =0594)

11900570}

S.40(6.30)

S17

.0z
.0z

- 54
_54d

.78, 0.
.78, 0.

-&0]
-&0]

2E]
a25]

Review: Qe combination therapy
COmparison; 01 ERP+ SRl v ERP
Outcome: 23 Target rituals (assessor); dizcomfort (post-trestment)

Stucly BT + SRl
or sub-category ] Mean (=0 M

BT
Mean (S0

-4

-2
Favours BT+SRI

)i
i

2
Favours BT

SMD (fixed)
95% |

SMD (fixed)
95%

01 ERP + Fluvoxamine v ERP + placebo (post treatment)

Cottraux 1990 1& 10_EZ5{8._04) 15
Subtatal (95% C) 1g 1k
Test for heterogeneity; not applicakble
Test for overall effect. £ =214 (P =003)

02 Exposzure + Clomipramine v Exposure + placebo (at 7 weeks)

Warks 1930 10 Z.30(Z.00) 10
Suktotal (95% CI) 10 lls}
Test for heterogeneity: not applicable
Test for overall effect: £ =209 (P =004)

Tatal (85% CI) zZ6 8
Test for heterogeneity: Chi* =011, df =1 (P=074), F=0%
Test for overall effect: £ =297 (P =0003)

17.00(8_35)

4. 20(1.80)

i

.80
.20

.0l
-0l

.88

[-1.54, -0O.
[-1.54, -0O.

.55

-

.85, -0.
-0.
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07]

0]
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ppcli)]

Review: OCE: combinstion therapy
COmparison: 01 ERP+ SRl v ERP
Outearme: 24 Target ritwals (assessor): dizcomfort (fallowve-Lign

Study BT + =Rl
o sub-category ] Mean (500 M

BT
Mean (500

-4

-2 1}

Favours BT+SRI

2
Favours BT

ShD (fixed)
95% I

ShiD (fixed)
95%

01 ERPF + Fluvoccamine v ERP + placebo (6 months follove-up)

Cottraux 1990 14 lZ.21(9.ZE) 1z
Suktotal (95% CI) 14 1z
Test for heterogeneity: not applicable
Test for overall effect: Z=025(P=075)

02 ERP + Fluvoxamine v ERP + placebo (1 year follow-up)

Cottraux 1990 1z 11.50(10.390}) 11
Subtatal (35% C) 1z 11
Test for heterogeneity; not applicable
Test for overall effect: Z=011 (P=091)

1z z0(2.8m

11 00{5.10}

-1l
S11

.05
.05

.88, 0.
.88

.77
.77, 0.

£&]

-6B]
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Review: Qe combination therapy

COmparison; 01 ERP+ SRl v ERP

Outcome: 25 Target rituals (assessor): duration per day

Stuly BT + SRI BT SMD [fixed) SMD (fixed)
or sub-category ] Mean (=0 M Mean (S0 95% C 95%
01 ERP + Fluvaxamine v ERP + placebo (post treatment)

Coftraux 1990 1& 3.93(2.26) 15 5_40(2.19) —1 -0.54 [-1.37, 0.08]
Subtatal (95% C) 1g 1k ol -0.&4 [-1.37, 0.08]
Test for heterogeneity; not applicakble
Test for overall effect. £ =174 (P = 005)

02 ERF + Fluvocamine v ERP + placebo (6 months follove-up)

Coftraux 1990 14 4.00(Z.80) 1z 4. ET(Z.E7) — -0.E5 [-1.03, 0.5Z]
Subtotal (95% CI) 14 1z il -0.25 [-1.03, 0.5Z]
Test for heterogeneity: not applicable
Test for overall effect: £ =064 (P =052)

03 ERP + Fluvozamine v ERP + placebo (1 year followe-up)

Coftraux 1990 1z 2.70(2.70) 11 33002700 —. -0.21 [-1.04, 0.61]
Subtatal (35% C) 1z 11 - -0.Z1 [-1.04, 0.61]
Test for heterogeneity; not applicable
Test for overall effect: Z=051 (P=0E1)

-4 -2 i} 2

Favours BT+SRl  Favours BT

Review: OCE: combinstion therapy
COmparison: 01 ERP+ SRl v ERP
Outearme: 26 Behavioural avoidance test: dizcomfort (post trestment)
Shudy BT + SRI BT SMD (fixed) ShD (fixed)
o sub-category ] Mean (500 M Mean (500 895% Cl 95% Cl
01 ERP + Fluvoxamine v ERP + placebo (post treatment)

Coftrauz: 1990 1e 9.1z2(&.55) 15 15.61(7.61) —a— -0.89 [-1l.64, -0.1%]
Subtotal (95% CI) 15 15 . -0.89 [-1.64, -0.15]
Test for heterogeneity: not applicable
Test for overall effect: £ =235 (P =002)

02 Expozure + Clomipramine v Exposure + placebo (at 7 weeks)

hiarks 1980 10 15.40(11.90) plls} 16.20{10_00) —R— -0.13 [-1.01, 0.75]
Subtatal (95% C) 10 10 -*- -0.13 [-1.01, O.7E]
Test for heterogeneity; not applicable
Test for overall effect Z=023(P =077
Tatal (95% CN) zE z5 L = -0.57 [-1.14, -0.01]
Test for heterogeneity; Chi* =169, df =1 (P=018), F=407%

Test for overall effect: Z=1 95 (P = 0.05)

-4 -2 i} 2

Favours BT+SRl  Favours BT

Review: Qe combination therapy
COmparison; 01 ERP+ SRl v ERP
Outcome: 27 Behavioural avoidance test: discomfort Cfallowe-up)
Stucy BT + SRI BT SMD (fixed) SMD (fixed)
or sub-category ] Mean (=0 M Mean (S0 95% C 95%
01 ERP + Fluvaxamine v ERP + placebo (1 year followe-up)

Cottraux 1990 1z lo.zai{a. 200 11 11.50(3.20) —— -0.14 [-0.26, 0.658]
Subtotal (95% CD 1z 11 -0.14 [-0.%6, 0.68]
Test for heterogeneity: not applicable
Test for overall effect Z=033(P=074)

-4 2 0 2
Favours BT+5Rl  Favours BT
Revieny: OCD: combination therapy
Comparison; 02 ERP + Clomipramineg v Clomipramine
Outcome: 01 Leaving the study early
Study BT + Clomipramine Clomipramine RR (fixed) RR (fixed)
or sub-category it T 95% Cl 95% Cl

Foa 2005 14733 207547 l1.00 [O.5%, 1.67]
Total (95% CI) a3 47 1.00 [0.89, 1.67]
Total everts: 14 (BT + Clamipramine], 20 {Clomipramine)

Test for heterogeneity: not applicable
Test for overall effect: Z=001 (P =0.93)
o1 02 05 1 2 10
Fawvours BT+CW Favours Chl
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Revieny: QCD: combination therapy
Comparisan: 02 ERP + Clomipramineg v Clomipramineg
Qutcome: 03 Mon-responders (CGE0
Stucdy BT + Clomigpramine Clomigrarmine RR [fixed) RER [fixed)
o sub-category M il 959 I 9595 I
Foa 2005 12433 3247 —— 0.53 [0.33, 0.37]
Total (95% CI) 23 47 ~ai--- 0.53 [0.33, 0.87]
Tatal everts: 12 (BT + Clomipraming), 32 (Clamipramine)
Test for heterogeneity: not applicakle
Test for overall effect: £=250(P =0.01)

o1 02 os 1 2 5 10

Favours BT+CWl Favours Chl
Review: OCE: combinstion therapy
COmparison: 02 ERP + Clomipratning v Clamipraming
Outcorme: 05 Y -BOCS
Study BT + Clomipramine Clomipratming SMD (fixed) ShiD (fixed)
o sub-category ] Mean (500 M Mean (500 895% Cl 95% Cl
Foa 2005 13 lo.E0ig. Z0) z7 lg_zo(7.80) —- -0.98 [-1.87, -0.33]
Total (95% CI) 13 27 e -0.95 [-1.57, -0.3%]
Test for heterogeneity: not applicable
Test for overall effect; £ = 3.00 (P = 0.003)
-4 -2 0 2
Favours BT+CZMWI Favours CMI

Revien: OCD: combination therapy
Comparisan: 03 ERP + Fluvoxaming v Anti-ERP + Fluvaxamine
Outoome: 01 Leaving the study early
Stucdy ERP+FlLvozamine Arti-ERP+F Ly oxamine RR (fixed) RR (fixed)
of sub-category i it 959% Cl 959% Cl
Cottraux 1990 4520 7520 —B 0.E57 [0.20, 1.65]
Total (95% CI) a/z0 7/E0 -~ 0.57 [0.20, 1.65]
Test for heterogeneity: not applicakle
Test for overall effect: £=11.03 (P =0.30)

o1 02 as 1 2 4 10

Fawours ERP+FLY  Fawvours Anti-ERP+FLY

Revieny: QCD: combination therapy
Comparison: 03 ERP + Fluvoxamineg v Anti-ERP + Fluyvoxamine
Qutcome: 02 Leaving the study early due to adverse effects
Studdy ERP+Fluvozamine Anti-ERP+Fluyvoxamine RR (fixed) ER (fixed)
or sub-categary Nt it 959 I 959 Cl
Cottraux 1930 ZfE0 ZfE20 l.00 [0.1&, E.42]
Total (95% CN Ziz0 z/z0 l.00 [0.18, &.4Z2]
Test for heterogeneity: not applicable
Test for overall effect: Z =000 (P =1.00)

01 02 05 1 2 5 10

Fawours ERP+FLY  Fawvours Anti-ERP+FLY

Management of OCD (full guideline) — Appendix 16c: Forest plots
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Revieny: QCD: combination therapy
Comparisan: 03 ERP + Fluvoxamine v Anti-ERP + Fluyvoxamine
Qutcome: 03 Glokal criterion of non-improvement (oduration of rituals)
Stucdy ERP+Fluvazamine Anti-ERP+F Ly oxamine RR [fixed) RER [fixed)
o sub-category M il 959 I 9595 I
01 Post-treatmerit
Cottrau: 1990 as20 13420 —B+ 0.83 [0.33, 1.24]
Subtatal (95% CN aiz0 13720 —=an-- 0.3 [0.33, 1.24]
Test for heterogeneity: not applicakle
Test for overall effect: £=124 (P =0.22)
02 & months follow-up
Cottrau: 1890 11¢z0 15420 —- 0.73 [0.46, 1.17]
Subtatal (95% CN) 11720 18/20 =il 0.7% [0.48, 1.171
Test for heterogeneity: not applicable
Test for overall effect; Z=1.20 (P =020)
031 year follow-up
Cottraux 1890 11420 la/z0 —B— 079 [D.4%, 1_28]
Subtotal (95% CN) 11720 14720 =l 0.7% [0.48, 1.28]
Test for heterogeneity: not applicable
Test for overall effect: Z=0497 (P =0.33)
o1 02 0s 1 2 ] 10
Fawours ERP+FLY  Fawvours Anti-ERP+FLY
Review: Qi combinstion therapy
Comparison: 03 ERP + Fluvoxamine v Anti-ERP + Fluvoxamine
Outcorme: 04 Hamitton Depression Scale
Study ERP+Fluvoxamine Arti-ERP+Fluvoxamine SMD (fixed) SO (fized)
o sub-category ] Mean (S0 M Mean (S0 95% C 5% Cl
01 Post treatment |
Cottraux 1990 1& SU1Z(e.02) 1z 10 4€(6.35) - -0.E0 [-0.34, 0.E3]
Subtotal (95% CI) 15 1z r -0.20 [-0.94, 0.53]
Test for heterogeneity: not applicable
Test for overall effect £ =054 (P =058)
02 & months follow-ugp
Coftraux 1990 14 10.71(6.27) 11 11.27(6.02) - -0.0% [-0.85, 0.70]
Subtotsl (95% CI) 14 11 &» -0.09 [-0.85, 0.70]
Test for heterogeneity: not applicable
Test for overall effect, £ =022 (P =053)
031 wear followy-Lgp
Cottraux 1990 1z 11.801(7.50) 10 g_E50(3.80) B 0.50 [-0.36, 1.35)
Subtotal (95% CI) 1z 10 *» 0.50 [-0.36, l.3E]
Test for heterogeneity: not applicable
Test for overall effect £ =114 (P =025)
-10 -5 1] 4 10
Fawours ERP + FLY  Favours Anti-ERP+FLY
Resvienn: QCh: combination therapy
Comparizon: 03 ERP + Fluvoxaming v Anti-ERP + Fluvoxamine
Outcome; 05 Target rituals (assessor); time
Stucly ERP+Fluvoxamine Ariti-ERP+Fluvoxamineg SMD (fixed) ShAD (fixedd)
o sub-category ] Mean (500 M Mean (S0 95% Cl 95% Cl
01 Post trestment
Coftraux 1990 16 g_E50(7.30) 13 1z.84(7.78) —1T -0.56 [-1.31, 0.19]
Subtatal (35% CN) 1& 13 -0.56 [-1.31, 0.19]
Test for heterogeneity: not applicable
Test for overall effect, Z=147 (P=014)
02 6 maonths follow-Lgp
Cottraux 1990 14 lo.20(8.70) 11 13 E0(3.11}) —_— -0.4E5 [-1.25, 0.3E]
Subtotal (95% CI) 14 11 e -0.45 [-1.Z5, 0.3E]
Test for heterogeneity: not applicable
Test for overall effect Z=110(P =027
031 wear follow-up
Coftraux 1990 1z 29.70(9.90) 10 11.40(3.40) — -0.17 [-1.01, 0.&7]
Subitotal (95% CI) 1z 10 - -0.17 [-1.01, 0.&7]
Test for heterogeneity: not applicable
Test for overall effect, £ =039 (P = 063)
-4 -2 i 2 4

Fawours ERP+FLY

Favours Anti-ERP+FLY
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Review: Qe combination therapy
COmparison; 03 ERP + Fluvoxamine v Arti-ERP + Fluvoxamine
Outcome: 06 Target rituals (assessor); dizcomfort
Stucly ERP+Fluvoxamine Arti-ERP+Fluvoxamine SMD (fixed) ShAD (fizedd)
or sub-category ] Mean (=0 Mean (S0 95% C 95%
01 Post treatment |
Cottraux 1990 1& 10_EZ5{8._04) 1z 11.20¢(10_27) — -0.11 [-0.84, 0_&E]
Subtotal (95% CI) 16 1z el -0.11 [-0.84, 0.&Z]
Test for heterogeneity; not applicakble
Test for overall effect: Z=030(P =078)
02 & months follow-up
Cottraux 1930 14 12 Z1({3.Z5) 11 1z 1s(2.80) — =0.11 [-0.20, D.&3]
Subtotal (95% CI) 14 11 il -0.11 [-0.90, 0.69]
Test for heterogeneity: not applicable
Test for overall effect: Z=026 (P =079)
03 1 year follow-up
Cottraux 1990 1 11_50¢10.390) 10 S_enig. e — 0o.18 [-0.656, 1.03]
Subtotal (95% CI) 1z 1o =ei-- 0,18 [-0.66, 1.03]
Test for heterogeneity; not applicable
Test for overall effect: Z=043 (P =0ET)
-4 -2 a 2 4
Favours ERP+FLY  Favours Anti-ERP+FLY
Review: OCE: combinstion therapy
COmparison: 03 ERP + Fluvoxatning v Anti-ERP + Flusaxaming
Outearme: 07 Target rituals (assessor): duration per day
Study ERP+Fluvoxamine Arti-ERP+Fluvoxamine EMD (fixed) ShD (fized)
o sub-category ] Mean (500 Mean (500 895% Cl 95% Cl
01 Post trestment |
Cottrau 1990 1e I.9302.2e) 1z 4. 07(2.56) — 0.0 [-0.79, 0.s2]
Subtotal (95% CI) 16 1z il -0.06 [-0.79, 0.6%]
Test for heterogeneity: not applicable
Test for overall effect: £ =015 (P = 055)
02 & maonths fallawn-ugp
Cottraux 1990 14 4_00(E_ 20} 11 4_ 09 53} — -0.03 [-0.8E, 0.7&]
Subtotal (95% CI) 14 11 et -0.0% [-0.82, 0.76]
Test for heterogeneity; not applicable
Test for overall effect. £ =005 (P =054)
031 year follow-up
Cottraux 1930 12 Z.700Z2.70) 10 F.Z003.10) — =0.17 [-1l.0l, DO.&7]
Subtotal (95% G0 1z 10 =l -0.17 [-1.01, 0.67]
Test for heterogeneity: not applicable
Test for overall effect: Z=039 (P =070)
-4 -2 1] 2 4
Fawours ERP+FLY  Favours Anti-ERP+FLY
Review: QiZD: combination therapy
Comparisan: 03 ERP + Fluvoxaming v Anti-ERP + Fluvoxamine
Cutcarme: 05 Behavioural avoidance test: dizcomfart
Study ERP+Fluvoxamine Arti-ERP+Fluvoxamine SMD (fixed) SO (fized)
o sub-category ] Mean (S0 Mean (S0 95% C 5% Cl
01 Post treatment
Cottraux 1990 18 S_.1Z({6_EE) 1z 11_4&8(&6_7E5) e -0.34 [-1.08, 0.40]
Suktotal (95% CI) 16 13 ol -0.24 [-1l.08, 0.40]
Test for heterogeneity: not applicable
Test for overall effect £ =051 (P = 036)
021 wear follow-Lp
Cottrauwz 1930 1z 10_Z0(3.Z0) 10 10.30(5_40) — -0.01 [-0.85, 0.83)
Subtotsl (95% CI) 1z 10 - -0.0L [-0.85, 0.83]
Test for heterogeneity: not applicable
Test for overall effect; £ =002 (P = 055)
-4 -2 i 2 4

Fawvours ERP+FLY  Favours Anti-ERP+FLY
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Review: Qe combination therapy
COmparison; 03 ERP + Fluvoxamine v Arti-ERP + Fluvoxamine
Outcome: 09 Compulsive activity checklist
Stucly ERP+Fluvoxamine Arti-ERP+Fluvoxamine SMD (fixed) ShAD (fizedd)
or sub-category ] Mean (=0 M Mean (S0 95% C 95%
01 Post treatment
Coftraux 1990 1& 14 _56(17.38) 13 21.53(12_K5&) —1 -0.44 [-1.15, 0.30]
Subtatal (95% C) 1g 1z - -0.44 [-1.18, 0.320]
Test for heterogeneity; not applicable
Test for overall effect. £ =116 (P =025)
021 year follow-up
Coftraux 1990 1z lE.EQ(17.e0) plls} Z0.70(14.3D —1 -0.31 [-1.15, 0O.54]
Suktotal (95% CI) 1z 10 =l -0.31 [-1.15, 0.54]
Test for heterogeneity: not applicable
Test for overall effect: Z=072(P=047)
-4 -2 1] 2 4
Fawours ERP+FLY  Favours Anti-ERP+FLY
Revieny: QCD: combination therapy
Comparisan: 04 CT + Fluvoxamine v CT
Qutcome: 01 Leaving the study early
Stucdy CT + Fluvazamine CT RR [fixed) RER [fixed)
o sub-category M il 959 I 9595 I
wan Balkom 1995 l0/z4 Ef2E —|—B— 1.74 [0.75, 4.03]
Total (95% CN) 10724 E72E5 -=ouil - 1.74 [0.7E, 4.03]
Test for heterogeneity: not applicakle
Test for overall effect: £=1258 (P =0.20)
o1 02 0s 1 2 5 10
Fawvours CT+FLY  Fawours CT
Resvienn: QCh: combination therapy
Comparizon: 04 CT + Fluvoxamine v CT
Outcome: 02y -Bocs
Stucly CT + Fluvoxamine cT SMD (fixed) ShAD (fixedd)
or sub-category ] Mean (S0 M Mean (S0 95% I 95% CI
wan Balkom 1933 14 15 60(5. 400 19 13 50(3.70) 0.5 [-0.44, 0.94]
Tatal (95% CI) 14 13 e —— 0.25 [-0.44, 0.94]
Test for heterogeneity; not applicable
Test for overall effect: Z=071 (P =048)
-1 05 a s 1
Favours CT+FLY  Favours CT
Review: Qi combinstion therapy
Comparison: 04 CT + Fluvoxaming v CT
Outcorme: 03 Padua Inventory
Study CT + Fluvoxamine T SMD (fixed) SO (fized)
or sub-category ] Mean (5D M Mean (S0 95% CI 95% Cl
wan Balkom 1938 14 43_501(18.40) 12 45_10(23_60) -0_.Z5 [-0.25, 0.44]
Tatal (95% CI) 14 19 ———ene R —— -0.25 [-0.95, 0.44]
Test for heterogeneity: not applicable
Test for overall effect: Z=072(P=047)
-1 -05 1] 05 1
Favours CT+LY  Favours CT
Review: Qe combination therapy
COmparison; 04 CT + Fluvoxamineg v CT
Outcome: 04 Beck Depression Invertory
Studly CT + Fluvoxamine cT SMD (fixed) ShAD [ fixed)
or sub-category ] Mean (=0 M Mean (S0 95% C 95%
wan Balkom 1938 14 10.80(6. 600 19 F.20(7_00) 0.13 [-0.56, 0.82]
Tatal (95% CI) 14 13 —e e 0.1 [-0.E6, 0.8Z]
Test for heterogeneity: not applicable
Test for overall effect Z=036(P=072)
-1 05 1] 0.5 1
Favours CT+FLY  Favours CT
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Review: Qe combination therapy
COmparison; 04 CT + Fluvoxamineg v CT
Outcome: 05 Symptom Checklist-00
Studly CT + Fluvoxamine cT SMD (fixed) ShAD [ fixed)
or sub-category ] Mean (=0 M Mean (S0 95% C 95%
T
wan Balkom 1938 14 162.00 (42,70} 19 L6340 (44 40) -0.03 [-0.72, 0.658]
Total (95% C 14 12 -0.03 [-0.7&, 0.688]
Test for heterogeneity: not applicable
Test for overall effect: £ =009 (P = 0483)
R 04 0 0s
Favours CT+FLY  Favours CT
Resvienn: QCh: combination therapy
Comparizon: 04 CT + Fluvoxamine v CT
Outcome; 06 Anxiety Dizcomfort Soale; patient's ratings
Stucly CT + Fluvoxamine cT SMD (fixed) ShAD (fixedd)
or sub-category ] Mean (S0 M Mean (S0 95% I 95% CI
wan Balkom 1933 14 13.00(4.90) 19 1z E0(3.30) 0.06 [-0.63, 0.75]
Tatal (95% CI) 14 13 — o 0.08 [-0.&63, 0.75]
Test for heterogeneity; not applicable
Test for overall effect: Z=018 (P = 0.86)
-1 05 a s
Favours CT+FLY  Favours CT
Review: Qi combinstion therapy
Comparison: 04 CT + Fluvoxaming v CT
Outcorme: 07 Anxiety Dizcomfart Scale: therapist's ratings
Study CT + Fluvoxamine T SMD (fixed) SO (fized)
or sub-category ] Mean (5D M Mean (S0 95% CI 95% Cl
T
wan Balkom 1938 14 13.601(7.50) 12 13.10{1la0.z0) 0.05 [-0.64, 0.74]
Total (95% CN 14 19 0.05 [-0.64, 0.74]
Test for heterogeneity: not applicable
Test for overall effect: £ =015 (P = 0558)
- 05 o 0s
Favours CT+LY  Favours CT
Review: Qe combination therapy
COmparison; 04 CT + Fluvoxamineg v CT
Outcome: 08 Anxiety Dizscomfort Scale: azsessor's ratings
Studly CT + Fluvoxamine cT SMD (fixed) ShAD [ fixed)
or sub-category ] Mean (=0 M Mean (S0 95% C 95%
wan Balkom 1938 14 13.801(4.70) 19 1z 50{3.50) 0.1l6 [-0.53, 0.85]
Tatal (95% CI) 14 13 —— e —— 0.1 [-0.53, 0.85]
Test for heterogeneity: not applicable
Test for overall effect: Z = 046 (P = 065)
-1 05 1] 0.5
Favours CT+FLY  Favours CT
Revieny: OCD: combination therapy
Comparison; 05 ERP + Fluvoxamine v CT + Fluvoxamine
Outcome: 01 Leaving the study early
Study ERP + Fluvoxamine CT + Fluvoxamine RR (fixed) RR (fixed)
or sub-category it T 95% Cl 95% Cl
van Balkom 1393 107428 10524 0.8& [0.43, 1_70]
Total (95% CI) 10528 la/24 o.8& [0.43, 1.70]
Test for heterogeneity: not applicable
Test for overall effect: £ =044 (P = 0EE)
o1 02 05 1 2 Y
Fawvaurz ERP+FLY  Fawours CT+FLY
Review: Qi combinstion therapy
Comparison: 05 ERP + Fluvoxamine v CT + Fluvoxamine
Cutcarme: 02 %-Bocs
Study ERF + Fluvoxamine CT + Fluvoxamine SMD (fixed) SO (fized)
or sub-category ] Mean (5D M Mean (S0 95% CI 95% Cl
wan Balkom 1938 15 lz_601(6.60) 14 15.60(5.40) —1 -0.458 [-1.1%, 0.23]
Total (5% CI) 18 14 il -0.48 [-1.19, 0.23]
Test for heterogeneity: not applicable
Test for overall effect: £=132(P=019)
-4 -2 1] 2

Fawours ERP+FLY

Favours CT+HLW
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Review: Qe combination therapy
COmparison; 05 ERP + Fluvoxamine v CT + Fluvoxamine
Outcome: 03 Padua Inventory
Studly ERF + Fluvoxamine CT + Fluvoxamine SMD (fixed) ShAD [ fixed)
or sub-category ] Mean (=0 Mean (S0 95% C 95%
|
wan Balkom 1953 13 43_E0023.500 14 43_ L0015 40) -0.01 [-0.71, 0.&8]
Tatal (93% CI) 15 14 -0.01 [-0.71, 0.688]
Test for heterogeneity: not applicable
Test for overall effect: £ =004 (P =0487)
R 04 0 0s
Favours ERP+FLY  Favours CT+FLY
Resvienn: QCh: combination therapy
Comparizon: 05 ERP + Fluvoxamine v CT + Fluvoxamine
Outcome; 04 Beck Depression Invertory
Stucly ERF + Fluvaoxamine CT + Fluvoxamine SMD (fixed) ShAD (fixedd)
or sub-category ] Mean (S0 Mean (S0 95% I 95% CI
an Balkom 1593 13 10_10(7.Z0) 14 1l0.80(6_60) -0.10 [-0.80, 0.&0]
Tatal (95% CI) 1a 14 E— -0.1l0 [-0.80, 0_&60]
Test for heterogeneity; not applicable
Test for overall effect Z=028(P=078)
-1 -0.5 i} 05
Favours ERP+FLY  Favours CT+FLY
Review: Qi combinstion therapy
Comparison: 05 ERP + Fluvoxamine v CT + Fluvoxamine
Outcorme: 05 Symptatn Checklist-90
Study ERF + Fluvoxamine CT + Fluvoxamine SMD (fixed) SO (fized)
or sub-category ] Mean (5D Mean (S0 95% CI 95% Cl
wan Balkom 1953 1z 154 _EO(51.40) 14 1&2_ 0004270} -0.15 [-0.85, 0O.5E)
Tatal (95% CI) 18 14 e -0.15 [-0.85, 0.58]
Test for heterogeneity: not applicable
Test for overall effect: £ =043 (P =067
-1 -0.5 0 05
Fawours ERP+FLY  Favours CT+HLY
Review: Qe combination therapy
COmparison; 05 ERP + Fluvoxamine v CT + Fluvoxamine
Outcome: 06 Anxiety Dizcomfort Scale: patient's ratings
Studly ERF + Fluvoxamine CT + Fluvoxamine SMD (fixed) ShAD [ fixed)
or sub-category ] Mean (=0 Mean (S0 95% C 95%
|
wan Balkom 1953 13 130004200 14 120004307 o.0o0 [-0.70, O0.70]
Tatal (93% CI) 15 14 0.00 [-0.70, 0.70]
Test for heterogeneity: not applicable
Test for overall effect: £ =000 (P =1.00)
R 04 0 0s
Favours ERP+FLY  Favours CT+FLY
Review: OCE: combinstion therapy
COmparison: 05 ERP + Fluvoxatming v CT + Fluvoxamine
Outcorme: 07 Anxiety Discomfort Scale: therapist's ratings
Study ERP + Fluvoxamine CT + Fluvoxamine SMD (fixed) ShiD (fixed)
o sub-category ] Mean (500 Mean (500 895% Cl 95% Cl
wan Balkom 1995 12 14.Z0(10. 320} 14 1z &0(7.50) 0.0 [-0.&64, 0.7&]
Total (95% CI) 13 14 e— 0.06 [-0.64, 0.7&]
Test for heterogeneity: not applicable
Test for overall effect, £ =015 (P = 0.86)
-1 0.3 0 045
Favours ERP+FLY  Fawvours CT+FLY
Review: Qi combinstion therapy
Comparison: 05 ERP + Fluvoxamine v CT + Fluvoxamine
Outcorme: 05 Anxiety Dizcomfort Scale: assessor's ratings
Study ERF + Fluvoxamine CT + Fluvoxamine SMD (fixed) SO (fized)
or sub-category ] Mean (5D Mean (S0 95% CI 95% Cl
I
wan Balkom 1953 1z 14 _Z0(8_ 700 14 13 8004_70) 0.05 [-0.64, 0.75]
Tatal (85% CI) 15 14 0.05 [-0.64, 0.75]
Test for heterogeneity: not applicable
Test for overall effect: £ =015 (P = 0558)
- 05 o 0s
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Revieny: QCD: combination therapy
Comparisan: 06 Children: ERP + Fluvoxamineg v Fluvoxamine alone
Qutcome: 01 Mon-responder (Y-BOCS reliable change)
Stucdy ERP + Fluvoxamine Fluvoxamine RR [fixed) RER [fixed)
o sub-category M il 959 I 9595 I
01 &t 43 weeks

Meziroglu 2000 oss 378 —B 0.14 [0.01, Z2.21]
Subtatal (95% CN) O#E I4E ~mnn——-— 0.14 [0.01, Z.211
Test for heterogeneity: not applicakle
Test for overall effect: £=139(P =0.1E)
02 &t 22 weeks

Meziroglu 2000 oss zs8 —B 0.Z0 [0.01, 3.35]
Subtatal (95% CN) OfE ZFE ~—eni 0.z0 [0.01, 3.35]
Test for heterogeneity: not applicable
Test for overall effect: Z=1.12 (P = 0.26)
03 At 2 vears

Meziroglu 2000 O#E Z#E —B 0.z0 [0.01, 3 3E]
Subtatal (95% CI) 0sg Z/E ——an - 0.z0 [0.01, 3.3E]
Test for heterogeneity: not applicable
Test for overall effect: Z=112 (P = 0.26)

oool 00 04 1 10 100 1000
Fawours ERP+FLY  Fawours FLW

Review: Qi combinstion therapy
Comparison: 06 Children: ERP + Fluvoxamine v Fluvoxamine alone
Cutcarme: 02 CY-BoCs
Study ERF + Fluvoxamine Flurvoxamine SMD (fixed) SO (fized)
o sub-category ] Mean (S0 M Mean (S0 95% C 5% Cl
01 At 43 weeks

Meziroglu 2000 E -ll. 60k &4} 13 -3.60(4. 23} —_— -l.44 [-E.3Z, 0.04]
Subtatal (95% CI) 5 3 -~ealifiiine- -l.44 [-Z.92, 0.04]
Test for heterogeneity: not applicable
Test for overall effect £ =191 (P = 008)
02 At 52 weeks

Meziroglu 2000 5 -l4.00(6.08) [ —3.40(6.69) —_— -1.50 [-3.00, 0.00]
Subtotal (95% CI) 3 5 -~~sapiiiens- -1.50 [-%.00, 0.00]
Test for heterogeneity: not applicable
Test for overall effect; £ =1 96 (P = 0.05)
03 At 2 vears

Meziroglu 2000 5 —20.20(2.17) 3 -2.00(11_42) T -1.23 [-2.65, 0.13]
Subtotal (35% CI) 5 3 el - -1.z3 [-2.65, 0.19]
Test for heterogeneity: not applicable
Test for overall effect: £ =170 (P = 0.09)

-4 -2 0 2 4
Favours ERP+FLY  Favours FLY

Resvienn: QCh: combination therapy
Comparizon: 06 Children: ERP + Fluvoxamine v Fluvoxamine alone
Outcome: 03 MIMH-GOCS
Stucly ERF + Fluvaoxamine Flurvoxamine SMD (fixed) ShAD (fixedd)
o sub-category ] Mean (500 M Mean (S0 95% Cl 95% Cl
01 At 43 weeks |

Meziroglu 2000 5 -4.00(1.58) [ -Z.80(2.39) E =B -0.54 [-1.81, 0O.74]
Subtotsl (95% CI) 5 3 - -0.54 [-1.81, 0.74]
Test for heterogeneity: not applicable
Test for overall effect, Z=082 (P =041)
02 At 52 weeks

Meziroglu 2000 c -3.80(2.17) [ -2 E0(Z.39) - -0.83 [-1.%2, 0.88]
Subtotal (95% CI) 3 5 - -0.83 [-1.9Z, 0.86]
Test for heterogeneity: not applicable
Test for overall effect £ =096 (P =034)
03 At 2 vears

Meziroglu 2000 5 -7.40(Z.88) [ -4.00(4.53) -—r -0.81 [-2.13, 0.51]
Subitotal (95% CI) 5 5 L= -0.81 [-2.1%, 0.51]
Test for heterogeneity: not applicable
Test for overall effect, Z=120(P=023)

-10 -5 i 5 10

Fawours ERP+FLY

Favours FLY
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Revieny: QCD: combination therapy

Comparisan: OF Childrer: CBT + Sertraline v Sertraline

Qutcome: 01 Leaving the study early

Stucdy CHT + Settraline Sertraline RR [fixed) RER [fixed)

o sub-category M il 959 I 9595 I
POTS 2004 2fe8 ZfE8 l.00 [O.ZZ, 4_.54]
Total (95% <0 328 328 l.00 [0.22, 4.E54]

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

o1 02 05 1 2 5 10
Fawvours CBT+Zertrall  Favours Sertraline
Revieny: OCD: combination therapy
Comparison; 07 Children; CBT + Sertraline v Sertraline
Outcome: 02 Leaving the study early due to adverse events
Study CHT + Serraline Sertraline RR (fixed) RR (fixed)
or sub-category it T 95% Cl 95% Cl
POTS 2004 1728 1728 l1.00 [O.07, 15_21]
Total (95% CI) 1728 1728 1.00 [O.07, 15_21]

Test for heterogeneity: not applicable
Test for overall effect: Z=000 (P =1.00)

04 02 05 1 2 5 10

Fawvaours CBT+Serrall  Favours Sertraline

Review: Qe combination therapy
COmparison; 07 Children; CBT + Sertraline v Sertraline
Cutcome: 03 CY-BOCS
Studly CHT + Sertraline Sertraline SMD (fixed) ShAD [ fixed)
or sub-category ] Mean (=0 M Mean (S0 95% C 95%

POTS 2004 z8 11_zZ0{8_&0) 28 1&_ LO0(9_10) +— -0.5% [-1.13, -0.0%]
Total (95% CI) 28 ] e —— -0.52 [-1.13, -0.0E]

Test for heterogeneity: not applicable
Test for overall effect £ =216 (P =003)

-1 -05 i 0s 1

Favours CBT+Sertrali  Favours Sertraline
Revieny: QCD: combination therapy
Comparison: 08 Childrer: CBT + Sertraline + CBT
Qutcome: 01 Leaving the study early
Studdy CHT + Zertraline Serraline RR (fixed) ER (fixed)
or sub-categary Nt it 959 I 959 Cl
POTS 2004 afz8 2fz8 l.00 [D.z2, 4.54]
Total (95% CI) 3SE8 -4} 1.00 [0.ZZ, 4_F4]

Test for heterogeneity: not applicable
Test for overall effect: Z =000 (P =1.00)

01 02 05 1 2 5 10
Favours CBT+Serrali  Favours Serraline
Review: Qi combinstion therapy
Comparison: 08 Children: CBT + Serraline v CBT
Cutcarme: 02 CY-BoCs
Study CHT + Sertraline Sertraline SMD (fixed) SO (fized)
or sub-category ] Mean (5D M Mean (S0 95% CI 95% Cl
POTS 2004 28 11.z0{&.60) z5 14.00(3.50) _—t -0.30 [-0.83, 0.22]
Tatal (95% CI) zg zg -~ - -0.30 [-0.83, 0.22]

Test for heterogeneity: not applicable
Test for overall effect: £ =113 (P =028)

-1 0.5 a 05 1
Fawours CBT+Sertrali - Favours Sertraline
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Other medical interventions

Reviewy: QD ather medical
COmparison: 01 Sterectactic arterior capsulotaimny »ws cingulatarmsy
Outcorme: 01 CPRS @ 3 months: change score
Study Capsulotomy Cingulotomy SMD (fixed) ShD (fized)
o sub-category ] Mean (500 M Mean (500 895% Cl 95% Cl
[

Fodstad 1952 z =12 7E(0.3E) z =B 7E({l.0&) — . —-E.75% [-3B.6E, EZ7.03]

Tatal (95% CI) z z -5.79 [-35.62, 27.03]

Test for heterogeneity: not applicable
Test for overall effect, Z=035(P=073)

100 -50 0 50 100
Favours capsulatomy  Favours cingulotomy
Review: QiZ0: ather medical
Comparison: 01 Sterectactic arterior capaulotomy vz cingulatormy
Outcorme: 02 CPRS @ 6 months: change score
Study Capsulotomy Cingulotomy SMD (fixed) SO (fized)
or sub-category ] Mean (5D M Mean (S0 95% CI 95% Cl
Fodstad 1952 Z —-13.EL5{5.30) z -11_E5{1.0&) -0.30 [-EZ.8%, E_E3]
Tatal (45% CI) z z ~— e —— -0.30 [-2.83, 2.29]

Test for heterogeneity: not applicable
Test for overall effect: £ =023 (P =052)

-4 -2 0 2 4
Favours capsulatamy  Favours cingulotomy
Revigw: CCOr ather medical
Comparizon: 01 Sterectactic arterior capsulotomy vs cingulatarmy
Outcome; 03 CPRS @ 12 morths: change score
Stucly Capsulatomy Cingulotomy SMD (fixed) ShD (fized)
or sub-category ] Mean (S0 M Mean (S0 95% I 95% CI
Fodstad 1932 z -la.50(z.83) z -17_Z5({6.01) 0.48 [-2.78, 3.70]
Tatal (95% CI) z z —eee e —— 0.45 [-£.78, 3.70]

Test for heterogeneity; not applicable
Test for overall effect Z=028(P=078)

-4 -2 i} 2 4
Favours capsulotomy  Favours cingulotomy
Reviewy: QD ather medical
COmparison: 01 Sterectactic arterior capsulotaimny »ws cingulatarmsy
Outcorme: 04 HaM-O @ 3 months: change score
Study Capsulotomy Cingulotomy SMD (fixed) ShD (fized)
o sub-category ] Mean (500 M Mean (500 895% Cl 95% Cl
|
Fodstad 1952 z =Z.00(4.E4) Z -4.00(0.01} — 0.1% [-2.0F, Z.43]
Tatal (95% CI) z z 0.1% [-2.08, 2.43]

Test for heterogeneity: not applicable
Test for overall effect, Z=0417 (P =057

4 2 0 2 4
Favours capsulatomy  Favours cingulotomy
Revigw: CCD: other medical
COmparison; 01 Sterectactic anterior capsulotomy ve cingulotormy
Outcome: 05 HAM-O @ 6 months: change score
Studly Capsulotomy Cingulotomy SMD (fixed) ShD [ fized)
or sub-category ] Mean (=0 M Mean (S0 95% C 95%
|
Fodstadd 1952 z —2.00(&_&&) z —Z.00{z_83) — o.00 [-1.96, 1.9&]
Tatal (93% CI) z z 0.00 [-1l.%6, 1.36]

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

4 2 0 2 4
Favours capsulotomy  Favours cingulotomy
Revigw: CCOr ather medical
Comparizon: 01 Sterectactic arterior capsulotomy vs cingulatarmy
Outcome; 06 HAM-O @ 12 months: change score
Stucly Capsulatomy Cingulotomy SMD (fixed) ShD (fized)
or sub-category ] Mean (S0 M Mean (S0 95% I 95% CI
Fodstad 1932 z —-1_50(4.35) z -4_L0(0_71) 0.48 [-Z2.89, 3.86]
Tatal (95% CI) z z —eeee e —— 0.4% [-£.89, 3.86)

Test for heterogeneity; not applicable
Test for overall effect Z=028(P=078)

4 2 0 2 4

Favours capsulotomy  Favours cingulotomy
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Review: Qe ather medical
COmparison; 01 Sterectactic anterior capsulotomy ve cingulotormy
Outcome: 07 HAM-2 @ 3 months: change score
Studly Capsulotomy Cingulotomy SMD (fixed) ShD [ fized)
or sub-category ] Mean (=0 M Mean (S0 95% C 95%
Fodstad 1932 2 -4.00{1.41} z -11.80¢12.02) 0.50 [-2.94, 3.95]
Total (95% CI) z z ——— e 0.50 [-Z.94, 3.95]
Test for heterogeneity: not applicable
Test for overall effect Z=025(P=075)
-4 -2 0 2 4
Favours capsulotomy  Favours cingulotomy
Revigw: CCOr ather medical
Comparizon: 01 Sterectactic arterior capsulotomy vs cingulatarmy
Outcome; 05 HAM-A @ 6 months: change score
Stucly Capsulatomy Cingulotomy SMD (fixed) ShD (fized)
or sub-category ] Mean (S0 M Mean (S0 95% I 95% CI
Fodstad 1932 z -3.00(Z.83) z -6.00(5. 66 0.38 [-2.54, 3.31]
Tatal (95% CI) z z —— 0.38 [-£.54, 3.31]
Test for heterogeneity; not applicable
Test for overall effect: Z =026 (P =0350)
-4 -2 a 2 4
Favours capsulotomy  Favours cingulotomy
Review: QiZ0: ather medical
Comparison: 01 Sterectactic arterior capaulotomy vz cingulatormy
Outcorme: 09 HAM-& @ 12 months: change score
Study Capsulotomy Cingulotomy SMD (fixed) SO (fized)
or sub-category ] Mean (5D M Mean (S0 95% CI 95% Cl
Fodstad 1932 2 —2_.501(3.54) z -7.50(7.78) 0.47 [-2.584, 3.73)
Total (95% CI) z z — e R —— 0.47 [-2z.84, 3.79]
Test for heterogeneity: not applicable
Test for overall effect: Z=025(P=075)
-4 -2 1] 2 4
Favours capsulatamy  Favours cingulotomy
Revieny: QD other medical
Comparisan: 02 Repetitive transcranial magnetic stimulation: active vs placeho
Outcome: 01 Adverse effects
Stucdy Active RTMS Placebo RTM= RR [fixed) RER [fixed)
o sub-category M il 959 I 9595 I
Alonso 2001 1/10 0sg B Z.4E5 [0.11, EZ.ZE]
Total (95% CN) 10 Y e —— Z.45 [0.11, 5&.25]
Tatal everts: 1 (Active RTMS), O (Placebo RTMS)
Test for heterogeneity: not applicakle
Test for overall effect: £=057 (P =0.57)
0.01 1] 1 10 100
Favours active RTMS  Favours placebo RTME
Reervierny: QCD: other medical
Comparison; 02 Repetitive transcranial magnetic stimulation; active vs placebo
Outcome: 02 Mon-responders (Y-BOCS 40%)
Study Active RTMS Placebo RTMWMS RR (fixed) RR (fixed)
or sub-category it T 95% Cl 95% Cl
Alonzo 2001 g8s10 s . 0.91 [0.&61, 1.37]
Tatal (95% I 10 ] e 0.91 [0.&81, 1.37]
Total everts: & (Active RTWMS), 7 (Placebo RTMS)
Test for heterogeneity: not applicable
Test for overall effect: Z=043 (P = 0E7)
0.5 oy 1 145 2

Favours active RTMWMS

Favours placebo RTMS
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Review: Qe ather medical

COmparison; 02 Repetitive tranzcranial magnetic stimulstion; active vs placebo

Outcome: 03 % -BOCE: change score

Studly Active RTMS Placebo RTMS SMD (fixed) ShD [ fized)

or sub-category ] Mean (=0 M Mean (S0 95% C 95%
Alonzo 2001 10 —3.40(8.24) g -0.25(3.92) — -0.45 [-1.3%, 0_50]

Tatal (95% CI) 10 ] i -0.45 [-1.38, 0.E0]

Test for heterogeneity: not applicable
Test for overall effect: £ =083 (P = 035)

-4 -2 0 2 4
Favours active RTM=  Favours placebo RTME
Revigw: CCOr ather medical
Comparizon: 02 Repetitive tranzcranial magnetic stimulation: active vs placebo
Outcome; 04 HAM-C: change score
Studly Active RTMS Placebo RTMS SMD (fixed) SMD (fixed)
or sub-category ] Mean (S0 M Mean (S0 95% I 95% CI
|

Alonzo 2001 10 —-0.30(3.35) g O.ZE(1.16) — N -0.17 [-1.10, 0O.7&]

Total (35% CI) 10 & -0.17 [-1.10, 0.76]

Test for heterogeneity; not applicable
Test for overall effect Z=036(P=072)

4 2 0 2 4
Favours active RTMZ  Favours placebo RTMZ
Review: QiZ0: ather medical
Comparison: 03 Repetitive tranzcranial magnetic stimulstion: right vs left
Outcorme: 01 % -BOCS @ post-treatment
Shudy Right Ledft SMD (fixed) SMD (fixed)
or sub-category ] Mean (5D M Mean (S0 95% CI 95% Cl

01 Right prefrontal v Left prefrontal

Sachdey 2001 & 17.0004.8) & 16 67 (1231} — 0.0z [-1.10, 1.1&]
Suktotal (95% CN 3 & 0.03 [-1.10, 1.1&]
Test for heterogeneity: not applicable
Test for overall effect: £ = 006 (P = 0.98)

4 2 o 2 4
Fawours right  Favours left
Review: Qe ather medical
COmparison; 03 Repetitive tranzcranial magnetic stimulstion; right vs left
Outcome: 02 BDI @ post-treatmert
Studly Right Ledt SMD (fixed) ShD (fixed)
or sub-category ] Mean (=0 M Mean (S0 95% C 95%
01 Right prefrantal v Left prefrontal
Sachdey 2001 & 14_17(8.31) & Q_ET(B_E&) T 0.4 [-0.67, 1.64]
Subtotal (5% CI) £ 3 ~=aiie- 0.48 [-0.67, l.84]
Test for heterogeneity: not applicable
Test for overall effect Z =082 (P =041)
-4 -2 0 2 4
Favours right  Favours left
Reviewy: QD ather medical
COmparison: 03 Repetitive tranzscranial magnetic stimulstion: right vs left
Outcorme: 03 MADRS @ post-treatment
Study Right Lett SMD (fixed) ShD (fixed)
o sub-category ] Mean (500 M Mean (500 895% Cl 95% Cl
01 Right prefrontal v Left prefrontal
Sachdev 2001 [} 15.33010.35) & B 00(7_51) T 0.95 [-0.27, z.18]
Subitotal (95% CI) & & ~tengiin.- 0.895 [-0.27, 2.18]
Test for heterogeneity: not applicable
Test for overall effect, Z=153(P=013)
-4 -2 0 2 4
Favours right  Favours left
Review: QiZ0: ather medical
Comparison: 03 Repetitive tranzcranial magnetic stimulstion: right vs left
Outcorme: 04 STA-S (@ post-treatment
Shudly Right Lett SMD (fixed) ShD (fixed)
or sub-category ] Mean (5D M Mean (S0 95% CI 95% Cl
01 Right prefrontal v Left prefrontal
Sachdey 2001 & 45 E0(3. &7} & 45 00(1E.0Z) — 0.04 [-1.10, 1.17]
Suktotal (95% CN 3 & o.04 [-1.10, 1.17]

Test for heterogeneity: not applicable
Test for overall effect: £ = 006 (P = 0495)

4 2 0 2 4

Fawours right  Favours left
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Qe ather medical
03 Repetitive tranzcranial magnetic stimulstion; right vs left
05 % -BOCE @ 1-month follow-up

Review:
COmparison;
Cutcome:

Studly
or sub-category ]

Right
Mean (=0 M

Left
Mean (S0

SMD fixed)
95% |

SMD (fixed)
95%

01 Right prefrantal v Left prefrontal

Sachdey 2001 [ 1z._00{3.54)
Subtotal (95% CN 3 &
Test for heterogeneity: not applicable
Test for overall effect: £ =107 (P =029)

(o]

16 50(8_31)

— -0.64 [-1.81, 0.54]
-0.&4 [-1.81, 0O.E4]

CCOr ather medical
03 Repetitive tranzcranial magnetic stimulstion: right vs left
06 B0 @ 1-month follow-up

Revigw:
Comparizon:
Outcome:

Stucly
or sub-category ]

Right
Mean (S0 M

Lett
Mean (S0

Favours right

a 2 4
Favours left

SMD Cfixed)
95% ¢

SMD (fixed)
95% C

01 Right prefrontal v Left prefrontal

Sachdew 2001 3 11.60(14.64) [
Subtatal (35% C) 3 &
Test for heterogeneity; not applicable
Test for overall effect: Z=010(P =092)

10.83(7.78)

006 [-1.07, 1.19]
006 [-1.07, 1.15]

QiZ0: ather medical
03 Repetitive tranzcranial magnetic stimulstion: right vs left
07 MADRS @ 1-month follosw-up

Review:
Comparison:
Cutcarme:

Study
or sub-category ]

Right
Mean (5D M

Lett
Mean (S0

-2

Favours right

0 2 4
Favours left

SMD (fixed)
95%

SMD (fixed)
95%

01 Right prefrontal v Left prefrontal

Sachdev 2001 3 lz.zo{=.2L) &
Suktotal (95% CN 3 &
Test for heterogeneity: not applicable
Test for overall effect: Z=111 (P=027)

&.53(E.71)

[-0.51, 1.8E]

- 0.e7
0.e? [-0.51, 1.85]

=l

Qe ather medical
03 Repetitive tranzcranial magnetic stimulstion; right vs left
08 STALLS @ 1-month follow-up

Review:
COmparison;
Cutcome:

Studly
or sub-category ]

Right
Mean (=0 M

Left
Mean (S0

-4

-2

Fawaurs right

a 2 4
Farvours left

SMD fixed)
95% |

SMD (fixed)
95%

01 Right prefrantal v Left prefrontal

Sachdey 2001 & 44 _E0(18.36) &
Subtotal (95% CD [ &
Test for heterogeneity: not applicable
Test for overall effect: £ =005 (P = 0483)

45 33(1z.72)

Reervierny: QCD: other medical
Comparison;

Outcome:

Study Right
or sub-category it

03 Repetitive transcranial magnetic stimulation: right s left
09 Mon-responders (Y-BOCS 40%) @ 1-month follow-up

2

Favours right

RR (fixed)
95% 2|

0 2 4
Favours left

RR (fixed)
95%

01 Right prefrortal v Lett prefrontal

Sachdey 2001 Zr6 Zr6

Subtotal (95% C [
Total evertz: 2 (Right), 2 (Left)

Test for heterogeneity: not applicable

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

1.00
1.00

[o.zo,
[o.zo,

4_95]
4_95]

0z

0.3

1

Favours right

2 4
Favours left

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



DRAFT FOR 1°" CONSULTATION

Revieny: QD other medical

Comparisan: 04 Plazma exchange vs IV immunoglobulin vs placebo (childfadolescent: st 1 month after start of trestment)

Outcome: 01 Adverse effects

Stucdy Trestment 1 Trestment 2 RR [fixed) RER [fixed)

o sub-category M il 959 I 9595 I

01 Plasma exchange v placebo

Perlmutter 1999 7410 zs10 —— 3.50 [0.%5, 12.301
Subtatal (95% CN 10 10 ot 2.E0 [0.2E5, 12.90]

Total everts: 7 (Treatment 1), 2 (Trestment 22
Test for heterogeneity: not applicakle
Test for overall effect: £=1.85 (P = 0.08)

02 I% immunoglobulin ve placebo
Perlmutter 1993 £410 z£10 —B— .00 [0.79, 11.44]
Subtatal (95% ) 10 10 e Z.00 [0.79, 11.44]
Total events: 6 (Trestment 17, 2 (Treatment 2
Test for heterogeneity: not applicable

Test for overall effect: Z=161 (P =0.11)

03 Plasma exchange vs [Y immunoglobulin
Perlnutter 1999 TA10 &410 1.17 [0.61l, E£_231]
Subtatal (95% CI) 10 10 1 1.17 [0.81, Z.23]
Total everts: 7 (Trestment 1), 6 (Treatment 2)
Test for heterogeneity: not applicable

Test for overall effect: Z=047 (P = 064)

om LN 1 10 100

Favours Treatment 1 Fawvourz Treatment 2
Revieny: QD other medical
Comparisan: 04 Plazma exchange vs IV immunoglobulin vs placebo (childfadolescent: st 1 month after start of trestment)
Qutcome: 02 Leaving study early
Stucdy Trestment 1 Trestment 2 RR [fixed) RER [fixed)
o sub-category M il 959 I 9595 I

01 Plasma exchange v placebo
Perlmutter 1999 os1l0 os10 Not estimable
Subtotal (95% CN u] u] HNot estimable
Total everts: O (Trestment 1), 0 (Trestment 22
Test for heterogeneity: not applicakle
Test for overall effect. not applicable

02 I% immunoglobulin ve placebo
Perlmutter 1993 1/10 0/10 B Z.00 [0.14, €5.30]
Subtotal (95% <N 10 10 ———e .00 [0.14, &5.30]
Total events: 1 (Trestment 17, 0 (Treatment 23
Test for heterogeneity: not applicable

Test for overall effect: Z=0.70(P = 0.43)

03 Plasma exchange vs [Y immunoglobulin
Perlmutter 1939 0#10 1410 B 0.33 [D.02, 7.32]
Subtatal (95% C 10 10 — 0.33 [0.02, 7.37]
Total everts: 0 (Trestment 1), 1 (Treatment 2)
Test for heterogeneity: not applicable

Test for overall effect: Z=070(P = 0.49)

0.1 IR 1 10 100
Favours Treatment 1 Fawvourz Treatment 2
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DRAFT FOR 1°" CONSULTATION

Revigw: CCD: other medical
COmparison;
Cutcome: 03 Y -BoCs*
Stucly

or sub-category ]

Treatmernt 1
Mean (=0

04 Plasma exchange vs IV immunoglobulin vs placebo (childfadolescent; st 1 month after start of treatment)

Treatment 2
Mean (S0

SMD (fixed)
95% |

SMD (fixed)
95%

01 Plasma exchange vs placeho
Perimutter 1999 3

Subtatal (95% C) c

Test for heterogeneity; not applicakble

Test for overall effect £ = 2.77 (P = 0.008)

18_E0(&.10)

02 1% immunoglobulin vs placebo
Perlmutter 1999 3
Suktotal (95% CI) 3
Test for heterogeneity: not applicable
Test for overall effect: £ =235 (P =002)

17.83(3.68)

03 Plasma exchange vs 1Y immunoglobulin
Perimutter 1999 3
Subtatal (35% C) 5
Test for heterogeneity; not applicable
Test for overall effect: Z =007 (P =095)

18. 200610}

-1

[u]

E3_7L(3_55)
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Z.T7L(3.858)

17.83(59.68)
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BE]

-ZE]
Z6]

23]
£3]

Reviewy: QD ather medical
COmparison:
Outearme: 04 pIMH-Global Severity®
Study

o sub-category ]

Treatment 1
Mean (500

4 2 0 2 4

Favours Trestment 1

04 Plasma exchangs vs IV immunoglobulin vs placebo (childfadolescent: st 1 month after start of treatment)

Trestmert 2
Mean (500

Favours Treatment 2

ShD (fixed)
95% I

ShiD (fixed)
95%

1 Plasma exchange vs placebo
Perlmutter 1999 3
Suktotal (95% CI) 3
Test for heterogeneity: not applicable
Test for overall effect: £ =177 (P =005)

533 (2.2

02 I immunoglobulin vs placebo
Perimutter 1999 3
Subtatal (95% C) [
Test for heterogeneity; not applicable
Test for overall effect. £ =2.00(P =004)

5.3301.97)

03 Plasma exchange ws %Y immunoglobulin
Perlmutter 1999 3
Suktotal (95% CN 3
Test for heterogeneity: not applicable
Test for overall effect: £ =000 (P =1.00)

B33 (2.3

S.23(0.7g)

~=sngiiiee-

S_29{0.7&)

B.3E(1.37)

.15
.15

JEE
JEE
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[-2.43, 0.
[-2.43, 0.
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12]
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-0z]

13]
19]

Review: QiZ0: ather medical

Comparison:

Outcorme: 05 CGl-Symptom Severty®

Treatment 1
Mean (S0

Study
o sub-category ]

-4 -2 1} 2 4

Fareaurs Treatmeant 1

04 Plasma exchange vs IV immunoglobulin vs placebo (childfadolezcent: st 1 month after start of treatment)

Treatmert 2
Mean (S0

Farvours Treatment 2

SMD (fixed)
953%

SMD (fixed)
Q5%

01 Plasma exchange vs placebo
Perlmutter 1999 3
Subtotal (25% CD g
Test for heterogeneity: not applicable
Test for overall effect £ =209 (P =004)

F.6001.14)

02 1% immunoglobulin vs placebo
Perimutter 1599 3
Subitotal (95% C1) 3
Test for heterogeneity: not applicable
Test for overall effect, £ =173 (P = 0.05)

3.582(1.11L)

03 Plasma exchange ws IV immunoglabulin
Perlmutter 1999 5
Subtotal (85% CN 3
Test for heterogeneity: not applicable
Test for overall effect £ =043 (P =067

3.6001.14)

4.56(0.48)
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F.9E(1.11)

.43
.43

-0

JEE

—suiliiites- -o.

Ze

[-z.78, -0
[-2.78, -0

-Z5
-EE

.45, 0.
L4E, 0.

.03
.03

-14]
S14]

93]
23]

4 2 0 2 4

Fawours Treatment 1

Favours Treatment 2

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



DRAFT FOR 1°" CONSULTATION

Review: Qe ather medical
COmparison; 04 Plasma exchange vs IV immunoglobulin vs placebo (childfadolescent; st 1 month after start of treatment)
Cutcome: 06 Glohal Azzessment Scale*

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

01 Plasma exchange vs placeho
Perlmutter 1999 3 -53.40(12.36) -E4. 8604300 —t 1 -0.93 [-2.16, 0.31]
Subtotal (95% CI) 5 7 . -0.83 [-2.16, 0.31]
Test for heterogeneity; not applicakble
Test for overall effect Z=147 (P=0.14)

-1

02 1% immunoglobulin vs placebo
Perimutter 1539 & —EZ.83(1l0.&5) 7 -84 _FE(d.30) e =0.594
Subtotal (95% CI) & 7 -=sngiiiner -0.94
Test for heterogeneity: not applicable
Test for overall effect: Z=157 (P=012)

L11, 0.23]
J11, 0.23]

03 Plasma exchange vs 1Y immunoglobulin
Perlmutter 1999 5 —63.40(1Z.36) —EE_83{10_&3) — -0.05 [-1.23, 1.14]
Subtatal (35% C) 5 & * -0.05 [-1.23, 1.14]
Test for heterogeneity; not applicable
Test for overall effect: Z=0058 (P =094)

[u]

-4 -2 a 2 4
Favours Trestment 1 Favours Treatment 2
Reviewy: QD ather medical
COmparison: 04 Plasma exchangs vs IV immunoglobulin vs placebo (childfadolescent: st 1 month after start of treatment)
Outearme: 07 RIMH- Aniety

Study Treatment 1 Trestment 2 EMD (fixed) ShD (fized)
o sub-category ] Mean (500 M Mean (500 895% Cl 95% Cl

1 Plasma exchange vs placebo
Perimutter 1999 t 4. Z00Z.z28) ? F.Oo0(l.41) — -1.42 [-2.77, -0.09]
Subtotal (95% CI) 5 7 =msiiie-— -1.43 [-2.77, -0.09]
Test for heterogeneity: not applicable
Test for overall effect: £ =209 (P =004)

02 I immunoglobulin vs placebo
Perlmutter 1999 & L.33(l.27 7 7o00i1_41) — -1.1% [-&.3E, 0.09]
Subtotal (95% CI) 13 7 e i -1.1z [-Z.3Z, 0.09]
Test for heterogeneity; not applicable
Test for overall effect. £=151 (P =007)

03 Plasma exchange ws %Y immunoglobulin
Perimutter 1539 £ . Z00Z.28) & L.33(l.37) 1 =0.E5& [-1.73, D.&&]
Subtotal (35% CI) 5 & ~euliiipe-- -0.56 [-1.79, 0.66]
Test for heterogeneity: not applicable
Test for overall effect: Z=090(P =037

-4 -2 1} 2 4

Farvours Treatment 1 Favours Treastment 2
Review: QiZ0: ather medical
Comparison: 04 Plasma exchange vs IV immunoglobulin vs placebo (childfadolezcent: st 1 month after start of treatment)
Outcorme: 05 MIMH-Depression®

Study Treatment 1 Trestment 2 SMD (fixed) SO (fized)
o sub-category ] Mean (S0 M Mean (S0 95% C 5% Cl

01 Plasma exchange vs placebo
Perimutter 1999 E BLED(Z.13) 7 T.ET(Z. 2 — =l.86Z [-3.0&, -0.23]
Subtatal (35% CI) 13 7 el -l.62 [-%.0Z, -0.23]
Test for heterogeneity: not applicable
Test for overall effect £ =225 (P =002)

02 1% immunoglobulin vs placebo
Perlmutter 1999 [} 4.83(2.14) ? A -aaclih] — -1.14 [-Z_.35, 0.07]
Subtotal (5% OO I 7 . -1.14 [-Z.3E, 0.07]
Test for heterogeneity: not applicable
Test for overall effect; £ =155 (P = 0.06)

03 Plasma exchange ws IV immunoglabulin
Perlmutter 1999 5 3.62(0.13) & 4.8302.14) —_— -0.63 [-
Subtotal (35% CI) 5 & ~~enliiine-- -0.63 [
Test for heterogeneity: not applicable
Test for overall effect £ =109 (P =027

.93, 0.55]
.93, 0.55]

-4 -2 a 2 4
Fawours Trestment 1 Favours Treatment 2
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DRAFT FOR 1°" CONSULTATION

Revigw: CCD: other medical
COmparison;
Cutcome: 09 MIbdH-0C*
Stucly

or sub-category

04 Plasma exchange vs IV immunoglobulin vs placebo (childfadolescent; st 1 month after start of treatment)

Treatmernt 1
Mean (=0 M

Treatment 2
Mean (S0

SMD (fixed)
95% |

SMD (fixed)

3%

01 Plasma exchange vs placeho
Perimutter 1999
Subtatal (95% C)

5 ToEOGZ.7E)
E 7

-1

9_57(1.51) —

e

-1.04

Test for heterogeneity; not applicakble
Test for overall effect Z=1E2(P=0.11)

02 1% immunoglobulin vs placebo

Perlmutter 1999 3 T.3T(Z.34) 7
Suktotal (95% CI) 3 7
Test for heterogeneity: not applicable
Test for overall effect: £ =1 76 (P = 0.05)

03 Plasma exchange vs 1Y immunoglobulin

Perimutter 1999 3 T.E0(Z.78)
Subtatal (35% C) 5 &
Test for heterogeneity; not applicable
Test for overall effect: Z=0058 (P =094)

[u]

To33(2.34)

S_ET(1.51) e

-1.
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og
og

-0.05

-E9
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-4
Farvours Treatment 1

QCD: other medical

05 Plasma exchange vs [V immunoglobulin (childfadolescent: at 1 vear after start of treatment)

01 Leaving study early

Reervierny:
Comparison;
Outcome:

Study
or sub-category

Plasma exchange
rut

I% immunoglabulin
ni

RR (fixed)
95% 2|

-2 i

2

4

Favours Treatment 2

RR (fixed)

95% Cl

Petlmutter 19399 Z/10 0s9

Total (95% CN 10 a
Total everts: 2 (Plasma exchange), O (Y immunoglobuling

Test for heterogeneity: not applicable

Test for overall effect: Z=1.02 (P =0.31)
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05 Plasma exchange vs IV immunoglobulin (childfadolescent; st 1 yvear after start of trestment)
02 ¥-BoOCs*

Review:
COmparison;
Cutcome:

Studly
or sub-category

Plasma exchange
Mean (=0 M

1% immunoglobulin
Mean (S0

10 100

Fawours [% iminu.

SMD fixed)
95% |

SMD (fixed)

3%

|
Petimutter 1599 3 10.50(8.27) & 1z 00(2.45)
Total (95% C g &
Test for heterogeneity: not applicable

Test for overall effect Z=039(P=070)
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Revigw:
Comparizon:
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95% ¢

SMD (fixed)
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Tatal (95% CN) 5 &
Test for heterogeneity; not applicable

Test for overall effect Z=144 (P=015)
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