3

V.

For the best experience, open this PDF portfolio in
Acrobat 9 or Adobe Reader 9, or later.

Get Adobe Reader Now!



http://www.adobe.com/go/reader


DRAFT FOR CONSULTATION

APPENDIX 20: INTERVENTIONS FOR THE LONG-TERM
MANAGEMENT OF BIPOLAR DISORDER - RISK OF BIAS
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Study ID 22|22 mEalmE | SE|HE
BERWAERTS2012
BOBO2011B
BOWDEN2000
BOWDEN2003
CALABRESE2003
CALABRESE2005¢
CARLSON2012
COXHEAD1992
DUNNER1976
GEDDES2010
GELENBERG1989
GHAEMI2010
HARTONG2003
JENSEN1995
KLEINDIENST2000
LANGOSCH2008
LICHT2010
MACFADDEN2009
MARCUS2011
PRIEN1973
PRIEN1973B
PRIEN1984
QUIROZ2010
QUITKIN1981 2 ?
STALLONE1973
SUPPES2009
TOHEN2004
TOHEN2005
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Study ID
VIETA2006
VIETA2008
VIETA2008B
VIETA2012
WEISLER2011
WOLF1997
YOUNG2012
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APPENDIX 21: PHARMACOLOGICAL INTERVENTIONS FOR THE LONG-
TERM MANAGEMENT OF BIPOLAR DISORDER - FOREST PLOTS

Lithium
Outcomes for low dose of lithium compared with standard dose

Number of participants who relapsed! (any type)

Lithium (low)  Lithium (standard) Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
GELEMBERG1984 21 47 a] 47 100.0% 3.80[1.55, 7.89]
Total (95% Cl) 47 47 100.0% 3.50 [1.55, 7.89] .
Total events ) f
Heterogeneity: Mot applicable 005 02 : 20

Test for overall effect, 2= 23.02 (P = 0.003)

Number of participants who relapsed (mania)

Favours lithium (low) Favours lithium(standard)

Lithium {low)  Lithium (standard) Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% ClI
GELEMBERIG1984 20 47 3 47 100.0% B.ET [2.12,20.83]
Total (95% CI) 47 47 100.0% 6.67 [2.12, 20.93] .
Total events 20 3
Heterogeneity: Mot applicable oo o T -

Test for overall effect £= 325 (P =0.001}

Number of participants who relapsed(depression)

Favours lithium (low) Favours lithiumi(standard)

Lithium (low) Lithium {standard) Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Random, 95% CI N-H, Random, 95% Cl
GELEMBERG1985 1 a7 3 47 100.0% 0.33[0.04,3.09]
Total (95% CI) 47 47 100.0% 0.33 [0.04, 3.09] e ——
Total events 1 3
Heterogeneity: Mot applicable D.IDS sz é 2-0

Testfor overall effect. =097 (P=0.33

Number of participants discontinuing(for any reason)

Favours lithium (low) Favours lithium (standard)

Lithiwm {low) Lithium {standard) Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
GELEMBERG1989 11 47 24 47 100.0% 0.46[0.25, 0.83]
Total (95% CI) 47 47 100.0% 0.46 [0.25, 0.83] 4
Total events 11 24
Heterogeneity: Mot applicable D.Eililﬁ DH 1'|Z| zﬁn

Test for overall effect £=2.60 (P = 0.009)

Favours lithium (low) Favours lithium (standard)

Outcomes for lithium every other day compared with lithium daily

Number of participants who relapsed (any type)

1 The definition of relapse differs between studies. Please refer to Table 1 below for a full definition.
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Lithium {every otherday) Lithium {daily) Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
JERSEM1334 12 25 ] 25 1000% 2.401[0.953, 5.81]
Total {(95% Cl) 25 25 100.0% 2.40 [0.99, 5.81] i
Total events 12 ]
é 1

Heterogeneity: Mot applicahle
Testfor overall effect Z=1.94 (P =005}

Number of participants who relapsed (mania)

20
Favours lithium (daily)

0.05 0.2
Favours lithium (every other day)

Lithium {(every other day) Lithium (daily) Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
JEMSEM1995 G 28 3 25 100.0% 2.00[0.56, 7.12] ]
Total {95% CI) 25 25 100.0% 2.00 [0.56, 7.12] el
Total events G 3
Heterogeneity: Mot applicable } t f }
o _ 0.01 01 10 100
Testior overall effect 2= 1.07 (P = 0.28) Favours lithium (every other day) Favours lithium (daily)
Number of participants who relapsed (depression)
Lithium {(every other day) Lithium (daily) Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
JEMSEM1995 G 28 2 25 100.0% 300[0.67,13.46]
Total (95% CI) 25 25 100.0% 3.00 [0.67, 13.46] —--*——
Total events G 2
Heterogeneity: Mot applicable ; t f }
o _ 0.0s 0.z ] 20
Testfor overall effect Z=1.43 (F=015) Favours lithium (every other day) Favours lithium (daily)
Number of participants discontinuing (for any reason)
Lithium {(every other day)  Lithium (daily) Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
JEMSEM1995 n 28 4 25 100.0% 011 [0.01, 1.96]
Total {95% CI) 25 25 100.0% 0.11 [0.01, 1.96] — e —
Total events 1} 4
Heterogeneity: Mot applicable f t t f
o B 0.0o4 0.1 10 200
Testfar overall effect Z=1.50 (F = 0.13) Favours lithium (every other day) Favours lithium (daily)
Outcomes for lithium compared with placebo
Number of participants who relapsed (any type)
Lithium Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% ClI
DUMMERTYTE 10 16 18 24 53.49% 0.83[0.53,1.30]
STALLOMETST3 3 25 18 27 461% 018 [0.06, 0.54] —ii—
Total {95% CI) 41 51 100.0% 0.41 [0.07, 2.43]
Total events 13 36
Heterogeneity: Tau®=1.47; Chi*= 911, df= 1 (P = 0.003); F= 89% ; i 1 i i
Test for overall effect: =098 (P=0.33) 0.05 02 1 5 20
=T - Favours lithium Favours placebo
2
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Lithium Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
BOWYDEMR 2003 148 4k 44 0 43.3% 0.56 [0.38, 0.83] -
CALABRESEZ003 a6 121 GE 121 8B.7% 0.85 [0.66, 1.09]
Total (85% CI) 167 191 100.0% 0.71 [0.47, 1.06]
Total events 74 114

00s 02 1 5 20
Favours lithium Favours placebo

Heterogeneity: Taw®= 0.06; Chi®= 310, df=1 (F=0.08); F= (3%
Test for overall effect: Z=1.66 (F=0.10)

Lithium Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 85% Cl
FRIEM1G73 42 101 g4 104 100.0% 0.53[0.41, 0.67]
Total {95% CI) 101 104 100.0% 0.53 [0.41, 0.67] -
Total events 43 a4
Heterogeneity: Mat applicahle Dlﬁ IIIIT 155 é
Test for overall effect: £=5.12 (F = 0.00001) Faudurs Iifhium Faum_irs placebo
Lithium Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 85% Cl
BEOWDERZ000 28 91 36 G4 100.0% 0.2801[0.54,1.20]
Total {95% CI) 91 94 100.0% 0.80 [0.54,1.20]
Total events 28 36

0.0s 02 1 5 20
Favours lithium Favours placebo

Heterogeneity: Mot applicable
Test for overall effect: Z=1.07 (P =028

Number of participants who relapsed (mania)

Lithium Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
BOWYDER 2000 149 91 21 94 100.0% 0.93[0.54,1.62]
Total (95% CI} 91 94  100.0% 0.93 [0.54,1.62]
Total events 19 21

Heterogeneity: Mot applicable 0 |=:|5 III=2 1. é 2=III
Testfor overall effect £Z=024 (F=0.81) F.aunurs .Iithium Favours placebo

Lithium Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
BOWYDEMZ003 a 46 28 0 100.0% 0.43[0.22 087
Total (95% CI} 46 0 100.0% 0.43[0.22,0.87] s
Total events a 28
Heterogeneity: Mot applicable III.I'ZIE sz é EIIII

Test for overall effect: £ = 2.36 (P =0.02) Favours lithium Favours placebo

Lithium Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
DUMMERTYTE 1 16 4] 24 100.0% 0.25[0.03,1.89]
Total (95% CI} 16 24 100.0% 0.25[0.03, 1.89] ——e
Total events 1 ]
Heterogeneity: Mot applicable III.I'ZIE sz é EIIII

Test for overall effect: =134 (FP=0.1&) Favours lithium Favours placebo
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Lithium Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
PRIEN1973E 7 18 3 13 100.0% 0.48 [0.09, 2.48] ——
Total (95% CI} 18 13 100.0% 0.48 [0.09, 2.48] ——enil———
Total events 2 3
Heterogeneity: Mot applicable III.I'ZIE sz é EIIII

Test for overall effect: £ = 0.87 (P =038 Favours lithium Favours placebo

Lithium Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% ClI
PRIEM1873 27101 78 104 100.0% 0.36 [0.25, 0.50]
Total (95% CI) 101 104 100.0% 0.36 [0.25, 0.50] .
Total events 27 73
Heterogeneity: Mot applicable 0 s 3 z

Testfor overall effect £=5.92 (P = 0.00001) Favours lithium Favours placebo

Number of participants who relapsed (depression)

Lithium Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 85% Cl
BOWYDERZ000 4 91 14 94 100.0% 062 [0.29 1.34] —
Total (95% CI} 91 94  100.0% 0.62 [0.29,1.34] -
Total events 4 14
Heterogeneity: Mot applicable III.I'ZIE sz é EIIII

Test for overall effect: Z=1.21 (P=0.23 Favours lithium Favours placebo

Lithium Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% ClI
BOWDERNZ2003 10 46 21 70 O100.0% 0.72[0.38,1.39] —
Total (95% Cl) 46 70 100.0% 0.72 [0.38, 1.39] -
Total events 10 21
Heterogeneity: Mot applicable IZI.iZIS sz é 2-EI

Testfor overall effect 2= 0.96 (P = 0.33) Favours lithium (low) Favours lithium(standard)

Lithium Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 85% Cl
DUNMERTATE £ 16 12 24 100.0% 1.13[0.62, 2.03]
Total (95% CI) 16 24 100.0% 1.13[0.62, 2.03]
Total events £ 12
Heterogeneity: Nntapplfahle ) III.I'IIE sz 1. é 2'|:|
Testfor overall effect Z= 039 (P =070 Favours lithium  Favours placebo
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Lithium Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 85% Cl
FRIEM19T3E 2 148 a 13 100.0% 0.29[0.07,1.26] B
Total (85% CI) 18 13 100.0% 0.29 [0.07, 1.26] —oni-
Total events 2 a
Heterogeneity: Nntappllcahle III.I'ZIE sz é EIIII
Test for overall effect: Z=1.65 (FP=0.10) Favours lithium Favours placebo
Lithium Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
PRIEM1873 43 101 a4 104 100.0% 053 [0.41, 06T
Total (95% CI) 101 104  100.0% 0.53 [0.41, 0.67] .
Total events 43 a4
Heterageneity; Mot applicable EI=5 IZI=T 115 é

Test for overall effect £= 512 (F = 0.00001)

Number of participants discontinuing (for any reason)

Favours lithium  Favours placebo

Risk Ratio
M-H, Random, 95% ClI

Lithium Placebo Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl
DUMMERTYTE 3 16 4 24 41.8% 1.13[0.29, 4.37]
STALLOMETSTI f 28 4 27 58.A8% 1.62 [0.42,5.08]
Total (95% CI} 41 51 100.0% 1.39 [0.58, 3.34]
Total events 4 a

Heterogeneity: Tauw®=0.00; Chi*= 016, df=1 (F=0.649); F=0%
Test for overall effect: £=0.74 (P = 0.46)

0ao0s 04 1 10 200
Favours lithium Favours placebo

Lithium Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% ClI
BOVWDEMNZOO3 26 46 21 0 47.0% 1.881[1.22,2.92] :
CALABRESEZOO3 45 121 43 121 53.0% 1.05[0.74, 1.46]
Total (95% CI) 167 191 100.0% 1.38 [0.78, 2.45]
Total events 71 h4
Heterogeneity: Tau*=013; Chi*=4.39 df =1 (F=004), F=77% 001 o i s i

Test for overall effect: Z=1.09 (P =0.27)
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Lithium Placebo Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 85% Cl

BOWYDER 2000 41 91 a4 94 100.0% 1.21[0.86,1.71]

Total (85% CI) 91 94 100.0% 1.21 [0.86, 1.71]

Total events 41 34

Heterogeneity: Mat applicahle l l l l l !

Test for overall effect: Z=1.08 (P =0.28) D:I—HD.?H .E.Lﬁ;..m .—H...?'..,H .,.HEMJHD
Lithium Placebo Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 85% Cl

FRIEM1G73 23101 ar 104 100.0% 0.42[0.28 062

Total (85% CI) 101 104 100.0% 0.42[0.28,0.62] -

Total events 23 ar

Heterogeneity: Mat applicahle I:IIE I:IIS é é

Test for overall effect: £=4.31 (F = 0.0001) Faﬁnurs Iitﬁium Favours placebo
Lithium Placebo Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 85% Cl

FRIEM19T3E 1 18 4] 123 100.0% 012002, 0.88]

Total (85% CI) 18 13 100.0% 0.12 [0.02, 0.88] g

Total events 1 ]

Heterogeneity: Nntappllcahle iII.EIEIE IZI!1 1'III SDIIi

Test for overall effect: £= 2.08 (P =0.04) Favours lithium Favours placebo
Lithium Placebo Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 85% Cl

WEISLER 2011 99 364 a0 404 100.0% 1.37 [1.06,1.78]

Total (85% CI) 364 404 100.0% 1.37 [1.06,1.78] L

Total events 99 an

Heterogeneity: Mat applicahle I:IIS IZIIT 155 é

Test for overall effect: £=2.41 (P =0.02) Favours lithium Favours placebo

Number of participants discontinuing due to side effects

Lithium Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% ClI
BOWYDEMZ003 16 46 10 0 48.6% 2.43[1.21,4.89)] —
CALABRESEZ003 19 121 12 121 a14% 1.488[0.80,3.12] -
Total (95% CI} 167 191 100.0% 1.95 [1.20, 3.17] &>
Total events 348 22
_I?etn:;ugenem.rl:l T?ru ;gflnz;?nhlpz—n;nﬁﬁ?fﬂ (F=038) F=0% 'IZI.IIIIZIS EIH 1'EI EEIIII'
estfor overall effect: 2= 2.70 (F = 0. ) Favours lithium Favours placebo
Lithium Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
BOWYDER 2000 K3 91 11 94 100.0% 2.91[1.56, 5.44]
Total (95% CI} 91 94  100.0% 2.91 [1.56, 5.44] <&
Total events )| 11
Heterogeneity: Mot applicable 'III.IIIIIIS III!“I 1'IZI EEIEI'

Test for overall effect: £= 3.35 (F = 0.0008) Favours lithium Favours placebo
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Lithium Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 85% Cl
WEISLER 2011 20 364 10 404 100.0% 222 [1.04, 4 68]
Total (85% CI) 364 404 100.0% 2.22 [1.05, 4.68] <4
Total events 20 10
estfor overall effect: 2= 2.10 (F = 0.04) Favours lithium Favours placebo
Number of suicides
Lithium Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
FRIEM19T3E n 148 1 13 100.0% 0.25[0.01, 5.549]
Total (95% CI} 18 13 100.0% 0.25[0.01, 5.59] — i —
Total events n 1
Heterogeneity: Mot applicable 'III.III1 IIIH 1'EI 1IIIIII'

Test for overall effect: £=0.88 (P =038

Favours lithium  Favours placebo

Number of deaths
Lithium Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
PRIEMN19T3E 1 18 1 13 100.0% 0.72[0.05 10.52]
Total (95% CI}) 18 13 100.0% 0.72 [0.05,10.52]

Total events 1 1
Heterogeneity: Mot applicable
Test for overall effect: =024 (P=0.81)

Psychosocial functioning (Global assessment scale)*

0.0

01 1 1m 100

Favours lithium  Favours placebo

Lithium Placebo Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Random, 95% ClI IV, Random, 95% CI
BOWDEN2003 10 175 44 11 14 69 31.6% -0.06 [-0.44, 0.31]
CALABRESE2003 41 9.6 120 6.9 11.1 115 68.4% -0.27 [-0.53, -0.01]
Total (95% ClI) 164 184 100.0% -0.20 [-0.42, 0.01]

Heterogeneity: Tau? = 0.00; Chi2=0.77, df = 1 (P = 0.38); 12= 0%
Test for overall effect: Z = 1.89 (P = 0.06)

*Scores have been reversed so that higher change scores indicate a worsening of functioning
Outcomes for lithium compared with carbamazepine

Number of participants who relapsed (any type)

-1 05 0 05 1
Favours lithium Favours placebo
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Lithium Carbamazepine Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% ClI M-H, Random, 95% CI

HARTOMGZ2003 11 44 21 A0 18.8% 0.60[0.32,1.08] —

FKLEINDIEMWSTZ20003 23 aa 33 A6 46.6% 0.67 [0.46, 0.98)] -

FLEINDIEMSTZ2000kR 1 q 4 14 1.7% 0.397[0.05, 2.95]

WOLF1887 25 a4 26 a4 32.0% 0.96 [0.61,1.52] ——

Total (95% CI) 185 204 100.0% 0.73 [0.56, 0.95] &

Total events B0 a4

?etT;ngenmwl:lT?ru :ng;§2h|p=—263uTﬁ df=3 (P=0.50) F=0% o1 0 0 o0

Bstfor overall effect: 2= 2.32 (P =0.02) Favours lithium Favours carbamazepine

Lithium Carbamazepine Risk Ratio Risk Ratio

Study or Subgroup Evenis Total Evenis Total Weight M-H, Random, 95% CI M-H, Random, 95% CI

COXHEAD1992 g 16 4] 18 100.0% 1.25 047, 2.74]

Total {95% CI) 16 15 100.0% 1.25 [0.57, 2.75]

Total events g B

Heterogeneity: Mot applicable

0.1 1 10 100

o _ 0.o1
Testfor overall efiect 2= 10.55 (P = 0.58) Favours lithium Favours carbamazepir
Number of participants who relapsed(mania)
Lithium Carbamazepine Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
HARTORG2003 4 44 10 a0 100.0% 045014, 1.348]
Total {95% CI) 44 50 100.0% 0.45[0.15, 1.35] ——eng——
Total events 4 10
e I Ly O B
Bstior overall effect 2=1.42(F=0.15) Favours lithium Favours carbamazepine
Number of participants who relapsed (depression)
Lithium Carbamazepine Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% C|
HARTOMNG2003 7 44 11 an 100.0% 0.72[0.31,1.70] —
Total {95% Cl) 44 50 100.0% 0.72 [0.31,1.70] —=ot——
Total events 7 11
Heterogeneity: Mot applicahle 1 0z 05 ] : 10

Testfor overall effect £=0.74 (P = 0.46)

Number of participants who were hospitalised

Favours lithium Favours carbamazepine

Lithium Carbamazepine Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI N-H, Random, 95% CI
COXHEADT992 ] 16 5 15 100.0% 0.94 [0.34, 2.60]
Total (95% CI) 16 15 100.0% 0.94 [0.34, 2.60]
Total events A i

Heterogeneity, Mot applicable .D v
Testfor overall effect. =012 (P =0.90) '

Number of participants discontinuing(for any reason)

0.1 1 10 100
Favours lithium  Favours carbamazepine
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Lithium Carbamazepine Risk Ratio Risk Ratio

Study or Subgroup  Evenits Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% ClI

HARTOMGZ2003 18 44 13 50 &52.2% 1.67 [0.87F, 2.83] -

WOLF1997 a] a4 18 g4  47.8% 0.33[0.14, 0.80] ——

Total (95% CI} 128 134 100.0% 0.75[0.16, 3.54] gl

Taotal events 24 |

?Et?;ngenewl:lT?ru t=Z1_1 E;Q?Ehlpz—aﬁ?ﬁ df=1 (P =0.003);, F=83% 0005 o e b0

estior overall effect 2= 0.36 (F=0.72) Favours lithium Favours carbamazepine

Lithium Carbamazepine Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl

COXHEAD1992 1 16 2 15 100.0% 0.47 [D.05, 4.65]

Total (95% CI) 16 15 100.0% 0.47 [0.05, 4.65] ——enil—

Total events 1 2

Heterogeneity: Mot applicahle D.EiIZIS DH 1'IZI 2If|l2|

Testfor overall effect Z=0.65(F=0.582

Favours lithium Favours carbamazepine

Number of participants discontinuing due to side effects

Risk Ratio

Lithium Carbamazepine Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl

HARTOMIG2003 g 44 4 a0 38.9% 1.42[0.41, 4.96] —i—

WOLF1997 12 a4 ] g4 B1.1% 2.401[0.88 6.51] ——

Total (95% Cl) 128 134 100.0% 1.96 [0.90, 4.27] o

Total events 17 9

?et?]rcngenmwl:IT?ru :g._uﬁl;é}gm;_ﬂdegé df=1{P=0521F=0% 0008 o 10 240

estfor overall efiect Z=1.84 (F = 0.08) Favours lithium Favours carbamazepine

Lithium Carbamazepine Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI

COKHEADT9482 i 16 2 15 100.0% 019001, 3.63]

Total (95% Cl) 16 15 100.0% 0.19 [0.01, 3.63] —e————

Tatal events 1] 2

Heterogeneity: Hot applicable D.IjDS Elf1 1'I:| 260

Testfor averall effect Z=111 {F=0.27)

Favours lithium Favours carbamazepine

Outcomes for lithium compared with lamotrigine

Number of participants who relapsed (any type)

Lithium Lamotrigine Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
LICHTZ010 £l G0 33 B2 100.0% 0.97 [0.69, 1.36]
Total (95% CI) 60 62 100.0% 0.97 [0.69, 1.36]
Total events Kl 33

Heterogeneity: Mot applicable
Testfor overall effect: =017 (P = 0.86)

Number of participants discontinuing(for any reason)

Bipolar Disorder (Update): draft (March 2014)

a1 02 05 1 2 5 10
Favours lithium  Favours lamotrigine






DRAFT FOR CONSULTATION

Lithiuwm Lamotrigine Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
LICHTZ010 14 511l 18 B2 100.0% 1.09 [0.64, 1.87]
Total (95% CI) 60 62 100.0% 1.09 [0.64, 1.87]
Total events 19 18

Heterogeneity: Mot applicable
Testfor overall effect Z=0.32 (F=0.79)

Outcomes for lithium compared with valproate

Number of participants who relapsed(any type)

ooos 01 1 10 200
Favours lithium  Favours lamaotrigine

Lithium Valproate Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl

BOWWDEMZOO0 28 91 45 187 100.0% 1.28[0.86,1.91] ]

Total {95% Clj 91 187 100.0% 1.28 [0.86, 1.91] -

Total events 28 445

Heterogeneity: Mat applicable IIIIE IIII? 155 é

Testior overall effect 2=1.21 (F = 0.23) Favours lithium Favours valproate
Lithium Valproate Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI

CALABRESE2008C 18 3z 14 28 100.0% 1.13[0.70,1.82]

Total (95% Cl) 32 28 100.0% 1.13 [0.70,1.82]

Total events 18 14

Heterogeneity: Mot applicable |:|=5 IZI=T ] 115 é

Testfor overall effect: Z=048 (P =063 Favours lithium Favours valproate
Lithium Valproate Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl

GEDDES2010 B4 110 75 110 100.0% 0.85 [0.70, 1.05] i

Total {95% Clj 110 110 100.0% 0.85[0.70, 1.05] -

Total events 64 Th

Heterogeneity: Mat applicable IIIIE IIII? 155 é

Testfor overall effect £=1.93{F =013

Number of participants who relapsed(mania)

Favours lithium Favours valproate

Lithiwm Valproate Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
BOYWWDEMZO00 149 51 33 187 1000% 1.18[0.71, 1.96]
Total (95% Cl) a1 187 100.0% 1.18 [0.71, 1.96]
Total events 14 33

Heterogeneity: Mot applicable
Testfor overall effect =065 (F =041

Bipolar Disorder (Update): draft (March 2014)
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Lithium Valproate Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight WM-H, Random, 95% CI M-H, Random, 95% CI
CALABRESE200AC T 3z 3] 28 100.0% 1.021[0.39, 2.68]
Total (95% Cl) 32 28 100.0% 1.02 [0.39, 2.68]
Total events 7 G
A A RN N
estior overall effect: 2= 0.04 (F = 0.47) Favours lithium Favours valproate
Lithium Valproate Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
GEDDES2010 40 110 48 110 100.0% 0.82[0.591.13] B
Total {95% CI) 110 110 100.0% 0.82 [0.58,1.13] -
Total events 40 49
Heterogeneity: Mot applicable 7 o' 3 a

Testfor overall effect £=1.23(F =024

Number of participants who relapsed (depression)

Favaurs lithium  Favours valproate

Lithium Valproate Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI

BOWYDERZ000 ] 91 12 187 100.0% 1.54 [0.67, 3.52]

Total (95% CI) 91 187 100.0% 1.54 [0.67, 3.52]

Total events ] 12

oot oo o T 13 = 0.5 e o7 b

estfor overall effect £=1.02 (F = 0.31) Favours lithium Favours valproate
Lithium Valproate Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI

CALABRESEZO0AC 11 3z a 28 100.0% 1.20 [0.56, 2.56] .

Total (95% CI) 32 28 100.0% 1.20 [0.56, 2.56] ————

Total events 11 g

Heterogeneity: Mat applicable IZIIE IZII? 155 é

Testfor overall effect: Z=048 (P =063 Favours lithium Favours valproate
Lithium Valproate Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI

GEDDES2010 s 110 a0 110 100.0% 0.70[0.80, 0.99]

Total (95% CI) 110 110 100.0% 0.70 [0.50, 0.99] -

Total events 34 a0

Heterogeneity: Mat applicable IZIIS IZIIT 155 é

Test for overall effect £=2.05 (F=0.04)

Number of participants who were hospitalised

Bipolar Disorder (Update): draft (March 2014)

Favours lithium Favours valproate

11





DRAFT FOR CONSULTATION

Lithium Valproate Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
GEDDES2010 22 110 25 110 100.0% 0.88[0.53,1.46]
Total {95% CI) 110 110 100.0% 0.88 [0.53, 1.46]
Total events 22 25

Heterogeneity: Mot applicable
Testfor overall effect £=049{F =064

Number of participants discontinuing (for any reason)

g1 02 o0& 1 2 5 10
Favaurs lithium  Favours valproate

Lithium Valproate Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI

BOWYDERZ000 41 91 71 187 100.0% 1.18[0.89, 1.549]

Total (95% CI) 91 187 100.0% 1.19 [0.89, 1.59]

Total events 41 1

e il Tl

estfor overall effect £=1.15 (F = 0.24) Favours lithium Favours valproate
Lithium Valproate Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI

CALABRESEZO0AC 10 3z G 28 100.0% 1.46 [0.61, 3.50]

Total (95% CI) 32 28 100.0% 1.46 [0.61, 3.50]

Total events 10 G

e et o s .40 e

estior overall effect: 2= 0.84 (F = 0.400) Favours lithium  Favours valproate
Lithium Valproate Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl

GEDDES2010 a4 110 53 110 100.0% 1.02[0.78, 1.34]

Total (95% CI) 110 110 100.0% 1.02 [0.78, 1.34]

Total events a4 a3

Heterogeneity: Mot applicable
Test for overall effect =013 (F = 0.8

ooos o1 1 100 200
Favours lithium Favours valproate

Number of participants discontinuing due to side effects

Lithium Valproate Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
GEDDES2010 10 110 B 110 100.0% 1.67 [0.63, 4.43]
Total (95% CI) 110 110 100.0% 1.67 [0.63, 4.43]
Total events 10 B

Heterogeneity: Mot applicable
Testfor overall effect Z=1.02 {F=0.31)

Outcomes for olanzapine compared with lithium

Number of participants who relapsed (any type)

Bipolar Disorder (Update): draft (March 2014)

ooos 01 1 10 200
Favaours lithium  Favours valproate
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Olanzapine Lithium Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
TOHEMZ00% 53 M7 68 214 100.0% 0.76[0.56,1.03]
Total {95% Cl) 217 214 100.0% 0.76 [0.56, 1.03] e
Total events a3 B4
Heterogeneity; Mot applicable IZIIS IIIIT 155 é
Test for overall effect: Z=1.79 (P =0.07) Favours olanzapine Favours lithium

Number of participants who relapsed (mania)

Olanzapine Lithium Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
TOHEMZ00% 24 M7 53 214 100.0% 0.47[0.30,072]
Total {95% Cl) 217 214 100.0% 0.47 [0.30,0.72] ~
Total events 24 a3
Heterogeneity: Mot applicable IZIIE IIIIT 155 é

Test for overall effect: £=3.44 (P = 0.0008)

Number of participants who relapsed (depression)

Favours olanzapine Favours lithium

Olanzapine Lithium Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
TOHEMZ005 28 M7 16 214 100.0% 1.73[0.96, 3.10] T
Total (95% CI) 217 214 100.0% 1.73 [0.96, 3.10] e
Total events 28 16
Heterogeneity: Mot applicable Elfﬁ III!T 1!5 ﬁ

Test for overall effect: £=1.83 (F=0.07)

Number of participants discontinuing (for any reason)

Favours olanzapine Favours lithium

Olanzapine Lithium Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
TOHEMZ005 116 217 144 214 100.0% 0.79[0.683, 093]
Total (95% CI) 217 214 100.0% 0.79 [0.68, 0.93] e
Total events 116 144
Heterogeneity: Mot applicable I'ZI.E IZI!.?‘ 1 !5 2-

Test for overall effect: £=2.890 (F = 0.004)

Number of participants discontinuing due to side effects

Favours olanzapine Favours lithium

Olanzapine Lithiwm Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
TOHEMNZ004 41 217 55 214 100.0% 0.74[0.51,1.08]
Total (95% Cl} 217 214 100.0% 0.74 [0.51, 1.05]
Total events 41 a4

Heterogeneity: Mot applicable
Test for overall effect £=1.69 (P =0.09)

0.005 0.1 1 10 200

Favours olanzapine Favours lithium

Bipolar Disorder (Update): draft (March 2014)
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Change in weight (kg)
Olanzapine Lithium Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% Cl
TOHEMZ004 1.8 &8 7 1.4 & 214 1000% 0.07 012, 0.26]
217 214 100.0% 0.07 [-0.12, 0.26]

Total (95% CI)

.05 -025 0 025 05

Heterogeneity: Mot applicable
Favours olanzapine Favours lithium

Test for overall effect 2= 076 (P =0.44)

Outcomes for valproatecompared with lithium and valproate combination

Number of participants who relapsed (any type)

Valproate Lithium + valproate Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
GEDDES2Z010 75 110 58 110 100.0% 1.2911.04,1.61]
Total (95% CI) 110 110 100.0% 1.29 [1.04, 1.61] -
Total events TA A8
Heterogeneity: Mot applicahle IIITS Df? 155 ﬁ

Testfor overall effect Z=231(P=0.02

Number of participants who relapsed (mania)

Favours valproate Favours lithium+vaproate

Valproate Lithium + valproate Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
GECDES2010 48 110 a0 110 100.0% 1.63[1.13, 2.36]
Total (95% CI) 110 110 100.0% 1.63 [1.13, 2.36] —~engli
Total events 49 a0
Heterogeneity: Mot applicable I:ITS DTT 155 i

Testfor overall effect. 2= 2.60 (F = 0.0089) Favours valproate Favours lithium+v

Number of participants who relapsed (depression)

alproate

Valproate Lithium + valproate Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
GEDDES2010 a0 110 24 1710 100.0% 1.28[0.93,1.77] T
Total (95% CI) 110 110 100.0% 1.28[0.93,1.77] e
Total events a0 34
Heterogeneity. Mot applicahle I:ITS Elf? 155 i

Testfor overall effect Z=1.80(F=0.13)

Number of participants who were hospitalised

Favours valproate Favours lithium-+valproate

Valproate Lithium + valproate Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CIl
GEDDESZ010 24 110 16 110 100.0% 1.56[0.88, 2.76] I
Total (95% Cl) 110 110 100.0% 1.56 [0.88, 2.76] —enii-—
Total events 24 16
01 0.2 0.5 : EL

Heterogeneity: Mot applicable
Testfor overall effect Z=1.54 (F=012)

Number of participants discontinuing (for any reason)

Bipolar Disorder (Update): draft (March 2014)

Favours valproate Favours lithium+valproate
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Valproate Lithium + valproate Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
GEDDES2010 a3 110 ab 1710 100.0% 0.95[0.72,1.24]
Total (95% Cl) 110 110 100.0% 0.95[0.72,1.24]
Total events A3 Af

Heterogeneity: Mot applicable
Testfor overall effect: £=0.40 (P = 0.69)

Number of participants discontinuing due to side effects

0.00s

01 1 10 200

Favours valproate Fawvours lithium-+valproate

Valproate Lithium + valproate Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
GEDDES2010 53 110 a6 110 100.0% 0.95[0.72,1.24]
Total (95% Cl) 110 110 100.0% 0.95[0.72,1.24]
Total events a3 a6

Heterogeneity: Mot applicahle
Testfor overall effect: 2= 0.40 (P = 0.69)

0.004

| | |
0.1 1 10 200
Favours vaproate Fawvours lithium+valproate

Outcomes for lithium compared with lithium and valproate combination

Number of participants who were hospitalised

Lithium Lithium + valproate Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
GEDDES2010 22110 16 110 100.0% 1.38[0.76, 2.47] 7
Total (95% CI) 110 110 100.0% 1.38 [0.76, 2.47] ~aaii-—
Total events 22 16

Heterogeneity: Mot applicable f f f f { }

o _ 0.1 0.z 0.4 2 4] 10
Testior overall effect: 2= 1.06 (F = 0.29) Favours lithium  Favours lithium-+valproate
Number of participants who relapsed (any type)
Lithium Lithium + Valproate Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
GEDDES2010 64 110 58 110 100.0% 1.10[0.87,1.40]

Total {95% Cly 110 110 100.0% 1.10 [0.87, 1.40]

Total events G4 g8

Heterageneity: Mot applicable DIS EIIT ] 155 é

Testfor overall effect Z=0.81 (F = 0.42) Favours lithium Favours lithium-+valproate

Number of participants who relapsed (mania)
Lithium Lithium + valproate Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
GEDDES2010 40 110 30 110 100.0% 1.33[0.90,1.97] =

Total (95% Cl) 110 110 100.0% 1.33 [0.90, 1.97] —nal——

Total events 40 a0

Heterogeneity: Mot applicable DIS DIT 155 é

Testforoverall effect Z=1.44 (P=0.15

Number of participants who relapsed (depression)

Favours lithium Favours lithium-+valproate

Bipolar Disorder (Update): draft (March 2014)
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Lithium Lithium + valproate Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
GEDDES2010 s 110 34 110 100.0% 0.90[0.62,1.30] —
Total (95% Cl} 110 110 100.0% 0.90 [0.62, 1.30] el
Total events 35 Kl
Heterogeneity: Mot applicahle EITS EITT 155 i

Testfor overall effect: Z= 057 (P =0.47)

Number of participants discontinuing (for any reason)

Favours lithium Favours lithium+valproate

Lithium Lithium + valproate Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
GEDDES2010 54 110 g6 110 100.0% 0.96 [0.74, 1.26]
Total (95% CI) 110 110 100.0% 0.96 [0.74, 1.26]
Total events 54 el

10 200

Heterageneity; Mot applicahle 0 IZiEIS 051 ]

Testfor overall effect. 2= 0.27 (P = 0.79) Favours lithium  Favours lithium-+valproate
Number of participants discontinuing due to side effects

Lithium Lithium + valproate Risk Ratio Risk Ratio

Study or Subgroup  Evenis Toial Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI

GEDDESZO10 10 110 16 110 100.0% 0.63[0.30,1.32] -

Total (95% CI) 110 110 100.0% 0.63 [0.30, 1.32] e .3

Total events 10 16

Heterogeneity: Mot applicahle EI.D'EIS Elf1 1'D zﬁn

Testfor overall effect: £=1.24 (P=0.22)

Antipsychotics

Favours lithium  Favours lithium-+valproate

Outcomes for aripiprazole compared with placebo (all participants taking lamotrigine)

Number of participants who relapsed (any type)

Aripiprazole Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
CARLSOMZ2012 40 178 a6 173 100.0% 0.69[0.49 098]
Total (95% CI) 178 173 100.0% 0.69 [0.49, 0.98] e
Total events 410 ah
Heterogeneity: Mot applicahle IZI!E IZI!T 1!5 ﬁ

Testfor overall effect: 2= 2.06 (F=0.04)

Number of participants who relapsed (mania)

Favours aripiprazole Favours placebo

Aripiprazole Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
CARLSOMZ2012 16 178 27 173 100.0% 0.58[0.32,1.03)] r
Total (95% CI) 178 173 100.0% 0.58 [0.32,1.03] e
Total events 16 27
Heterogeneity: Mot applicahle IZI!E IZI!T 1!5 ﬁ

Test for overall effect: £=1.86 (F = 0.06)

Favours aripiprazole Favours placebo

Bipolar Disorder (Update): draft (March 2014)
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Number of participants who relapsed (depression)

Aripiprazole Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
CARLSOMZ2012 24 178 29 173 100.0% 0.801[0.49, 1.32] —
Total (95% CI) 178 173 100.0% 0.80 [0.49,1.32] el
Total events 24 29
Heterogeneity: Mot applicahle IZI!E IZI!T 1!5 ﬁ

Testfor overall effect: £= 086 (F =039

Number of participants discontinuing(for any reason)

Favours aripiprazole Favours placebo

Aripiprazole Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
CARLSOMZ2012 113 178 1200 173 100.0% 0.92[0.79, 1.08]
Total (95% CI) 178 173 100.0% 0.92 [0.79, 1.06]
Total events 113 120

Heterogeneity: Mot applicahle
Testfor overall effect Z=116(F =024

Number of participants discontinuing due to side effects

05 07 1 1.5 2
Favours aripiprazole Favours placebo

Aripiprazole Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
CARLSOM2012 16 178 10 173 100.0% 1.686[0.73, 3.33]
Total (95% CI) 178 173 100.0% 1.56 [0.73, 3.33]
Total events 16 10
S LI I O L

estior overall effect 2=1.14 (F = 0.26) Favours aripiprazole Favours placebo

Change in weight (kg)

Aripiprazole Placebo Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% Cl
CARLSOMZO012 043 578 181 -1.81 a74 143 100.0% 0.39[0.16, 0.62]
Total (95% CI) 151 143 100.0% 0.39 [0.16, 0.62] $

Heterogeneity: Mot applicable
Test for overall effect, £= 3,29 (P =0.0010}

1
a2 1 0 1 2
Favours aripiprazole Favours placebo

Outcomes for aripiprazole compared with placebo (all participants taking lithium or valproate)

Number of participants who relapsed (any type)

Bipolar Disorder (Update): draft (March 2014)
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Aripiprazole Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
MARCLIS2011 25 168 43 168 100.0% 0.58[0.38, 0.91]
Total (95% CI) 168 169 100.0% 0.58 [0.38, 0.91] —~l—
Total events 24 43
Heterogeneity: Mot applicahle IZI!E IZI!T 1!5 ﬁ

Testfor overall effect: £= 237 (P =002

Number of participants who relapsed (mania/mixed)

Favours aripiprazole Favours placebo

Aripiprazole Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
MARCLIS2011 11 168 25 168 100.0% 0.44[0.23, 087 *
Total (95% CI) 168 169 100.0% 0.44 [0.23, 0.87] = ——
Total events 11 24
Heterogeneity: Mot applicahle IZI!E IZI!T 1!5 ﬁ

Testfor overall effect Z= 236 (F =002 Favours aripiprazole Favours placebo

Number of participants who relapsed (depression)

Aripiprazole Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
MARCLIS2011 14 168 18 168 100.0% 0.78[0.40, 1.52]
Total (95% CI) 168 169 100.0% 0.78 [0.40,1.52] e —
Total events 14 18
Heterogeneity: Mot applicahle IZI!E IZI!T 1!5 é

Testfor overall effect Z=072(FP=047)

Favours aripiprazole Favours placebo

Number of participants discontinuing(for any reason)

Aripiprazole Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
MARCLIS2011 514] 168 a0 1658 100.0% 0.82[0.64,1.09]
Total {95% CI) 168 169 100.0% 0.82 [0.64, 1.05]
Total events B4 an

Heterogeneity: Mot applicahle
Testfor overall effect Z=1589(F=011)

Number of participants discontinuing due to side effects

0.a05 01 1 10 200
Favours aripiprazole Favours placebo

Aripiprazole Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
MARCLIS2011 149 168 18 168 100.0% 1.27 [0.67, 2.42]
Total (95% CI) 168 169 100.0% 1.27 [0.67, 2.42]
Total events 14 14

Heterogeneity: Mot applicahle
Testfor overall effect Z=0.74 (P = 0.46)

Change in weight (kg)

Bipolar Disorder (Update): draft (March 2014)
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Aripiprazole Placebo Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total VWeight IV, Random, 95% Cl IV, Random, 95% Cl
MARCUSZ011 1.07 B2 180 0B 622 161 100.0% 008014, 029
Total (95% CI) 160 161 100.0% 0.08 [-0.14, 0.29]
Heterogeneity: Mot applicable f f T } }

o _ -0A -028 00 025 04
Testfor overall effect: 2= 0.68 (P = 0.50) Favours aripiprazole Favours placebo
Number of suicides

Aripirazole Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
MARCUSZ2011 1 168 0 169 100.0% 202012 73.59]
Total (95% Cl) 168 169 100.0% 3.02 [012, 73.55] ——e i ———
Total events 1 1
Heterogeneity: Mot applicable 'EI.III1 IZI!1 1'IZI 1IZIIZI'

Testfor overall effect £=0.68 (F=0.50)

Favours aripiprazole Favours placebo

Outcomes for olanzapine compared with placebo (all participants taking lithium or valproate)

Number of participants who relapsed (mania)

Olanzapine Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
TOHEMZ004 ] 30 11 38 100.0% 0.69 [0.29, 1.65]
Total (95% CI) 30 38 100.0% 0.69 [0.29, 1.65] e —
Total events G 11
Heterogeneity: Rot applicable IZI!E IZI!T 1!5 ﬁ

Testfor overall effect: =083 (F=0.41)

Number of participants who relapsed (depression)

Favours olanzapine Favours placebao

Olanzapine Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
TOHEMZ004 7 30 14 38 100.0% 0.59[0.28, 1.26]
Total (95% CI) 30 38 100.0% 0.59 [0.28,1.26] ——e———
Total events T 14
Heterogeneity: Rot applicable IZI!E IZI!T 1!5 ﬁ

Testfor overall effect: Z=136 (F=0.17)

Number of participants discontinuing(for any reason)

Favours olanzapine Favours placebo

Olanzapine Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
TOHEMZ2004 34 a1 43 48 100.0% 077 [0.62, 0.94]
Total (95% CI) 5 43  100.0% 0.77 [0.62, 0.94] ]
Total events 34 43

Heterogeneity: Rot applicable
Testfor overall effect: 2= 2.50 (F=0.01}

0005 041 10 200
Favours olanzapine Favours placebao
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Number of participants discontinuing due to side effects

Olanzapine Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
TOHEMZ004 ] a1 g 48 100.0% 0.59[0.21,1.67]
Total (95% CI) 5 43 100.0% 0.59 [0.21, 1.67]
Total events a g

Heterogeneity: Rot applicable
Testfor overall effect: =099 (P =032

Outcomes for olanzapine compared with placebo

Number of participants who relapsed (any type)

0005 04 1 10 200

Favours olanzapine Favours placebo

Olanzapine Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
WIETAZO12 32 137 ¥ 138 100.0% 0.42[0.30, 0.59]
Total (95% CI) 137 138 100.0% 0.42 [0.30, 0.59] .
Total events 32 T
Heterogeneity: Mot applicable IZIIE IZII.?‘ 155 é
Testfor overall effect: £=9.05 (P = 0.00001) Favours nl.anza.pine Faun.urs placebo

Number of participants who relapsed (mania)

Olanzapine Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
WIETAZO12 20 137 a4 138 100.0% 0.37 [0.24, 0.59]
Total (95% CI) 137 138 100.0% 0.37 [0.24, 0.59] -~
Total events 20 a4

Heterogeneity: Rot applicable
Testfor overall effect: £=4.24 (P = 0.0001)

Number of participants who relapsed (depression)

05 0.7 15 2
Favours olanzapine Favours placebo

Olanzapine Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
WIETAZO12 12 137 23 133 100.0% 0583 [0.27,1.01]
Total (95% CI) 137 138 100.0% 0.53[0.27,1.01] e ——
Total events 12 23
Heterogeneity: Rot applicable IZI!E IZI!T 1!5 ﬁ

Test for overall effect: £=1.92 (F=0.04)

Number of participants discontinuing(for any reason)

Favours olanzapine Favours placebo
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Olanzapine Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
WIETAZO12 25 138 23 140 100.0% 1.10[0.66, 1.859]
Total (95% CI) 138 140 100.0% 1.10 [0.66, 1.85]
Total events 24 23

Heterogeneity: Mot applicahble
Testfor overall effect: Z=037(F=0.71)

Number of participants discontinuing due to side effects

] ] 1 ]
0005 041 10 200
Favours olanzapine Favours placebo

Olanzapine Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
WIETAZO12 4 138 2 140 100.0% 2.03[0.38,10.90] ]
Total (95% CI) 138 140 100.0% 2,03 [0.38, 10.90] e
Total events 4 2
Heterogeneity: Mot applicable I:I.IjEIE EIH 1'I:| Elfllil

Testfor overall effect: Z=082 (F=0.41)

Outcomes for paliperidone compared with placebo

Number of participants who relapsed (any type)

Favours olanzapine Favours placebo

Paliperidone Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% ClI
BERWAERTS2012 5131 152 7T 148 100.0% 0.83[0.66, 1.06] r
Total (95% CI) 152 148 100.0% 0.83 [0.66, 1.06] e
Total events BE T
Heterogeneity: Mot applicable IZI!E IZI!T 1!5 ﬁ

Test for overall effect Z=148 (P =014}

Number of participants discontinuing(for any reason)

Favours paliperidone Favours placebo

Paliperidone Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% ClI
BERWAERTS2012 3] 152 52 148 100.0% 1.08[0.78,1.42]
Total (95% CI) 152 148 100.0% 1.05 [0.78,1.42]
Total events ah a2

Heterogeneity: Mot applicable
Test far overall effect £=0.31 (P = 0.76)

Number of participants discontinuing due to side effects

0.005 01 1 10 200
Favours paliperidone Favours placebo

Paliperidone Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% ClI
BERWAERTS2012 a 1452 4 148 100.0% 1.22[0.33, 4.44]
Total (95% CI) 152 148 100.0% 1.22 [0.33, 4.44]
Total events a L)

Heterogeneity: Mot applicable
Testfar overall effect £=030(F=0.77)

0.005 0. 1 10 200
Favours paliperidone Favours placebo
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Change in weight (kg)
Paliperidone Placebo Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean 5SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
BERVWAERTS2012 05 518 146  -0D6 5451 144 100.0% 021 [-0.03,0.44] ]
Total (95% CI) 146 144 100.0% 0.21 [-0.03, 0.44] Tl
o . I 1 | |
Heterogeneity: Mot applicable |1 —IZI'.E g EITS 1|

Test for overall effect: £=1.74 (P = 0.08)

Outcomes for quetiapine compared with placebo

Number of participants who relapsed (any type)

Favours paliperidone Favours placeba

Quetiapine Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
YOUMG2Z012 (300md) 14 a9 147 53.6% Q.65 [0.47, 092 —il—
WOUMG2Z012 (600md) 32 1s0 a9 147 464% 0.583[0.37, 0.77] ——
Total {95% CI) 201 204 100.0% 0.59 [0.46, 0.76] . -
Total events B4 118
Heterogeneity: Tau®= 0.00; Chi®= 0.66, df=1 {(P=042); F=0% 0E 07 15 &

Test for overall effect: £=4.10(F = 0.0001)

Number of participants discontinuing(for any reason)

Favours quetiapine Favours placebo

Quetiapine Placebo Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
WOUMG201 2 (300mg) 714 TO 147 464% 1.18[0.91,1.44] -l
WOUMG2Z012 (600md) 93 1580 0147 536% 1.301[1.08, 1.61] -
Total {95% Cl) 201 294 100.0% 1.23[1.05,1.43] : 3
Total events 170 140
Heterogeneity: Tau®= 0.00; Chi®= 0.65, df=1 {(P=042); F=0% IZIIE IZIIE é é
Test for overall effect £=2.60 (F=0.009) Favours quetiapine Favours placebo

Quetiapine Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
YWEISLERZ011 BE 404 a0 404 100.0% 085063, 1.14]
Total (95% CI) 404 404 100.0% 0.85 [0.63, 1.14]
Total events Ba a0
Heterogeneity: Mot applicable |:|=2 I:|=5 *i é é
Testfor overall effect Z=1.09 (F =028 Favours quetiapine Favours placebo

Number of participants discontinuing due to side effects

Quetiapine Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
YOUMG2012 (600mo) B 150 a 147 al0% 1.18[0.37, 3.77] i
YOUMG2012 (300mao) B 141 a 147 al0% 1.25[0.39, 4.01] i
Total (95% CI) 20 294 100.0% 1.21 [0.53, 2.76] —all——
Total events 12 10
Heterogeneity; Tau®= 0.00; Chi*=0.01, df=1 (P = 0.94); F= 0% sz I:I?E é

Test for overall effect £= 046 (F=0.69)

5
Favours quetiapine Favours placebo
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Quetiapine Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
YWEISLERZ011 14 404 10 404 100.0% 1.40[0.63, 3.11] —
Total (95% CI) 404 404 100.0% 1.40 [0.63, 3.11] —
Total events 14 10
Heterogeneity: Mot applicable sz Elfﬁ ﬁ é

Test for overall effect £=0.82 (P=0.41) Favours quetiapine Favours placebo

Outcomes for quetiapine compared with placebo (all participants were taking lithium or
valproate)

Number of participants who relapsed (any type)

Quetiapine Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
SUPPES20049 B3 310 163 33 A0E6% 0,29 [0.31, 0.50] ——
YIETAZOOSE B2 336 180 367 49.4% 0.38[0.29, 0.48] —l—
Total {95% Cl) 646 680 100.0% 0.38 [0.32, 0.46] -‘r
Total events 1245 343
Heterogeneity: Tau®= 0.00; Chi*=0.04, df=1{F =084}, F=0% Elfﬁ III!T 1!5 ﬁ

Testfor overall effect: £=10.80 (F = 0.00001) Favours quetiapine Favours placebo

Number of participants discontinuing(for any reason)

Quetiapine Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
SUPPESZ0049 137 30 g4 33 BT.3% 1.65[1.32, 2.06] [ |
YIETAZOODEE G0 336 a0 367 32T% 1.31[0.93, 1.84]
Total (95% Cl) 646 680 100.0% 1.53 [1.24, 1.89] L
Total events 187 134
Heterogeneity: Tau®= 0.00; Chif=1.20,df=1 (P= 027 F=17% 3 EiEIE Dl1 } 1:I:| Eéllil
Test for overall effect: £= 3.94 (P = 0.0001) Févuurs queﬁapine Favours placebo

Number of participants discontinuing due to side effects

Cluetiapine Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% ClI
SUPPESZ0049 3/ 30 g 33 85.0% 4.421[2.08,8.37] -
YVIETAZOO0EE T 336 6 367 450% 1.27[0.43,3.74]
Total (95% Cl) 646 680 100.0% 253 [0.75, 8.53]
Total events 42 14
Heterogeneity: Tau? = 0.55; Chi®= 3,45, df=1 (P = 0.06); F=71% 0 Eil:lﬁ EI=1 ] 1=EI zém

Testfor overall effect Z=1.49{F =0.14)

Change in weight (kg)

Favours quetiapine Favours placebo
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Quetiapine Placebo Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
SUPPES2009 0.46 B 310 -1985 51 312 1000% 0.43[0.27, 0.59]
Total (95% CI) 30 33 100.0% 0.43 [0.27, 0.59] o
Heterogeneity: Mot applicable =1 -|:|=5 1 |:|=5 1=
Testfor overall effect: £= 533 (F = 0.00001) Favours quetiapine Favours placebo

Number of suicides

Aripiprazole Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total VWeight M-H, Random, 95% CI M-H, Random, 95% Cl
YIETAZODEE 1 336 1 367 100.0% 1.09[0.07,17.38]
Total (95% Cl) 336 367 100.0% 1.09 [0.07, 17.39]
Total events 1 1
?etn:;ngenem.fl:l Nf?t atpgltzanhtlleﬁ o 005 'EI.IZI1 IZI!1 1. 1'I:| 1|:||:|'

estfor overall effect 2= 0.06 (F = 0.35) Favours aripiprazole Favours placebo
Number of deaths

Aripiprazole Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
VIETAZOORE n 336 2 367 100.0% 0.22[0.01, 4573
Total (95% CI) 336 367 100.0% 0.22 [0.01, 4.53] ———
Total events 1 2
Heterageneity: Mot applicahle 'EI_IZ|1 III!1 1'III 1IZIIII'

Testfor overall effect £=098 (F=0.33

Outcomes for quetiapine compared with valproate

Number of participants discontinuing(for any reason)

Favours aripiprazole Favours placebo

Quetiapine Valproate Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
LAMGOSCHZO08 15 21 12 16 100.0% 0.95[0.64, 1.41]
Total (95% CI) 21 16 100.0% 0.95 [0.64, 1.41]
Taotal events 15 12

Heterogeneity: Mot applicahle
Testfor overall effect: £=0.24 (P =0.81)

0.005
Favours guetiapine Favours valproate

0 1 10 200

Outcomes for risperidone long-acting injectable compared with placebo injection

Number of participants who relapsed (any type)

Risperidone {injection) Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
CUIROQZ2010 45 1454 T8 149 100.0% 056042 079
Total (95% Cly 154 149 100.0% 0.56 [0.42, 0.75] il
Taotal events 445 ia
Heterngeneity: Mot applicakle DTE Df? 155 ﬁ

Test for overall effect; £= 3.85 (P = 0.0001)

Favours risperidone Favours placebo
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Risperidone (injection) Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
VIETAZO12 52 134 77138 100.0% 063 [0.43, 0.90]
Total {95% CI) 135 138 100.0% 0.69 [0.53, 0.90] -
Total events 52 77
?Et??genmﬁNf?tatr-]_pzh—cgbelag P =0.005 05 07 15 2
estfor overall effect: 2= 2.80 (F = 0.003) Favours risperidone Favours placebao
Number of participants who relapsed (mania)
Risperidone {injection) Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
QUIROZ2010 45 154 78149 100.0% 086042 0.75]
Total {95% CI) 154 149 100.0% 0.56 [0.42, 0.75] e
Total events 45 78
Testof verall Gzt 20 208 (P < 00001 05 07 1 15 2
e . Favours risperidone  Favours placebao
Risperidone {injection) Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
VIETAZO12 27 134 84 138 100.0% 0.81 [0.34, 0.76]
Total {95% CI) 135 138 100.0% 0.51 [0.34, 0.76] o
Total events 27 54
Heterogeneity: Mot applicakle E|=5 Di? 1:5 é
Test for overall effect: £ = 3.32 (P = 0.00049) Favours risperidone Favours placebo
Number of participants who relapsed (depression)
Risperidone {injection) Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
QUIROZZ010 45 154 78149 100.0% 086042 0.75]
Total {95% CI) 154 149  100.0% 0.56 [0.42, 0.75] e
Total events 45 78
Test ot verall Gect 2o 208 (P < 00001 05 07 1 15 2
e : Favours risperidone Favours placebo
Risperidone {injection) Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
VIETAZO12 25 134 23 138 100.0% 1.11 [0.66, 1.86]
Total {95% CI) 135 138 100.0% 1.11 [0.66, 1.86]
Total events 25 23

Heterogeneity: Mot applicahle
Test for overall effect: 2= 0.40 (P = 0.69)

05 07 1 15 2
Favours risperidone Favours placebao

Number of participants discontinuing(for any reason)
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Risperidone Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% ClI
QUIROQZ2010 ar 154 40 148 100.0% 0.89[0.61,1.32]
Total (95% CI) 154 149  100.0% 0.89 [0.61,1.32]
Total events ar 410

Heterogeneity: Mot applicable
Testfor overall effect: Z=0.486 (P=0.47)

0005 0.1 1 10 200
Favours risperidone Favours placebo

Risperidone (injection)  Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
VIETAZ012 a0 137 23140 100.0% 1.33[0.82, 2.17]
Total (95% CI) 137 140 100.0% 1.33 [0.82, 2.17]
Total events a0 23

Heterogeneity: Mot applicakle
Test for overall effect =115 (P = 0.249)

Number of participants discontinuing due to side effects

0.005 0.1 1 10 200
Favours risperidone Favours placebo

Risperidone {injection) Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
QUIROZ2010 1 154 1 149 100.0% 0.97 [0.06,15.33]
Total (95% CI) 154 149  100.0% 0.97 [0.06, 15.33]
Total events 1 1
Heterogeneity: Mot applicable 2 IZiDS IZI=1 ] 1=IZI 2Llllil
Testfor overall effect: 2= 0.02 (F = 0.98) Favours risperidone  Favours placebo
Risperidone {injection) Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
VIETAZO12 ] 137 2 140 100.0% 307 [0.63,14.93] ]
Total (95% CI) 137 140 100.0% 3.07 [0.63, 14.93] el
Total events ] 2
Heterogeneity: Mat applicable ] IZiDE IZII1 1=IZI 2|_i||:|

Test for overall effect £=1.28 (P =0.17)

Favours risperidone Favours placebo

Outcomes for risperidone long-acting injectable compared with placebo injection (all

participants received treatment as usual)

Number of participants who relapsed (any type)

Risperidone + TAU Placebo + TAU Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
MACFADDENZ2009 15 65 27 89 100.0% 050 [0.30, 0.85]
Total (95% Cl) 65 59 100.0% 0.50 [0.30, 0.85] —-*-—
Total events 14 27
Heterogeneity: Mot applicable IZITS Df? 115 é

Testfor overall effect 2= 2.56 (P = 0.01)

Number of participants who relapsed (mania)

Bipolar Disorder (Update): draft (March 2014)
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Risperidone + TAU  Placebo + TAU Risk Ratio Risk Ratio
Study or Subgroup Events Total Eventis Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
MACFADDERZ200S 7 A5 16 A9 100.0% 0.40([018, 050 * .
Total (95% Cl) 65 59 100.0% 0.40 [0.18, 0.90] w——
Total events 7 16

Heterogeneity: Mot applicakle

Testfor overall effect £=2.22 (P=0.03) Favours ris

Number of participants who relapsed (depression)

05 07 15 2
peridone + TALU  Favours placebo + TAU

Risperidone + TAU  Placebo + TAU Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
MACFADDENZ2008 a G5 11 59 100.0% 066 [0.29,1.53]
Total (95% Cl) 65 59 100.0% 0.66 [0.29, 1.53] ——e——
Total events a 11
o . 1 | 1 1
Heterogeneity, Mot applicable IZITE D!T 155 ﬁ

Testfor overall effect =097 (P=0.33)

Number of participants discontinuing(for any reason)

Favours risperidone + TAU  Favours placebo + TAL

Risperidone + TAL TAU Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 85% Cl M-H, Random, 95% CI
BOBOZO11B L] 25 ] 25 100.0% 1.60 [0.63, 3.594]
Total {95% CI) 25 25 100.0% 1.50 [0.63, 3.59]
Total events L] ]

01 10 200

Heterogeneity: Mot applicahle 0 EiEIE ]

Testfor overall effect 2= 0.81 (F = 0.38) Favours risperidone + TAU  Favours TAU
Number of participants discontinuing due to side effects

Risperidone (injection) Pacebo Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% ClI

MACFADDEMNZONS 3 G5 1 a9 100.0% 2.72[0.29, 25.47] —

Total (95% Cl) 65 59 100.0% 2.72[0.29, 25.47] —=apii—-—

Total events 3 1

Heterogeneity: Mot applicahle 0.00s 0 10 o0

Test for overall effect: £=0.88 (F = 0.38)

Favours risperidone  Favours placebo

Outcomes for risperidone long-acting injectable and treatment as usual compared with

treatment as usual alone

Number of participants discontinuing(for any reason)

Risperidone + TAU TAU Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
BOBOZOME g 25 G 26 100.0% 1.60[0.63, 3.54]
Total {95% CI) 25 25 100.0% 1.50 [0.63, 3.59]
Total events q B

Heterogeneity: Mot applicable
Test for overall effect: Z=0.91 (P = 0.36)

1]

Number of participants discontinuing due to side effects

005
Favours risperidone + TAU  Favours TAL

0.1 1 10 200
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Risperidone + TAU TAU Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 85% Cl M-H, Random, 95% Cl
BOBOZ0M1E 1 25 1] 25 100.0% 30010013, 70.30]
Total (95% CI) 25 25 100.0% 3.00 [0.13, 70.30] e —
Total events 1 1]
Heterogeneity: Mot applicable D.Eil:lﬁ Df1 1'|Z| EﬁlD

Test for overall effect: Z= 0.68 (P = 0.49) Fay

Anticonvulsants

Outcomes for oxcarbazepine compared with placebo (all partici

Number of participants who relapsed (any type)

ours risperidone + TAL  Favours TAL

pants were taking lithium)

Oxcarbazepine Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
YIETAZOO0S a 26 18 28 100.0% 0.80[0.26,0.84]
Total {95% CI) 26 29 100.0% 0.50 [0.26, 0.94] o
Total events a 18
e et 21 =009 IR I
estfor overall effect 2= 2.14 (F=10.03) Favours oxcarbazepine Favours placebo
Number of participants who relapsed (mania)
Oxcarbazepine Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
YIETAZOO0S a 26 4 28 100.0% 0.62[0.24,1.61] —
Total {95% CI) 26 29 100.0% 0.62 [0.24, 1.61] —el——
Total events a q
e R
estior overall effect: 2= 0.98 (F = 0.33) Favours oxcarbazepine Favours placebo
Number of participants who relapsed (depression)
Oxcarbazepine Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
YIETAZOO0S 3 26 4 28 100.0% 037 [0.11,1.23]
Total {95% CI) 26 29 100.0% 0.37 [0.11, 1.23] ——e
Total events 3 q
e et 010 T B
estior overall effect: 2= 1.6 (F = 0.10) Favours oxcarbazepine Favours placebo
Number of participants discontinuing(for any reason)
28
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Oxcarbazepine Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
YVIETAZO0S 10 26 10 28 100.0% 1.12[0.85, 2.24]
Total (95% CI) 26 29 100.0% 1.12 [0.55, 2.24]
Total events 10 10

Heterogeneity: Mot applicahle
Testfor overall effect: 2= 0.31 (P = 0.76)

Number of participants discontinuing due to side effects

0.005 0.1 1 10 200

Favours oxcarbazepine Favours placebo

Oxcarbazepine Placebo Risk Ratio Risk Ratio
Study or Subgroup Evenis Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
YVIETAZO0S 3 26 2 28 100.0% 1.67 [0.30,9.24]
Total (95% CI) 26 29 100.0% 1.67 [0.30, 9.24]
Total events 3 2
Heterogeneity; Mot applicable 0 I:il:lﬁ 051 ] 150 EEIEI
Testfor overall efiect: 2= 0.59 (F = [.56) Favours oxcarbazepine Favours placebo

Change in weight (kg)

Oxcarbazepine Placebo Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
WIETAZ008 -014 1.449 260 014 145 29 100.0% -016[-0.69, 0.37]
Total (95% CI) 26 29 100.0% -0.16 [-0.69, 0.37]

Heterogeneity: Mot applicable
Testfar overall effect £=0.58 (P = 0.56)

Psychosocial functioning (Global assessment of functioning)*

Oxcarbazepine Placebo

Std. Mean Difference
IV, Random, 95% ClI

“100  -&0 0 50
Favours oxcarbazepine Favours placebo

100

Std. Mean Difference
1V, Random, 95% CI

Study or Subgroup  Mean SD Total Mean SD Total Weight
VIETA2008 -2.37 1257 26 1.48 15.31 29 100.0% -0.27 [-0.80, 0.26]
26 29 100.0% -0.27 [-0.80, 0.26]

Total (95% Cl)

Heterogeneity: Not applicable
Test for overall effect: Z = 0.99 (P = 0.32)

*Scores have been reversed so that higher change scores indicate a worsening of functioning

-4 -2 0 2 4
Favours oxcarbazepine Favours placebo

Outcomes for gabapentin compared with placebo (all participants were taking lithium,

valproate, carbamazepine or combination)

Number of participants discontinuing(for any reason)

Gabapentin Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
YWIETAZOOG 7 13 3] 12 100.0% 1.08[0.51, 2.30]
Total (95% Cl) 13 12 100.0% 1.08 [0.51, 2.30]

Total events T ]
Heterogeneity: Mot applicable
Testfor overall effect =019 (F =089

0aos 01 1 10 200
Favours gabapentin  Favours placebo
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Number of participants discontinuing due to side effects

Gabapentin Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
YWIETAZOOG 1 13 1 12 100.0% 082 [0.06,13.18]
Total (95% Cl) 13 12 100.0% 0.92 [0.06, 13.18]
Total events 1 1

Heterogeneity: Mot applicable
Testfor overall effect Z= 006 (F =099

Outcomes for lamotrigine compared with placebo

Number of participants who relapsed (any type)

1 1 [ 1
0005 04 1 10 200

Favours gabapentin  Favours placebo

Lamotrigine Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
BOWDEMNZ003 28 a4 44 D 441% 068 [0.50,0.92] —i—
CALABRESEZ2003 114 2M BE 121 585.89% 0895 [0.78,1.17]
Total {95% CI) 280 191 100.0% 0.82 [0.59, 1.14]
Total events 143 114
Heterogeneity: Tau®=0.04; Chi*= 325, df=1 (P =0.07);, F=69% IZI!E IZI!T 1- 1!5 ﬁ

Testfor overall effect Z=117 (F=0.24)

Number of participants discontinuing(for any reason)

Favours lamotrigine Favours placebo

Lamotrigine Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
BOYWWDEMZO03 28 a4 21 70 46.3% 1.58[1.01, 2.47]
CALABRESEZOOZ Ga 221 43 121 837% 087 [0.63,1.18]
Total (95% Cl) 280 191 100.0% 1.14 [0.64, 2.06]
Total events 96 f4

Heterogeneity, Tau*=014, Chi*=4.70, df =1 (P=003 F=79%
Testfor overall effect £=045(F =069

Number of participants discontinuing due to side effects

0005 01 1 10 200
Favours lamotrigine Favours placebo

Lamotrigine Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
BOYWWDEMZO03 3] a4 10 O 33.59% 0.71[0.28, 1.84]
CALABRESEZOOZ 20 221 12 121 BB1% 0.91 [0.46, 1.80]
Total (95% Cl) 280 191 100.0% 0.34 [0.48, 1.46]
Total events 26 22

Heterogeneity: Tau®= 0.00; ChiF=0.17, df=1 (P =068}, F=0%
Testfor overall effect =062 (F =043

Psychosocial functioning (Global assessment scale)*

] ] 1 ]
0aos 01 1 10 200
Favours lamotrigine Favours placebo
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Lamotrigine Placebo Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI 1V, Random, 95% CI
BOWDENZ2003 11 18.8 58 11 14 69 43.9% 0.00 [-0.35, 0.35]
CALABRESE2003 28 11.1 161 69 111 115 56.1% -0.37[-0.61, -0.13] _._
Total (95% ClI) 219 184 100.0% -0.21 [-0.56, 0.15]
Heterogeneity: Tau2 = 0.04; Chiz2 = 2.89, df = 1 (P = 0.09); 12 = 65% I I T I I
-1 -0.5 0 0.5 1

Test for overall effect: Z =1.13 (P = 0.26)

*Scores have been reversed so that higher change scores indicate a worsening of functioning

Outcomes for valproate compared with placebo

Number of participants who relapsed (any type)

Favours lamotrigine  Favours placebo

Valproate Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
BOWWDERZ000 45 187 15 94 100.0% 0.63 [0.44, 0.90]
Total (95% CI) 187 94  100.0% 0.63 [0.44, 0.90] i
Total events 45 36
Heterageneity: Mot applicable IIIIE IZII.?‘ 155 é
Test for overall effect £= 2.2 (F=0.01) Favours valproate Favours placebo

Number of participants who relapsed (mania)

Valproate Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
BOVWWDERZ000 a3 187 21 94 100.0% 0.79 [0.45, 1.29] _
Total (95% CI) 187 94  100.0% 0.79 [0.49, 1.29] el
Total events 33 21
Heterogeneity: Mat applicakle I:I:S IZI=T 155 é

Test for overall effect; 2= 095 (F = 0.24)

Number of participants who relapsed (depression)

Favours valproate Favours placebo

Valproate Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
BOWWDEM2000 12 1&7 14 94 100.0% 0.40[0.20, 0.82]
Total (95% CI) 187 94  100.0% 0.40 [0.20, 0.82] =——
Total events 12 14

Heterogeneity: Mot applicable
Test for overall effect Z= 2 48 (P = 0.01)

Number of participants discontinuing(for any reason)
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Valproate Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
BOVWDEMZOO0 187 34 94 100.0% 1.02[0.74,1.40]
Total (95% CI) 187 94  100.0% 1.02 [0.74, 1.40]
Total events 71 KH]

Heterogeneity: Mot applicable
Test for overall effect Z=0.12 (F = 0.90)

Number of participants discontinuing due to side effects

goos 01 1 10 200
Favours valproate Favours placebo

Valproate Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
BOWWDEM2000 41 1&7 11 94 100.0% 1.87 [1.01, 3.47]
Total (95% CI) 187 94  100.0% 1.87 [1.01, 3.47] .
Total events 41 11

Heterogeneity: Mot applicable
Test for overall effect Z=1.88 (P = 0.05)

Antidepressants
Outcomes for imipramine compared with placebo

Number of participants who relapsed (mania)

0.05 0.2 5 20
Favours valproate Favours placebo

Imipramine Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
FPRIEMT973E 3] 13 3 13 100.0% 2.00[0.63, 6.34]
Total (95% Cl) 13 13 100.0% 2.00 [0.63, 6.34] —
Total events ] 3
Heterogeneity: Mot applicable IZIIE IZIIE é é
Testfor overall effect =118 (F=0.24) Favours imipramine Favours placebo

Number of participants who relapsed (depression)

Imipramine Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
FRIEMT9T3E 1] 13 ] 13 100.0% 0.09[0.01,1.459) #
Total (95% Cl) 13 13 100.0% 0.09 [0.01, 1.49] e —
Total events 1 a
it i f f f f
Heterogeneity: Mot applicable 05T 0 e 100

Testfor overall effect £=1.68 (F =009

Number of participants discontinuing(for any reason)

Favours imipramine Favours placebo
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Imipramine Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% ClI
FRIEMTATIE 7 13 3] 13 100.0% 1.17[0.54, 2.53]
Total (95% Cl) 13 13 100.0% 1.17 [0.54, 2.53]
Total events T 3]
Heterogeneity: Mot applicable IZI.IZiIZIE IZIH ] 1=EI EEIEI
Testfor overall effect =039 (F =070} Favours imipramine Favours palcebo
Number of suicides
Imipramine Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% ClI
FRIEMT9T3E 1] 13 1 13 100.0% 0.33[0.01, 7.80]
Total (95% Cl) 13 13 100.0% 0.33 [0.01, 7.50] — e ———
Total events 1 1
Heterogeneity: Mot applicable IEI.IZI1 IZIH 1=EI 1IZIIZI=

Testfor overall effect £= 069 (F =049

Favours imipramine Favours placebo

Number of deaths
Imipramine Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% ClI
FRIEMT9T3E 2 13 1 13 100.0% 2.00[0.21,19.44]
Total (95% Cl) 13 13 100.0% 2.00[0.21, 19.44] e
Total events 2 1
Heterogeneity: Mot applicable 'I:I.I:I1 EIH 1'I:| 1I:|I:|'

Testfor overall effect: £= 060 (F =0.559)

Favours imipramine Favours placebo

Outcomes for imipramine compared with placebo (all participants were taking lithium)

Number of participants who relapsed (any type)

Imipramine Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% ClI
QLUITEINT 931 12 ar a 38 100.0% 1.54 [0.71, 3.33] ]
Total (95% Cl) 3T 38 100.0% 1.54 [0.71, 3.33] —~l—
Total events 12 a
Heterogeneity: Mot applicable IZ'I.1 sz I:Ifﬁ ﬁ é 1I'ZI

Testfor overall effect Z=110(F =027}

Number of participants who relapsed (mania)

Favours imipramine Favours placebo

Imipramine Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
QUITEIMNT 931 ] ar 4 38 100.0% 2.31[0.78, 6.89]
Total (95% Cl) 3T 38 100.0% 2.31[0.78, 6.85] —rel
Total events 4 4
Heterogeneity: Mot applicable IZ'I.1 sz IZI!E ﬁ é 1I'ZI

Testfor overall effect =151 (F=013)

Number of participants who relapsed (depression)
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Imipramine Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% ClI
CILITRIMNT 981 3 ar 4 38 100.0% 077 (018, 3.21]
Total (95% CI) 3T 38 100.0% 0.77 [0.18, 3.21] e —
Total events 3 4
Heterogeneity: Mot applicable IZ'I.1 sz I:Ifﬁ ﬁ é 1I'ZI

Testfor overall effect Z=036(F =072

Number of participants discontinuing(for any reason)

Favours imipramine Favours placebo

Imipramine Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% ClI
QUITEIMNT 931 25 ar a0 38 100.0% 0.86 [0.65,1.13]
Total (95% Cl) 3T 38 100.0% 0.86 [0.65, 1.13]
Total events 24 30

Heterogeneity: Mot applicable
Testfor overall effect Z=110(F =027}

Number of participants discontinuing due to side effects

] ] ] ]
0.005 0.1 1 10 200
Favours imipramine Favours placebo

Imipramine Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% ClI
QUITEIMNT 931 1 ar 1 38 100.0% 1.03[0.07,15.82]
Total (95% Cl) 3T 38 100.0% 1.03 [0.07, 15.82]

Total events 1
Heterogeneity: Mot applicable
Testfor overall effect £=0.02 (F =083

0.005 01 1 10 200
Favours imipramine Favours placebo

Outcomes for imipramine and lithium combination compared with lithium

Number of participants who relapsed (any type)

Imipramine + lithium Lithium Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
PRIEN1G84 24 36 23 42 100.0% 1.47[1.07, 2.02]
Total (95% CI) 36 42 100.0% 147 [1.07, 2.02] B
Total events 24 23
e et 2 e 002 R
estioroverall effect 2= 2.38 (F = 0.02) Favours imipramine+lithium Favours lithium
Number of participants who relapsed (mania)
Imipramine + lithium Lithium Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
PRIEM1G84 10 36 11 42 100.0% 1.06[0.A1, 2.20]
Total (95% CI) 36 42 100.0% 1.06 [0.51, 2.20]
Total events 10 11

Heterogeneity: Mot applicable
Testfor overall effect: Z=016 (P =0.87)

os 07 1 18 2

Favours imipramine+lithium Favours lithium
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Number of participants who relapsed (depression)

Imipramine + lithium Lithium Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
FRIEM1984 a 36 12 42 100.0% 0.78[0.26, 1.69]
Total (95% Cl) 36 42 100.0% 0.78 [0.36, 1.69] ——e R —
Total events g 12
e i PR 5 i
estfor overall effect: 2= 0.63 (F=0.53) Favours imipramine+ithium Favours lithium

Number of participants discontinuing(for any reason)

Imipramine + lithium Lithium Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
FRIEM1984 2 36 1] 42 100.0% .81 [0.29, 117.23]
Total (95% Cl) 36 42 100.0% 5.81[0.29,117.23] ———
Total events 2 0
Heterogeneity; Mot applicable D.dDS DH 'lIIZl 2E'|E|

Testfor overall effect 2=1.15 (P =0.25) Favours imipramine+lithium Favours lithium
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Table 1.
Relapse Discontinuation f;fngth
Comparison N Definition# (for any References
(any)t follow-
reason)t
upA
Pharmacological Interventions
Lithium
Lithium (standard dose) compared | 94 RR =3.50 Research diagnostic criteria or DSM-III criteria for RR = 0.46 52 GELENBERG1989
with lithium (low dose) [1.55,7.89] | mania or depression [0.25, 0.83]
Lithium daily compared with 50 RR =240 Manic or depressive relapse was defined as the RR =0.11 56 JENSEN1995
lithium every other day) [0.99,5.81] | DSM-III-R criteria for mania or major depression and | [0.01, 1.96]
a BRMAS score 210 or a BRMES score 210,
respectively
Lithium compared with placebo 92 RR =0.41 Extra medication required to treat symptoms RR =1.39 121, 69 STALLONE1972,
(participants were euthymic at [0.07,2.43] [ 0.58, 5.08] DUNNER1976
study entry)
Lithium compared with placebo 358 RR=0.71 An intervention - addition of ECT or pharmacotherapy, RR=1.38 72,76 CALABRESE2003,
(participants received open-label [0.47,1.06] | including antidepressants, antipsychotics, [0.78, 2.45] BOWDEN2003
lamotrigine -alone or in anticonvulsants/mood stabilizers, or benzodiazepines
combination with other (exceeding doses of rescue medication)
psychotropic drugs- for 8-16
weeks and were randomised once
euthymic)
Lithium compared with placebo 185 RR =0.80 A manic episode was defined as one accompanied by an RR=1.21 52 BOWDEN2000
(participants were randomised [0.54,1.20] | MRS score of 16 or more or requiring hospitalization. A [0.86, 1.71]

when euthymic and within 3
months of the onset of the index
manic episode)

depressive episode was defined as one requiring
antidepressant use or premature discontinuation from the
study because of symptoms
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Relapse Discontinuation :;ant h
Comparison N Definition# (for any References
(any)t follow-
reason)t
upA

Lithium compared with placebo 205 RR=0.53 Manic or depressive attack requiring hospitalisation or RR=0.42 104 PRIEN1973
(following remission of an acute [0.41,0.67] | supplementary drugs [0.28, 0.62]
manic episode and prior to
discharge patients were stabilised
on maintenance doses of lithium)
Lithium compared with placebo 31 NR Manic or depressive attack requiring hospitalisation or RR=0.12 104 PRIEN1973B
(following remission from a supplementary drugs [0.02, 0.88]
depressive episode, patients were
stabilised on lithium or
imipramine)
Lithium compared with placebo 7689 NR One or more of the following: initiation of any other RR=1.37 104 WEISLER2011
(participants received open-label medication to treat mania/hypomania or depression, [1.06, 1.78]
quetiapine for 4-24 weeks and including an antipsychotic, antidepressant mood
were randomised once euthymic) stabilizing agent, or anxiolytic other than lorazepam;

hospitalisation for depression and/or mania or hypomania;

a YMRS or MADRS total score of at least 16 or 20,

respectively; or discontinuation due to depression and/or

mania or hypomania
Lithium compared with 399 RR =0.73 Recurrence of an affective episode RR =0.75 52,104, WOLF1997,
carbamazepine [0.56, 0.95] [0.16, 3.54] 130 HARTONG2003,
(participants were euthymic and KLEINDIENST2000
were ready to start prophylactic K=2; N=262
treatment)
Lithium compared with 31 RR=1.25 Not defined RR =0.47 52 COXHEAD1992
carbamazepine [0.57,2.75] [0.05,4.56 ]

(participants were euthymic and
all on stable doses of lithium)
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Relapse Discontinuation :;ant h
Comparison N Definition# (for any References
(any)t follow-
reason)t
upA

Lithium compared with quetiapine | 7685 NR One or more of the following: initiation of any other RR=1.62 104 WEISLER2011
(participants received open-label medication to treat mania/hypomania or depression, [1.23,2.13]
quetiapine for 4-24 weeks and including an antipsychotic, antidepressant mood
were randomised once euthymic) stabilizing agent, or anxiolytic other than lorazepam;

hospitalisation for depression and/or mania or hypomania;

a YMRS or MADRS total score of at least 16 or 20,

respectively; or discontinuation due to depression and/or

mania or hypomania
Lithium compared with valproate | 278 RR=1.28 A manic episode was defined as one accompanied by an RR=1.19 52 BOWDEN2000
(participants were randomised [0.86,1.91] | MRS score of 16 or more or requiring hospitalization. A [0.89, 1.59]
when euthymic and within 3 depressive episode was defined as one requiring
months of the onset of the index antidepressant use or premature discontinuation from the
manic episode) study because of symptoms
Lithium compared with Ualproate 60 RR=1.13 Patients who met criteria for mania (a total Young RR=1.46 80
(pm’tiCipﬂTltS were randomised [0.70, 1.82] Mania Rating Scale score =20 for up to 8 weeks) or [0.61, 3.50] CALABRESE2005C
when euthymic and after 6 depression (a 24-item Hamilton depression scale
”?Oﬁths of active treatment with score 220 for 8 weeks) were considered to have
lithium and valproate) relapsed.
Lithium compared with valproate | 220p RR =0.85 New intervention for an emerging mood episode RR =1.02 104 GEDDES2010
(participants were randomised [0.70,1.05] | (including drug treatment) or admission to hospital [0.78, 1.34]
whilst euthymic and after 4-8
weeks of active treatment with
lithium and valproate)
Lithium compared to lithium and | 220P RR =1.10 New intervention for an emerging mood episode RR =0.96 104 GEDDES2010
valproate combination [0.87,1.40] | (including drug treatment) or admission to hospital [0.74, 1.26]
Valproate compared to lithium 2208 RR=1.29 New intervention for an emerging mood episode RR =0.95 104 GEDDES2010
and valproate combination [1.04,1.61] | (including drug treatment) or admission to hospital [0.72,1.24]
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Relapse Discontinuation :;ant h
Comparison N Definition# (for any References
(any)* follow-
reason)t
upA

Olanzapine compared with 431 RR =0.76 DSM-1V criteria for a depressive, manic or mixed RR =0.79 52 TOHEN2005
lithium [0.56,1.03] | episode. [0.68, 0.93]
Antipsychotics
Aripiprazole compared with 351 RR =0.69 One or more of the following events: hospitalization fora | RR = 0.92 52 CARLSON2012
placebo (all participants taking [0.49,0.98] | manic or mixed episode; a serious adverse event [0.79, 1.06]
lamotrigine) or worsening disease during the study; or discontinuation

due to a lack of efficacy (as determined by the

investigator). For the latter two criteria, patients also

needed to have a YMRS total score 214 and a MADRS

total score <16 for a relapse to a manic episode; a YMRS

total score 214 and a MADRS total score 216 for a relapse

to a mixed episode; and a YMRS total score <14 and a

MADRS total score 216 for a relapse to a depressive

episode
Aripiprazole compared with 337 RR =0.58 One or more of the following: hospitalization for a manic, | RR =0.82 52 MARCUS2011
placebo [0.38,0.91] | mixed or depressive episode; a serious adverse event of [0.64, 1.05]
(all participants taking lithium or worsening disease accompanied by a YMRS total score
valproate) >16 and/or a MADRS total score >16; discontinuation

due to lack of efficacy, as determined by the investigator,

accompanied by a YMRS total score 216 and/or a

MADRS total score 216
Olanzapine compared with 68 78 TOHEN2004
placebo (all participants taking RR =0.66 YMRS total score 215, symptomatic relapse of depression | RR =0.77
lithium or valproate) [0.38,1.15] | defined as an HRSD-21 total score 215 [0.62, 0.94]
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Relapse Discontinuation :;ant h
Comparison N Definition# (for any References
(any)* follow-
reason)t
upA

Olanzapine compared with 278 RR = 0.42 1) fulfilled DSM-IV-TR criteria for a manic, hypomanic, | RR=1.10 78 VIETA2012
placebo [0.30, 0.59] | mixed, or depressive episode; 2) required treatment [0.66, 1.85]

intervention with any mood stabilizer, antipsychotic

medication (other than study drug), benzodiazepine

(beyond the dosage allowed), or antidepressant

medication; 3) hospitalization for any bipolar mood

episode; 4) had YMRS score 212, MADRS score 212, or

CGI-S scale score 24 at any visit
Paliperidone compared with 300 RR =0.83 (1) YMRS 215 and CGI-BP-S for mania 24 ; YMRS RR =1.05 129 BERWAERTS2012
placebo [0.66,1.06] | 215, MADRS 216 and CGI-BP-S for depression >4; [0.78, 1.42]

voluntary or involuntary hospitalization for any

mood symptoms; therapeutic intervention to prevent

or treat an impending mood episode; another

therapeutic measure; any other clinically relevant

event suggestive of a recurrent mood episode*
Quet?apine compared with .placebo 585 RR =0.59 One or more of the following: initiation of any other RR =1.23 52 YOUNG2012
(participants were randomised [0.49, 0.76] [1.05, 1.43]

when euthymic after 8 weeks of
active treatment with quetiapine)

medication to treat mania/hypomania or depression,
including an antipsychotic, antidepressant mood
stabilizing agent, or anxiolytic other than lorazepam;
hospitalisation for depression and/or mania or hypomania;
a YMRS or MADRS total score of at least 16 or 20,
respectively; or discontinuation due to depression and/or
mania or hypomania
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Relapse Discontinuation :;ant h
Comparison N Definition# (for any References
(any)* e follow-
upA

Quet?apine compared with 'placebo 8085 NR One or more of the following: initiation of any other RR =0.85 104 WEISLER2011
(participants were randomised medication to treat mania/hypomania or depression, [0.63,1.14]
wh?n euthymic aft tgr 4-24 zyegks of including an antipsychotic, antidepressant mood
active treatment with quetiapine) stabilizing agent, or anxiolytic other than lorazepam;

hospitalisation for depression and/or mania or hypomania;

a YMRS or MADRS total score of at least 20; or

discontinuation due to depression and/or mania or

hypomania
Quetiapine compared with placebo | 1,326 RR =0.38 Initiation of any medication to treat mixed, manic, or RR =1.53 104 SUPPES2009,
(all participants were taking [0.29, 0.48] | depressive symptoms, including an antipsychotic, [1.24,1.89] VIETA2008B
lithium or valproate) antidepressant, or mood-stabilizing agent other than

lithium or divalproex or an anxiolytic other than

lorazepam; psychiatric hospitalization; YMRS or MADRS

total scores 220 at two consecutive assessments; or

discontinuation from the study because of a mood event

(as determined by the investigator)
Risperidone long-acting injectable | 273 RR =0.69 1) fulfilled DSM-IV-TR criteria for a manic, hypomanic, | RR =1.33 78 VIETA2012
compared with placebo [0.53,0.90] | mixed, or depressive episode; 2) required treatment [0.82,2.17]

(participants were randomised
when euthymic after 8 weeks of
active treatment with risperidone)

intervention with any mood stabilizer, antipsychotic
medication (other than study drug), benzodiazepine
(beyond the dosage allowed), or antidepressant
medication; 3) hospitalization for any bipolar mood
episode; 4) had YMRS score 212, MADRS score 212, or
CGI-S scale score 24 at any visit

Bipolar Disorder (Update): draft (March 2014)

41






DRAFT FOR CONSULTATION

Relapse Discontinuation :;ant h
Comparison N Definition# (for any References

(any)* follow-

reason)t
upA
Risperidone long-acting injectable | 303 RR =0.63 1) fulfilled DSM-IV-TR criteria for a manic, hypomanic, | RR = 0.89 104 QUIROZ2010
compared with placebo [0.51,0.77] | mixed, or depressive episode; 2) required treatment [0.61, 1.32]
(participants were randomised intervention with any mood stabilizer, antipsychotic
when euthymic after 3 weeks of medication (other than study drug), benzodiazepine
active treatment with oral (beyond the dosage allowed), or antidepressant
risperidone and 26 weeks of medication; 3) hospitalization for any bipolar mood
risperidone long-acting injectable) episode; 4) had YMRS score 212, MADRS score 212, or
CGI-S scale score 24 at any visit

Risperidone long-acting injectable | 124 RR =0.50 DSM-1V-TR criteria for an acute mood episode in the RR=1.27 52 MACFADDEN2009
compared with placebo injection [0.30,0.85] | setting of adequate compliance with oral TAU. [0.61, 2.64]

(all participants received
treatment as usual and were
euthymic as randomisation
following 16 weeks of active
treatment with risperidone long-
acting injectable)

Additionally, at least one of the following three conditions
was satisfied: (i) Clinical worsening, with the addition of a
new mood stabilizer, antidepressant or antipsychotic or a
> 20% dose increase of existing oral TAU medication, and
meeting the following criteria: (1) YMRS score > 15 or
MADRS score > 15 and (b) CGI-BP-S score 2 4 or CGI-
BP-C score 2 6 or GAF score decreased by > 10 points
from baseline; (ii) hospitalization for worsening of manic
or depressive symptoms and meeting the following
criteria: (a) YMRS score > 15 or MADRS score > 15 and
(b) CGI-BP-S score 2 4 or CGI-BP-C score = 6 or GAF
score decreased by > 10 points from baseline; (iii)
hospitalization for worsening of manic or depressive
symptoms and having significant suicidal ideation
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Relapse Discontinuation :;ant h
Comparison N Definition# (for any References
(any)t follow-
reason)t
upA

Risperidone long-acting injectable | 50 NR Occurrence of any of the following at any study visit: (1) a | RR=1.50 52 BOBO2011b
in addition to treatment as usual YMRS score >14 or a MADRS score >15; (2) 20% or [0.63, 3.59]
compared with treatment as usual greater increase in YMRS or MADRS scores from the
(all participants were rapid previous study visit for patients with a MADRS score 210
cycler’s and not in an acute or a YMRS score 28 at the current study visit; (3) urgent
episode at randomisation) care visit/referral (psychiatric hospitalization; emergency

department visit; or referral for respite care, partial

hospitalization, or intensive outpatient treatment) due to

worsening mood symptoms; (4) a CGI-S score 24; (5)

syndromal relapse (DSM-IV-TR criteria for manic,

hypomanic, major depressive, or mixed episode met); (6)

withdrawal from the study due to inefficacy; and (7)

necessary clinical medication adjustments
Anticonvulsants
Oxcarbazepine compared with 55 RR =0.50 DSM-1V-TR criteria for a manic, hypomanic, mixed or RR =1.12 52 VIETA2008
placebo [0.26,0.94] | depressive episode or scoring 212 in the YMRS or 220 in | [0.55,2.24 ]

the MADRS
Gabapentin compared with 25 NR NR RR =1.08 52 VIETA2006
placebo [0.51,2.30 ]
Lamotrigine compared with 471 RR =0.82 An intervention - addition of ECT or pharmacotherapy, RR=1.14 76,78 CALABRESE2003,
placebo [0.59,1.14] | including antidepressants, antipsychotics, [0.64,2.06 ] BOWDEN2003

anticonvulsants/mood stabilizers, or benzodiazepines
(exceeding doses of rescue medication)
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Relapse Discontinuation :;ant h
Comparison N Definition# (for any References
(any)t follow-
reason)t
upA
Valproate compared with placebo | 281 RR =0.63 . . . RR =1.02 52 BOWDEN2000
[0.44, 0.90] A manic episode was defined as one accomp.am'ed Efy an [0.74, 1.40]
MRS score of 16 or more or requiring hospitalization. A
depressive episode was defined as one requiring
antidepressant use or premature discontinuation from the
study because of symptoms
Antidepressants
Imipramine compared with 75 RR =1.54 Research diagnostic criteria for mania or major RR =0.86 129 QUITKIN1981
placebo (all participants were [0.71,3.33] | depressive disorder [0.65,1.13]
taking lithium)
Tmip Zamme compared with 26 Manic or depressive attack requiring hospitalization or 104 PRIENT973b
placebo RR =0.75 supplementary drugs (i.e., psychopharmacologic agents RR =117
[0.36, 1.55] | other than the patient's assigned [0.54, 2.53]
treatment)
Imipramine and lithium 78k RR =0.68 A recurrence was declared if the clinical condition RR?=5.81 104 PRIEN1984
combination compared with [0.49,0.93] | satisfied the research diagnostic criteria for definite [0.29,117.23]
lithium major depressive disorder or mania and yielded a
GAS rating of 60 or less.
Imipramine and lithium 721 RR =0.62 A recurrence was declared if the clinical condition RR? =5.81 104 PRIEN1984
combination compared with [0.43,0.89] | satisfied the research diagnostic criteria for definite [0.29,117.23]
imipramine major depressive disorder or mania and yielded a
GAS rating of 60 or less.
Imipramine compared with 78k RR =1.47 A recurrence was declared if the clinical condition There was no 104 PRIEN1984
lithium [1.07,2.02] | satisfied the research diagnostic criteria for definite discontinuation
major depressive disorder or mania and yielded a in either group.
GAS rating of 60 or less.
Antidepressants compared with 70 NR NR NR 52 GHAEMI2010

placebo
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Relapse Discontinuation :;ant h
Comparison N K P Definition# (for any References
(any)* follow-
reason)t
upA

tA relative risk (RR) of less than 1 favours the first treatment named
1Definitions of relapse which do not meet the GDG's definition have been italicised
ALength of follow-up reported in number of weeks

PGEDDES2010 is a three-arm trial including lithium, valproate and the combination of lithium and valproate. The overall number of participants is 330. All three comparisons have been

included in this table so the number of participants has been double-counted.

SWEISLER2011 is a three-arm trial including lithium, quetiapine and placebo. The overall number of participants is 1,172. All three comparisons have been included in this table so the number

of participants has been double-counted.

HPRIEN1984 is a three-arm trial including imipramine, lithium and the combination of imipramine and lithium. The overall number of participants is 114. All three comparisons have been

included in this table so the number of participants has been double-counted.
3 Discontinuation due to side effects. No other reasons for discontinuation were reported.
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APPENDIX 22: PHARMACOLOGICAL INTERVENTIONS FOR THE LONG-TERM MANAGEMENT OF BIPOLAR

DISORDER - GRADE PROFILES

Lithium low dose compared with lithium standard dose

Quality assessment No of patients Effect
Qualit Importance
No O.f . Risk Inconsistenc | Indirectnes | Imprecisio Othe.r g Lithium | Lithium | Relative y
studie | Design of bias s n consideration | (low (standard Absolute
s y s dose) dose) (95% CI)
Relapse (any)
randomis | serious | no serious no serious er reportin 21/47 6/47 RR 3.5 iégomg:rr{) E;IE) ©000
1 ed trials 1 inconsistenc indirectnes ;]eri}(])us2 bigs3 ® (1.55to more(to 880 VERY | CRITICAL
s 447%) | (12.8%) | 7.89) LOW
more)
Relapse (mania)
no serious RR 6.67 362 more per @000
randomis | serious | no serious o very reporting 20/47 3/47 ' 1000 (from 71
! ed trials 1 inconsistenc indirectnes serious? bias? (42.6%) (6.4%) (2120 more to 1000 VERY ] CRITICAL
s ' ' 20.93) LOW
more)
Relapse (depression)
randomis | serious | no serious no serious ver reportin 1747 3/47 RR 0.33 Lllg()fg‘gif)riegl ©000
! ed trials 1 inconsistenc indirectnes seri};us2 bi§s3 i (0.04t0 fewer to 133 VERY | CRITICAL
s (2.1%) (6.4%) 3.09) LOW
more)
Discontinuation (for any reason)
randomis | serious | no serious no serious ver reportin; 11/47 24/47 RR 0.46 iggéizgfnpg; 000
1 ed trials 1 inconsistenc indirectnes seri}(l)us2 bierl)s3 ° (025to fewer to 383 VERY | CRITICAL
s (234%) | (51.1%) | 0.83) fowen) LOW

1 Risk of bias in several domains.

2 Optimal information size (for dichotomous outcomes, OIS = 300 events; for continuous outcomes, OIS = 400 participants) not met.
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3 Few trials in this area have been registered
4 Substantial and significant heterogeneity.

Lithium every other day compared with lithium taken daily

Quality assessment No of patients Effect
Lithium Relative Quality | Importance
No of Design Risk of Inconsistency | Indirectness | Imprecision Other (every Lithium Absolute
studies & bias y P considerations | other (daily) (95% CI)
day)
Relapse (any)
280 more
randomised no serious no serious ver 12/25 5/25 RR 2.4 per 1000 000
1 trials serious! inconsistenc indirectness seri}cl) U2 reporting bias? (0.99 to (from 2 VERY CRITICAL
y (48%) (20%) 5.81) fewerto | LOW
962 more)
Relapse (mania)
120 more
randomised no serious no serious ver 6/25 3/25 RR 2 per 1000 000
1 trials serious’ inconsistency | indirectness seri}; us? reporting bias® (0.56 to (from 53 VERY | CRITICAL
y (24%) (12%) 7.12) fewerto | LOW
734 more)
Relapse (depression)
160 more
. . . RR 3 per 1000 @000
1 :rail;iisomlsed serious! ir;i)cf)i?iosltlesnc ;fdsif;(’;l;s Zeesi}; us? reporting bias? ?2/ 420?) (28/ ; ? (0.67 to (from 26 VERY CRITICAL
y ° ’ 13.46) fewer to LOW
997 more)
Discontinuation (for any reason)
randomised no serious no serious ver 0/25 4/25 RR 0.11 142 fewer | ®000
1 trials serious! inconsistenc indirectness seri};usz reporting bias? (0.01 to per 1000 VERY CRITICAL
y (0%) (16%) 1.96) (from 158 | LOW
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Quality assessment No of patients Effect
Lithium Relative Quality | Importance
Noe! Design Rizlt Inconsistency | Indirectness | Imprecision Ol (s LR Absolute
studies 8 bias y P considerations | other (daily) (95% CI)
day)
fewer to
154 more)

1 Risk of bias in several domains.
2 Optimal information size (for dichotomous outcomes, OIS = 300 events; for continuous outcomes, OIS = 400 participants) not met.

3 Few trials in this area have been registered
4 Substantial and significant heterogeneity.

Bipolar Disorder (Update): draft (March 2014)






DRAFT FOR CONSULTATION

Lithium compared with placebo

Quality assessment No of patients Effect
" S o Quality | Importance
oo . isk o . . . . er g Relative
studies Design bias Inconsistency | Indirectness | Imprecision considerations Lithium | Placebo 5% CI) Absolute
Relapse (any) (STALLONE1973, DUNNER1976)
416
fewer
randomised no serious ver 13/41 36/51 RR 0.41 %)fi];rlrf) » ®000
2 trials serious! | very serious* indirectness seri}c,) us? reporting bias® (0.07 to 656 VERY CRITICAL
(31.7%) | (70.6%) | 2.43) LOW
fewer to
1000
more)
Relapse (mania) (DUNNER1976)
188
fewer
randomised no serious no serious ver 1/16 6/24 RR 0.25 ?fif)rlr? » 000
1 trials serious! inconsistenc indirectness seri};us2 reporting bias? (003t 243 VERY CRITICAL
y 63%) | @5%) |1.89) LOW
fewer to
222
more)
Relapse (depression) (DUNNER1976)
60 more
per 1000
randomised no serious no serious ver 9/16 12/24 RR1.12 | (from 000
1 trials serious! inconsistenc indirectness seri}(l)us2 reporting bias? (0.62to | 190 VERY CRITICAL
y (63%) | (50%) | 2.03) fewerto | LOW
515
more)

Discontinuation (for any reason) (STALLONE1973, DUNNER1976)

Bipolar Disorder (Update): draft (March 2014)






DRAFT FOR CONSULTATION

Quality assessment No of patients Effect
- S — Quality | Importance
oo . isk o . g 8.0 er oG Relative
studies Design bias Inconsistency | Indirectness | Imprecision considerations Lithium | Placebo (95% CI) Absolute
9/41 8/51 61 more
er 1000
randomised no serious no serious very RR 1.39 Ffrom 66 ©000
2 . serious! | . . o ; reporting bias® (0.58 to VERY CRITICAL
trials inconsistency | indirectness | serious? (22%) (15.7%) fewer to
3.34) 367 LOW
more)
Relapse (any) (BOWDEN2003, CALABRESE2003
74/167 | 115/191 175
fewer
randomised no serious RRO.71 | per 1000 | ®000
2 trials serious! | serious* indirectness serious? reporting bias? . . (047 to | (from VERY CRITICAL
(44.3%) | (60.2%) 1.06) 319 LOW
fewer to
36 more)
Relapse (any) (PRIEN1973)
43/101 | 84/104 380
fewer
er 1000
randomised | very no serious no serious RR 0.53 Zrom 000
1 . ; . . s serious? reporting bias? (0.41 to VERY CRITICAL
trials serious! | inconsistency | indirectness (42.6%) | (80.8%) 267
0.67) LOW
fewer to
477
fewer)
Relapse (mania) (PRIEN1973)
480
randomised | ver no serious no serious 27/101 78/104 | RR 0.36 fe(:: ?;)00 ©000
1 trials seri}cl) s! | inconsistenc indirectrl:ess serious? reporting bias? (025t0 Ffrom VERY CRITICAL
b y 26.7%) | (75%) | 0.5) 37 LOW
fewer to
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Quality assessment No of patients Effect
- o — Quality | Importance
00 . isk o g g 8.0 er oG Relative
studies Design bias Inconsistency | Indirectness | Imprecision considerations Lithium | Placebo (95% CI) Absolute
562
fewer)
Relapse (any) (BOWDEN2000)
77 fewer
randomised no serious no serious 28/91 36/94 RR 0.8 E)fi];rlrf) ” 000
1 trials serious! inconsistenc indirectness serious? reporting bias® (0.54 to 176 VERY CRITICAL
y (308%) | (383%) |1.2) fowerto | LOW
77 more)
Hospitalisation
1/16 5/24 146
fewer
randomised no serious no serious ver RR 03 Zif)rlr? " 000
1 . serious! | | . - Y reporting bias® (0.04 to VERY CRITICAL
trials inconsistency | indirectness | serious? (6.3%) (20.8%) 200
2.33) LOW
fewer to
277
more)
Relapse (mania) (BOWDEN2003)
8/46 28/70 228
fewer
randomised | ver no serious no serious ver RR 043 | per 1000 | ®000
1 trials seri}c]) s! | inconsistenc indirectness seri}(f) s? reporting bias’ 9 9 (022to | (from 52 1 VERY CRITICAL
v y H (17.4%) | (40%) 0.87) fewerto | LOW
312
fewer)

Relapse (mania) (BOWDEN2000)
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Quality assessment No of patients Effect
- - Quality | Importance
gzc(l)ii;s Design {){11:5 i Inconsistency | Indirectness | Imprecision g)trl:;l;lerations Lithium | Placebo (I;:o}fgl‘; € | Absolute
19/91 21/94 16 fewer
per 1000
randomised no serious no serious RR0.93 | (from ©000
1 trial serious! | | ist indirect serious? reporting bias? . . (0.54to0 | 103 VERY | CRITICAL
rials inconsistency | indirectness (20.9%) | (22.3%) 1.62) fewerto | LOW
139
more)
Relapse (mania) (PRIEN1973B)
120
fewer
randomised no serious no serious very 2/18 3/13 RR 0.48 %)fi];i? ” ©000
1 trials serious! inconsistency | indirectness | serious? reporting bias? (0.09t0 210 VERY CRITICAL
(11.10%) | (23.1%) | 2.48) p LOW
ewer to
342
more)
Relapse (depression) (BOWDEN2003)
84 fewer | ®000
per 1000
randomised no serious no serious 10/46 21/70 RR0.72 | (from
1 trials serious! inconsistenc indirectness serious? reporting bias? (0.38to | 186 VERY CRITICAL
y (21.7%) | (30%) 1.39) fewerto | LOW
117
more)
Relapse (depression) (PRIEN1973)
380
randomised | very no serious no serious 43/101 84/104 | RR0.53 | fewer ®000
1 trials serious! | inconsistency | indirectness serious? reporting bias? (0.41to | per1000 | VERY CRITICAL
(42.6%) | (80.8%) | 0.67) (from LOW
267
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Quality assessment No of patients Effect
- S — Quality | Importance
00 . isk o g : 8.0 er oG Relative
studies Design bias Inconsistency | Indirectness | Imprecision considerations Lithium | Placebo (95% CI) Absolute
fewer to
477
fewer)
Relapse (depression) (BOWDEN2000)
61 fewer
randomised no serious no serious ver o/ 15/94 RR 0.62 E)fi];rlrf) ” 000
1 trial serious! inconsisten: indirectn riy ) reporting bias? (0.29 to 113 VERY CRITICAL
als consistency ectness | serious (9.9%) (16%) 134) LOW
fewer to
54 more)
Relapse (depression) (PRIEN1973B)
273
fewer
randomised no serious no serious ver 2/18 5/13 RR 0.29 Ffif)rlr? " ©000
! trials serious! inconsistenc indirectness seri}(I)us2 reporting bias? (0.07t0 358 VERY CRITICAL
y (11.1%) | (385%) | 1.26) LOW
fewer to
100
more)
Discontinuation (for any reason) (BOWDEN2003, CALABRESE2003)
127 more
andomised o serions 71/167 | 64/191 | RR1.38 E’fi;lr?gg ®000
2 trials serious! | very serious* indirectness serious? reporting bias? (0.78 to fewer to VERY CRITICAL
(42.5%) | (33.5%) | 2.45) 486 LOW
more)

Discontinuation (for any reason) (BOWDEN2000)
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Quality assessment No of patients Effect
E T - - Quality | Importance
gzc(l)ies Design {){iI:s ° Inconsistency | Indirectness | Imprecision g)tn;l;lerations Lithium | Placebo (I;:o}fgl‘; € | Absolute
78 more
randomised no serious no serious 41/91 35/94 RR1.21 Ffilc;rlr? gg ®000
1 trials serious! inconsistenc indirectness serious? reporting bias® (0.86 to fewer to VERY CRITICAL
Y @5.1%) | (37.2%) | 1.71) oo LOW
more)
Discontinuation (for any reason) (PRIEN1973)
318
fewer
randomised | ver no serious no serious 23/101 57/104 | RR 0.42 E)fi];rlrf) ” ©000
1 trials seri}cl)us1 inconsistenc indirectness serious® reporting bias? (02810 208 VERY CRITICAL
y (22.8%) | (54.8%) | 0.62) LOW
fewer to
395
fewer)
Discontinuation (for any reason) (PRIEN1973B)
406
fewer
randomised no serious no serious ver 1/18 6/13 RR0.12 ] per 1000 | ®000
1 trials serious! inconsistenc indirectness seri}; us? reporting bias? (0.02to | (from55 | VERY CRITICAL
y G.6%) | @6.2%) |0.88) fewerto | LOW
452
fewer)
Discontinuation (for any reason) (WEISLER2011)
73 more
. . . . 99/364 | 807404 |RR137 |Per1000
randomised ., | noserious no serious no serious . - (from12 | ®®00
1 trials SEHOUS™ | inconsistenc indirectness | imprecision reporting bias (1.06to more to | LOW CRITICAL
y p (27.2%) | (19.8%) | 1.78) 151
more)
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Quality assessment No of patients Effect
Quali Importance
NG Design L S0 Inconsistency | Indirectness | Imprecision Other Lithium | Placebo b Absolute Y ’
studies 8 bias y P considerations (95% CI)
Discontinuation (due to side effects) (BOWDEN2003, CALABRESE2003)
109 more
randomised no serious no serious 35/167 1 22/191 | RR1.95 Ffif)i? gg ©000
S L, . -
2 trials serious® | . tency | indirectness serious reporting bias . . (1.2to more to VERY CRITICAL
(21%) (11.5%) | 3.17) 250 LOW
more)
Discontinuation (due to side effects) (WEISLER2011)
30 more
randomised no serious no serious 20/364 10/404 | RR 222 | per 1000 | €000
1 trials serious! inconsistenc indirectness serious? reporting bias? (1.05to | (from1 VERY CRITICAL
y G5%) | @5%) |4.68) moreto | LOW
91 more)
Discontinuation (due to side effects) (BOWDEN2000)
224 more
randomised no serious no serious 31/91 11/94 RR 291 Ffif)rlr? 2(6) ©000
1 trials serious! inconsistenc indirectness serious? reporting bias? (1.56 to more to VERY CRITICAL
y (4.1%) | (11.7%) | 5.44) 500 LOW
more)
Suicide
0/18 1/13 58 fewer | 000
RRO25 | Per 1000
1 randomised serious! | 1© serious no serious very reportine biag? © 01' to (from 76 CRITICAL
trials inconsistency | indirectness | serious? P & (0%) (7.7%) i fewerto | VERY
5.59) 353 LOW
more)
Mortality
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Quality assessment No of patients Effect
- S — Quality | Importance
oo . isk o . g 8.0 er oG Relative
studies Design bias Inconsistency | Indirectness | Imprecision considerations Lithium | Placebo (95% CI) Absolute
22 fewer
per 1000
randomised ., | noserious no serious very . - 1/18 /13 RR 0.72 (from 73 ©000
1 trials SEHMOUS™ | inconsistenc indirectness | serious? reporting bias (0.05to fewer to VERY CRITICAL
y (.6%) | (7.7%) |1052) |20 LOW
more)
Global Assessment Scale (Better indicated by lower values)
SMD 0.2 | @00
higher
randomised . no serious no serious no serious . . (0.01
1 3 -
2 trials serious inconsistency | indirectness | imprecision reporting bias” | 164 184 lower to | LOW CRITICAL
0.42
higher)

1 Risk of bias in several domains.
2 Optimal information size (for dichotomous outcomes, OIS = 300 events; for continuous outcomes, OIS = 400 participants) not met.
3 Few trials in this area have been registered

4 Substantial and significant heterogeneity.
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Lithium compared with carbamazepine

Quality assessment No of patients Effect
No of . Risk of . : oer Other . : RR Quality | Importance
. Design . Inconsistency | Indirectness | Imprecision . . Lithium | Carbamazepine | (95% | Absolute
studies bias considerations a1
Relapse (any) (HARTONG2003, KLEINDIENST2000, WOLF1997)
111
60/195 | 84/204 RR | fewer @000
. . . 0.73 | per 1000
3 ra.ndonused serious! | 10 SorOUS 110 Serions serious? reporting bias? (0.56 | (from 21 CRITICAL
trials inconsistency | indirectness VERY
(30.8%) | (41.2%) fo | fewerto
0.95) | 181 LOW
fewer)
Relapse (any) (COXHEAD1992)
100 more
8/16 6/15 RR [ per1000 | ®000
. . . 1.25 | (from
1 ra.ndonused serious! | 1o SorOUS 110 Serions very reporting bias? (0.57 | 172 CRITICAL
trials inconsistency | indirectness | serious? VERY
(50%) (40%) to fewer to
2.75) | 700 LOW
more)
Hospitalisation
20 fewer
5/16 5/15 RR [ per 1000 | ®000
randomised no serious no serious very 094 1 (from
1 . serious! | | . - ; reporting bias? (0.34 | 220 CRITICAL
trials inconsistency | indirectness | serious? VERY
(31.3%) | (33.3%) to | fewerto
2.6) | 533 LOW
more)
Relapse (mania)
12
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Quality assessment No of patients Effect
Quali Importance
No of . Risk of . : oer Other . : RR v P
. Design ] Inconsistency | Indirectness | Imprecision . . Lithium | Carbamazepine | 95% | Absolute
studies bias considerations cI
110
4/44 8/50 RR | fewer ®000
randomised no serious no serious ver 045 | per 1000
1 . serious! | | . - Y reporting bias? (0.15 | (from CRITICAL
trials inconsistency | indirectness | serious?
9.10) (20%) to 170 VERY
' ’ 1.35) | fewer to | LOW
70 more)
Relapse (depression)
62 fewer
7/44 11/50 RR | per1000 | ®000
randomised no seri no seri T 0.72 | (from
1 AndomIsed | gerjoust | 1O SeroUs no serious | ety reporting bias? (031 | 152 CRITICAL
trials inconsistency | indirectness | serious? VERY
(15.9%) | (22%) to fewer to
1.7) | 154 LOW
more)
Discontinuation (for any reason) (COXHEAD1992)
71 fewer
1/16 2/15 RR | per 1000 | ©®000O
randomised no serious no serious ver 047 1 (from
1 . serious! | | ) o Y reporting bias? (0.05 | 127 CRITICAL
trials inconsistency | indirectness | serious? VERY
(6:3%) (13.3%) to fewer to
4.65) | 487 LOW
more)
Discontinuation (for any reason) (HARTONG2003, KLEINDIENST2000, WOLF1997)
randomised no serious ver RR | 116
3 . serious! | . . J serious? reporting bias® | 36/186 | 58/190 0.62 | fewer ®000 | CRITICAL
trials inconsistency | serious*
(0.23 | per 1000
13
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Quality assessment No of patients Effect
Quali Importance
No of . Risk of . : oer Other . : RR v P
. Design ] Inconsistency | Indirectness | Imprecision . . Lithium | Carbamazepine | 95% | Absolute
studies bias considerations cI
to (from
1.66) | 235
(19.4%) | (30.5%) fewerto | VERY
LOW
201
more)
Discontinuation (due to side effects) (HARTONG2003, WOLF1997)
RR 64 more
17/128 | 9/134 196 | P 1000 | ®000
2 ra.ndomlsed serious! | 10 SEHOUS o serious very reporting bias? 0.9 (from 7 CRITICAL
trials inconsistency [ indirectness | serious? fewer to
(13.3%) | (6.7%) o 1220 VERY
e e 4.27) LOW
more)
Discontinuation (due to side effects) (COXHEAD1992)
108
0/16 2/5 rr | fewer ®000
019 | Per 1000
1 randomised | o i1 | 1O serious 1o serious | very reporting bias® 001 | from CRITICAL
trials inconsistency | indirectness | serious? to 132
9 9 fewer to | VERY
0% (13.3%) 3.63) 351 LOW
more)
1 Risk of bias in several domains.
2 Optimal information size (for dichotomous outcomes, OIS = 300 events; for continuous outcomes, OIS = 400 participants) not met.
3 Few trials in this area have been registered
4 Substantial and significant heterogeneity.
14
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Lithium compared with valproate

Quality assessment No of patients Effect
N — - Quality | Importance
oo . isk o g g 8.0 ther . Relative
studies Design bias Inconsistency | Indirectness | Imprecision considerations Lithium | Valproate (95% CI) Absolute
Relapse (any) (CALABRESE2005C)
18/32 14/28 60 more | @000
per 1000
randomised no serious no serious ver RR1.12 | (from
1 trials serious! inconsistenc indirectness seri}(f)us2 reporting bias’ 9 9 (0.7 to 150 VERY CRITICAL
y (56.3%) | (50%) 1.82) fewerto | LOW
410
more)
Relapse (any) (GEDDES2010)
64/110 | 75/110 102 ®D00
no fewer
randomised | serious | no serious no serious RR 085 | per 1000
1 . - - - 1 serious? reporting bias? (0.7 to (from CRITICAL
trials risk of | inconsistency | indirectness (58.2%) | (68.2%) 1.05) 205 LOW
bias .
fewer to
34 more)
Relapse (any) (BOWDEN2000)
28/91 45/187 67 more | @000
randomised no serious no serious RR 1.28 Ffif)rlr? (3)2
1 . serious! | | ) - serious? reporting bias? (0.86 to VERY CRITICAL
trials inconsistency | indirectness (30.8%) | (24.1%) fewer to
1.91) 219 LOW
more)
Hospitalisation
no 22/110 | 25/110 27 fewer | @®00
randomised | serious [ no serious no serious RR 0.88 er 1000
1 . - . . 1 serious? reporting bias? (0.53 to p CRITICAL
trials risk of | inconsistency | indirectness (20%) (22.7%) 1.46) (from LOW
bias ' 107
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Quality assessment No of patients Effect
N —_— - Quality | Importance
oo . isk o . . . . ther — Relative
studies Design bias Inconsistency | Indirectness | Imprecision considerations Lithium | Valproate 95% CI) Absolute
fewer to
105
more)
Relapse (mania) (GEDDES2010)
40/110 | 49/110 80 fewer | ®@®00
no RRO0&2 | Per 1000
1 ra.ndonused SETIOUS | O Serlous 110 Serious serious? reporting bias? (0.59 to (from CRITICAL
trials risk of | inconsistency | indirectness (36.4%) | (44.5%) 1.13) 183 LOW
bias ' fewer to
58 more)
Relapse (mania) (CALABRESE2005C)
7/32 6/28 4 more @000
per 1000
randomised no serious no serious ver RR1.02 1 (from
1 trials serious! inconsistenc indirectness seri}; U2 reporting bias? . o (039to | 131 VERY CRITICAL
! y (21.9%) | (21.4%) 2.68) fewerto | LOW
360
more)
Relapse (mania) (BOWDEN2000)
19/91 33/187 32more [ @000
1000
. : . RR1.18 | D
1 ra.ndormsed serious! | [0 S€TIOUS 1o serious serious? reporting bias? (0.71 to (from 51 VERY CRITICAL
trials inconsistency | indirectness (20.9%) | (17.6%) fewer to
1.96) 169 LOW
more)
Relapse (depression) (GEDDES2010)
randomised | "°. no serious no serious L . 5 35/110 | 50/110 RR 0.7 136 ®®00
1 trials serious | . ictenc indirectness | Serious reporting bias 31.8% 4559 (0.5 to fewer LOW CRITICAL
risk of y (31.8%) | (455%) | 099) | per1000
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Quality assessment No of patients Effect
N —_— - Quality | Importance
oo . isk o . - . . ther —_ Relative
studies Design bias Inconsistency | Indirectness | Imprecision considerations Lithium | Valproate 95% CI) Absolute
bias (from 5
fewer to
227
fewer)
Relapse (depression) (CALABRESE2005C)
11/32 8/28 57 more | @000
per 1000
randomised no serious no serious ver RR 1.2 (from
1 trials serious! inconsistenc indirectness seri}c,) us? reporting bias® 449 28,69 (0.56to0 | 126 VERY CRITICAL
y (34.4%) | (28.6%) 2.56) fewerto | LOW
446
more)
Relapse (depression) (BOWDEN2000)
9/91 12/187 35 more | ®000
. . . RR154 | Per 1000
1 ra.ndormsed serious! | 10 SEHIOUS 1o serlons very reporting bias? (0.67 to (from 21 VERY CRITICAL
trials inconsistency | indirectness | serious? (9.9%) (6.4%) fewer to
3.52) 162 LOW
more)
Discontinuation (for any reason) (BOWDEN2000
41/91 71/187 72more [ @000
. : . RR1.19 | Per 1000
1 ra.ndormsed serious! | 10 SoHOUS 110 Serions serious? reporting bias? (0.89 to (from 42 VERY | CRITICAL
trials inconsistency | indirectness 45.1%) | (38%) fewer to
1.59) LOW
224
more)
Discontinuation (for any reason) (CALABRESE2005c)
1 | randomised | serious’ | no serious | no serious very reporting bias? | 10/32 | 6/28 RR1.46 | 99 more | @000 | CRITICAL
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Quality assessment No of patients Effect
N —_— - Quality | Importance
oo . isk o . - . . ther —_ Relative
studies Design bias Inconsistency | Indirectness | Imprecision considerations Lithium | Valproate 95% CI) Absolute
trials inconsistency | indirectness | serious? (0.61to | per 1000
3.5) (from 84
(31.3%) | (21.4%) fewerto | VERY
LOW
536
more)
Discontinuation (for any reason) (GEDDES2010)
54/110 | 53/110 10 more | @900
per 1000
no
randomised | serious [ no serious no serious RR1.02 1 (from
1 trials risk of | inconsistenc indirectness serious® reporting bias? o 9 (0.78to | 106 CRITICAL
: y (49.1%) | (48.2%) 1.34) fewerto | LOW
bias
164
more)
Discontinuation (due to side effects) (GEDDES2010)
10/110 | 6/110 37 more | ®@®00
randomised :eorious no serious no serious RR 1.67 E)firlr? gg
1 . ) . . - serious? reporting bias? (0.63 to CRITICAL
trials risk of | inconsistency [ indirectness (9.1%) (5.5%) fewerto | LOW
. 4.43)
bias 187
more)

1 Risk of bias in several domains.
2 Optimal information size (for dichotomous outcomes, OIS = 300 events; for continuous outcomes, OIS = 400 participants) not met.

3 Few trials in this area have been registered
4 Substantial and significant heterogeneity.
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Lithium compared with lithium and valproate combination

Quality assessment No of patients Effect
‘ Lithiom Quality | Importance
No of . Risk . . . . Other — c
. Design . Inconsistency | Indirectness | Imprecision . . Lithium | + Relative | Absolute
studies of bias considerations o
Valproate | (95% CI)
Relapse (any)
64/110 | 58/110 53 more | @®00
no per 1000
randomised | serious | no serious no serious RR 1.1 (from 69
1 . . . . - serious? reporting bias? (0.87 to CRITICAL
trials risk of | inconsistency | indirectness (58.2%) | (52.7%) 14) fewerto | LOW
bias ’ 211
more)
Relapse (mania)
40/110 | 30/110 90 more [ ®@®0O0O
randomised S:rious no serious no serious RR 1.33 %)fi];i? (2)2
1 . . . . - serious? reporting bias? (09to CRITICAL
trials risk of | inconsistency | indirectness (36.4%) | (27.3%) 1.97) fewerto | LOW
bias ’ 265
more)
Relapse (depression)
35/110 |39/110 35 fewer | @®00
no per 1000
randomised | serious | no serious no serious RR 0.9 (from
1 trials risk of | inconsistenc indirectness serious® reporting bias® 9 o (062to | 135 CRITICAL
: y (31.8%) | (35.5%) 1.3) fewer to | LOW
bias
106
more)
Hospitalisation
1 randomised | no | no serious no serious serious? reporting bias® | 22/110 | 16/110 RR1.38 | 55 more | ®®00 | CRITICAL
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Quality assessment No of patients Effect
: Lithiom Quality | Importance
No of . Risk . . . . Other . c
. Design . Inconsistency | Indirectness | Imprecision . . Lithium | + Relative | Absolute
studies of bias considerations 0
Valproate | (95% CI)
trials serious | inconsistency [ indirectness (0.76 to | per 1000
risk of 2.47) (from 35
bias (20%) (14.5%) fewer to | LOW
214
more)
Discontinuation (for any reason)
54/110 | 56/110 20 fewer | @®00O
no per 1000
randomised | serious | no serious no serious RR0.96 | (from
1 trials risk of | inconsistenc indirectness serious? reporting bias® 9 9 (0-74t0 132 CRITICAL
: y (49.1%) | (50.9%) 1.26) fewer to | LOW
bias
132
more)
Discontinuation (due to side effects)
10/110 | 16/110 55 fewer | @®00
randomised Is?rious no serious no serious RR 0.62 Zif)rlr? "
1 . . . . - serious? reporting bias? 0.3 to CRITICAL
trials risk of | inconsistency | indirectness (9.1%) (14.5%) 132) 102 LOW
bias ’ fewer to
47 more)

1 Risk of bias in several domains.
2 Optimal information size (for dichotomous outcomes, OIS = 300 events; for continuous outcomes, OIS = 400 participants) not met.
3 Few trials in this area have been registered
4 Substantial and significant heterogeneity.
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Valproate compared with lithium and valproate combination

Quality assessment No of patients Effect
. Lithium ) Quality | Importance
gzc;)ifes Design 5; i)kias Inconsistency | Indirectness | Imprecision g)trl:s?;lera tions Valproate | + g;}?g;e Absolute
Valproate
Relapse (any)
153 more
no 75/110 58/110 RR129 | Per 1000 | ®@®00
1 ra.ndonnsed Serious | o serious 1o serious serious? reporting bias? (1.04 to (from 21 CRITICAL
trials risk of | inconsistency | indirectness 161) more to
bias (68.2%) (52.7%) ' 322 LOW
more)
Hospitalisation
81 more
no 25/110 16/110 RR 156 | PeT 1000 | @200
1 ra.ndonused SEHIoUs | 110 Serious 1o serlous serious? reporting bias? (0.88 to (from 17 CRITICAL
trials risk of | inconsistency | indirectness 2.76) fewer to
bias (22.7%) (14.5%) ' 256 LOW
more)
Relapse (mania)
172 more
no 49/110 30/110 RR 163 | PeT 1000 | @200
1 ra.ndormsed serlous | o serios 1o serious serious? reporting bias? (1.13 to (from 35 CRITICAL
trials risk of | inconsistency | indirectness 2.36) more to
bias (44.5%) (27.3%) ' 371 LOW
more)
Relapse (depression)
99 more
no 50/110 39/110 RR108 | PeT 1000 | ®®00
1 ra.ndom1sed SEHous | 1o serious 1o serlous serious? reporting bias? (0.93 to (from 25 CRITICAL
trials risk of | inconsistency | indirectness 1.77) fewer to
bias (45.5%) (35.5%) ' 273 LOW
more)
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Quality assessment No of patients Effect
Lithium Quality | Importance
No of . Risk . . . . Other Relative
studies Design of bias Inconsistency | Indirectness | Imprecision considerations Valproate | + (5% CI) Absolute
Valproate
Discontinuation (for any reason)
25 fewer
53/110 56/110 per 1000 | ®®00
randomised nori no seri no seri RR0.95 1 (from
1 andomused | seriots | o SErious [0 SCHOUS | gorious? reporting bias? 072to | 143 CRITICAL
trials risk of | inconsistency | indirectness 14 p ¢
bias @82%) | o9%) |12 fewerto | Low
more)
Discontinuation (due to side effects)
25 fewer
o 53/110 | 56/110 per 1000 | @@00
randomised | serious | no serious no serious RR0.95 1 (from
1 . . . . 1 serious? reporting bias® (0.72to | 143 CRITICAL
trials risk of | inconsistency | indirectness
b 1.24) fewer to
1as (48.2%) (50.9%) 122 LOW
more)

1 Risk of bias in several domains.
2 Optimal information size (for dichotomous outcomes, OIS = 300 events; for continuous outcomes, OIS = 400 participants) not met.
3 Few trials in this area have been registered
4 Substantial and significant heterogeneity.
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Lithium compared with lamotrigine

Quality assessment No of patients Effect
Quality | Importance
WD ol Design eIk Inconsistency | Indirectness | Imprecision Ry Lithium | Lamotrigine Relative Absolute
studies & bias y p considerations & (95% CI)
Relapse (any)
31/60 33/62 16 fewer [ @000
per 1000
randomised no serious no serious RR 0971 (from
1 trials serious! inconsistenc indirectness serious? reporting bias? . . 0.69to | 165 VERY CRITICAL
y (51.7%) | (53.2%) 1.36) fewerto | LOW
192
more)
Discontinuation (for any reason)
19/60 18/62 26 more | @000
per 1000
randomised | ver no serious no serious RR1.09 1 (from
1 trials seri}c]) us! | inconsistenc indirectness serious? reporting bias? . . (0.64to | 105 VERY CRITICAL
y (31.7%) | (29%) 1.87) fewer to | LOW
253
more)
1 Risk of bias in several domains.
2 Optimal information size (for dichotomous outcomes, OIS = 300 events; for continuous outcomes, OIS = 400 participants) not met.
3 Few trials in this area have been registered
4 Substantial and significant heterogeneity.
23
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Lithium compared with quetiapine

Quality assessment No of patients Effect
o Quality | Importance
0 elative
No O.f Design R.l sk of Inconsistency | Indirectness | Imprecision Othe.r . Lithium | Quetiapine Absolute
studies bias considerations (95% CI)
Discontinuation (for any reason)
99/364 | 68/404 104 more [ @000
randomised no serious no serious RR 1.62 Ffif)i? 2(9)
1 . serious! | | . - serious? reporting bias? (1.23 to VERY CRITICAL
trials inconsistency | indirectness (27.2%) | (16.8%) more to
2.13) 190 LOW
more)
Discontinuation (due to side effects)
20/364 | 14/404 20 more [ ®000
randomised no serious no serious RR1.59 | per 1000
1 trials serious! inconsistenc indirectness serious? reporting bias? . . (0.81to | (from?7 VERY CRITICAL
y (5.5%) (3.5%) 3.09) fewerto | LOW
72 more)
1 Risk of bias in several domains.
2 Optimal information size (for dichotomous outcomes, OIS = 300 events; for continuous outcomes, OIS = 400 participants) not met.
3 Few trials in this area have been registered
4 Substantial and significant heterogeneity.
24
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Olanzapine compared with lithium

Quality assessment No of patients Effect
Relati Quality | Importance
O Design A3 Inconsistency | Indirectness | Imprecision Ol Olanzapine | Lithium e0atlve Absolute
studies & bias y P considerations P (315) /o
Relapse (any)
53/217 69/214 77 fewer [ @000
randomised no serious no serious RR 076 Ffif)rlr? "
1 . serious! | . . . 1. serious? reporting bias? (0.56 to VERY CRITICAL
trials inconsistency | indirectness (24.4%) (32.2%) 1.03) 142
) fewerto | FOW
10 more)
Relapse (mania)
25/217 53/214 131 @000
fewer
randomised no seri no seri RR 047" per 1000
1 anaomiIsed | serioust | 11O SEHOUS o serious serious? reporting bias? (0.3 to (from 69 | VERY CRITICAL
trials inconsistency | indirectness (11.5%) (24.8%) 0.72) fewerto | LOW
173
fewer)
Relapse (depression)
28/217 16/214 55 more | @000
RR 173 | Per 1000
1 ra.ndomlsed serious! | 'O S€TIOUS 1o serious very reporting bias? (0.96 to (from 3 VERY CRITICAL
trials inconsistency | indirectness | serious? (12.9%) (7.5%) 3.1) fewer to
. 157 LOW
more)
Discontinuation (for any reason)
randomised . no serious no serious no serious . . 116/217 144/214 | RRO.79 1 141 SS00
1 . serious! | | . o . - reporting bias? (0.68to | fewer CRITICAL
trials inconsistency | indirectness | imprecision (53.5%) (67.3%) 0.93) per 1000 LOW
25
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Quality assessment No of patients Effect
: Quality | Importance
NG Design L S0 Inconsistency | Indirectness | Imprecision Other Olanzapine | Lithium Reloatwe Absolute
studies & bias y P considerations P 85) /o
(from 47
fewer to
215
fewer)
Discontinuation (due to side effects)
41/217 55/214 67 fewer [ @000
randomised no serious no serious RR 0.74 Ffif);o "
1 . serious! | . . . 1. serious? reporting bias? (0.51 to VERY CRITICAL
trials inconsistency | indirectness (18.9%) (25.7%) 1.05) 126
’ fewerto | FOW
13 more)
Weight (mean change in kg; better indicated by lower values)
SMD ®®00
0.07
randomised no seri no seri no seri higher
1 AndomIsed | serioust | 11 SerIous 1O SErious | NOSEHOUS o orting bias® | 217 214 - (0.12 CRITICAL
trials inconsistency | indirectness | imprecision LOW
lower to
0.26
higher)
1 Risk of bias in several domains.
2 Optimal information size (for dichotomous outcomes, OIS = 300 events; for continuous outcomes, OIS = 400 participants) not met.
3 Few trials in this area have been registered
4 Substantial and significant heterogeneity.
26

Bipolar Disorder (Update): draft (March 2014)





DRAFT FOR CONSULTATION

Aripiprazole compared with placebo (all participants taking lamotrigine)

Quality assessment No of patients Effect
Relati li I t
WD ol Design eIk Inconsistency | Indirectn Imprecision Qs Aripiprazole | Placeb ) j o Absolut Quelly | Importance
studies 8 bias y cctness PTECISION | s nsiderations piprazole acebo 1 (95% SOTHIe
CI)
Relapse (any)
40/178 56/173 100 @000
fewer
randomised | very no serious no serious reporting RR 0.69 | per 1000
1 . ; . . o serious? . (049to | (from6 | VERY | CRITICAL
1 3 0, 0,
trials serious! | inconsistency | indirectness bias (22.5%) (32.4% 0.98) fewer to | LOW
165
fewer)
Relapse (mania)
16/178 27/173 66 fewer | @000
randomised | ver no serious no serious reportin RR 0.58 Ffirlr? "
1 . Y . . .1 serious? P & (0.32 to VERY | CRITICAL
trials serious! | inconsistency | indirectness bias? (9%) (15.6%) 106
1.03) fewer to | LOW
5 more)
Relapse (depression)
24/178 29/173 34 fewer | ®000
randomised | ver no serious no serious reportin, RR 0.8 per 1000
1 trial riy 1 | inconsisten indirectn. serious? bip ) & . . (049to | (from85 | vERY | CRITICAL
als serious consistency ectness as (13.5%) (16.8%) 1.32) fewerto | LOW
54 more)
Discontinuation (for any reason)
113/178 120/173 RR 0.92 55 fewer | @000
1 ra.ndomlsed very no serious no serious serious? re.portmg (079 to per 1000 VERY | CRITICAL
trials serious! | inconsistency | indirectness bias® (63.5%) (69.4%) (from
1.06) 146 LOW
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Quality assessment No of patients Effect
i li I t
Noe! Design Rizlt Inconsistency | Indirectness | Imprecision Oz Aripiprazole | Placebo Rel?twe Absolute Quelly | Importance
studies & bias y P considerations PP (95%
CI)
fewer to
42 more)
Discontinuation (due to side effects)
16/178 10/173 32more | ®000
per 1000
randomised | ver no serious no serious ver reportin RR 1.56 (from 16
1 . Y : . no s M "POTtng (0.73 to VERY | CRITICAL
trials serious! | inconsistency [ indirectness | serious? bias? (9%) (5.8%) fewer to
3.33) 135 LOW
more)
Weight (mean change in kg; better indicated by lower values)
SMD ®000
0.08
randomised | ver no serious no serious reportin, higher
1 . Y : . 1o s serious? "porting 160 161 - (0.14 VERY | CRITICAL
trials serious! | inconsistency | indirectness bias?
lower to | LOW
0.29
higher)

1 Risk of bias in several domains.
2 Optimal information size (for dichotomous outcomes, OIS = 300 events; for continuous outcomes, OIS = 400 participants) not met.

3 Few trials in this area have been registered
4 Substantial and significant heterogeneity.
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Aripiprazole compared with placebo (all participants taking lithium or valproate)

Bipolar Disorder (Update): draft (March 2014)

Quality assessment No of patients Effect
‘ Relative Quality | Importance
Noe! Design Rizlt Inconsistency | Indirectness | Imprecision Ol Aripiprazole | Placebo 0 Absolute
studies 8 bias y P considerations p1p (315) /o
Relapse (any)
25/168 43/169 107 @000
fewer
randomised | ver no serious no serious RR0.58 | per 1000
1 . J . . - serious? reporting bias? (0.38to | (from23 | VERY CRITICAL
trials serious! | inconsistency | indirectness (14.9%) (25.4%) 0.91) fower to LOW
158
fewer)
Relapse (mania)
11/168 25/169 83 fewer | ®000
randomised no serious no serious RR 0.44 ?fif)rlr? (1)(9)
1 . serious! | . . . 1. serious? reporting bias? (0.23 to VERY CRITICAL
trials inconsistency | indirectness (6.5%) (14.8%) 0.87) fewer to
fewer)
Relapse (depression)
14/168 18/169 23 fewer [ @000
randomised | ver no serious no serious RR0.78 | per 1000
1 . M . . .1 serious? reporting bias? (0.4 to (from 64 | VERY CRITICAL
trials serious! | inconsistency indirectness (8.3%) (10.7%) 1.52) fower to LOW
55 more)
Discontinuation (for any reason)
65/168 80/169 RR 082 85 fewer | @000
1 ra.ndom1sed very 110 serious 110 serious serious? reporting bias? (0.64 to per 1000 VERY CRITICAL
trials serious! | inconsistency | indirectness (38.7%) (47.3%) 1.05) (from
29
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Quality assessment No of patients Effect
Relati Quality | Importance
O Design A3 Inconsistency | Indirectness | Imprecision Ol Aripiprazole | Placebo eoa v Absolute
studies & bias y P considerations pp 85) /o
fewer to
24 more)
Discontinuation (due to side effects)
19/168 15/169 24 more [ @000
randomised | ver no serious no serious ver RR 1.27 E)fi];rlrf) gg
1 ; Yo | hoser oS J reporting bias? (0.67 to VERY | CRITICAL
trials serious! | inconsistency | indirectness | serious? (11.3%) (8.9%) fewer to
2.42) 126 LOW
more)
Weight (mean change in kg; better indicated by lower values)
SMD ®000
0.08
randomised | ver no serious no serious higher
1 . Y . . . .. serious? reporting bias® | 160 161 - (0.14 VERY CRITICAL
trials serious! | inconsistency | indirectness
lowerto | LOW
0.29
higher)
Suicide
randomised | ver no serious no serious ver 17168 07169 RR 3.04 ©000
1 trials seri}cl)us1 inconsistency | indirectness seri};us2 reporting bias® 9 0 (012to |- VERY | CRITICAL
y (0.6%) (0%) 75.05) LOW
1 Risk of bias in several domains.
2 Optimal information size (for dichotomous outcomes, OIS = 300 events; for continuous outcomes, OIS = 400 participants) not met.
3 Few trials in this area have been registered
4 Substantial and significant heterogeneity.
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Olanzapine compared with placebo (all participants taking lithium or valproate)

Quality assessment No of patients Effect
) Relative Quality | Importance
No of Design Risk of Inconsistency | Indirectness | Imprecision Other Olanzapine | Placebo 0 Absolute
studies & bias y P considerations P (C915) /o
Relapse (any)
11/30 21/38 188 ®000
no fewer
randomised | serious | no serious no serious ver RR0.66 | per 1000
1 . . . . 1. M reporting bias® (0.38to | (from VERY CRITICAL
trials risk of | inconsistency | indirectness | serious? (36.7%) (55.3%) |11 5) 343 LOW
bias fewer to
83 more)
Relapse (mania)
6/30 11/38 90 fewer | ®000
per 1000
randomised | ver no serious no serious ver RR0.69 | (from
1 . M . . - Y reporting bias® (0.29to0 | 206 VERY CRITICAL
trials serious! | inconsistency [ indirectness | serious? (20%) (28.9%) |1 65) fewerto | Low
188
more)
Relapse (depression)
7/30 15/38 162 ®000
fewer
randomised Isfrious no serious no serious very RR 0.59 ?fif)rlr? "
. -
1 trials risk of | inconsistency | indirectness | serious? reporting bias (23.3%) (39.5%) 302265); to 284 VERY CRITICAL
bias ’ fewer to | LOW
103
more)

Discontinuation (for any reason)
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Quality assessment No of patients Effect
) Relative Quality | Importance
NG Design L S0 Inconsistency | Indirectness | Imprecision Other Olanzapine | Placebo 0 Absolute
studies 8 bias y P considerations P (5%
CI)
35/51 43/48 206 ®D00
n fewer
randomised s:rious no serious no serious RR 077 per 1000
1 . . . . - serious? reporting bias? (0.62to | (from 54 CRITICAL
trials risk of | inconsistency | indirectness (68.6%) (89:6%) | 0.9 1) fewer to | LOW
bias ' 340
fewer)
Discontinuation (due to side effects)
5/51 8/48 68 fewer | @000
no per 1000
randomised | serious | no serious no serious very RR 0.59' 1 (from
. -
1 trials risk of | inconsistency | indirectness | serious? reporting bias (9.8%) (16.7%) 306271) o Eer%/er to VERY CRITICAL
bias ) 112 LOW
more)

1 Risk of bias in several domains.
2 Optimal information size (for dichotomous outcomes, OIS = 300 events; for continuous outcomes, OIS = 400 participants) not met.

3 Few trials in this area have been registered
4 Substantial and significant heterogeneity.
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Olanzapine compared with placebo

Quality assessment No of patients Effect
i li I t
No of . Risk 5 . oer Other . Relative Quality | Importance
. Design . Inconsistency | Indirectness | Imprecision . . Olanzapine | Placebo Absolute
studies of bias considerations (95%
CI)
Relapse (any)
324
32/137 77/138 fewer @00
randomised ggrious no serious no serious RR 0.42 Ffirlr? "
1 . . . . - serious? reporting bias? (0.3 to CRITICAL
trials risk of | inconsistency | indirectness . . 0.59 229
bias (23.4%) (55.8%) | 0-59) fewer to | LOW
391
fewer)
Relapse (mania)
20/137 54/138 247 @000
fewer
randomised Isfrious no serious no serious very RR 0.37 Ffif)rlr? "
. -
1 trials risk of | inconsistency [ indirectness | serious? reporting bias (14.6%) (39.1%) (0-24to 160 VERY CRITICAL
. 0.59) LOW
bias fewer to
297
fewer)
Relapse (depression)
12/137 23/138 78 fewer [ @®00
randomised Is?rious no serious no serious RR 0.53 E)fi(r)rll? »
1 . - . . - serious? reporting bias? (0.27 to CRITICAL
trials risk of | inconsistency | indirectness (8.8%) (16.7%) 1.01) 122 LOW
bias ' fewer to
2 more)

Discontinuation (for any reason)
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Quality assessment No of patients Effect
i li I t
No of . Risk . . . . Other . Relative Quality | Importance
studies Design of bias Inconsistency | Indirectness | Imprecision considerations Olanzapine | Placebo 95% Absolute
CI)
25/138 23/140 16 more [ ®@®00
no per 1000
RR1.1
randomised | serious | no serious no serious . ) . (from 56
2 3
1 trials risk of | inconsistency | indirectness Serious reporting bias (18.1%) (16.4%) %08?3? to fewerto | LOW CRITICAL
bias ' 140
more)
Discontinuation (due to side effects)
4/138 2/140 15 more | ®000
no per 1000
RR 2.03
randomised | serious | no serious no serious very . - (from 9
1 trials risk of | inconsistency [ indirectness | serious? reporting bias (2.9%) (1.4%) (0.38 to fewerto | YERY CRITICAL
bias 109 1p LOwW
more)

1 Risk of bias in several domains.

2 Optimal information size (for dichotomous outcomes, OIS = 300 events; for continuous outcomes, OIS = 400 participants) not met.
3 Few trials in this area have been registered

4 Substantial and significant heterogeneity.
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Paliperidone compared with placebo

Quality assessment No of patients Effect
i li I rt
N o Design BiEICk Inconsistency | Indirectness | Imprecision s Paliperidone | Placebo RQIOatlve Absolute Quallty | fmportance
studies 8 bias y P considerations P (CQIS) /o
Relapse (any)
66/152 77148 88 fewer [ @000
randomised no serious no serious RR 0.83 E)fi];rlrf) "
S S . -
1 trials serious* | . o tency | indirectness serious reporting bias (43.4%) (52%) (0.66 to 177 VERY CRITICAL
1.06) f LOW
ewer to
31 more)
Discontinuation (for any reason)
56,152 52/148 18 more [ @000
randomised no serious no serious RR 1.05 %)fi];rlrf) (7)2
1 . serious? | | . - serious? reporting bias? (0.78 to VERY CRITICAL
trials inconsistency | indirectness (36.8%) (35.1%) fewer to
1.42) 148 LOW
more)
Discontinuation (due to side effects)
5/152 4/148 6 more ®000
randomised no serious no serious RR1.22 | per 1000
1 trials serious* inconsistenc indirectness serious? reporting bias? . . (033to | (from18 | VERY CRITICAL
y (3.3%) (2.7%) 4.44) fewerto | LOW
93 more)
Weight (mean change in kg; better indicated by lower values)
SMD ®000
0.21
randomised . no serious no serious . . . higher
4 2 3 -
1 trials serious® | . i tency | indirectness serious reporting bias® | 146 144 (0.03 VERY CRITICAL
lower to | LFOW
0.44
35
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Quality assessment No of patients Effect
. Relative Quali Importance
NG Design L S0 Inconsistency | Indirectness | Imprecision Other Paliperidone | Placebo 0 Absolute Y g
studies 8 bias y P considerations P (95%
CI)
higher)
1 Risk of bias in several domains.
2 Optimal information size (for dichotomous outcomes, OIS = 300 events; for continuous outcomes, OIS = 400 participants) not met.
3 Few trials in this area have been registered
4 Substantial and significant heterogeneity.
36
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Quetiapine compared with placebo

Quality assessment No of patients Effect
) Relative Quality | Importance
ol Design Sl Inconsistency | Indirectness | Imprecision Disten Quetiapine | Placebo 0 Absolute
studies 8 bias y P considerations P (315) /o
Relapse (any)(YOUNG2012)
69/291 118/294 165 ®000
fewer
randomised no serious no serious RR0.59 " per 1000
1 trial serious! | | ist indirect serious? reporting bias? . . (046to | (from96 | VERY CRITICAL
rials inconsistency | indirectness (23.7%) (40.1%) | 0.7 6) fewerto | oW
217
fewer)
Discontinuation (for any reason) (YOUNG2012)
170/291 140/294 110 more | @®00
randomised no seri no seri no seri RR 1.23 pfir rlr? gg
1 Andomised | serioust | 11 SerTous 1O Serious | NOSEMOUS o orting bias® (105t | O CRITICAL
trials inconsistency | indirectness | imprecision (58.4%) (47.6%) 1.43) more to LOW
’ 205
more)
Discontinuation (for any reason) (WEISLER2011)
68/404 80,404 30 fewer | ®000
. . . RR 0.85 | per 1000
1 :a.niiomlsed serious! | 1 5¢T10 ?S podserlc;lls serious? reporting bias? . . 0.63to | (from73 | VERY CRITICAL
rials inconsistency | indirectness (16.8%) (19.8%) 1.14) fewerto | LOW
28 more)
Discontinuation (due to side effects) (YOUNG2012)
12/291 10/294 | Rr121 7 more @000
1 ra.ndomlsed serious? [ ;o SSHOUS 110 Serous very reporting bias? (0.53 to per 1000 VERY CRITICAL
trials inconsistency | indirectness | serious? (4.1%) (3.4%) (from 16
2.76) fewerto | LFOW
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Quality assessment No of patients Effect
Relative Quality | Importance
ol Design Sl Inconsistency | Indirectness | Imprecision Disten Quetiapine | Placebo 0 " Absolute
studies & bias y P considerations p (95%
CI)
60 more)
Discontinuation (due to side effects) (WEISLER2011)
14/404 10/404 10 more | ®000
randomised no serious no serious ver RR 1.4 per 1000
1 trials serious! inconsistenc indirectness seri}(,) us? reporting bias? . . 0.63to | (from?9 VERY CRITICAL
y (3.5%) (2.5%) 3.11) fewerto | LOW
52 more)
1 Risk of bias in several domains.
2 Optimal information size (for dichotomous outcomes, OIS = 300 events; for continuous outcomes, OIS = 400 participants) not met.
3 Few trials in this area have been registered
4 Substantial and significant heterogeneity.
38
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Quetiapine compared with placebo (all participants taking lithium or valproate)

Quality assessment No of patients Effect
No of Risk of Other Relative Quality | Importance
studies Design bias Inconsistency | Indirectness | Imprecision considerations Quetiapine | Placebo 815)% Absolute
Relapse (any)
125/646 343/680 313 ®®00
fewer
RRO38 | Per 1000
2 randomised | joyst | MOSCTiOUS | noserious | O SErIOUS | i piagy (032t | Urom CRITICAL
trials inconsistency | indirectness | imprecision (19.3%) (50.4%) | 0.4 6) 272 LOW
’ fewer to
343
fewer)
Discontinuation (for any reason)
197/646 134,/680 104 more [ @®00
RR153 | Per 1000
2 ra.ndormsed serious! | 1o SoHOUS 110 Serious 110 serious reporting bias® (1.24 to (from 47 CRITICAL
trials inconsistency | indirectness | imprecision (30.5%) 19.7%) |1 89) more to | LOW
' 175
more)
Discontinuation (due to side effects)
42 /646 14/680 32more [ ®000
1000
. . RR253 | P
2 ra.ndormsed serious! | serious® 110 Serious serious? reporting bias® (0.75 to (from 5 VERY CRITICAL
trials indirectness (6.5%) (2.1%) fewer to
8.53) 155 LOW
more)
Weight (mean change in kg)
. . . . SMD ®D00
1 randomised | ;1 | DO serious 110 SEHOUS | MO SEHOUS | o b orting bias? | 310 313 - 0.43 CRITICAL
trials inconsistency | indirectness | imprecision . LOW
higher
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Quality assessment No of patients Effect
Relati uali Importance
o Design el o Inconsistency | Indirectness | Imprecision Ot Quetiapine | Placebo eoa = Absolute ° Y g
studies & bias y P considerations P (CQIS) /o
(0.27 to
0.59
higher)
Suicide
1/336 1/367 0 more ®000
randomised no serious no serious ver RR1.09 | per 1000
1 trials serious! inconsistenc indirectness seri}(,) us? reporting bias® . . (0.07to | (from3 VERY CRITICAL
y (0:3%) (0-27%) 16.79) fewerto | LOW
43 more)
Mortality
4 fewer
domised . . 0/336 2/367 | RR0.22 | per1000 | ©O0O
1 TANCOMISEE | serioust | 110 Serious 1o serious very reporting bias? (0.01to | (fromb CRITICAL
trials inconsistency | indirectness | serious? VERY
(0%) (0.54%) 4.45) fewer to OW
19 more) L
1 Risk of bias in several domains.
2 Optimal information size (for dichotomous outcomes, OIS = 300 events; for continuous outcomes, OIS = 400 participants) not met.
3 Few trials in this area have been registered
4 Substantial and significant heterogeneity.
40
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Quetiapine compared with valproate

Bipolar Disorder (Update): draft (March 2014)

Quality assessment No of patients Effect
. Quality | Importance
ol Design Sl Inconsistency | Indirectness | Imprecision Disten Quetiapine | Valproate Relative Absolute
studies & bias y P considerations P P (95%
CI)
Discontinuation (for any reason)
15/21 12/16 38 fewer [ @000
per 1000
randomised | ver no serious no serious ver RR0.95 | (from
1 trials seri}cl)us1 inconsistenc indirectness seri};us2 reporting bias? 9 9 (0.64t0 | 270 VERY CRITICAL
y (71.4%) (75%) 1.41) fewer to | LOW
307
more)
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Risperidone long-acting injectable compared with placebo injection

Bipolar Disorder (Update): draft (March 2014)

Quality assessment No of patients Effect
) Relative Quality | Importance
NG Design L S0 Inconsistency | Indirectness | Imprecision Other Risperidone | Placebo 0 Absolute
studies 8 bias y P considerations P 815) %
Relapse (any) (VIETA2012)
52/135 77/138 173 ®D00
fewer
randomised 1;:1‘10118 no serious no serious RR 0.69 1 per 1000
1 . . . . - serious? reporting bias? (0.53to | (from 56 CRITICAL
trials risk of | inconsistency [ indirectness (38.5%) (55.8%) | o 9) fewer to | LOW
bias . 262
fewer)
Relapse (any) (QUIROZ2010)
45/154 78/149 230 ®000
fewer
randomised no serious no serious RR 0.56 ffirlr? "
1 . serious* | . . . 1 serious? reporting bias? (0.42 to VERY CRITICAL
trials inconsistency | indirectness (29.2%) (623%) | o 75) 131
' fewerto | LOW
304
fewer)
Relapse (mania) (VIETA2012)
27/135 54/138 192 ®®00
fewer
randomised Z:rious no serious no serious RR 051 1 per 1000
1 trials risk of | inconsistency | indirectness serious? reporting bias? (20%) (39.1%) (0.34to | (from 94 LOw CRITICAL
bias : 0.76) geSvger to
fewer)
Relapse (mania) (QUIROZ2010)
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Quality assessment No of patients Effect
Relati Quality | Importance
WD ol Design eIk Inconsistency | Indirectness | Imprecision Ry Risperidone | Placebo eoatwe Absolute
studies & bias y P considerations P 2?15) /o
45/154 78/149 230 ®000
fewer
randomised no serious no serious RR 0.56 Ffi;lr? v
1 . serious? | . . .1 serious? reporting bias? (0.42 to VERY CRITICAL
trials inconsistency | indirectness (29.2%) (52.3%) | 75) 131
’ fewerto | LOW
304
fewer)
Relapse (depression) (VIETA2012)
25/135 23/138 18 more [ @®00
randomised S:rious no serious no serious RR 1.11 Ffigrlr? gg
1 . . . . . 1 serious? reporting bias® (0.66 to CRITICAL
trials risk of | inconsistency | indirectness (18.5%) (16.7%) |18 6) fewerto | LOW
bias ' 143
more)
Relapse (depression) (QUIROZ2010)
45/154 78/149 230 @000
fewer
randomised no serious no serious RR 0.56 ?figrlno "
S S . -
1 trials serious* | . o tency | indirectness serious reporting bias (29.2%) (52.3%) 8074; to 131 VERY CRITICAL
' fewerto | LOW
304
fewer)
Discontinuation (for any reason) (VIETA2012)
randomised | ' no serious no serious . . . 30/137 23/140 | RR1.33 | 54 more | 00
1 trials serious | . tenc indirectness serious? reporting bias? . ) (0.82to | per 1000 CRITICAL
riskof | ! y ! (21.9%) (16.4%) 2.17) (from 30 LOW
43
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Quality assessment No of patients Effect
Relati Quality | Importance
NG Design L S0 Inconsistency | Indirectness | Imprecision Other Risperidone | Placebo eoatwe Absolute
studies 8 bias y P considerations P 85) /o
bias fewer to
192
more)
Discontinuation (for any reason) (QUIROZ2010)
37/154 40/149 30 fewer | @000
RRO89 | Per 1000
randomised . no serious no serious . . . ' (from
4 2 3
1 trials serious inconsistency | indirectness serious reporting bias (24%) (26.8%) §03621) to 105 VERY CRITICAL
' fewer to | LFOW
86 more)
Discontinuation (due to side effects) (VIETA2012)
6/137 2/140 30 more [ @000
no RR3.07 | Per 1000
1 ra.ndomlsed serious | no serious no serious very reporting bias’ (0.63 to (from 5 VERY CRITICAL
trials risk of | inconsistency | indirectness | serious? (4.4%) (1.4%) fewer to
. 14.93) LOW
bias 199
more)
Discontinuation (due to side effects) (QUIROZ2010)
1/154 1/149 0fewer [ @000
randomised no serious no serious ver RR 0971 per 1000
1 trial serious* inconsisten indirectn. riy ) reporting bias? . . (0.06to | (from 6 VERY CRITICAL
als consistency ectness | serious (0.65%) (0.67%) 15.33) fewer to | Low
96 more)
1 Risk of bias in several domains.
2 Optimal information size (for dichotomous outcomes, OIS = 300 events; for continuous outcomes, OIS = 400 participants) not met.
3 Few trials in this area have been registered
4 Substantial and significant heterogeneity.
44
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Risperidone long-acting injectable compared with placebo injection (all participants received treatment as usual)

Quality assessment No of patients Effect
Relati Quality | Importance
Noe! Design Rislk Inconsistency | Indirectness | Imprecision Ol Risperidone | Placebo eoahve Absolute
studies 8 bias y P considerations P 815) %
Relapse (any)
15/65 27/59 229 @000
fewer
randomised | ver no serious no serious RR 0.5 per 1000
1 . M . . .1 serious? reporting bias? (0.3 to (from 69 | VERY CRITICAL
trials serious! | inconsistency | indirectness (23.1%) (45.8%) 0.85) fewerto | LOW
320
fewer)
Relapse (mania)
7/65 16/59 163 ®000
fewer
randomised no serious no serious ver RR 0.4 per 1000
1 . serious! | | ) o Y reporting bias? (0.18to | (from27 | VERY CRITICAL
trials inconsistency | indirectness | serious? (10.80) (27.1%) 0.9) fewerto | LOW
222
fewer)
Relapse (depression)
8/65 11/59 63 fewer [ @000
randomised | ver no serious no serious ver RR 0.66 ffi:)rll? "
1 . Y . . . 1. M reporting bias? (0.29 to VERY CRITICAL
trials serious! | inconsistency [ indirectness | serious? (12.3%) (18.6%) 1.53) 132
' fewer to LOwW
99 more)
Discontinuation (for any reason)
i i i 14/65 Oct-59 @000
1 ra.ndomlsed very go ser19us go sgnous serious? reporting bias? / RR 1.27 | 46 more CRITICAL
trials serious! | inconsistency | indirectness (21.5%) (16.9%) | (0.61to | per 1000 | VERY
45
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Quality assessment No of patients Effect
Relati Quality | Importance
N o Design el Inconsistency | Indirectness | Imprecision s Risperidone | Placebo - oa v Absolute
studies 8 bias y P considerations P 85) /o
2.64) (from 66 | LOW
fewer to
278
more)
Discontinuation (due to side effects)
3/65 1/59 29 more | ®000
randomised | ver no serious no serious ver RR 2.72 Ffirlr? (1)2
1 . Y : : 1o © Y reporting bias® (0.29 to VERY | CRITICAL
trials serious! | inconsistency [ indirectness | serious? (4.6%) (1.7%) fewer to
25.47) LOW
415
more)
1 Risk of bias in several domains.
2 Optimal information size (for dichotomous outcomes, OIS = 300 events; for continuous outcomes, OIS = 400 participants) not met.
3 Few trials in this area have been registered
4 Substantial and significant heterogeneity.
46
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Risperidone long-acting injectable with treatment as usual

compared with treatment as usual alone

Quality assessment No of patients Effect
Relati Quality | Importance
O Design A3 Inconsistency | Indirectness | Imprecision Ol Risperidone TAU e0atlve Absolute
studies & bias y P considerations | + TAU 815) /o
Discontinuation (for any reason)
9/25 6/25 120 more [ @000
RR 15 per 1000
1 randomised serious! | 1© serious no serious very reporting bias? . 63. to (from 89 VERY CRITICAL
trials inconsistency | indirectness | serious? (36%) (24%) fewer to
3.59) 622 LOW
more)
Discontinuation (due to side effects)
randomised no serious no serious ver /25 0/25 | RR3 ©000
1 trials serious! inconsistenc indirectness seri};us2 reporting bias? 4% 0% (013to | - VERY CRITICAL
Y ( 0) ( 0) 703) LOW

1 Risk of bias in several domains.
2 Optimal information size (for dichotomous outcomes, OIS = 300 events; for continuous outcomes, OIS = 400 participants) not met.

3 Few trials in this area have been registered

4 Substantial and significant heterogeneity.
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Lamotrigine compared with placebo

Quality assessment No of patients Effect
Relativ
No of Other e
studie Risk Inconsistenc | Indirectnes | Imprecisio | consideration Placeb | (95% Qualit
s Design of bias |y s n s Lamotrigine | o CI) Absolute y Importance
Relapse (any)
2 randomis | serious | serious? no serious | serious? reporting 143/280 115/19 | RR0.82 | 108 fewer @000 | CRITICAL
ed trials 1 indirectnes bias* 1 (0.59 to | per 1000
s (51.1%) 1.14) (from 247 VERY
(60.2%) fewerto 84 | LOW
more)
Relapse (mania)
1 randomis | no no serious no serious | serious? reporting 20/59 28/70 RR 0.85 | 60 fewer per | ®®00 | CRITICAL
ed trials serious | inconsistency | indirectnes bias* (0.54 to | 1000 (from
risk of s (33.9%) (40%) 1.34) 184 fewer to | LOW
bias 136 more)
Relapse (depression)
1 randomis | serious | no serious no serious | very reporting 8/59 21/70 | RR0.45 [ 165 fewer @000 | CRITICAL
ed trials 1 inconsistency | indirectnes | serious? bias* (0.22to | per 1000 VERY
s (13.6%) (30%) 0.94) (from 18 LOW
fewer to 234
fewer)
Discontinuation (for any reason)
2 randomis | serious | no serious no serious | serious® reporting 96,/280 64/191 | RR1.14 | 47 more per | ®000 | CRITICAL
ed trials 1 inconsistency | indirectnes bias* (0.64 to | 1000 (from VERY
s (34.3%) (33.5%) | 2.06) 121 fewer to | LOW
355 more)

Discontinuation (due to side effects)
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Quality assessment No of patients Effect
Relativ
No of Other e
studie Risk Inconsistenc | Indirectnes | Imprecisio | consideration Placeb | (95% Qualit
s Design of bias | y s n s Lamotrigine | o CI) Absolute y Importance
2 randomis | serious | no serious no serious | serious? reporting 26/280 22/191 | RR0.84 | 18 fewer per | ©@000 | CRITICAL
ed trials 1 inconsistency | indirectnes bias* (0.48 to | 1000 (from VERY
s (9.3%) (11.5%) | 1.46) 60 fewer to LOW
53 more)
Global Assessment Scale (Better indicated by lower values)
2 randomis | serious | serious? no serious | no serious | reporting 219 184 - SMD -0.21 @000 | CRITICAL
ed trials 1 indirectnes | imprecisio | bias* lower (-0.56 [ VERY
s n lower to 0.15 | LOW
higher)

1 Risk of bias in several domains.
2 Substantial and significant heterogeneity.
3 Optimal information size (for dichotomous outcomes, OIS = 300 events; for continuous outcomes, OIS = 400 participants) not met.
4 Few trials in this area have been registered
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Oxcarbazepine compared with placebo (all participants were taking lithium)

Quality assessment No of patients Effect
No of . Risk of ] - - Other ] Relative Quality | Importance
- Design . Inconsistency | Indirectness | Imprecision . - Oxcarbazepine | Placebo | (95% Absolute
studies bias considerations Q)
Relapse (any)
1 randomised | serious! | no serious no serious very reporting bias* | 8/26 18/29 RR 0.5 310 @000 | CRITICAL
trials inconsistency | indirectness | serious? (0.26 to | fewer VERY
(30.8%) (62.1%) | 0.94) per 1000 | LOW
(from 37
fewer to
459
fewer)
Relapse (mania)
1 randomised | serious! | no serious no serious very reporting bias* | 5/26 9/29 RR0.62 | 118 @000 | CRITICAL
trials inconsistency | indirectness | serious® (0.24to | fewer VERY
(19.2%) (31%) 1.61) per 1000 | LOW
(from
236
fewer to
189
more)
Relapse (depression)
1 randomised | serious! | no serious no serious very reporting bias* | 3/26 9/29 RR0.37 | 196 @000 | CRITICAL
trials inconsistency | indirectness | serious? - (011to | fewer VERY
(11.5%) (31%) 1.23) per 1000 | LOW
(from
276
fewer to
71 more)
Discontinuation (for any reason)
50
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Quality assessment No of patients Effect
No of - Risk of ] - - Other ] Relative Quality | Tmportance
. Design . Inconsistency | Indirectness | Imprecision . . Oxcarbazepine | Placebo | (95% Absolute
studies bias considerations Q)
1 randomised | serious! | no serious no serious very reporting bias* | 10/26 10/29 RR1.12 | 41 more | @000 | CRITICAL
trials inconsistency | indirectness | serious? (0.55to | per1000 | VERY
(38.5%) (34.5%) | 2.24) (from LOW
155
fewer to
428
more)
Discontinuation (due to side effects)
1 randomised | serious! | no serious no serious very reporting bias* | 3/26 2/29 RR1.67 | 46 more | ®000 | CRITICAL
trials inconsistency | indirectness | serious® (0.3 to per 1000 | VERY
(11.5%) (6.9%) | 9.24) (from48 | LOW
fewer to
568
more)
Psychosocial functioning (GAF; better indicated by higher values)
1 randomised | serious! | no serious no serious very reporting bias* | 26 29 - SMD @000 | CRITICAL
trials inconsistency | indirectness | serious® 0.27 VERY
higher LOW
(0.26
lower to
0.8
higher)
Weight (Mean change in kg; better indicated by lower values)
1 randomised | serious! | no serious no serious very reporting bias* | 26 29 - SMD @000 | CRITICAL
trials inconsistency | indirectness | serious? 0.16 VERY
lower LOW
(0.69
lower to
0.37
higher)
51
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1 Risk of bias in several domains.

2 Substantial and significant heterogeneity.

3 Optimal information size (for dichotomous outcomes, OIS = 300 events; for continuous outcomes, OIS = 400 participants) not met.
4 Few trials in this area have been registered

Bipolar Disorder (Update): draft (March 2014)

52





DRAFT FOR CONSULTATION

Valproate compared with placebo

Quality assessment No of patients Effect
. Relative Quality | Importance
No of Design Risk of Inconsistency | Indirectness | Im isi Other Val te | Placeb 0 Absolut
studies 8 bias y PrecISIOn | considerations | * 2 Prode acebo | (95% sotute
CI)
Relapse (any)
1 randomised | serious! | no serious no serious serious? reporting bias* | 45/187 36/94 RR0.63 | 142 @000 | CRITICAL
trials inconsistency | indirectness (24.1%) (38.3%) (0.44to | fewer VERY
0.9) per 1000 | | ow
(from 38
fewer to
214
fewer)
Relapse (mania)
1 randomised | serious! | no serious no serious serious? reporting bias* | 33/187 21/94 RR0.79 | 47 fewer | @000 | CRITICAL
trials inconsistency | indirectness (17.6%) (22.3%) (049to | per 1000 | Ry
1.29) (from 114 | [ oW
fewer to
65 more)
Relapse (depression)
1 randomised | serious! | no serious no serious serious? reporting bias* | 12/187 15/94 RR 0.4 96 fewer | @000 | CRITICAL
trials inconsistency | indirectness (6.4%) (16%) (0.2to per 1000 | Ry
0.82) (from29 | [ ow
fewer to
128
fewer)
Discontinuation (for any reason
1 randomised | serious! | no serious no serious serious? reporting bias* | 71/187 35/94 RR1.02 | 7 more @000 | CRITICAL
trials inconsistency | indirectness (38%) (37.2%) (0.74to | per 1000 | yERy
1.4) (from 97 | [ ow
fewer to
149
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Quality assessment No of patients Effect
. Relative Quality | Importance
No of Desi Risk of 1 st Indirect I . . Other Val te | Placeb Absolut
studies | Desisn bias nconsistency | Indirectness | Imprecision | .. . | Valproate acebo | (959 solute
CI)
more)
Discontinuation (due to side effects)
1 randomised | serious! | no serious no serious very reporting bias* | 41/187 Nov-94 | RR1.87 [ 102more | @000 | CRITICAL
trials inconsistency | indirectness | serious? (21.9%) (11.7%) (1.01to [ per 1000 | yERY
more to
289
more)

1 Risk of bias in several domains.

2 Substantial and significant heterogeneity.

3 Optimal information size (for dichotomous outcomes, OIS = 300 events; for continuous outcomes, OIS = 400 participants) not met.

4 Few trials in this area have been registered
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Gabapentin compared with placebo (all participants were taking a mood stabiliser)

Quality assessment No of patients Effect
i uality [ Importance
No of Design Risk of Inconsisten Indirectn Imprecision Other Gab tin | Placeb Relftlve Absolut ° ’ ’
studies | P18 bias consistency irectness precision | . rations | CaPapentin acebo 85) % solute
Discontinuation (for any reason)
1 randomised | serious! | no serious no serious very reporting bias* | 7/13 6/12 RR1.08 [ 40more | ®000 | CRITICAL
trials inconsistency | indirectness | serious? (0.51to | per 1000
(53.8%) (50%) 2.3) (from VERY
245 LOW
fewer to
650
more)
Discontinuation (due to side effects)
1 randomised | serious! | no serious no serious very reporting bias* | 1/13 1/12 RR0.92 | 7 fewer @000 | CRITICAL
trials inconsistency | indirectness | serious? (7.7%) (8.3%) (0.06 to | per 1000 | yvERY
13.18) (from78 | Low
fewer to
1000
more)

1 Risk of bias in several domains.
2 Substantial and significant heterogeneity.
3 Optimal information size (for dichotomous outcomes, OIS = 300 events; for continuous outcomes, OIS = 400 participants) not met.

4 Few trials in this area have been registered

Bipolar Disorder (Update): draft (March 2014)

55





DRAFT FOR CONSULTATION

Imipramine in combination with lithium compared with lithium

Quality assessment No of patients Effect
No of Desi Risk of . . o Other Imipramine | ... . Relative Quality | Importance
. esign . Inconsistency | Indirectness | Imprecision . . e Lithium | (95% Absolute
studies bias considerations | + lithium Q)
Relapse (any)
1 randomised | serious! | no serious no serious very reporting bias® | 18/36 23/42 RR091 | 49fewer | @000 | CRITICAL
trials inconsistency | indirectness | serious? (0.6 to per 1000 | VERY
(50%) (54.8%) | 1.4) (from LOW
219
fewer to
219
more)
Relapse (mania)
1 randomised | serious! | no serious no serious very reporting bias® | 10/36 11/42 RR1.06 | 16 more | @000 | CRITICAL
trials inconsistency | indirectness | serious? (0.51to | per1000 | VERY
(27.8%) (6.2%) 2.2) (from LOW
128
fewer to
314
more)
Relapse (depression)
1 randomised | serious! | no serious no serious very reporting bias® | 8/36 12/42 RR0.78 | 63 fewer | @000 | CRITICAL
trials inconsistency | indirectness | serious? (036to | per 1000 | VERY
(22.2%) (28.6%) | 1.69) (from LOW
183
fewer to
197
more)
Discontinuation (due to side effects)
1 randomised | serious! | no serious no serious very reporting bias® | 2/36 0/42 RR5.81 |- @000 | CRITICAL
trials inconsistency | indirectness | serious? (0.29 to VERY
(5.6%) (0%) 117.23) LOW
56
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1 Risk of bias in several domains.

2 Substantial and significant heterogeneity.

3 Optimal information size (for dichotomous outcomes, OIS = 300 events; for continuous outcomes, OIS = 400 participants) not met.
4 Few trials in this area have been registered
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Imipramine and lithium compared with imipramine

Quality assessment No of patients Effect
Relativ Qualit | Importanc
No of : g g Bs Other . :
. . Risk of | Inconsistenc | Indirectnes | Imprecisio . g Imipramin c g e Absolut |Y €
studie | Design bi consideration + lithi Imipramine >
s ias y s n s e + lithium (95% e
CI)
Relapse (any)
1 randomise | serious | no serious no serious very reporting bias® | 18/36 29/36 RR0.62 | 306 @000 | CRITICAL
d trials 1 inconsistency | indirectness | serious? (0.43 to | fewer VERY
(50%) (80.6%) 0.89) per 1000 | LOW
(from 89
fewer to
459
fewer)
Relapse (mania)
1 randomise | serious | no serious no serious very reporting bias® | 10/36 19/36 RR0.53 | 248 @000 | CRITICAL
d trials 1 inconsistency | indirectness | serious? (0.29to | fewer VERY
(27.8%) (52.8%) 0.97) per 1000 | LOW
(from 16
fewer to
375
fewer)
Relapse (depression)
1 randomise | serious | no serious no serious very reporting bias® | 8/36 10/3 | RR0.8 56 fewer [ @000 | CRITICAL
d trials 1 inconsistency | indirectness | serious? 6 (0.36 to | per 1000 | VERY
(22.2%) 1.79) (from LOW
(27.8%) 178
fewer to
219
more)
Discontinuation (due to side effects)
58

Bipolar Disorder (Update): draft (March 2014)






DRAFT FOR CONSULTATION

1 randomise | serious | no serious no serious very reporting bias® | 2/36 0/42 RR 5.81 @000 | CRITICAL
d trials 1 inconsistency | indirectness | serious? (0.29 to VERY
(5.6%) (0%) 117.23) LOW
1 Risk of bias in several domains.
2 Substantial and significant heterogeneity.
3 Optimal information size (for dichotomous outcomes, OIS = 300 events; for continuous outcomes, OIS = 400 participants) not met.
4 Few trials in this area have been registered
59
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Imipramine compared with lithium

Quality assessment No of patients Effect
Relative
No of Risk of Other (95%
studies | Design bias Inconsistency | Indirectness | Imprecision | considerations | Imipramine | Lithium | CI) Absolute | Quality | Importance
Relapse (any)
1 randomised | serious! | no serious no serious very reporting bias® | 29/36 23/42 RR1.47 | 257 more | @000 | CRITICAL
trials inconsistency | indirectness | serious? (1.07 to | per 1000 | VERY
(80.6%) (54.8%) | 2.02) (from 38 | LOW
more to
559
more)
Relapse (mania)
1 randomised | serious! | no serious no serious very reporting bias® | 19/36 11/42 RR2.02 | 267 more | @000 | CRITICAL
trials inconsistency | indirectness | serious? (111to | per 1000 | VERY
(52.8%) (26.2%) | 3.65) (from29 | LOW
more to
694
more)
Relapse (depression)
1 randomised | serious! | no serious no serious very reporting bias® | 10/36 12/42 RR0.97 | 9fewer @000 | CRITICAL
trials inconsistency | indirectness | serious? (0.48to | per 1000 | VERY
(27.8%) (28.6%) | 1.98) (from LOW
149
fewer to
280
more)
Discontinuation (due to side effects)
1 randomised | serious! | no serious no serious very reporting bias® | 0/36 0/42 not not @000 | CRITICAL
trials inconsistency | indirectness | serious? pooled | pooled VERY
(0%) (0%) LOW
60
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1 Risk of bias in several domains.

2 Substantial and significant heterogeneity.

3 Optimal information size (for dichotomous outcomes, OIS = 300 events; for continuous outcomes, OIS = 400 participants) not met.
4 Few trials in this area have been registered
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Imipramine compared with placebo (all participants were taking lithium)

Quality assessment No of patients Effect
No of . Risk of ] - - Other : : Relative Quality | Importance
. Design . Inconsistency | Indirectness | Imprecision . . Imipramine | Placebo | (95% Absolute
studies bias considerations Q)
Relapse (any)
1 randomised | serious! | no serious no serious very reporting bias® | 12/37 8/38 RR1.54 | 114 more | @000 | CRITICAL
trials inconsistency | indirectness | serious? (0.71to | per 1000 | VERY
(32.4%) (21.1%) | 3.33) (from 61 | LOW
fewer to
491
more)
Relapse (mania)
1 randomised | serious! | no serious no serious very reporting bias® | 9/37 5/38 RR 231 | 138 more | @000 | CRITICAL
trials inconsistency | indirectness | serious? (0.78 to | per 1000 | VERY
(24.3%) (10.5%) | 6.85) (from23 | LOW
fewer to
616
more)
Relapse (depression)
1 randomised | serious! | no serious no serious very reporting bias® | 3/37 5/38 RR0.77 | 24 fewer | @000 | CRITICAL
trials inconsistency | indirectness | serious? (0.18to | per 1000 | VERY
(8.1%) (10.5%) | 3.21) (from 86 | LOW
fewer to
233
more)
Discontinuation (for any reason)
1 randomised | serious! | no serious no serious serious? reporting bias® | 25/37 30/38 | RR0.86 | 111 @000 | CRITICAL
trials inconsistency | indirectness (0.65to | fewer VERY
(67.6%) (78.9%) | 1.13) per 1000 | LOW
(from
276
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fewer to
103
more)
Discontinuation (due to side effects)
1 randomised | serious! | no serious no serious very reporting bias® | 1/37 1/38 RR1.03 | 1more @000 | CRITICAL
trials inconsistency | indirectness | serious? (0.07to | per 1000 | VERY
(2.7%) (2.6%) | 15.82) (from24 | LOW
fewer to
390
more)
1 Risk of bias in several domains.
2 Substantial and significant heterogeneity.
3 Optimal information size (for dichotomous outcomes, OIS = 300 events; for continuous outcomes, OIS = 400 participants) not met.
4 Few trials in this area have been registered
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Imipramine compared with placebo

Bipolar Disorder (Update): draft (March 2014)

Quality assessment No of patients Effect
No of . Risk of . : Bs Other c : Relative Clzelisy] Mo
] Design . Inconsistency | Indirectness | Imprecision . ] Imipramine | Placebo | (95% Absolute
studies bias considerations Q)
Relapse (mania)
1 randomised | serious! | no serious no serious very reporting bias® | 6/13 3/13 RR 2 231 more | ®000 | CRITICAL
trials inconsistency | indirectness | serious? (0.63to [ per1000 | VERY
(46.2%) (23.1%) | 6.34) (from 85 | LOW
fewer to
1000
more)
Relapse (depression)
1 randomised | serious! | no serious no serious very reporting bias® | 0/13 5/13 RR0.09 | 350 @000 | CRITICAL
trials inconsistency | indirectness | serious? (0.01to | fewer VERY
(0%) (38.5%) | 1.49) per 1000 | LOW
(from
381
fewer to
188
more)
Discontinuation (for any reason)
1 randomised | serious! | no serious no serious very reporting bias® | 7/13 6/13 RR1.17 | 78 more | @000 [ CRITICAL
trials inconsistency | indirectness | serious? (0.54to [ per1000 | VERY
(53.8%) (46.2%) | 2.53) (from LOW
212
fewer to
706
more)
Suicide
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1 randomised | serious! | no serious no serious very reporting bias® | 0/13 1/13 RR0.33 | 52fewer | @000 [ CRITICAL
trials inconsistency | indirectness | serious? (0.01to [ per1000 | VERY
(0%) (7.7%) 7.5) (from76 | LOW
fewer to
500
more)
Mortali
1 randomised | serious! | no serious no serious serious? reporting bias® | 2/13 1/13 RR 2 77 more | ®000 | CRITICAL
trials inconsistency | indirectness (0.21to | per 1000 | VERY
(15.4%) (7.7%) 19.44) (from 61 | LOW
fewer to
1000
more)
1 Risk of bias in several domains.
2 Substantial and significant heterogeneity.
3 Optimal information size (for dichotomous outcomes, OIS = 300 events; for continuous outcomes, OIS = 400 participants) not met.
4 Few trials in this area have been registered
65
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APPENDIX 23: PSYCHOLOGICAL INTERVENTIONS FOR BIPOLAR DISORDER - STUDY

CHARACTERISTICS

% Drop- Hours Duration Follow-
STUDY Country | Age ’ % BPI | Phase Intervention N P of up

Female out (weeks)

contact (weeks)
Individual Cognitive therapy (CT) / Cognitive Behavioural therapy (CBT)
BALL2006 AUS 42 58% NR M CTvTAU 25,27 16% 20 26 52 /78
JONES2013 GB 39 70% 79% M CBT v TAU 33,34 3% 18 26 52
LAM2000 GB 39 52% 100% M CBT v TAU 13,12 8% NR 26 52
LAM2003 GB 44 56% 100% M CT v TAU 51, 52 16% 16 26 52
MEYER2012 DE 44 50% 79% M CBT v Supportive therapy 38, 38 1136£7 18,18 39 143
MIKLOWITZ2007B¥ US 40 59% 67% Ad CBT v Collaborative 75,130 | 4% 11,2 39,6 52
therapy 30%
SCHMITZ2002 Us 34 52% NR Ad CBT v TAU 25,21 %67? 20 12 -
SCOTT2001 GB 39 60% 81% A and CT v TAU 21,21 14% 11 26 -
SCOTT2006 GB 41 65% 94% A and CBT v TAU 127,126 17% NR 26 72
ZARETSKY2008 CA 41 NR 66% M CBT v TAU 40, 39 28% NR 13 52
Psychological therapy for medication adherence (PTM)
COCHRAN1984 uUs 33 61% 75% M PTM v TAU 14, 14 14% 6 32
EKER2012 TR 36 54% NR M PTM vs Attention control 35, 36 17% 12 -
Individual Psychoeducation (PE)
JAVADPOUR2013 IR NR 51% NR M PEv TAU 54, 54 121?’ 7 8 26 /75 2/
LOBBAN2010 GB 45 68% 98% M PEvTAU 56, 40 5% 6 6 48
PERRY1999 GB 45 68% 91% M PEvTAU 34, 36 21% 9 NR 52
1

Bipolar Disorder (Update): draft (March 2014)






DRAFT FOR CONSULTATION

% Drop- Hours Duration Follow-
STUDY Country | Age ; % BPI Phase Intervention N p of up

Female out (weeks)

contact (weeks)
DOGAN2003 TR 37 35% NR M PEv TAU 14,12 NR 14 6 -
Individual PE vs Group CBT
o)
PARIKH2012 CA 41 58% 72% M PE vs CBT 95,109 5;16? 17,9 20,6 72
(o
Online Psychoeducation (PE)
PROUDFOOT2012 AU NR 70% NR Ad and M PE vs Attention control 139, 141 5;29£;, 0 8 26
(o
SMITH2011 GB 44 62% 86% M PE vs TAU 24,26 33% NR 17 43
TODD 2012 GB 43 72% NR Aand M PE vs TAU 61, 61 66% 0 26 -
Group CBT
BARROS2012 BR 44 69% NR M CBT v Attention control 32,23 NR 24 8 34 /60
BERNHARD2009 DE 39 73% 63% M CBT v TAU 32,36 22% 18 12 52
GOMES2011 BR 38 76% 76% M CBT v TAU 23,27 0% 27 26 78
COSTA2012 BR 40 62% 84% M CBT v TAU 27,14 0% 28 14 40
Group Social cognition and interaction training
LAHERA2013 ES | 39 | 65% 76% M CBT v TAU 21,16 | 19% 18 18 -
Group Mindfulness based cognitive therapy
WILLIAMS2008 GB NR NR NR M Mindfulness v Wait list 9,8 NR 23 8 -
PERICH2013 AUS NR 65% 62% M Mindfulness v TAU 48, 47 2L%, 18 8 22/
’ ° ’ 38% 35/48/61
Group Dialectical Behaviour Therapy (DBT)
DIJK2013 CA 42 0,75 0,42 Ad DBT v TAU 13,13 | 8%,8% 18 12 -
Functional remediation
2
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% Cmop | 00 | e L
STUDY Country | Age ; % BPI Phase Intervention N p of up
Female out (weeks)
contact (weeks)
TORRENT2013 ES 40 NR NR M Functional remediation v |7, g5 | 29%, 32 21 47
TAU 18%
Group Psychoeducation (PE)
SAJATOVIC2009 us 41 68% NR A PE v TAU 84, 80 51% NR 52 -
CASTLE2010 AUS 42 77% 74% M PE v TAU 42,42 24% 23 13 52
TORRENT2013 ES 40 NR NR M PE v TAU 82,80 lei;' 32 21 47
(o
COLOM2003a ES 35 62% 100% M PE v Attention control 25,25 NR 32 20 124
COLOM2003b ES 34 63% 83% M PE v Attention control 60, 60 27% 32 21 124
Family psychoeducation (Service users and carers)
CLARKIN1998 Us 48 46% 100% A Family PE v TAU 19,23 ;5@ NR 48 -
DSOUZA2010 AUS 40 52% 86% M Family PE v TAU 27,31 NR 18 12 60
GLICK1993 UsS 32 67 % NR A Family PE v TAU 15,11 Zlggj’ 8 7 33
(o
MILLER20041 us 39 56% 100% A Family PE v TAU 33,29 36% 10 NR 121
Family psychoeducation (Carers)
BORDBAR2009 IR 30 22% 100% M Family PE v TAU 29, 28 0% 2 1 52
GENT1991 NL 49 NR NR Family PE v Waitlist 14,12 0% NR 5 31
o Family PE v Short carer 18, 19, 28%,
MADIGAN2012 IE 42 65% NP M focused int. v TAU 10 1% NR 5 57 / 109
H [
PERLICK2010 US 35 62% 87% | Aand M | Shortcarerfocusedint.v | 5 ) 4%, 11 14 -
TAU 10%
REINARES2008 ES 34 54% 83% M Family PE v TAU 57, 56 5% 18 12 65
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% Drop- Hours Duration Follow-
STUDY Country | Age ; % BPI Phase Intervention N p of up
Female out (weeks)
contact (weeks)
Family Focused Therapy (FFT)
MIKLOWITZ2000 uUs 36 63% 100% Aand M FFTvTAU 31,70 10% 21 39 52 /104
H o)
MIKLOWITZ2007B¥ US 40 59% 67% Ad FFT v Collaborative 26,130 | 2% 11,2 39,6 52
therapy 30%
MILLER20041 uUs 39 56% 100% A FFTvTAU 30, 29 %gf;' 10,9 NR 121
(o
REA2003 Us 26 NR | 100% M FET v PE (Individual) 28,25 221// 21,11 | 39,39 ]
Interpersonal and social rhythm therapy (IPSRT)
SWARTZ2012 uUs 37 60% 0% Ad IPRST v Quetiapine 14,11 %3;18£7 6 12 -
(o
IPRST v 439
FRANK1999a uUs 35 56 100% A Intensive clinical 39,43 37(;’ 38,15 123 -
(o
management
MIKLOWITZ2007B¥ uUs 40 59% 67% Ad IPRST vs TAU 62,130 ?;%)éj’ 14,2 39,6 52
(o
Collaborative care (Psychiatric focus)
BAUER2006a uUs 47 9% 87% A Collaborative care v TAU | 166, 164 215;;’ NR 156 -
Systematic care
SIMON2005 us 44 69% 76% Aand M management programv | 212,229 NR NR 52 -
TAU
Specialized outpatient
KESSING2013 DK 36 54% NR M mood disorder clinic v 72,86 | 0%,0% NR 104/130 -
TAU
Collaborative care (Physical health focus)
FAGIOLINI2009 Us 41 61% 67% | Aand M Enhanced Clinical 235,228 | NR NR 85 -
Intervention vs TAU
4
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% Drop- | O | Duration || FOLOW-
STUDY Country | Age ; % BPI Phase Intervention N p of up
Female out (weeks)
contact (weeks)
KILBOURNE2008 Us 55 9% 76% Aand M | Collaborative care v TAU NR NR NR 26 -
KILBOURNE2012 UsS 45 61% NR A and M Collaborative care v TAU 34, 34 NR NR 30 52
Integrated group therapy (IGT)
WEISS2007 Us 42 52% 81% Adand M IGT v Drug counseling 31,31 i?;;’ 20, 20 20, 20 35
WEIS52009 us 38 41% 79% Adand M IGT v Drug counseling 31, 30 12%;’ 12,12 12,12 26
Integrated Cognitive and Interpersonal Therapy (IC&IT)
SCHWANNAUER2007 GB 37 48% 95% NR IC&IT vTAU 106, 106 215;4;’ 25 20 46,98
¥ MIKLOWITZ2007B is a four-arm trial including three active interventions and a ‘treatment as usual’ control group. It has been listed in this table under
‘Individual Cognitive therapy (CT)’, ‘Family Focused Therapy (FFT)" and ‘Interpersonal and social rhythm therapy (IPSRT)".
1T MILLER2004 is a three-arm trial including two active interventions and a ‘treatment as usual” control group. It has been listed in this table under ‘Family
psychoeducation (Service users and carers)’ and ‘Family Focused Therapy (FFT)’.
5
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APPENDIX 24: PSYCHOLOGICAL INTERVENTIONS FOR
BIPOLAR DISORDER - RISK OF BIAS

Study ID

BALL2006

BARROS2012

BAUER2006a

BERNHARD2009

BORDBAR2009

CASTLE2010

CLARKIN1998

COCHRAN1984

COLOM2003a

COLOM2003b

COSTA2012

DIJK2013

DOGAN2003

DSOUZA2010

Random sequence

generation (selection bias)
Blinding of participants
assessment (detection bias)

and personnel
Incomplete outcome data

Allocation concealment
Blinding of outcome
(attrition bias)
Selective reporting
(reporting bias)

I

EKER2012

FAGIOLINI2009

FRANK1999a

GENT1991

II

GLICK1993

GOMES2011

JAVADPOUR2013

JONES2013

KESSING2013

KILBOURNE2008

KILBOURNE2012

LAHERA2012

LAM?2000

LAM2003

LOBBAN2010

MADIGAN2012

MEYER2012

I
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Study ID

MIKLOWITZ2000

MIKLOWITZ2007b

MILLER2004

PARIKH2012

PERICH2013

PERLICK2010

generation (selection bias)
assessment (detection bias)

Blinding of participants

and personnel
Incomplete outcome data

Allocation concealment
(attrition bias)

(selection bias)
Blinding of outcome
Selective reporting
(reporting bias)

Random sequence

PERRY1999

PROUDFOOT2012

REA2003

I

REINARES2008

SAJATOVIC2009

-

SCHMITZ2002

SCOTT2001

SCOTT2006

SIMON2005

SMITH2011

SWARTZ2012

TODD2012

TORRENT2013

WEISS2007

WEIS52009

WILLIAMS2008

ZARETSKY2008
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APPENDIX 25: PSYCHOLOGICAL INTERVENTIONS FOR

BIPOLAR DISORDER - FOREST PLOTS

Individual psychological interventions compared with treatment as

(TAU)

Depression symptoms at post-treatment

Experimental Control

5td. Mean Difference

usual

5td. Mean Difference

Study or Subgroup Std. Mean Difference SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.1.1 Online Psychoeducation

PROUDFQOTZ2012 [AdEn) 0.0z 0122449 139 134 307% 0.02 022, 0.26]

TaDD 2012 [A&M] -0.44 019893 52 83 16.1% -0.44 [0.83,-0.04] —=—

Subtotal (95% CI) 191 187 46.8% -0.18 [-0.63, 0.26]

Heterogeneity; Tau*=0.08; Chi*=3.88, df=1{FP=0.08), F=74%

Test for overall effect Z= 080 (F=0.42)

1.1.2 CBT

BALLZ00G [M] -0.46852925 027796134 25 7 9.3% -0.47 -1.01, 0.08] 7
JOMES2013 [M] 0 0295891837 26 20 8.3% 0.00 058, 0.58] I
LARZ2000 [h] -0.35246214 0.40567328 12 11 4.7% -0.35 115, 0.44] T

LAK 2003 ] -0.1705 020286467 48 483 15.6% -017 F0AT, 023 -
SCOTTZ001 [Adh]) -0.47824184 030724731 M | T.A% -0.48[-1.08, 017 —
FARETSEYZ008 [M] -0.8824974 0312674 26 20 7.A% -0.88 -1.20,003] I
Subtotal (95% CI) 158 147  53.2% -0.31 [-0.53, -0.08] L 2
Heterageneity: Tau®*= 0.00; Chi*= 297 df=5{F =070 F= 0%

Test for overall effect £= 269 (P =0.007)

Total (95% Cl) 349 334 100.0% -0.23 [-0.41, -0.05] L
Heterogeneity: Tau?= 0.01; Chi*= 8.55, df= 7 (P = 0.29) F=18% 5_4 52 3 é

Test for averall effect Z= 2,55 (P = 0.01)
Testfor subgroup differences; Chif=0.24, df=1 (P = 0.62), F= 0%

Depression symptoms at follow-up

Experimental Control

5td. Mean Difference

Favours experimental Favours contro

Std. Mean Difference

Study or Subgroup 5td. Mean Difference SE Total Total Weight IV, Random, 95% Cl IV, Random, 95% CI
1.2.1 Online Psychoeducation

FROUDFOQOTZ201 2 [Ad&h] -0.03 012244898 139 134 36.3% -0.03 FO.27, 0.21]

SMITHZ011 [h] -0.78 0.28571429 26 27 12E6% -0.78 [1.34,-0.22] —

Subtotal {95% CI) 165 161  49.0% -0.36 [-1.09, 0.37]

Heterogeneity: Tau®= 0.23; Chi*=5.82, df=1 (F = 0.02); F= 83%

Testfor overall effect £=087 (F =033

1.2.2CBT

BALLZO0E [M] -0.30706504 027524852 25 27 13.4% -0.31 [F0.85, 0.23] T
JOMESZ01 3 [M] -0.02 0.33418367 22 15 9.8% -0.02 FO.67, 0.63] —_
LAMZ000 [M] -0.45646772 040792628 12 11 G.9% -0.46 [1.26, 0.34] T
LAMZ003 [M] -0128570485 0.20270363 48 48 21.0% -013 [F0.53, 0.27] —
Subtotal {95% CI) 107 101 51.0% -0.19 [-0.46, 0.08]

Heterageneity: Tau®= 0.00; Chi®= 086, df= 3 {F=0.81% F=0%

Testfor overall effect £=1.39{F =016}

Total (95% CI) 272 262 100.0% -0.21 [-0.43, 0.01] L
Heterogeneity: Tau®= 0.02; Chi*=6.85, dfi= A (P =023}, F= 27% 5_4 |2 ) é

Testfor overall effect: £=1.86 {F = 0.06}
Testfor subgroup differences: Chi*= 018 df=1 (P = 0.67), F= 0%
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Manic symptoms at post-treatment

Experimental Control

Std. Mean Difference 5td. Mean Difference

Study or Subgroup  5td. Mean Difference SE Total Total Weight IV, Random, 95% Cl IV, Random, 95% CI
1.31CBT
BALLZ006 [M] -0.02 027551 25 27 308% -0.02 FO56, 0.52]
LAMZO00 [h)] -0.32 04208918 12 11 13.2% -0.32 114, 0500
LAMZO03 [M)] 0 0.204082 48 48 56.1% 0.00[0.40,0.40]
Subtotal (95% CI) 85 86 100.0% -0.05 [-0.35, 0.25]
Heterogeneity: Tau®=0.00; Chi*= 048, df= 2 (FP=0.79); F=0%
Testfor overall effect Z=032{F=0.75)
Total {95% CI) 85 86 100.0% -0.05 [-0.35, 0.29]
Heterogeneity, Tau®= 0.00; Chi®= 0,48, df= 2 (P = 0.79); F= 0% 1_4 12 1 é
Testfor overall eﬁec.t: L=0.32(F= D'TS_} Favours experimental Favours contro
Testfor subaroup differences: Mot applicahle

Manic symptoms at follow-up

Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.4.1 Online Psychoeducation
ShITHZ011 [M] 24 24 17 39 I7 20 235% -0.24 [-0.89, 0.40] —
Subtotal (95% CI) 17 20 23.5% -0.24 [-0.89, 0.40] ‘-
Heterogeneity: Mot applicahle
Testfor overall effect £=0.74 (F = 0.46)
1.4.3CBT
BALL200G [h] 0.32 0494 25 078 215 27 N T% -0.27 [-0.81, 0.28] —
LAan2000 [h)] 067 0598 12 436 4.32 11 13.0% -1.16 F2.06,-0.26] —
LAn2003 [h)] 0.32 0494 25 078 214 27 N T% -0.27 [-0.81, 0.28] ——
Subtotal {95% CI) 62 65 T6.5% -0.45[-0.92, 0.01] ‘
Heterogeneity: Tau®= 0.06; Chi®= 3.21, df= 2 (F =020}, F= 38%
Test for overall effect £=1.90 (F = 0.06)
Total (95% CI) 79 85 100.0% -0.38 [-0.71, -0.04] ’
Heterogeneity: Tau®= 0.01; Chi*= 340, df= 3 {P= 033, F=12% 5_4 52 7 é

Testfor overall effect 2= 222 (F=0.03)

Test far subgroup diferences: Chi®= 026, df=1 (P=061 F=0%

Favours experimental Favours control

Number of participants admitted to hospital at post-treatment

Experimental Control
Study or Subgroup Events Total Events Total

Weight M-H, Random, 95% Cl

Risk Ratio
M-H, Random, 95% CI

Risk Ratio

1.5.1 Psychological therapy for medication adherence

COCHRAMNT984 [M] 1] 14 3 14 100.0%
Subtotal (95% Cl) 14 14 100.0%
Total events 1] 3

Heterogeneity: Mot applicable

Testfor overall effect £2=1.33{FP=018

Total (95% Cl) 14 14 100.0%
Total events 1] 3

Heterageneity: Mot applicable
Testfor overall effect: £=1.33 (F=0.13)
Testfor subgroup differences: Mot applicable
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Number of participants admitted to hospital at follow-up

Experimental Control

Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.71PE

PERRY1999 [M] 12 34 15 36 55.5% 0.85[0.47, 1.54] ——
Subtotal {(95% Cl) 34 36 55.5% 0.85 [0.47, 1.54] e
Total events 12 14

Heterogeneity: kot applicable

Testfor overall effect £=0.54 (F =0.99)

1.7.2 Psychological therapy for medication adherence

COCHRARTEE4 [M) 2 14 ] 14 10.7% 0.40[0.08,1.73 4 =

Subtotal {(95% Cl) 14 14 10.7% 0.40 [0.09, 1.73] NEEE———
Total events 2 ]

Heterogeneity: kot applicable

Testfor overall effect £=123(F =024

1.7.3CBT

LAM2003 [M] 7 43 16 48 33.8% 0.44[0.20,0.97] 4 i

Subtotal (95% Cl) 48 48 33.8% 0.44 [0.20, 0.97] =——

Total events 7 16

Heterogeneity: Bot applicable

Testfor overall effect £=2.04 (F=0.04

Total (95% CI) a6 98 100.0% 0.63 [0.38,1.02] —ani-—

Total events 21 26

Heterageneity: Tau®=0.02; Chi*=218, df=2{P=034); F=9% s o7 18 &

Testfor overall effect Z=1.89 (P = 0.06)

Testfor subgroup differences: Chif= 213, df= 2 (P =0.35), F=5.9%

Favours experimental Favours control

Mean number of participants admitted to hospital at follow-up

Experimental Control

Mean Difference Mean Difference

Study or Subgroup Mean 5D Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
1.6.1 CBT

LAan2000 [h] oo o8 12 045 0.8 11 100.0%  -0.45[-1.10,0.20]

Subtotal (95% CI) 12 11 100.0%  -0.45[-1.10,0.20]

Heterogeneity: Mot applicable

Testfor overall effect £=1.35{F=018)

Total (95% Cl) 12 11 100.0%  -0.45[-1.10,0.20]

Heterogeneity: Mot applicahle
Test far overall effect Z=1.35 (P =018
Testfor subaroup differences: Mot apnlicable

W 2 6 2
Favours experimental Favours contraol

Number of participants who relapsed (any type) at post-treatment
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Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% ClI
1.81 PE
FPERREY1999 [M] 13 4 20 36 40.0% 069 [0.41,1.148] —
Subtotal (95% CI) 34 36 40.0% 0.69 [0.41, 1.15] -
Total events 13 20
Heterogeneity: Mot applicable
Testfor overall effect: £=1.41 (F=0.16)
1.8.2 Psychological therapy for medication adherence
COCHRARTSE4 ] 2 14 a 14 a.0% 0.401[0.09, 1.73] — 1
Subtotal (95% CI) 14 14 5.0% 0.40 [0.09, 1.73] —eonll——
Total events 2 a
Heterogeneity: Mot applicahle
Testfor overall effect £=1.23 (P=0.2%
1.8.3CBT
BALLZOOE [M] a 24 9 27 11.9% 060 [0.23,1.55] — 71
LAMZ003 [m] 13 a1 22 82 334% 060 [0.34, 1.08] ——
SCOTT2001 [A&M] 1 18 2 14 2.0% 0.42[0.04,4.16]
ZARETSENY 2008 [ ] 40 4 39 7.E% 1.46 [0.45, 4.79] e
Subtotal (95% CI) 134 133 55.0% 0.67 [0.43, 1.04] L 2
Total events 25 ar
Heterogeneity: Tau®= 0.00; Chi*= 202, df=3(F =047, F=0%
Testfor overall effect Z=1.77 (P=0.03
Total (95% CI) 182 183 100.0% 0.66 [0.48, 0.92] <
Total events a0 B2
Heterogeneity: Tau®= 0.00; Chi*= 2480, df= (P =078, F=0% III.I'IIE sz é EID

Testfor averall effect Z= 248 (P=0.013

Test for subgroup differences: ChifF=048, df=2 (P=079, F=0%

Number of participants who relapsed (any type) at follow-up
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Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
1.10.1 PE
JAVADPOURZ013 [M)] 2 45 ] 41 1.1% 0.30[0.08,1.42] #
LOBBEAMZ010 [M)] 26 3] 24 40 18.4% 077 [0.53,1.13] .
FERRY1999 [h] 22 34 27 3B 2TA% 0.86 [0.63,1.18] —
Subtotal (95% Cl) 135 117 46.6% 0.81 [0.64, 1.02] . -
Total events al ar
Heterogeneity: Tau®=0.00; Chi®*=1.96, df=2 (F=0.37), F=0%
Testfor overall effect: Z=1.78 (FP=0.03)
1.10.3 Psychological therapy for medication adherence
COCHRAMNT 934 [M] a 14 11 14 9.4% 0.73[0.43, 1.24] — 1
Subtotal (95% Cl) 14 14 9.4% 0.73 [0.43,1.24] —eoti——
Total events a 11
Heterogeneity: Mot applicable
Testfor overall effect Z=118(FP=024
1.10.4 CBT
BALLZOOG [M)] 13 25 16 27 11.0% 0.88[0.54,1.43] e E—
JORES2013 [M] 12 29 20 28 106% 0.60 [0.36, 0.98] I —
LAMZ003 [M)] 21 48 36 48 20.3% 0.58 [0.41, 0.84] e E—
FARETSKYZ008 [M] 3] 26 4 20 21% 1.14[0.38, 3.59]
Subtotal (95% Cl) 128 124 44.0% 0.67 [0.53, 0.86] e
Total events a2 Th
Heterogeneity: Tau®=0.00; Chi*= 284, df=3(F=042), F=0%
Test for overall effect: £=3.19 (P =0.001)
Total {95% CI) 277 255 100.0% 0.74 [0.63, 0.87] <4
Total events 110 144
Heterogeneity: Tau®=0.00; Chi*=4578, df=7 (F=0.487), F=0% IZI!E IZI!T 1!5 ﬁ

Test for overall effect: £= 3.649 (P = 0.0002)
Testfor subgroup differences: Chif=1.10, dfi=2 (P=058), F=0%

Mean number of participants who relapsed (any type) at follow-up

Experimental Control

Mean Difference

Favours experimental

Favours control

Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
1.9.1 CBT

LAM2000 [M] 042 08 12 218 11 1000% -1.58 [2.76,-0.40] i

Subtotal (95% Cl) 12 11 100.0% -1.58 [-2.76, -0.40]

Heterogeneity: Mot applicable

Testfor overall effect £= 263 (P = 0.009)

Total (95% Cl) 12 11 100.0% -1.58 [-2.76, -0.40] '*"
Heterogeneity: Mot applicable 5_4 52 1 é

Test for averall effect £= 263 (P =0.009)
Test for suboroup differences: Mot annlicable

Favours experimental

Number of participants who relapsed (depression) at post-treatment
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Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
1.11.1 CBT
BALLZO006 [h] 1 24 T 27 40.8% 015[0.02,117] ¢4 i
Subtotal (95% Cl) 25 27 40.8% 0.15[0.02,1.17] e —
Total events 1 T
Heterogeneity: Mot applicable
Test for overall effect £=1.81 (P =0.07)
1.11.2 PE
FERRY1998 [h] 11 34 ] 36 58.2% 1.29[0.61, 273 t
Subtotal (95% Cl) 34 36 59.2% 1.29 [0.61, 2.73]
Total events 11 4
Heterageneity: Mot applicahle
Testfor overall effect £=0.68 (F=0.490
Total (95% CI) 59 63 100.0% 0.54 [0.06, 4.70] ——n
Total events 12 16
Heterageneity: Tau®=1.90; ChiF= 414, df=1 (P =0.04); F=76% III.I'IIE sz é 2'I:I

Test far averall effect Z=0.55 (P = 0.58)
Testfor subgroup differences: Chi®= 3.7

Favours experimental

4, df=1(P=0.05), F=732%

Number of participants who relapsed (depression) at follow-up

Favours control

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
1121 PE
LOBBAMZOT0 [M] 17 HE 16 a0 14.9% 0.76 [0.44, 1.21] D
FEREY1993 ] 16 34 11 B 13.T7% 1.54 [0.84, 2.83] T
Subtotal (95% Cl) a0 76 28.6% 1.07 [0.53, 2.14] —eet
Total events 33 27
Heterogeneity: Taw*=0.16; Chi®= 287, df=1 (F=0.09); F=65%
Testfor overall effect £=0.19 (F=0.89)
1.12.2 Online Psychoeducation
SMITHZ011 [M] 10 17 ] 20 13.3% 1.31 [0.70, 2.45] =
Subtotal (95% Cl) 17 20 13.3% 1.31 [0.70, 2.45] —eogl
Total events 10 4
Heterageneity: Mot applicahle
Testfor overall effect £=0.84 (F=0.40)
1123 CBT
BALLZOOG [h] 3] 25 11 27 89.8% 0.59 [0.26, 1.39] =
JORESZ013 [M] 11 29 14 28 152% 0.58 [0.34, 0.948] — ]
LAMZO03 [h] 10 a1 25 a2 13.4% 0.41[0.22, 076 +—=—
SCOTT2006 [A&M) a4 99 39 101 19.7% 1.02[0.72,1.44] —_—
Subtotal (95% Cl) 204 209 58.1% 0.65 [0.41, 1.02] -
Total events 3131 94
Heterogeneity: Tau*=0.13; Chi*=7.94, df=3 (F=0.05); F=62%
Test for overall effect: £=1.89 (P = 0.08)
Total (95% CI) 31 305 100.0% 0.82 [0.59,1.15] .
Total events 109 130
Heterogeneity: Taw*=0.12; Chi*=14.84, df= 6 (F=0.02; F=60% EI!E III!? 1f5 ﬁ

Testfor overall effect Z=116 (F=0.25)
Testfor subgroup differences: Chi*= 3.6

Favours experimental

2,.df=2(P=016), F=447%
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Number of participants who relapsed (mania) at post-treatment

Risk

Ratio

M-H, Random, 95% Cl

Experimental Control Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI
1131 PE
FERREY1999 [M] 2 a4 11 36 100.0% 0.19[0.05, 0.81]
Subtotal (95% CI) 34 36 100.0% 0.19 [0.05, 0.81]
Total events 2 11
Heterogeneity: Mot applicable
Test for overall effect F =226 (F =002
Total (95% Cl) 34 36 100.0% 0.19 [0.05, 0.81]

Total events 2 11
Heterogeneity: Mot applicable

Test for overall effect Z= 226 (F =002

Test for subharoup differences: Mot applicable

Number of participants who relapsed (mania) at follow-up

Experimental Control Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI

i

005 0z

Favours experimental

5 2|
Favaurs contral

Risk Ratio
M-H, Random, 95% Cl

1.14.1 PE

LOBBAMZ01D [M] | a6 3 a0 14.0% 0.80[0.34,1.90]
FPERFY1999 [M] ] 34 16 36 15.1% 040018, 0.90]
Subtotal (95% Cl) a0 76 29.1% 0.56 [0.28, 1.11]
Total events 14 24

Heterogeneity: Tau®= 0.07; Chi*=1.36, df=1 (P =0.24), F=27%
Testfor overall effect Z=1.66(F =010

1.14.2 Online Psychoeducation

SMITHZ2011 [M) 4 17 g 20 9.1% 0.94 [0.30, 2.96]
Subtotal (95% CI) 17 20 9.1% 0.94 [0.30, 2.96]
Total events 4 A

Heterogeneity: Mot applicahle
Testfor overall effect Z=010(F =084

1.14.3 CBT

JOMESZ013 [M] K] 24 10 24 a.6% 0.30 [0.09, 0.98]
LAMZ003 [M] 16 A1 21 52 285.2% 0.78 [0.4E6, 1.31]
SCOTT2006 [A&M) 28 99 25 101 281% 1.14 [0.72,1.81]
Subtotal (95% Cl) 179 182  61.9% 0.78 [0.45, 1.38]
Total events a7 a6

Heterogeneity: Tau®=014; Chi*=4.65 df=2 (P=010%; F=457%
Testfor overall effect Z= 084 (P =040

Total (95% Cl) 286 278 100.0% 0.74 [0.50, 1.08]
Total events BE a5

Heterogeneity: Tau®=0.08; Chi*=7.92, df=48(F=016); F=37%

Testfor overall effect Z=1486(F =013

Testfor subaroup differences: Chi®=0.83, df= 2 (P = 0.66), F=0%

Bipolar Disorder (Update): draft (March 2014)
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Number of participants who responded (any type) at post-treatment

Experimental Control Risk Ratio (Hon-event) Risk Ratio (Non-event)
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
1151 CBT
SCOTT2001 [AEM] 718 2 15 100.0% 0.71 [0.46, 1.07] i—
Subtotal (95% Cl) 18 15 100.0% 0.71 [0.46, 1.07] -
Total events T 2

Heterogeneity: Mot applicable
Testfor overall effect Z=1.64 (F=010)

Total (95% Cl) 18 15 100.0% 0.71 [0.46, 1.07] ot

Total events 7 2

Heterogeneity: Mot applicable DI5 IZIIT 1I5 é
Testfor overall effect Z=1.64 (P =0.10) Favours experimental Favours control

Test for subgroup differences: Mot apnlicable

Number of participants who responded (any type) at follow-up

Experimental Control Risk Ratio (Mon-event) Risk Ratio (Mon-event)
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
1.16.1 CBT
BALL2006 [M] 19 25 13 27 100.0% 0.46 [0.21,1.02] +
Subtotal (95% CI) 25 27 100.0% 0.46 [0.21, 1.02]
Total events 19 13
Heterogeneity: Mot applicable
Testfor overall effect £=1.92 (P=0.09)
Total (95% Cl) 25 27 100.0% 0.46 [0.21, 1.02] —eotll——
Total events 19 13
Heterogeneity; Mot applicable I:|=2 I:|=5 é é
Testfor overall effect £=1.92 (P=0.09) ’ Favnurs.cnntrnl Favours experimer

Test for subaroup differences: Mot applicable

Number of participants who responded (50% reduction in depressive symptoms) at follow-up

Experimental Control Risk Ratio (Non-event) Risk Ratio (Mon-event)
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
1.147.1 CBT
BALLZO0E [h] 17 24 ] 2T ITI% 048026 090 — & —
Ml LOWWITZ2007 0 [Ad] 45 7a B7 130 BZ28% 0.83[0.589 1.14] —il
Subtotal (95% CI) 100 157 100.0% 0.67 [0.40, 1.13] ol
Total events A2 Th

Heterogeneity: Tau®= 0.08; Chi*= 223, df=1(P=014); F=55%
Testfor overall effect Z=1.50F=013)

Total (95% CI) 100 157 100.0% 0.67 [0.40, 1.13] ——eag—

Tatal events B2 7B

Heterogeneity: Tau?= 0.08; Chi*=2.23, df=1 (P = 0.14); F= 5% DIE IZIIT 155 é
Testfor overall effect 2= 1.50 (F =0.13) Favours experimental Favours control

Test for subdgroup differences: Mot applicable
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Number of participants who responded (50% reduction in manic symptoms) at follow-up

Experimental Control Risk Ratio (Non-event) Risk Ratio (Hon-event)
Study or Subgroup Events Total Events Total Weight WM-H, Random, 95% CI M-H, Random, 95% CI
1.18.1 CBT
BALLZOOE [M] 17 25 12 27 100.0% 0.68[0.30,1.12] l
Subtotal (95% CI) 25 27 100.0% 0.58 [0.30,1.12] =
Total events 17 12
Heterogeneity: Mot applicable
Test for overall effect: £Z=1.63 (FP=010)
Total (95% CI) 25 27 100.0% 0.58 [0.30,1.12] ——e
Total events 17 12
Heterogeneity: Mot applicable I:|=5 I:Ii? 115 é
Test for overall effect: =163 (F=01M Faw:uu'rs n::u:u.ntrul FEI'-.-'D.UTS experim

Test for subaroup differences: Mot apnlicable

Quality of life at post-treatment

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% CI
1.19.1 Psychoeducation
DOGARZ003 [h] 754 188 12 B9.688 1148 14 193% -0.93[1.748,-0.11] —
Subtotal {95% Cl) 12 14 19.3% -0.93 [-1.75, -0.11] e

Heterogeneity: Mot applicable
Test for overall effect: £=2.23 (P=0.03)

1.19.2 Online Psychoeducation

PROUDFOOT2012 [Ad&M] 17.03 822 134 1612 837 139 296% 011 F013,0.39]
TODD 2012 [A&M)] 19772 4396 93 23382 39.64 a2 271% -0.86 [1.26,-0.44] =
Subtotal {95% CI) 187 191 56.8% -0.36 [-1.30, 0.59]

Heterogeneity: Tau®= 0.44; Chi*=16.90, df=1 {(F = 0.0001}); F= 94%
Test for overall effect: Z=0.74 (P = 0.46)

1.19.3 CBT
JOMESZ2013 [M] 3814 14327 1 423 49.03 26 23.8% -0.35 1093, 0.23] — T
Subtotal {95% CI) 21 26 23.8% -0.35[-0.93, 0.23] -

Heterogeneity: Mot applicable
Test for overall effect: Z=119 (P=0.24)

Total (95% CI) 220 231 100.0% -0.46 [-1.05,0.12] .
Heterogeneity: Tau®= 0.29; Chi®= 2014, df= 3 (P = 00002}, F=35% 5_4 l2 D %
Testforaverall effect 2=1.56 (P =0.12) Favours experimental Favours control

Testfor subaroup differences: Chi*=1.40 df=2 (P=0.50), F=0%

Quality of life at follow-up
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Experimental Control

Std. Mean Difference

Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
1.20.1 Online Psychoeducation

FROUDFOOT2012 [Ad&M] 1743 7452 134 1674 802 139 791% 0.09 [-0.14, 0.33]

SMITHZ2011 [h] 2582 B3.2 20 2566 527 17 10.7% 0.04 [-0.60, 0.69]

Subtotal {95% CI) 154 156 89.8% 0.08 [-0.14, 0.31]

Heterogeneity: Tau®=0.00; Chi*=0.02, df=1 {F = 0.90); F= 0%

Testfor overall effect £=0.73 (P =0.46)

1.20.2 CBT

JOMESZ013 [M] 3967 THB 15 4227 7.34 22 10.2% -0.34 [-1.00, 0.32] .
Subtotal (95% CI) 15 22 10.2% -0.34 [-1.00, 0.32] B
Heterogeneity: Mot applicahle

Test for overall effect Z=1.01 (P =0.31)

Total (95% CI) 169 178 100.0% 0.04 [-0.17, 0.25] ?

Heterogeneity: Tau®=0.00; Chi*=1.44, df=2 {P=049); F=0%
Testfor overall effect =037 (P =0.71)
Testfor subgroup differences; Chif=1.42, df=1 (F=023), F=297%

Psychosocial functioning (GAF) at post-treatment

-4 2 0

2

Favours experimental Favours control

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean 5D Total Weight IV, Random, 95% CI IV, Random, 95% Cl
1.21.1 CBT
BALLZO0E [h] TAET 16.6 27 8186 925 28 8aT% -0.43 088, 012 —-
SCOTTZ2001 [AsM]] T o114 21 844 134 21 443% -0.56[-1.18, 0.06] ——
Subtotal (95% CI) 48 46 100.0% -0.49 [-0.90, -0.08] >
Heterogeneity: Tau®= 0.00; Chi*=010, df=1 (P =075}, F= 0%
Testfor overall effect £=2.32 (P=0.02%
Total {(95% CI) 48 46 100.0% -0.49 [-0.90, -0.08] g
Heterogeneity: Tau®= 0.00; Chif= 010, df=1 (P = 0.75); F= 0% 5_4 52 T é

Testfor overall effect 2= 232 (P=0.02%
Test for subaroup differences: kot annlicahle

Psychosocial functioning (GAF) at follow-up

Favours experimental

Favours contraol

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean S0 Total Weight IV, Random, 95% Cl IV, Random, 95% ClI
1.22.1 Online Psycho education
SMITHZ011 [M] B9 1.8 20 yO0B 148 17 41.4% -0.28 [-0.90, 0.40] —i—
Subtotal (95% Cl) 20 17 4.4% -0.25 [-0.80, 0.40] -
Heterogeneity: Mot applicahble
Testfor overall effect: Z=0.76 (F = 0.44)
1.22.2 CBT
BALLZO06 M) TT.8a 15498 27 81.28 11.68 25 AHEE% -0.24 079, 0.31] 1[‘
Subtotal (95% Cl) 27 25  hB.6E% -0.24 [-0.79, 0.31]
Heterogeneity: Mot applicahle
Testfor overall effect: £=0.86 (P = 0.38)
Total (95% Cl) 47 42 100.0% -0.25 [-0.66, 0.17] q
Heterageneity: Tau®= 0.00; Chi*=0.00, df=1 (P = 0.98); F= 0% 5_4 52 3 é

Testfor overall effect Z=115 (P =0.25)
Testfor subdroup diferences: Chi==0.00, df=1 (P =0.98), F=0%
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Psychosocial functioning (social and/or work) at post-treatment

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean S0 Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.231CBT
BALLZO0G [M] 2.09 11.51 25 1511 14.56 27 9.3% -0.52 [F1.08, 0.03] -
JOMESZ013 W] 64.849 24 19 Far3d 19.45z2 22 T.5% -0.48 F1.11, 013 —T
LAMZO00 [M] 1 01 12 031 027 11 3.8% -1.00 [1.88,-0.12] e
SCOTT2001 [AE&n]) 11.1 7 2 1445 2.5 21 7.7 % -0.43 F1.04, 0.18] I
Subtotal (95% Cl) 7T 81 28.4% -0.55 [-0.87, -0.23] &

Heterogeneity: Tau®=0.00; Chi*=1.20, df=3({P=0.78), F= 0%
Test far overall effect: £= 3.39 (P = 0.0007)

1.23.2 Psycho education

PERRY19499 [M] -0.23 26 34 02 243 B 127% -017 FOR4, 0.30] T
Subtotal (95% Cl) 34 36 127T% -0.17 [-0.64, 0.30] <
Heterogeneity: Mot applicable
Testfor overall effect: Z=0.71 (P = 0.48)
1.23.3 Online Psycho education
PROUDFOOT201 2 [Ad&h] 363 208 134 4 248 1389 41.0% -016 [FO.40, 0.08] &
TODD 2012 [AEM] 3375 7.4 53 3829 8494 a2 17.9% -0.83 092, -0.14] -
Subtotal (95% Cl) 187 191 58.9% -0.31 [-0.67, 0.05] o
Heterogeneity: Tauw*=0.04; Chi®= 2585 di=1{F=011); F=61%
Testfor averall effect: Z=1.71 (P = 0.09)
Total (95% Cl) 298 308 100.0% -0.34 [-0.51, -0.17] L ]
Heterogeneity: Tau? = 0.00; Chi*= 6.49, df= 6 (P = 0.37) F= 8% 5_4 52 3 é
Testifor overall efiect 2= 3.83 (P = 0.0001) Favours experimental Favours cantrol
Test for subgroup differences; Chi=2.01, df= 2 (P=037). F=06%
Psychosocial functioning (social and/or work) at follow-up
Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean 5D Total Mean 5D Total Weight IV, Random, 95% CI IV, Random, 85% Cl
1.24.1 Psycho education
LOBBAMZO10 [M) 1] 1] 15 0 40 0 Mot estimable
FERRY19949 [n] -1.03 2455 3 084 268 B 15.4% -0.74 [F1.23,-0.26] =
Subtotal (95% CI) 34 36 154% 0,74 [1.23, -0.26] <4
Heterogeneity; Mot applicable
Test for overall effect £=3.00 (P = 0.003)
1.24.2 Online Psycho education
FROUDFOOTZ012 [Ad&M] 39 232 1234 378 271 139 20.7% 0.06 018, 0.29] T
SMITHZ2011 [M] X228 123 17 194 136 20 122% 026 [F0.39, 0.90] e
Subtotal (95% CI) 151 159 32.9% 0.08 [-0.14, 0.30] L J
Heterogeneity: Tau®=0.00; ChiF=0.32, df=1(P=0.457), F= 0%
Test for overall effect £=0.69 (F = 0.49)
1.24.3 CBT
BALLZO0G [h] 11.72 19.01 28 1215 1348 27 142% -0.03 F0.a7, 0.82] -
JOMESZ013 [M) TVA3 1878 16 7249 181 18 11.7% -0.08 [FO.75, 0.60] I
LAMZ000 ] o9 016 12 033 028 11 2.7% -1.00 F1.88,-013] .
LAMZO03 [M) 0.4 & 48 e osg 48 171% -0.59 [F1.00,-0.19] —_
Subtotal (95% CI) 101 104 51.7% -0.39 [-0.78, 0.01] e
Heterogeneity: Tau®=0.07;, ChiF= 536, df=3(P=0.15); F= 44%
Test for overall effect £=1.91 (P = 0.06)
Total (95% CI) 286 299 100.0% -0.27 [-0.60, 0.05] >
Heterogeneity: TauR=0.12; Chi*=158.38, df= 6 {P = 0.005); F=67% 5_4 52 1 é
Testfor overall eﬁec.t: Z£=1.63 (P:_ 0m Favours experimental Favours control
Testfor subdroup differences: Chif=11.13 df=2 (P=0.004), F=82.0%
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Number of participants discontinuing at post-treatment

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% ClI
1.251 CBT
BALLZ00G [M] 4 25 11 27 16.2% 0.39[0.14,1.07) —
JOMESZ2013 [M] 3 a3 12 3 134% 0.26 [0.08, 0.83] e
LAM2000 [M] 1 13 1 12 36% 0.92 [0.06,13.18]
SCOTT2001 [AEN]) K] 21 A 21 12.4% 050 [0.14,1.74] — 1
SCOTTZ006 [AENM) 28 127 28 126 291% 1.11 [0.65, 1.80] ——
Subtotal (95% Cl) 219 220 T4.T% 0.58 [0.30,1.13] e =
Total events 39 a4h
Heterogeneity: TauF=0.27; ChiF=7.87, df=4 (F=010); F=49%
Testfor overall effect. £=1.61 (F=0.11)
1.25.2 PE
LOBBARZO10 [M] 4] 3] ] 40 32% 9.35[0.54, 161.38]
FERFEY19599 [M] 1 a4 1 36 3.8% 1.06 [0.07, 16.27]
Subtotal {95% Cl) a0 76 6.7% 3.04 [0.33, 28.16] —eani——
Total events T 1

Heterogeneity: Tau®= 056, Chi*=1.28, df=1 (F=026); F=22%
Testfor overall effect: Z=0.98 (F =0.33)

1.25.3 Online Psychoeducation

TODD 2012 [A&M) g A1 3 61 18.6%
Subtotal {95% CI) 61 61  18.6%
Total events 4 2

Heterogeneity: Mat applicahle
Testfor overall effect: Z=0.26 (F=0.7%)

1.25.4 Psychological therapy for medication adherence

COCHRART 9S4 [M] 0 14 1] 14

Subtotal {95% Cl) 14 14

Total events n N

Heterogeneity: Mot applicahle

Test for overall effect: Kot applicahle

Total {95% Cl) 384 3M 100.0%
Total events a4 F4

Heterogeneity: Tau®= 0.20; Chif=11.29, df=7 (P=0.13) F=38%

Testfor averall effect: £=1.08 (F =028

1.13[0.46, 2.73]
1.13 [0.46, 2.72]

Mot estimahble
Mot estimable

0.74 [0.44, 1.27]

<

001 04

Favours experimental

Testfor subgroup differences: Chi*= 2.86, df= 2 (P=0.24), F=301%
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Number of participants discontinuing at follow-up

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
1.26.1 PE
JAVADPOURZ012 (W] 4 a4 13 a4 9.5% .69 [0.32,1.48] T
LOBBAMZOT10 [M] G ah 1 410 0.7% 935 [0.54,161.28] ]
PERRY15999 [M] 1 34 1 15 0.8% 1.06 [0.07,16.27] N —
Subtotal (95% CI) 144 130 11.0% 1.26 [0.29, 5.58] i
Total events 16 14
Heterogeneity: TauF=0.82;, Chif= 346, df =2 (F=013); F= 42%
Test for overall effect £=0.31 (P =0.76)
1.26.2 Online Psychoeducation
PROUDFQOTZ01 2 [Ad&m] 2 141 a 139 21% 0.39 [0.02, 2.00] 1
SMITHZ011 [M)] 7 24 G 26 B.3% 1.26 [0.48, 3.23] N
Subtotal (95% CI) 165 165 8.4% 0.85 [0.28, 2.56] L
Total events 9 11

Heterogeneity: TauF=0.24; ChiF=1.54, df=1 (F=0.23; F= 35%
Test for overall effect Z=028 (P =078

1.26.3 Psychological therapy for medication adherence

COCHRAMTS84 [h] 1] 14 1] 14
Subtotal (95% CI) 14 14
Total events ] ]

Heterogeneity: Mot applicahle
Test for overall effect; Mot applicable

1.26.4 CBT

BALLZO0G [h] 7 25 12 27 9 6%
JORESZ2013 [M] 11 33 11 34 MMT%
LAM2000 [h] 1 13 1 12 0.8%
LAM2003 [h] 3 a1 4 52 27%
MIKLOWITZZ2007 B [Ad) x| 75 40 130 326.8%
FARETSEY 2008 [M) 14 40 148 M 1891%
Subtotal (95% CI) 237 294  B0.6%
Total events GY ar

Heterogeneity: Tau?=0.01; Chif=547, df=a (P =0.36); F= 9%
Testfor averall effect: Z= 013 (P = 0.90)

Total (95% Cl) 560 603 100.0%
Total events 92 112

Heterogeneity: Tau?=0.00; Chif=10.21, df=10{P =042, F=2%
Testfor overall effect Z=0.23 (F=0.82)

Testfor subgroun differences: ChiF=017, df= 2 (P =0.92), F=0%

Bipolar Disorder (Update): draft (March 2014)

Mot estimable
Hot estimable

0.63[0.30,1.34]
1.03[0.52, 2.04]
0.92[0.06,13.18]
0.76[0.18, 3.25]
1.34[0.93,1.95]

0.72[0.42,1.27]
0.98 [0.74, 1.30]

0.97 [0.77,1.23]

JES
—_—

T;F_

3

0.002
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Group psychological interventions compared with treatment as usual
(TAU)

Depression symptoms at post-treatment

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Std. Mean Difference SE Total Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
211 PE
CASTLEZ010 [M] 015 0237245 32 40 14.7% 015 [0.31, 0.61] I
SAJATONICZ009 [A] 014 0224489 41 38 15.0% 014 [-0.30, 0.58] T
Subtotal {95% CI) 73 79  29.8% 0.14 [-0.17, 0.46] »

Heterageneity: Tau®= 0.00; Chi®=0.00, df=1 {P =098, F=0%
Testfor overall effect Z=089 (F=0.37)

2.1.2 Mindfulness based cognitive therapy

FERICHZ013 [] -0.47 0.209134 44 47 15.4% -0.47 [0.88, -0.06] —
WYILLIAMS 2008 W] -0.74 0.558673 7 7 78% -0.74 [-1.83, 0.39] e
Subtotal (95% CI) 55 54 23.2% -0.50 [-0.89, -0.12] <

Heterogeneity: Tau®=0.00; Chi*= 020, df=1 {F = 0.69), F=0%
Testfor overall effect, £= 257 (F =001}

21.3CBT

EERMHARDZ2009 ] -0.30076E97 027514274 24 27 13.8% -0.30 [[0.34, 0.24] -7
COSTAZOT2 [M)] -0.89 0.362245 27 12 11.7% -0.89 [-1.60,-0.18] -
Subtotal {95% CI) 52 39 25.4% -0.55[-1.12,0.02] L

Heterogeneity: Tau®=0.07; Chi*=1.68, di=1 (P =0.20); F= 40%
Testfor overall effect: £=1.89 (F = 0.06)

2.1.4 Social cognition and interaction training

LAHERAZ012 [M] 0.92 0.352041 21 16 11.9% 0.92[0.23,1.67] —
Subtotal (95% CI) 21 16 11.9% 0.92 [0.23, 1.61] .

Heterogeneity: Mot applicable
Testfor overall effect; £= 261 (F = 0.009)

2.1.5 Dialectical behavior therapy

DIJKZ01 3 [Ad] -1.18 044893 12 12 9.8% -1.18 [2.06,-0.30] —_—

Subtotal {95% CI) 12 12 9.8% -1.18 [-2.06, -0.30] i
Heterogeneity: Mot applicahble

Testfor overall effect: £= 263 (F=0.009)

Total (95% CI) 213 200 100.0% -0.24 [-0.64, 0.16] q’
Heterogeneity: Tau®= 0.23; Chi*= 2565, df=7 (P = 0.0006); F=73% 5_4 52 b é

Testfor overall effect £=116 (F=0.2%5)

. ] Favours experimental Favours control
Testfar subaroup differences: Chif= 2289, df=4 (P = 0.0001), F= 82.5%

Depression symptoms at follow-up
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Experimental Control

Std. Mean Difference

Std. Mean Difference

Study or Subgroup Std. Mean Difference SE Total Total Weight IV, Random, 95% CIl IV, Random, 95% Cl
2.21PE

CASTLEZ010 [M] 0.4 023879532 32 40 321% 0.40 [F0.07, 0.87] -
Subtotal (95% CI) 32 40 321% 0.40 [-0.07, 0.87] o
Heterogeneity: Mot applicable

Testfor overall effect: Z=1.67 (F=0.10)

2.2.2CBT

BERMHARD 2009 [M] 0.05941497 0.27370054 25 27 24E6% 0.06 [F0.48, 0.60] i
Subtotal (95% CI) 25 27 24.6% 0.06 [-0.48, 0.60]

Heterageneity: Mot applicable

Testfor overall effect £=0.22(F=0.33)

2.2.3 Mindfulness based cognitive therapy

PERICHZ013 [M] n1g 0206633 48 47 43.2% 018 [F0.22, 0.58] I
Subtotal (95% CI) 43 47 43.2% 0.18 [-0.22, 0.58]

Heterogeneity: Mot applicahle

Testfor overall effect: Z=0.87 (F=0.38)

Total (95% CI) 105 114 100.0% 0.22 [-0.05, 0.49]

Heterogeneity: Tau®=0.00; Chi®=0.85, df= 2 (P=0E62; F= 1%
Testfor overall effect Z=1.63(F =010}
Testfor subaroup differences: Chi*= 098, df= 2 (P= 062}, F=0%

Manic symptoms at post-treatment

Experimental Control

Favours experimental

5td. Mean Difference

.

il

-2

0 Z
Favours control

5td. Mean Difference

Study or Subgroup Std. Mean Difference SE Total Total Weight IV, Random, 95% CI IV, Random, 95% Cl
2.31PE

CASTLEZO10 [M] 1.1 1.01530612 32 40 1.89% 1.10[-0.89, 3.09] ]
SAJATOVICZ009 [A] -0.25 0.22449 41 39 259% -0.25 [0.69, 0.19] —=
Subtotal {95% CI) 73 79 27.4% 0.06 [-1.05,1.18] ot
Heterogeneity: Tau*= 037, Chi*= 169, df=1{(P=018); F=41%

Testfor overall effect Z=011 (F =041}

2.3.2 Mindfulness based cognitive therapy

FERICHZ013 [M] -0.1 0.206633 43 47 297% -0.10 [0.50, 0.20] 1
Subtotal {95% CI) 43 47 29.T% -0.10 [-0.50, 0.30]

Heterageneity: Mot applicable

Testfor overall effect Z=048 (F=063)

2.3.3CBT

EERMHARDZO0S [h] 038013236 0.27631286 25 27 18.2% 0.38 [-0.16, 0.93] T
COSTAZON 2 [M] -0.21 0.34944 27 12 11.9% -0.21 [0.89, 0.47]

Subtotal {95% CI) 52 39 30.0% 0.12 [-0.45, 0.70] L
Heterogeneity: Tau*=0.07; Chi*=1.75,df=1{(P=015); F=43%

Testfor overall effect Z=042 (F=0.67)

2.3.4 Social cognition and interaction training

LAHERAZOT 2 [M] -0.37 0.334184 21 16 12.9% -0.37 [1.02, 0.28] e
Subtotal {95% CI) 21 16  12.9% -0.37 [-1.02, 0.28] -
Heterageneity: Mot applicable

Testfor overall effect Z=111 (F=0.27)

Total (95% CI) 194 181 100.0% -0.08 [-0.33, 0.16]

Heterageneity: Tauw®=0.01; Chi*= 560, df=5(F =035, F=11%
Testfor overall effect: Z=0.65 (F = 0.92)
Testfar subagroup diferences: Chi*=1.31, df= 3 (P =073, F=0%

Manic symptoms at follow-up
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Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Std. Mean Difference SE Total Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
241 PE
CASTLEZO10 [M] 0.33 0.239796 32 40 31.9% 033014, 080 T
Subtotal {95% CI) 32 40 31.9% 0.33 [-0.14, 0.80] -
Heterageneity: Mot applicable
Testfor overall effect Z=138(F=017)
24.2 CBT
EERMHARDZO09 [h] 0120784 0.27558266 25 27 241% 012 [-0.42 0.66] t
Subtotal {95% CI) 25 27 241% 0.12 [-0.42, 0.66]
Heterageneity: Mot applicable
Test for overall effect: Z=0.44 (F = 0.66)
2.4.3 Mindfulness based cognitive therapy
FERICHZ013 [M] 0.06 0.204082 43 47 44.0% 0.06 [-0.24, 0.46] :
Subtotal {95% CI) 43 47 44.0% 0.06 [-0.34, 0.46]
Heterageneity: Mot applicable
Testfor overall effect: Z=029(F=077)

Total {95% CI) 105 114
Heterageneity: Tau®= 000, Chi®= 0.76, df= 2 (P = 0.68), F= 0%

Testfor overall effect Z=1.19(F = 0.24)

Testfar subagroup diferences: Chi*= 0.76, df= 2 (P = 0.68), F=0%

100.0% 0.16 [-0.

Number of participants admitted to hospital at post-treatment

Risk Ratio

10, 0.43] ‘P

TR ; :
Favours [experimental] Favours [control]

Risk Ratio
M-H, Random, 95% CI

0.20[0.02, 1.97]
0.20 [0.02,1.97]

Experimental Control
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl
251 CEBT
COSTAZON2 [M] 1 25 2 10 26.7%
Subtotal (95% Cl) 25 10 26.7%
Total events 1 2

Heterogeneity: Mot applicahle
Testfor overall effect Z=138 (F=017)

2.5.2 PE vs attention control

COLOMZ003 [M] 1] 25 4 2% 19.9%
COLOMZO03A M) | G0 a3 B0 53.4%
Subtotal {95% Cl) 85 85 T3i.3%
Total events 4 12

Heterogeneity: TauF=1.74; Chi*= 248, df =1 (F=012); F=60%
Testfor overall effect: Z= 047 (F=0.57)

Total (95% Cl) 110 95 100.0%
Total events 10 14

Heterogeneity, Tau®=0.95 Chi*= 394, df= 2 (FP=014), F= 49%
Testfor averall effect Z=1.02 (F=0.31)

Testfor subgroup differences: Chi*= 034, df=1 (P=0.48R), F= 0%

Bipolar Disorder (Update): draft (March 2014)

0.11 [0.01, 1.96]

1.13 [0.47, 2.77]
0.52 [0.06, 4.84]

—el———

4 - -

B—

0.45 [0.10, 2.09] -
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Number of participants admitted to hospital at follow-up

Experimental
Study or Subgroup

Control
Events Total Events Total

Risk Ratio

VWeight M-H, Random, 85% Cl

Risk Ratio
M-H, Random, 85% Cl

2.6.1 PE vs attention control

COLOM2003 [M] 2 25 L
COLOM2003A [M] 14 Ak 21
Subtotal {95% CI) a1

Total events 16 30

Heterogeneity: Tau®=0.40; Chi*=2.30,df =1 {(P=013);, F= 56%

Testfor overall effect £=130(F =019

2.6.2 CBT

GOMES2011 [M] ] 17 ]
Subtotal {95% CI) 17

Total events 0 0

Heterogeneity: Mot applicable
Testfor overall effect: Mot applicable

Total (95% Cl) a8
Total events 16 30

Heterogeneity: Tau®=0.40; Chi*=2.30,df =1 {(P=013);, F= 56%

Testfor overall effect Z=130(F =019
Testfor subgroun differences: Mot applicahle

28 342%

60 E5.8%
&5 100.0%

17
17

102 100.0%

0.22 [0.05, 0.9

0.71 [0.40, 1.26]
0.48 [0.16, 1.45]

Mot estimable
Hot estimable

0.48 [0.16, 1.45]

—-—
_.__
e

~egl-

005 0.2 5 20

Favours experimental Favours control

Number of participants who relapsed (any type) at post-treatment

Experimental
Study or Subgroup

Control
Events Total Events Total

Risk Ratio

Weight M-H, Random, 95% Cl

Risk Ratio
M-H, Random, 95% CI

2.9.2 PE vs attention control

COLOMZ003 [M] 4 25 14
COLOM2Z003A [M)] 23 G0 36
Subtotal (95% Cl) 85

Total events 27 al

25 350%
60 B5.0%
45 100.0%

Heterogeneity: Tau=0.20; Chi*= 242, df=1 {F=012); F= 59%

Test for overall effect 7= 1.86 (F = 0.06)

Total {(95% CI) 85
Total events 27 a0

45 100.0%

Heterogeneity: Tau=0.20; Chi*= 242, df=1 {F=012); F= 59%

Test for overall effect £ =186 (F = 0.06)
Test far subagroup differences: Mot applicable

Bipolar Disorder (Update): draft (March 2014)

0.28[011,078) & ®&———

0.64 [0.44, 0.94]
0.48 [0.22, 1.04]

0.45 [0.22, 1.04]
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Number of participants who relapsed (any type) at follow-up

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
2101 PE
CASTLEZO10 [M] 14 42 27 42 16.8% 0.52[0.32 0.84] S —
Subtotal (95% Cl) 42 42 16.8% 0.52 [0.32, 0.84] —eoni——
Total events 14 27
Heterogeneity: Mot applicable
Test for overall effect: £= 2 .66 (P = 0.003)
2.10.2 PE vs attention control
COLOM2003 [h] 14 25 23 25  205% 0.65 [0.46, 0.92] -
COLOM20034A [M] a0 a6 a4 B0 241% 0.78 [0.65, 0.94] —&
Subtotal (95% Cl) a1 85  44.5% 0.75 [0.64, 0.88] 2
Total events a4 g
Heterogeneity: Tau®=0.00; Chi®=0.83, df=1 (F =036, F=0%
Test for overall effect: £=3.53 (P = 0.0004)
210.3CBT
GOMES2011 [h] 14 23 14 27 167% 117 [0.72,1.81] e
Subtotal (95% Cl) 23 27 16.7% 1.47 [0.72,1.91] i
Total events 14 14
Heterageneity: Mot applicahle
Testfor overall effect =064 (F=0.452
2.10.4 Mindfulness based cognitive therapy
FPERICHZ01 3 [hd] a9 43 27 47 21.9% 1.41 [1.07,1.87] —
Subtotal (95% Cl) 43 47 21.9% , 1.87] e
Total events a4 27
Heterogeneity: Mat applicable
Testfor overall effect £=2.42 (P=0.02
Total (95% CI) 194 201 100.0% 0.86 [0.61, 1.20] gl
Total events 122 146
Heterogeneity: Tau®*=0.11; Chi*= 21 46, df= 4 (F=0.0003); F=31% I:ITE I:ITT 1f5 ﬁ

Test for overall effect £=0.91 (P = 0.36)

Favours experimental Favours control

Testfar subaraup differences: Chi= 2064, df= 3 (P =0.0001), F= 85.5%

Number of participants who relapsed (depression) at post-treatment
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Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
2.11.2 PE vs attention control
COLOMZ003 M) 1 25 il 25 11.4% 0.20([0.03,1.549) 4 =
COLOMZO03A (M) a G0 19 60 826% 0.42[0.20,0.849) i
Subtotal {95% Cl) a5 85 100.0% 0.39 [0.19, 0.78]
Total events q 24

Heterogeneity: Taw®=0.00; Chi*= 0445, df=1 (F=040; F=0%
Test for overall effect: £ = 2.66 (F=0.003)

Total (95% CI) a5 85 100.0% 0.39 [0.19, 0.78] e
Total events 4 24

Heterogeneity: Taw®=0.00; Chi*= 0445, df=1 (F=040; F=0%
Test for overall effect: £ = 2.66 (F=0.003)

Testfor subgroup differences: Mot applicable

01 0.2 05 2 5 1
Favours experimental Favours control

Number of participants who relapsed (depression) at follow-up

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
2121 PE
CASTLEZO10 [M] 4 3z 14 40 9.2% 033012, 0481]
Subtotal (95% CI) 32 40 9.2% 0.33[0.12,0.91] —e
Total events 4 14

Heterogeneity: Mot applicable
Test for overall effect £= 215 {F=0.03)

2.12.2 PE vs attention control

COLOMZO03 [ f 25 16 25 141% 0.33[0.18,0.80] -
COLOMZO03A M) 24 a6 43 B0 32.45% N.60[0.42, 0.84] ——
Subtotal (95% CI) 8 85  46.6% 0.54 [0.36, 0.79] -’-
Total events 1] a4

Heterogeneity: Tau?= 002, Chi*F=1.245,df=1 (P=0.26); F=20%
Test for overall effect, £= 310 (F = 0.002)

2.12.3 Mindfulness based cognitive therapy

FPERICHZO013 [M] 20 4 17 25 286% 0.87 [0.59,1.249] ——
Subtotal (95% CI) 34 25 29.6% 0.87 [0.59,1.28] e
Total events 20 17

Heterogeneity: Mot applicable

Test for overall effect =073 {F =047}

2124 CBT

GOMESZ011 [ T 17 ] 19 146% 087 [0.41,1.87] T
Subtotal (95% CI) 17 19 14.6% 0.87 [0.41,1.82] -
Total events 7 ]

Heterogeneity: Mot applicable

Test for overall effect £= 037 (F=0.71)

Total (95% CI) 164 169 100.0% 0.62 [0.45, 0.88] S

Total events 61 100

Heterogeneity: TauF= 006, ChiF=F 12, df=4 (FP=013; F=44%
Test far averall effect: £= 273 {F = 0.008)

Test for subgroup differences: Chif=5.24, df=3(P=015), F= 42.8%

01 0.2 05 2 51
Favours experimental Favours control
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Number of participants who relapsed (mania) at post-treatment

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
2.13.2 PE vs attention control
COLOMZO03 [M] 3 25 10 28 21.3% 0.30[0.08, 0.98]
COLOMZ003A [M] 12 G0 22 B0 Ta.7% 0.55 [0.30,1.00] .
Subtotal (95% Cl) &5 &85 100.0% 0.48 [0.28,0.82] ——ea—
Total events 15 32

Heterogeneity: Tau®=0.00; Chi#=0.80,df=1 (P=037); F=0%
Test for overall effect 7= 2.67 (P =0.007)

Total (95% Cl) 856 85 100.0% 0.48 [0.28, 0.82] -'*'-
Total events 14 3z

Heterogeneity: Tau®=0.00; Chi®=0.80, df=1 (FP=037); F=0%
Test for overall effect Z= 2,67 (P =0.007)
Test for subaroup differences: Mot applicahle

0.5 0.7 16 2
Favours experimental Favours contral

Number of participants who relapsed (mania) at follow-up
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Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
2141 PE
CASTLEZ2010 [M) 9 a2 11 40 14E6% 1.02[0.48, 2.16] -
Subtotal {95% CI) 32 40 14.6% 1.02 [0.48, 2.16] ~
Total events ] 11
Heterogeneity: Mot applicable
Test for overall effect: £= 0.06 {F = 0.95)
2.14.2 PE vs attention control
COLOM2003 [M] 14 25 25 286 26.4% 057 [0.40,0.80] —E—
COLOMZO003A [M] 15 a6 a8 GO 30.9% 067 [0.54, 0.81] -
Subtotal {95% CI) a1 85 57.3% 0.64 [0.54, 0.76] L 3
Total events a0 a3
Heterogeneity: Tau*= 0.00; ChiF= 089, df=1 (P=0.44) F=0%
Test for overall effect Z=5.05(F = 0.00001)
2.14.3 Mindfulness based cognitive therapy
FERICHZ013 [M] 14 a3 10 2 20.2% 1.21[0.71, 2.07] B B
Subtotal {95% CI) 33 21 20.2% 1.21 [0.71, 2.07] -~
Total events 19 10
Heterogeneity: Mot applicable
Test for overall effect: £= 0.69 (F = 0.49)
2144 CBT
GOMES2011 [M] 7 17 3 14 T.9% 2.61[0.80,852]
Subtotal (95% CI) 17 19 7.9% 2.61 [0.80, 8.52] +eeel———
Total events 7 3
Heterogeneity: Mot applicable
Test for overall effect =189 {F=0.11)
Total {95% CI) 163 165 100.0% 0.85[0.58, 1.25] -
Total events 1) 107
Heterogeneity: TauF=011; Chi*=13.04, df=4 (P=0.01); F= 69% Ei_1 sz IZITE ﬁ é 1I

Test for overall effect £=0.81 (F=0.42)

Favours experimental

Test for subgroup differences: ChiF= 1075, df= 3P =0010F=721%

Number of participants who relapsed (mixed episode) at post-treatment

Control
Events Total

Experimental
Study or Subgroup  Events  Total

Risk Ratio
Weight M-H, Random, 95% CI

Favours control

2.15.2 PE vs attention control

COLOM2003 [M] 1 28 fi 25
COLOM2003A [M] 7 (&1} 13 511
Subtotal (95% Cl) 85 a5
Total events a 14

18.3% 017 [0.02,1.29]
91.7% 0.54 [0.23,1.26]
100.0% 0.43[0.18,1.07]

Heterageneity: TauF=0.07; ChiF=1.11,df=1 (P=0.29); F=10%

Testfor overall effect £=1.81 (F=0.07)

Total (95% CI) 85 a5

Total events g 19

100.0% 0.43[0.18, 1.07]

Heterogeneity: Tau?=0.07; Chi*=111,df=1 {F=0.29; F=10%

Test far averall effect £=1.81 (P =0.07
Testfor subgroup differences: Mot applicable

Favours experimental

Bipolar Disorder (Update): draft (March 2014)

Risk Ratio
M-H, Random, 95% Cl
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—*—
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Number of participants who relapsed (mixed episode) at follow-up

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
21461 PE
CASTLEZO10 [hd] 1 3z 1 40 3% 1.251[0.08,19.22] ‘
Subtotal (95% CI) 32 40 3% 1.25 [0.08, 19.22] e —
Total events 1 1

Heterogeneity: Mot applicable
Testfor overall effect: £= 016 (F=0.87)

2.16.2 PE vs attention control

COLOM2Z003 [M] 5 25 12 25 29.2% 0.42[0.17,1.01] — ]
COLOM2003A M) 1 56 27 B0 B35% 0.44 [0.24, 0.79] ——
Subtotal (95% CI) 81 85  92.7% 0.43 [0.26, 0.71] -
Total events 16 39

Heterogeneity: Taw®= 0.00; Chi*=0.01, df=1(F =093}, F=01%
Testfor overall effect £=3.33 (P = 0.0009)

216.3CBT

GOMESZ011 [M] 2 17 1 14 4 3% 2241022, 22.41] ‘
Subtotal (95% CI) 17 19 4.3% 2.24 [0.22, 22.51] e —
Total events 2 1

Heterogeneity: Mot applicahle
Testfor overall effect Z= 068 (P=0.49

Total (95% Cl) 130 144 100.0% 0.48 [0.30,0.77] e

Total events 149 41

Heterogeneity: Tau®= 0.00; Chi¥= 238, df= 3 (P = 0.580); F= 0% Dl1 EI=2 EI=5 é é 1:I:|
Testfor averall effect 2= 3.04 (P = 0.002) Favours experimental Favours control

Test for subgroup differences: Chif= 236, df= 2 (P=0.31), F=15.3%

Quality of life at post-treatment

Experimental Control 5td. Mean Difference 5td. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
271 CBT
BERMHARDZ004 [M] 181 224 27 97 99§ 25 51.5% 0,30 [-0.25, 0.84] —il—
COSTAZON 2 [M)] 44735 B3.58 12 530498 70.8 27 48.5% -1.048 [-1.82,-0.37] —i—
Subtotal (95% Cl) 38 52 100.0% -0.38 [-1.74, 0.99] e
Heterogeneity: Tau*= 087 Chif= 906, df=1{P=0.003}; F=589%
Test for overall effect: £=0.594 (P = 0.549)
Total (95% Cl) 38 52 100.0% -0.38 [1.74, 0.99] -*-—
Heterageneity: Tau?= 0.87: Chi®=9.06, df=1 (P = 0.003); F=89% 5_4 52 ] %
Testior overall efiect: 2= 0.54 {F = 0.59) Favours experimental Favours contral

Test for subgroup differences: Mot applicable

Quality of life at follow-up
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Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean S0 Total Mean SD Total WWeight I, Random, 95% Cl IV, Random, 95% Cl
2.81CBT
BEERMHARDZ009 [M] 147 21 27 97 94 25 100.0% 0.30[-0.25, 0.84]
Subtotal (95% CI) 27 25 100.0% 0.30 [-0.25, 0.84]
Heterogeneity: Bot applicable
Test for overall effect. £2=1.06 (P = 0.24)
Total (95% CI) 27 25 100.0% 0.30 [-0.25, 0.84]
Heterogeneity: Mot applicable 5_4 52 1 %
Testfor overall Eﬁec_t Z=1.06(F= n_zg? Favours [experimental] Favours [control]
Test for subgroun differences: Mot applicable

Psychosocial functioning (GAF) at post-treatment

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% Cl
2.17.1 Social cognition and interaction training
LAHERAZOT 2 [M)] a2 1584 16 8214 1081 21 41.2% -0.01 [-0.66, 0.64]
Subtotal {95% CI) 16 21 41.2% -0.01 [-0.66, 0.64]

Heterogeneity: kot applicable
Testfor overall effect Z=0.03 (P =0.98)

+
2 2
T

217.2 CBT
BERMNHARDZ009 [h] 806 137 27 B0.2 104 25 588% 0.03 [0.81, 0.58]
Subtotal (95% CI) 27 25 58.8% 0.03 [-0.51, 0.58]
Heterogeneity: Mot applicable
Testfor overall effect Z=0.12 (P=0.91)
Total {95% Cl) 43 46 100.0% 0.01 [-0.40, 0.43]
Heterageneity: Tau®= 0.00; Chir= 0.01, df=1 (P = 0.92); F= 0% 5_4 52 é y
Testfor overall efiect: 2= 0.07 (F = 0.95) Favours experimental Favours control
Testfor subgroun diferences: Chif=0.01, df=1(F=0921, F=0%
Psychosocial functioning (GAF) at follow-up
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup ~ Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 958 Cl
2181 CBT
BERMHARDZ2009 ] 1.9 134 27 T1.48 168.48 25 100.0% Q67 [0.11,1.23] t
Subtotal (95% CI) 27 25 100.0% 0.67 [0.11,1.23]
Heterogeneity: Mot applicable
Testfor overall effect 2= 236 (P=0.02)
Total (95% CI) 27 25 100.0% 0.67 [0.11,1.23] *
Heterogeneity: Mot applicahble 5_4 52 T j?

Testfor overall effect Z=2.36 (F=0.02)
Test for subaroun differences: Mot applicable

Psychosocial functioning (social and/or work) at post-treatment

Bipolar Disorder (Update): draft (March 2014)
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Std. Mean Difference

Experimental Control Std. Mean Difference
Study or Subgroup  Mean S0 Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
2.19.1 Social cognition and interaction training
LAHERAZOT 2 [M] 4171 1813 21 3438 1867 16 100.0% 0.43[-0.23,1.09]
Subtotal (95% CI) 21 16 100.0% 0.43 [-0.23,1.09]
Heterogeneity: Bot applicable
Testfor overall effect £2=1.28 (P =0.20)
Total (95% Cl) 21 16 100.0% 0.43 [-0.23, 1.09]

Heterogeneity: Mot applicable
Testfor overall effect Z=1.28 (P =0.20)
Test for subgroup differences: Mot applicable

Number of participants discontinuing at post-treatment

Bipolar Disorder (Update): draft (March 2014)
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Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% ClI
2.20.1 Mindfulness based cognitive therapy
WILLLAMS 2008 [h] 4 11 1 a 3E6% 2.81[0.40, 21.34]
Subtotal (95% CI) 1 & 3.6% 2.91 [0.40, 21.35] —— R —
Total events 4 1
Heterogeneity: Mot applicable
Test for overall effect: £=1.06(F =029
2.20.2 CBT
BERMHARDZ009 ] T 32 ] 6 156.4% 0.88 [0.37, 2.08] —
COSTAZOT 2 [M] 1] 27 1] 12 Mot estimahle
Subtotal (95% CI) 54 43 154% 0.88 [0.37, 2.08] ~
Total events 7 4
Heterogeneity: Mot applicable
Test for overall effect: £=0.30(F = 0.76)
2.20.3 PE
CASTLEZO10 [h] 10 42 2 42 6.4 % 000117, 21.46] -
SAJATOMICZO09 [A] 43 a4 41 a0 47 4% 1.00[0.74,1.35]
TORREMTZ2013 [h] 20 a2 14 a0 251% 1.39 [0.76, 2.56] %
Subtotal (95% CI) 208 202 T78.9% 1.41 [0.75, 2.64]
Total events 73 ar

Heterogeneity: TauF=0.18; Chi®= 561, df=2 (P = 0.06); F=64%
Test for overall effect: £=1.08 (P=0.28)

2.20.4 PE vs attention control

COLOMZO03A [M)] 1] G0 1] G0 Mot estimahle
Subtotal (95% CI) &0 60 Mot estimable
Total events 1] 1]

Heterogeneity: Mot applicable
Test far averall effect: Mot applicable

2.20.5 Social cognition and interaction training

LAHERAZOT 2 [M] 1] 1 1] 16 Mot estimable
Subtotal (95% CI) 21 16 Mot estimable
Total events ] ]

Heterogeneity: Mot applicable
Test for overall effect: Mot applicable

2.20.6 Dialectical behavior therapy

DlJk201 3 [Ad] 1 13 1 13 21% 1.00[0.07,14.34]
Subtotal (95% CI) 13 13 2.1% 1.00 [0.07, 14.34]
Taotal events 1 1

Heterogeneity: Mot applicable
Test for overall effect: £Z=0.00(F=1.00}

Total {95% CI) 372 347 100.0% 1.23 [0.83, 1.81] . -
Total events a4 63

Heterogeneity: Taw= 0.06; Chi*= 677, dfi= 48 (P=0.24), F=26%
Test for overall effect: £=1.03 (F=0.3M

Test for subaroun differences: Chif=1.81, df= 3 (P = 0.68), F=0%

01 02 05 2 5 10
Favours experimental Favours control

Number of participants discontinuing at follow-up
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Experimental Control

Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI

2211 PE

CASTLEZO10 [M] 10 42 2 42 293% A.00[1.17, 21.48] = ’
Subtotal (95% Cl) 42 42 29.2% 5.00[1.17, 21.46] ——e
Total events 10 2

Heterogeneity: Mot applicahble

Test for overall effect: £= 217 (P=0.03)

2.21.2 PE vs attention control

COLORMZ003A ] 4 1] 1] B0 13.4% 9.00[0.50,163.58] =
Subtotal {95% CI) 60 60 13.4%  9.00 [0.50, 163.58] e E—
Total events 4 1

Heterogeneity: Mot applicable

Testfor overall effect Z=148(F=014

2213 CBT

BERMHARDZ00S [h] 7 3z ] 36 394% 0.88[0.37, 2.08]

GOMES2011 [M] 1 23 2 27 18.0% 0.A9 [0.06, 6.06) *

Subtotal (95% Cl) 55 63 &H7.4% 0.83 [0.37,1.88]

Total events a 11

Heterogeneity: Tau®=0.00; Chi*=010,df=1 {(F=0.78); F=0%
Test for overall effect: £=0.44 (P = 0.66)

Total (95% Cl) 157 165 100.0%

Total events 22 13
Heterogeneity: Tau®=0.83; Chi*=6.62, df= 3 (F=0.09); F=55%

1.85 [0.53, 6.43]

=
-
——onili—

01 02 05

10

o _ : 5
Testior overall Eﬁe':_t' Z=047(F - 0.34) Favours experimental Favours contraol
Test for subaroup differences: Chif=6.08, df= 2 (P=0.05), F=67.1%
Family psychoeducation compared with treatment as usual (TAU)
Depression symptoms at post-treatment
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
3.1.1 Group Family psychoeducation (carers)
PERLICKZ010 [A&hM] A6  E1 24 112 491 18 100.0% -0.73F1.34,-0.10) t
Subtotal (95% Cl) 24 19 100.0% -0.73 [-1.35, -0.10]
Heterogeneity: Mot applicable
Test for overall effect: 2= 229 (P = 0.02)
Total (95% Cl) 24 19 100.0% -0.73 [1.35, -0.10] -
Heterogeneity: Mot applicable 1_4 12 r é :

Test for overall effect: £= 229 (P = 0.02)
Testfor subgroup differences: Mot applicable

Depression symptoms at follow-up

Bipolar Disorder (Update): draft (March 2014)
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Experimental Control Std.

Study or Subgroup Mean 5D Total Mean 5D Total Weight IV, Random, 95% CI

Mean Difference Std. Mean Difference

IV, Random, 95% Cl

3.2.1 Psychoeducation (patient and carers)

DSOUZAZOT0O ] 27 4B 26 36 B 27 100.0%
Subtotal (95% CI) 26 27 100.0%

Heterogeneity: Mot applicable
Test for overall effect: £=0.53 (P = 0.60)

Total (95% ClI) 26 27 100.0%

Heterogeneity: Mot applicahle
Testfor averall effect: Z=0.53 (F = 0.60)
Test for subgroup differences: Mot applicable

Manic symptoms at post-treatment

Experimental Control Std
Study or Subgroup Mean SD Total Mean 5D Total Weight |

-0.15 [-0.69, 0.39]

4 32 0 2

Favours experimental

. Mean Difference Std. Mean

Favours control

Difference

V, Random, 95% CI IV, Random, 95% CI

3.3.1 Group Family psychoeducation (carers)

PERLICKZ010 [A&M] 16 2.4 24 58 49 19 100.0%
Subtotal (95% CI) 24 19 100.0%

Heterogeneity: Mot applicable
Testfor averall effect: 2= 209 (P = 0.04)

Total (95% CI) 24 19 100.0%

Heterogeneity: Mot applicable
Test for overall effect: 2= 208 (F=0.04)
Test for subaroup diferences: Mot applicable

Manic symptoms at follow-up

Experimental Control Std.

Study or Subgroup Mean 5D Total Mean 5D Total Weight IV, Random, 95% Cl

-0.66 [-1.28, -0.04] t
0.66 [1.28, -0.04]

-0.66 [-1.28, -0.04] -

-4 -2
Favours experimental

] 2
Favaours cantro

Mean Difference Std. Mean Difference

IV, Random, 95% Cl

3.4.1 Psychoeducation (patient and carers)
DSOUZAZO10 [ 33 583 26 94 95 27 100.0%

-078[1.34,-0.27] t
Subtotal (95% CI) 26 27 100.0%  0.78[-1.34, .0.22]

Heterogeneity: Mot applicable
Testfor overall effect £=2.72 (P=0.007)

Total (95% CI} 26 27 100.0%

Heterogeneity: Mot applicable
Testfor overall effect £=2.72 (P=0.007)
Testfor subharoun differences: Mot applicahle

Number of participants admitted to hospital at post-treatment

Bipolar Disorder (Update): draft (March 2014)
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Experimental Control

Study or Subgroup  Events  Total

Events Total Weight M-H, Random, 95% CI

Risk Ratio Risk

Ratio

M-H, Random, 95% CI

3.18.1 Group Family psychoeducation {carers)

GEMT1991 [M] 1] 14 1] 12
Subtotal (95% Cl) 14 12
Total events ] ]

Heterogeneity: Mot applicable
Test for overall effect: Mot applicable

Total (95% Cl) 14 12
Total events 1] 1]
Heterogeneity: Mot applicable

Test for overall effect: Mot applicable

Test for subgroup differences: Mot applicable

Number of participants admitted to hospital at follow-up

Experimental Control
Study or Subgroup  Events Total Events Total

Weight M-H, Random, 95% Cl

Mot estimahle
Hot estimable

Mot estimable

05 07
Favours experimental

Risk Ratio

15 2
Favours contral

Risk Ratio
M-H, Random, 95% Cl

3.5.1 Group Family psychoeducation (carers)

BORDEARZ009 [M] 1] 29 g 28
GEMTT 91 [M] 1] 14 1] 12
Subtotal (95% CI) 43 40
Total events 1] 4

Heterogeneity: Mot applicahle
Testfor overall effect: £=2.09 (F=0.04)

Total (95% CI) 43 40
Total events 1 4
Heterogeneity: Mot applicahle

Testfor overall effect £=2.09 (P =0.04)

Test for subgroup differences: Mot applicable

100.0%

100.0%

100.0%

nospo.00,083 f——

Mot estimahle

0.05 [0.00, 0.83]  [E—

0.05 [0.00, 0.83] [ —

005 0.2
Favours experimental

Number of participants who relapsed (any type) at post-treatment
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Experimental Control Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl

Risk Ratio
M-H, Random, 95% Cl

3.6.1 Psychoeducation (patient and carers)

DSOLIZAZDTO [M] 3 27 13 I 181% 0.26 [0.08, 0.83]
Subtotal (95% CI) 27 M 151% 0.26 [0.08, 0.83]
Total events 3 13

Heterogeneity: Bat applicahle
Test for overall effect F= 227 (P=0.02

3.6.2 Group Family psychoeducation (carers)

BORDBARZODY [M)] 4 29 ] 28 17.3% 0430015, 1.24]
REIMNARESZ008 [M] 24 ar ar A6 BY.T% 0.64 [0.45, 0.91]
Subtotal (95% CI) a6 84 B4.9% 0.61 [0.44, 0.86]
Total events 28 46

Heterogeneity: Tau®=0.00; Chi*=0.450, df=1 (P =0.48);, F=0%
Test for overall effect: £=2.84 (F=0.004)

Total (95% CI) 113 115 100.0% 0.52 [0.32, 0.84]

Total events M a4

Heterogeneity: Tau®=0.05; Chi*= 261, df= 2 (P =027}, F=23%
Test for overall effect: £=2.67 (P = 0.008)

Testfor subaroun differences: Chi*=1.89, df =1 {P=0170F=471%

Number of participants who relapsed (depression) at follow-up

Experimental Control Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl

—~e

-
>
-

01 0.2 05
Favours experimental

2 510
Favours contral

Risk Ratio
M-H, Random, 95% CI

3.7.1 Group Family psychoeducation (carers)

REINARESZ002 [M] 17 ar 23 a6 100.0% 0.721[0.44, 1.21]
Subtotal (95% CI) 57 56 100.0% 0.73 [0.44,1.21]
Total events 17 23

Heterogeneity, Bot applicahle
Test far overall effect £=1.24 (F=0.22)

Total (95% CI) 57 56 100.0% 0.73 [0.44, 1.21]

Total events 17 23
Heterogeneity, Bot applicahle

Testfor overall effect £=1.24 (F=0.22)

Test for subgroup differences: Mot applicable

Number of participants who relapsed (mania) at follow-up
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Experimental Control

Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% ClI
J3.8.1 Group Family psychoeducation (carers)

REINARESZ002 [M] 10 ar 21 a6 100.0% 0.47 [0.24,0490] t

Subtotal (95% CI) a7 56  100.0% 0.47 [0.24, 0.90]

Total events 10 21

Heterogeneity: Mot applicable

Test for overall effect: £=2.27 (P = 0.02)

Total {(95% Cl) 57 56 100.0% 0.47 [0.24, 0.90] .

Total events 10 21

Heterogeneity: Mot applicable
Test for overall effect: £=2.27 (P = 0.02)
Testfor subgroup differences: Mot applicable

10 11
Favours control

001 0
Favours experimental

Number of participants who relapsed (mixed episode) at follow-up

Experimental Control
Study or Subgroup Events Total Events Total

Weight M-H, Random, 95% CI

Risk Ratio
M-H, Random, 95% CI

Risk Ratio

3.9.1 Group Family psychoeducation (carers)

REIMNARESZ008 [h] 1] ar 2 a6 100.0%
Subtotal (95% CI) 57 56 100.0%
Total events 1 2

Heterogeneity: Mot applicable

Test for overall effect; £=1.06 (F =023

Total (95% CI) 57 56 100.0%
Total events 1] 2

Heterogeneity: Mot applicable
Test far averall effect: Z=1.06 (F=0.29)
Test for subgroup differences: Mot applicable

0.20[0.01, 4.00]
0.20 [0.01, 4.00]

—

0.20 [0.01, 4.00] EEEEE——
0.5 2 5 10
Favours control

01 0.2
Favours experimental

Number of participants who responded (any type) at follow-up

Experimental Control

Risk Ratio (Mon-event)

Risk Ratio (Hon-event)

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
3.10.1 Psychoeducation (patient and carers)

MILLERZ2004 [4)] 21 30 16 289 100.0% 06T [0.34, 1.33] l

Subtotal (95% Cl) 30 29 100.0% 0.67 [0.34,1.32]

Total events 21 16

Heterogeneity: Mot applicable

Test far averall effect Z=116 (F=0.2%

Total (95% CI) 30 29 100.0% 0.67 [0.34,1.32] ——oni——

Total events 21 16

Heterogeneity: Mot applicable
Testfor overall effect £=116 (P=0.29)
Test for subdgroup differences: Mot applicable
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Number of participants who responded (50% reduction in manic symptoms) at follow-up

Experimental Control Risk Ratio (Non-event) Risk Ratio (Non-event)
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
3.11.1 Psychoeducation (patient and carers)
MILLER2004 [4] 1730 13 29 100.0% 0.79 [0.46, 1.33] i
Subtotal (95% Cl) 30 29 100.0% 0.79 [0.46, 1.33]
Total events 17 13
Heterogeneity: Mot applicable
Test for overall effect Z=090(F=0.37)
Total (95% CI) 30 29 100.0% 0.79 [0.46, 1.33] —onii—
Total events 17 13
Heterageneity: Mot applicable IZIIE IZIIT 155 é
Test for overall effect =090 (F=0.37) Favo u.rs n::n.ntrnl Faun'urs experime

Test for subaroun differences: Mot applicahle

Quality of life at follow-up

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean 5D Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
3.13.1 Group Family psychoeducation {carers)
MADIGAM 2012 [h] 14 06 4 152 145 12 48.2% -0.83 [-2.00, 0.33] ——
MADIGAM 2012 [b] 14 06 4 144 09 14 &1.8% -0.45 [-1.87, 0.68] —i—
Subtotal (95% CI) & 27 100.0% -0.63 [-1.44, 0.18] e
Heterogeneity Tau®= 0.00; Chi*=0.22, df=1 (P =064} F=0%
Testfor overall effect Z=153FP=013
Total (95% Cl) 8 27 100.0% 0.63 [-1.44, 0.18] -
Heterageneity, Tau®= 0.00; Chi*= 022, df=1 (P = 0.64); F= 0% 5_4 52 1 é
Testfor overall effect Z=1.53 (F = 0.13) Favours experimental Favours control

Test for subgroup differences: Mot applicable

Psychosocial functioning (GAF) at follow-up (57 weeks)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean 5D Total Weight 1V, Random, 95% CI IV, Random, 95% Cl
3.14.1 Group Family psychoeducation (carers)
MADIGAMZO12 ] 817 A8 4 FEAB 144 13 4498% -088 F217, 0.20] ——
MADIGARNZOT 2 [h] 517 58 4 EB5E 134 14 &50.2% 107 F2.24,011] ——
Subtotal (95% CI) 8 27 100.0% -1.03 [-1.86, -0.19] -l
Heterogeneity: Tau®=0.00; ChiF=0.01, df=1{(P=093); F=0%
Testfor overall effect £=2.41 (P=0.02)
Total (95% CI) & 27 100.0% -1.03 [-1.86, -0.19] e
Heterogeneity: Tau?= 0.00; Chi*=0.01, df=1 (P = 0.93); F= 0% 1_4 12 3 é 7
Testfor overall effect Z=2.41 (F = 0.02) Favours experimental Favours cantral

Testfor subgroup differences: Mot applicable

31
Bipolar Disorder (Update): draft (March 2014)





DRAFT FOR CONSULTATION

Psychosocial functioning (GAF) at follow-up (109 weeks)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
3.12.1 Group Family psychoeducation (carers)
MADHGARNZ01 2 [M) 487 3.2 2 BAE 91 13 37.49% -1.81 248, -014) —
MADHGARNZ01 2 [M] 487 3.2 3 644 178 13 B21% -0.89 [-2.20, 0.41] —l—
Subtotal (95% Cl) 5 26 100.0% -1.24 [-2.27, -0.21] —eatlif--
Heterogeneity: Tau?=0.00; Chi*=0.72, df=1 (P =040}, F= 0%
Test far overall effect; £= 2.37 (P = 0.02)
Total {95% CI) 5 26 100.0% 1.24 [-2.27, 0.21] .
Heterogeneity: Tau?= 0.00; Chi*=0.72, df=1 (P = 0.40%; F= 0% 5_4 52 1 é

Test for overall effect: £= 237 (P = 0.02)
Test for subgroup differences: Mot applicable

Number of participants discontinuing at post-treatment

Experimental Control
Study or Subgroup Events Total Events Total

Weight M-H, Random, 95% CI

Favours experimental Favours control

Risk Ratio
M-H, Random, 95% CI

Risk Ratio

3.15.1 Group Family psychoeducation {carers)

FERLICEZOT0 [AEh] 1 25 2 21 100.0%
Subtotal (95% CI) 25 21 100.0%
Total events 1 2

Heterogeneity: Baot applicable

Testfor overall effect: Z=0.73 (P =0.47)

3.15.2 Psychoeducation (patient and carers)

Subtotal (95% CI) ] ]

Total events 1 1

Heterogeneity: Baot applicable

Test for overall effect: Mot applicahle

Total {95% CI) 25 21 100.0%
Total events 1 2

Heterogeneity: Baot applicable
Testfor overall effect: Z=0.73 (P =0.47)
Test for subgroup differences: Mot applicable

0.42[0.04, 4.31]
0.42 [0.04, 4.31]

Hot estimable

0.42 [0.04, 4.31] = —

0.5 2 & 10
Favours control

01 0.2
Favours experimental

Number of participants discontinuing at follow-up (~52 weeks)
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Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% ClI
3.16.2 Group Family psychoeducation {carers)

BORDBARZO09 [M] 0 29 0 28 Mot estimable

MADIGAMNZ012 [M] 5 18 1 5 26.49% 1.39[0.21, 9.33] =
MADIGAMNZ012 [M] 5 19 1 5 26.8% 1.32[0.20, 8.87] =
REIMARESZO0S ] 3 57 4 56 46.3% 0.74[017, 3.14] L

Subtotal (95% CI) 123 94 100.0% 1.02 [0.38, 2.74] —eot——

Total events 13 G
Heterogeneity: Tau®=0.00; Chi®*=0.36, df=2 (F=0.83); F=0%
Testfor overall effect Z=0.04 (P=0497)

Total {95% CI) 123 94 100.0% 1.02 [0.38, 2.74] —eot——
Total events 13 G

Heterogeneity: Tau®=0.00; Chi®*=0.36, df=2 (F=0.83); F=0%
Testfor overall effect Z=0.04 (P=0497)

Testfor subaroup differences: Mot applicahle

01 02 05 2 5 10
Favours experimental Favours control

Number of participants discontinuing at follow-up (~104 weeks)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
3.47.1 Psychoeducation (patient and carers)
MILLERZ2004 [4] 1] an ] 14 Mot estimable
Subtotal (95% Cl) 30 15 Not estimable
Total events 1] 1]

Heterogeneity: Mot applicahle
Testfor averall effect: Mot applicahle

3.A47.2 Group Family psychoeducation {carers)

MADIGARZ012 [M] ] 18 3 o 59.8% 046 [0.16,1.30] ——
MADIGANZ012 [M] ] 149 2 5 40.2% 079022, 274] L
Subtotal (95% CI) 37 10 100.0% 0.57 [0.26, 1.28] i
Total events 11 a

Heterogeneity: TauF=0.00; Chi*=042, df =1 (FP=0582) F=0%

Testfor overall effect =136 (F=017)

Total (95% CI) 67 25 100.0% 0.57 [0.26, 1.28] -
Total events 11 a

01 02 05 2 5 A
Favours experimental Favours control

Heterogeneity: TauF=0.00; Chi*=042,df =1 (F=0582), F=0%
Testfor overall effect Z=1.36 (F=017)
Testfar subgroup diferences: Mot applicable
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Family psychoeducation compared with an active control

Depression symptoms at post-treatment

Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
411 FFT vs TAU
Ml LOWWITZ2 000 [ALM) 2 0&8 28 24 1 81 1000%  -0.40[0.80, 0.00] !
Subtotal (95% CI) 28 51 100.0%  -0.40 [-0.80, 0.00]

Heterogeneity: Mot applicable
Testfor overall effect 2= 1.94 (P = 0.05)

Total (95% Cl) 28 51 100.0%  -0.40 [-0.80, 0.00] L 2
Heterogeneity: Mot applicable 1_4 :2 1 %
Testforoverall efiect Z=1.94 (7= 0.05) Favours experimental Favours control

Test for subgroup differences: Mot applicable

Depression symptoms at follow-up

Experimental Control Mean Difference Mean Difference
Study or Subagroup Mean SD Total Mean 5D Total Weight IV, Random, 95% CI IV, Random, 95% CI
4,21 FFTvs TAU
WKL CAWYITZ2000 [A8M] 2.2 1 23 23 1 a1 100.0%  -010[-0.86, 0.36]
Subtotal (95% Cl) 28 51 100.0%  -0.10 [-0.56, 0.36]

Heterogeneity: Mot applicahle
Testfor overall effect: Z=043(FP=0E7)

Total (95% Cl} 28 51 100.0%  -0.10 [-0.56, 0.36]
Heterogeneity: Mot applicable I_4 I2 1 é
Testfor overall effect 2= 043 (P = 0.67) Favours experimental Favours control

Testfor subgroup differences: Mot applicahle

Manic symptoms at post-treatment

Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
4,31 FFT vs TAU
MIELOWYITZZ000 [ALM) 1.8 08 28 1.8 0.8 51 100.0% 0.00[-0.40, 0.40]
Subtotal (95% CI) 28 5 100.0% 0.00 [-0.40, 0.40]

Heterageneity: Blot applicable
Test for overall effect £=0.00 {F=1.00)

Total {95% CI) 28 51 100.0% 0.00 [-0.40, 0.40]
Heterogeneity; Mot applicable I_4 I2 1 é 4:
Testforoverall effect 2= 0.00 (P =1.00) Favours experimental Favours control

Testfor subaroup differences: Mot applicable

Manic symptoms at follow-up
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Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
4.4.1 FFT vs TAU
B LOWITZ2000 [A8M) 1.8 07 28 21 1 81 100.0%  -0.30[0.68,0.08)
Subtotal {95% Cl) 28 5 100.0%  -0.30[-0.68, 0.08]

Heterogeneity: Mot applicable
Testfor overall effect Z=156 (P=0.12)

Total (95% CI) 28 51 100.0%  -0.30 [-0.68, 0.08]
Heterogeneity: Mot applicable =-4 =2 1 é 4:
Testfor overall effect 2=1.56 (F=012) Favours experimental Favours control

Test for subaroup differences: Mot applicable

Number of participants admitted to hospital at post-treatment

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Evemnts Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
4.11.1 FFT vs Psychoeducation
REAZOD3 [M] a 28 10 259 100.0% 0.71[0.33,1.52] l
Subtotal (95% CI) 28 25 100.0% 0.71 [0.33, 1.52]
Total events a 10
Heterogeneity: Mot applicable
Test far averall effect: £ =087 (F=0.38)
Total (95% CI) 28 25 100.0% 0.71 [0.33, 1.52] —ee
Total events a 10
Heterogeneity: Mot applicable IZIIE IZII.?‘ 155 é
Testior overall effect: 2= 0.87 (P = 0.38) Favours experimental Favours contraol

Test for subaroup differences: Mot applicable

Number of participants admitted to hospital at follow-up

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl

4121 FFT vs Psychoeducation
REAZ003 [M] 3 21 10 17 100.0% 0.24 [0.08, 0.74] t
Subtotal (95% Cl) 21 17 100.0% 0.24 [0.08, 0.74]

Total events 3 10
Heterogeneity: Baot applicable
Test for overall effect: £= 2,43 (F =0.01)

Total (95% Cl) 21 17 100.0% 0.24 [0.08, 0.74] - —

Total events 3 10

Heterogeneity: Baot applicable II:|1 IZIIE I:IIE é é 1E=I
Testfor overall effect Z= 2.48 {F = 0.01) Favours experimental Favours control

Testfor subaroup differences: Mot applicahle

Number of participants who relapsed (any type) at post-treatment

35
Bipolar Disorder (Update): draft (March 2014)





DRAFT FOR CONSULTATION

Risk Ratio
M-H, Random, 95% Cl

Control
Events Total

Experimental

Study or Subgroup  Events  Total Weight

Risk Ratio
M-H, Random, 95% ClI

4,51 FFT vs Psychoeducation

REAZODZ [M] 13 28 13 25 100.0% 0.89[0.52,1.54]

Subtotal (95% Cl) 28 25 100.0% 0.89 [0.52, 1.54]

Total events 13 13

Heterogeneity: Mot applicable

Test for overall effect 2= 0.41 (P = 0.64)

Total (95% CI) 28 25 100.0% 0.89 [0.52, 1.54] e
Total events 13 13

Heterogeneity: Mot applicable IZI!E IZI!? 1!5 ﬁ

Test for overall effect £=0.41 (P = 0.69)
Test for subagroup differences: Mot applicable

Fav

Number of participants who relapsed (any type) at follow-up (~52 weeks)

ours experimental Favours control

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
4.6.1 FFT vs TAU
Ml LOWWITZ2000 [A&h] a ) 27 70 100.0% 067 [0.34,1.30] +
Subtotal (95% CI) K} | 70 100.0% 0.67 [0.34, 1.30]
Total events a 27
Heterogeneity: Baot applicable
Test for overall effect: £=1183(F =0.24)
Total {95% CI) K} | 70 100.0% 0.67 [0.34, 1.30] —eet
Total events a 27
Heterogeneity: Baot applicable IZI!E IZI!T 1!5 ﬁ

Test for overall effect: £=1183(F =0.24)
Test for subgroup differences: Mot applicable

Number of participants who relapsed (any type) at follow-up (~104 weeks)

Favours experimental Favours control

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
Ml LOWITZ2000 [A& ] 11 M ag FO0100.0% .65 [0.39,1.10] —
Total (95% CI) Ky 70 100.0% 0.65 [0.39, 1.10] ol
Total events 11 Kl
Heterogeneity: Baot applicable IZI!E IZI!T 1!5 ﬁ

Testfor averall effect Z=1.60(FP =011}

Number of participants who responded (any type) at follow-up
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Experimental Control

Risk Ratio (Hon-event)

Risk Ratio (Hon-event)

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
481 FFTvs TAU

MILLERZ004 [A] 16 33 16 29 100.0% 1.15[0.68, 1.94]

Subtotal (95% Cl) 33 29 100.0% 1.15 [0.68, 1.94]

Total events 16 16

Heterogeneity: Mot applicable

Testfar overall effect £=0.52 (P = 0.60)

Total (95% CI) 33 29 100.0% 1.15 [0.68, 1.94] ——aliie——
Total events 16 16

Heterogeneity: Mot applicable IZI!E IZI!T 1!5 ﬁ

Testfar overall effect £=0.52 (P = 0.60)
Test for subgroup differences: Mot applicahle

Favours control Favours experiments

Number of participants who responded (50% reduction in depressive symptoms) at follow-up

Experimental Control

Risk Ratio (Hon-event)
M-H, Random, 95% Cl

Risk Ratio (Non-event)
M-H, Random, 95% Cl

Study or Subgroup Events Total Events Total Weight
4.9.1 FFT vs TAU (CC)

MIKLOWYITZ2007 b [Ad] 20 26 67 130 100.0%
Subtotal {95% Cl) 26 130 100.0%
Total events 20 ik

Heterogeneity: Mot applicable

Testfor overall effect: £=2.01 (P=0.04)

Total (95% CI) 26 130 100.0%
Total events 20 67

Heterogeneity: Mot applicable
Testfor overall effect Z=2.01 (P=0.04)
Test for subgroup differences: Mot applicable

0.45 [0.23, 0.98]
0.48 [0.23, 0.98]

0.48 [0.23, 0.98]

i

] ]
0.2 0.5 2 5
Favours [control] Favours [experimental

Number of participants who responded (50% reduction in manic symptoms) at follow-up

Experimental Control

Risk Ratio (NHon-event)

Risk Ratio (Non-event)

Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% ClI M-H, Fixed, 95% ClI
4101 FFTvs TAU

MILLER2004 [4] 12 33 12 29 100.0% 115 [0.76, 1.75] —_t
Subtotal (95% Cl) 33 29 100.0% 1.15 [0.76, 1.75]

Total events 12 13

Heterogeneity: Mot applicable

Test for averall effect £= 067 (P =0.50}

Total (95% Cl) 33 29 100.0% 1.15 [0.76, 1.75] —~—
Total events 12 13

Heterogeneity: Mot applicable IZI!S IZI!? 155 ﬁ

Test for averall effect £= 067 (P =0.50}
Test for subgroup differences: Mot applicable

Number of participants discontinuing at post-treatment
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Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Ml LOVYITZ2000 [ALh) 3 ) 149 O 481% 036 011,112 u '
REAZ003 [M] G 28 ] 25 51.89% 1.07 [0.37, 3.08]
Total (95% CI) 59 g5 100.0% 0.63 [0.21, 1.89]
Total events q 24
Heterageneity: Tawf= 0.31; Chi®=1.99, df=1 (P = 0.16); F= 50% 6.1 IZI?E EI?E ] é é 16
Testfor overall efiect Z=0.62 (P = 0.41) Favours experimental Favours control

Number of participants discontinuing at follow-up

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
Ml LOWWITZ2000 [A&h] 3 ) 149 03T 1% 036011, 1.12] + L '
Ml LOWITZ2007h [Ad)] 7 26 40 130 629% n.8a[0.44 173
MILLER 2004 [A] 1] 33 1] 14 Mot estimahle
Total {95% CI) a0 214 100.0% 0.63 [0.26, 1.50]
Total events 10 a4
Heterogeneity, Tau=0.19; Chif=1.83, df=1 {(P=0.18); F= 45% IZIIE IZIIE ] é é
Testfor overall effect 2= 1.05 (F = 0.29) Favours experimental Favours control
38
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Cognitive behavioural therapy (CBT) compared with an active control

Depression symptoms at post-treatment

Experimental Control

Std. Mean Difference 5td. Mean Difference

Study or Subgroup  5td. Mean Difference SE Total Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
5.1.1 CBT individual vs Supportive Therapy (5T)

MEYERZ012 [M] 0.41 014795318 38 38 100.0% 0.41[0.12,070] ’
Subtotal (95% CI) 38 38 100.0% 0.41 [0.12,0.70]

Heterogeneity: Mot applicable

Testfor overall effect £=2.77 (P = 0.006)

Total (95% CI) 38 38 100.0% 0.41[0.12,0.70] L 2
Heterageneity: Mot applicable 5_4 52 ] é

Test for overall effect: 2= 2.77 (P = 0.006)
Test for subaroup differences: Mot applicable

Depression symptoms at follow-up

Experimental Control

Favours experimental Favours control

5td. Mean Difference Std. Mean Difference

Study or Subgroup  Std. Mean Difference SE Total Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
5.2.1 CBT individual vs Supportive Therapy {ST)

MEYERZ012 ] 0.4% 0.23214286 38 38 100.0% 0.45[0.04, 0.94] !‘
Subtotal (95% CI) 38 38 100.0% 0.49 [0.04, 0.94]

Heterogeneity: Mot applicahle

Test far overall effect: Z= 211 (P=0.03)

Total {95% CI) 38 38 100.0% 0.49 [0.04, 0.94] L
Heterogeneity: Mot applicable 5_4 52 ] é

Test for averall effect 2= 211 (F=0.03)
Testfor subgroup diffierences: Mat applicable

Manic symptoms at post-treatment

Experimental Control

Favours experimental Favours control

Std. Mean Difference 5td. Mean Difference

Study or Subgroup  Std. Mean Difference SE Total Total Weight IV, Random, 95% CI IV, Random, 95% Cl
5.3.1 CBT individual vs Supportive Therapy (5T)
MEYER 2012 [M] 02 016071429 38 38 100.0% 0.20[-011, 0.51]
Subtotal (95% CI) 38 38 100.0% 0.20 [-0.11, 0.51]
Heterogeneity: Mot applicahle
Testfor overall effect Z=1.24 (F=0.21)
38 38 100.0% 0.20 [-0.11, 0.51]

Total (95% CI)

Heterogeneity, Mot applicable

Testfor overall effect: Z=1.24 (F=0.21)
Testfor subgroup differences: Mot applicable

.
Favours experimental Favours control

Number of participants who relapsed (any type) at post-treatment

Experimental

Study or Subgroup  Events  Total

Control
Events Total

Weight M-H, Fixed, 95% Cl

Risk Ratio
M-H, Fixed, 95% CI

Risk Ratio

5.4.1 CBT individual vs Supportive Therapy (ST)

MEYER 2012 [M] 12 38 20 38 100.0%
Subtotal (95% Cl) 38 38 100.0%
Total events 12 20

Heterogeneity: Mot applicable

Test for overall effect Z=1.80(F=0.07)

Total (95% CI) 38 38 100.0%
Total events 12 20

Heterogeneity: Mot applicable
Test far averall effect: Z=1.80(F =007
Test for subgroun differences: Mot applicable

Bipolar Disorder (Update): draft (March 2014)

0.60 [0.24, 1.05]
0.60 [0.34, 1.05]

= i

—engil

0.60 [0.34, 1.05]

1.5 2
Favours control

05 0.7
Favours experimental
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Number of participants who relapsed (any type) at follow-up

Experimental Control

Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl

Risk Ratio
M-H, Fixed, 95% Cl

5.5.1 CBT individual vs Supportive Therapy (5T)

MEYERZ012 [h] 26 38 23 38 100.0%
Subtotal (95% Cl) 38 38 100.0%
Total events 26 23

Heterogeneity: Mot applicable
Test for overall effect Z=0.72 (P=0.47)

Total (95% CI) 38 38 100.0%

Total events 26 23
Heterogeneity: Mot applicable

Test for overall effect Z=0.72 (P=0.47)
Testfor subgroup differences: Mot applicable

1.13[0.81,1.58]
1.13 [0.81, 1.58]

1.13 [0.81, 1.58]

Favours experimental

Number of participants who relapsed (depression) at follow-up

Experimental Control

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI

-l

06 0.7

15 2
Favours control

Risk Ratio
M-H, Fixed, 95% CI

5.6.1 CBT individual vs Supportive Therapy (5T)

MEYER 2012 [M] 149 38 17 38 100.0%
Subtotal (95% CI) 38 38 100.0%
Total events 14 17

Heterogeneity: Mot applicable
Test for overall effect: £= 046 (F = 0.64)

Total {95% CI) Jja J& 100.0%
Total events 19 17

Heterogeneity: Mot applicable

Test for averall effect: 2= 046 (P = 0.6

Test for subgroup differences: Mot applicable

1.12[0.69,1.80]
1.12 [0.69, 1.80]

1.12 [0.69, 1.80]

F

Number of participants who relapsed (mania) at follow-up

Experimental Control

Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI

=gl

05 07
avours experimental

15 2
Favours control

Risk Ratio
M-H, Random, 95% Cl

5.7.1 CBT individual vs Supportive Therapy (5T)

MEYERZ2012 [M] 20 38 12 38 100.0%
Subtotal (95% Cl) 38 38 100.0%
Total events 20 12

Heterogeneity: Mot applicahle
Testfar overall effect £=1.80(F =0.07)

Total (95% Cl) 38 38 100.0%
Total events 20 12

Heterogeneity: Mot applicahle

Testfar overall effect £=1.80(F =0.07)

Testfor suboroup differences: Mot applicable

Bipolar Disorder (Update): draft (March 2014)

1.67 [0.96, 2.91]
1.67 [0.96, 2.91]

1.67 [0.96, 2.91]

= S

05 0.7
Favours experimental

15 2
Favours control
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Number of participants who relapsed (mixed) at follow-up

Experimental Control
Study or Subgroup  Events Total Events Total

Weight M-H, Random, 95% CI

Risk Ratio
M-H, Random, 95% CI

Risk Ratio

5.8.1 CBT individual vs Supportive Therapy (5T)

MEYERZ2012 [hd] 1] aa 1 38 100.0%
Subtotal (95% CI) 38 38 100.0%
Total events 1 1

Heterogeneity: Mot applicable

Test for overall effect Z=0.63 (F= 0480

Total (95% Cl) 38 38 100.0%
Total events 1 1

Heterogeneity: Mot applicable
Testfor overall effect £= 068 (P=0.50)
Test for subgroup differences: Mot applicable

Number of participants discontinuing at follow-up

Experimental Control

Study or Subgroup  Events  Total

Events Total Weight WM-H, Random, 95% Cl

0.33 [0.01, 7.93]
0.33 [0.01, 7.93]

—p

0.33 [0.01, 7.93] —

0.5 2 5 10

Favours control

01 0.2
Favours experimental

Risk Ratio
M-H, Random, 95% ClI

Risk Ratio

5.10.1 CBT individual vs Supportive Therapy (5T)

MEYERZ01 2 [M] 1] aa 1] aa
Subtotal (95% Cl) 38 38
Total events 1 1
Heterogeneity: Mot applicable

Test for overall effect: Mot applicable

Total (95% CI) 38 38
Total events 1 1

Heterogeneity: Mot applicable
Test for overall effect: Mot applicable
Test for subagroup differences: Mot applicable
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Interpersonal and social rhythm therapy (IPSRT) compared with an
active control

Depression symptoms at post-treatment

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  5td. Mean Difference SE Total Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
SVWARTZZ012 [Ad] 043576369 039730693 14 11 100.0% 0.44 [0.34,1.22]
Total (95% CI) 14 11 100.0% 0.44 [-0.34,1.22]
Heterogeneity: Mot applicable 5_4 52 1 é
Testfor overall effect: 2=1.11 (F = 0.27) Favours experimental Favours control

Manic symptoms at post-treatment

Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
SWARTZZ2012 [Ad] 24 2494 14 5 2488 11 100.0% -2.60[-4.96,-0.24]
Total (95% CI) 14 11 100.0% -2.60 [-4.96, -0.24] i
Heterogeneity: Mat applicable 54 52 1 % ji
Testfor overall efiect 2= 2.16 (F = 0.03) Favours experimental Favours contraol

Number of participants who relapsed (any type) at post-treatment

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
6.5.1 IPSRT versus Intensive clinical management (ICHM)
FRARMK1598, ] 22 L 19 100.0% 1.5 [0.63, 3.84] l
Subtotal (95% CI) 22 19 100.0% 1.55 [0.63, 3.84]
Total events ] L
Heterogeneity: Mot applicable
Test for overall effect £= 096 (F =034
Total (95% CI) 22 19 100.0% 1.55 [0.63, 3.84] ——ll
Total events 4 L)
Heterageneity: Mot applicable IZIIE IZIIE é é
Testior overall effiect: 2= 0.96 (F = 0.34) Favours experimental Favours control

Test for subgroup differences: Mot apnlicable

Number of participants who responded (any type) at post-treatment

Experimental Control Risk Ratio (Non-event) Risk Ratio (Non-event)
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
6.3.1 IPSRT versus Quetiapine
SWARTZZ01 2 [Ad] 4 14 3 11 100.0% 0.98 [0.60, 1.60]
Subtotal (95% Cl) 14 11 100.0% 0.98 [0.60, 1.60]
Total events 4 3

Heterogeneity: Mot applicable
Test for overall effect. £=0.07 (F=0.94)

05 07 1 15 2
. ) Favours experimental Favours contraol
Test for subaroup differences: Mot apnlicahle
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Number of participants who responded (50% reduction in depressive symptoms) at follow-up

Experimental Control Risk Ratio (Hon-event) Risk Ratio (Non-event)
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
6.4.1 IPR5ST vs TAU (CC)
MIELOWITZ2007 h [Ad) 40 B2 BY 130 100.0% 0.73[0.50,1.07] i‘
Subtotal (95% CI) 62 130 100.0% 0.73 [0.50, 1.07] r
Total events 40 B¥

Heterogeneity: Mot applicable
Testfor overall effect Z=1.61 (FP=0.11)

Total (95% CI) 62 130 100.0% 0.73 [0.50,1.07] et

Total events 40 67

Heterogeneity: Mot applicable IZIIE EII? 1I5 é

Testror overall effect 2=1.61 (F=0.11) Favours control Favours experimenta

Testfor subgroup differences: Mot applicable

Psychosocial functioning (GAF) at post-treatment

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
SWARTZZ2012 [Ad] 8.8 962 11 B33 973 14 100.0% Q.55 [-0.26, 1.36]
Total (95% CI) 11 14  100.0% 0.55 [-0.26, 1.36]
Heterogeneity: Mot applicable 1_4 12 ! :=2
Testior overall effect Z=1.33 (F=0.18) Favours experimental Favours control

Psychosocial functioning (social and/or work) at post-treatment

Experimental Control 5td. Mean Difference 5td. Mean Difference
Study or Subgroup  Std. Mean Difference SE Total Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
6.7.1 IPSRT versus Intensive clinical management (ICM)
FRAMKI 9593 -0.362031 0182926 G4 G1 100.0% -0.36 [F0.72,-0.00] i
Subtotal (95% CI) 64 61 100.0% -0.36 [-0.72, -0.00]
Heterogeneity: Mot applicahle
Test for overall effect: Z=1.98 (F = 0.048)
Total (95% CI) 64 61 100.0% -0.36 [-0.72, -0.00] -
Heterogeneity: Mat applicable 51 _055 3 IZI’E 15
Testfor overall effect 2= 1.88 (F = 0.0% Favours experimental Favours control

Testfor subdgroup diferences: Naot applicable

Number of participants discontinuing at post-treatment
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Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
6.8.1 IPSRT versus Quetiapine
SWWARTZZ012 [Ad] 3 14 3 11 9.3% 0.79[0.20, 3.16]
Subtotal (95% CI) 14 1 9.3% 0.79 [0.20, 3.16]  — e ———
Total events 3 3

Heterogeneity: Mot applicable
Test for overall effect £=0.34 (F=0.73)

6.8.2 IPSRT versus Intensive clinical management {(ICM)
FRAME1999, 17 a9 24 43 90.7% 0.78[0.50 1.22] 1.—
Subtotal (95% CI) 39 43 90.7% 0.78 [0.50,1.22]

Total events 17 24

Heterogeneity: Mot applicable
Test for overall effect. £=1.08 (F=0.28)

Total (95% Cl) 53 54 100.0% 0.78 [0.51,1.19] -~

Total events 20 27

Heterogeneity: Tau®=0.00; Chi*=0.00, df=1 (P = 0.949);, F= 0% IZIIE IZIIE é é
Testfor overall effect 2=1.14 (7 = 0.25) Favours experimental Favours control

Test for subaroup differences: Chi®=0.00, df=1 (F=0.99), F= 0%

Number of participants discontinuing at follow-up

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
6.9.3 IPRST vs TAU (CC)
MIKLOWITZZ007 b [Ad) 20 G2 40 130 100.0% 1.05 [0.67,1.63]
Subtotal (95% CI) 62 130 100.0% 1.05 [0.67, 1.63]
Total events 20 40

Heterogeneity: Mot applicahle
Testfor overall effect £=0.21 (P =0.83)

Total (95% Cl) 62 130 100.0% 1.05 [0.67, 1.63] e

Total events 20 40

Heterogeneity: Mot applicahble DI5 DIT 1I5 é
Testioroverall effect Z=0.21 (F = 0.83) Favours [experimental] Favours [control]

Test for subaroup differences: Mot applicable

-+
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Collaborative care compared with treatment as usual (TAU)

Depression symptoms at post-treatment

Experimental Control 5td. Mean Difference 5td. Mean Difference
Study or Subgroup Mean S0 Total Mean 5D Total Weight IV, Random, 95% Cl I, Random, 95% CI
7.1.1 Physical health focus
KILBOURMEZOOS [A&M) 789 &R e T8 &6 M 482% 0.00 052, 0582
KILBOURMEZDT 2 [A&M) B4 G a3z 9 6.3 33 818% -0.42 F0.91, 0.07]
Subtotal (95% Cl) 59 64 100.0% 0.22 [-0.63,0.19]

Heterogeneity: Tau®=0.02; Chi*=1.32, df=1 (P=0.25); F=24%
Testfor overall effect. 2=1.04 (P =030}

Total (95% CI) 59 64 100.0% -0.22 [-0.63,0.19]
Heterogeneity, Tau®=0.02; Chi*=1.32, df=1 (P=0.28), F= 24% 52 I1 D 15
Testfor overall efiect Z=1.04 (7= 0.30) Favours experimental Favours control

Testfor subgroup differences: Mot applicahle

Depression symptoms at follow-up

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean S0 Total Mean SD Total VWeight IV, Random, 95% Cl IV, Random, 95% Cl
7.2.1 Physical health focus
KILEQURMEZD1 2 [A&M] 84 a1 3z 88 &7 33 100.0% -0.56 [-1.06,-0.07] i
Subtotal (95% CI) 32 33 100.0% -0.56 [-1.06, -0.07]

Heterogeneity: Bot applicable
Test for overall effect 2= 222 (P=0.03)

Total (95% Cl) 32 33 100.0%  -0.56 [-1.06, -0.07] -
Heterogeneity: Mot applicakble I2 I1 1 1! é
Testforoverall effect £= 222 (P =0.03) Favours experimental Favours control

Test for subgroup differences: Mot applicable

Manic symptoms at post-treatment

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
7.3.1 Physical health focus
KILEDLURMEZODS [AEN)] 178 122 27 16 £] MNOATTH 014 [-0.38, 0.66]
KILEQURMEZ012 [AEM] 17 147 a2 206 1232 33 52.3% -026 0745, 0.27]
Subtotal (95% Cl) 59 64 100.0% -0.07 [-0.47,0.32]

Heterogeneity: Tau®=0.02; Chi*F=1.24, df =1 (P=027); F=19%
Testfor overall effect Z=035(FP =072

Total (95% Cl) 59 64 100.0% -0.07 [-0.47,0.32]
Heterogeneity: Tau*=0.02;, Chi*=1.24, df=1 {F=027); F=19% 52 I1 5 1I
Testfor overall effect Z=10.35 (F=0.72) Favours experimental Favours control

Testfor subdroup differences: Mot applicable

Manic symptoms at follow-up
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Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
7.4.1 Physical health focus
KILEQURMEZO1 2 [A&M] 166 16 3z 18 101 33 100.0% -0.10[0.59,0.38]
Subtotal {95% Cl) 32 33 100.0% -0.40 [-0.59, 0.38]

Heterogeneity: Mot applicable
Testfor overall effect Z=0.42 (P =0.68)

Total (95% CI) 32 33 100.0% -0.10 [-0.59, 0.38]
Heterogeneity: Mot applicable I1 -IZIIS 5 EIIS 1:
Testfor overall effect 7= 1042 {F = 0.68) Favours experimental Favours control

Test for subaroup differences: Mot applicable

Number of participants admitted to hospital at post-treatment

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
7.5.1 Psychiatric focus
KESSIMNG2013 [M] 26 T2 47 gE  TH5% 0.66 [0.46, 0.94] —.—
SIMOMN2005 [AENM) 12 1849 17 215 208% 0.76 [0.37, 1.46] =
Subtotal (95% CI) 271 301 100.0% 0.68 [0.49, 0.94] -
Total events 338 4

Heterogeneity: TauF=0.00; ChF=013,df =1 {(P=072), F=0%
Test for overall effect: £= 233 (P =0.0%

Total (95% CI) 271 301 100.0% 0.68 [0.49, 0.94] -

Total events 338 4

Heterogeneity: TauF=0.00; ChF=013,df =1 {(P=072), F=0% III=5 Eli? 1I5 é
Testfor overall effect 2= 2.33 (F=0.02) Favours experimental Favours contro

Test for subgroun differences: Mot applicable

Number of participants who relapsed (any type) at post-treatment

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
7.6.1 Psychiatric focus
SIMOM2005 [A&h)] 112 1849 122 215 100.0% 088[0.84,1.17]
Subtotal (95% CI) 199 215 100.0% 0.99 [0.84,1.17]
Total events 112 122

Heterogeneity: Mot applicahle
Testfor overall effect: =009 (F=0492%

Total (95% CI) 1499 215 100.0% 0.99 [0.84,1.17] ""
Total events 112 122
Heterogeneity; Mot applicable EI=5 I]:T 115 é
Testior overall Eﬁec_t Z=003(F= D'gz_}' Favours experimental Favours control
Testfor subaroup diferences: Mot applicable
Number of participants who relapsed (depression) at post-treatment
46
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Experimental Control
Study or Subgroup  Events Total Events Total

Risk Ratio

Weight M-H, Random, 95% CI

Risk Ratio
M-H, Random, 95% CI

7.7.1 Psychiatric focus

KESSIMG2013 [h) 25 Ga ar
SIMOM2005 AL 73 134 74
Subtotal (95% CI) 202

Tatal events 493 111

g6 23.4%

136 TH.E%
222 100.0%

Heterogeneity: Tau®= 0.00; Chi*= 048, df=1 {P=049); F=0%

Test for overall effect £=0.37 (F=0.71)

Total {95% CI) 202
Total events 493 111

222 100.0%

Heterogeneity: Tau®=0.00; Chi*= 048, df=1{FP =049 F=0%

Test for averall effect =037 (P =0.71)
Test for subgroup differences: Mot applicahle

0.85 [0.58, 1.27]

1.00[0.580,1.25]
0.96 [0.80,1.17]

0.96 [0.80, 1.17]

—

<

<>

Far

Number of participants who relapsed (mania) at post-treatment

Experimental Control

Study or Subgroup  Events Total Events Total

Risk Ratio

Weight M-H, Random, 95% ClI

0.5 0.7
vours experimental

1.5 2

Favours control

Risk Ratio
M-H, Random, 95% ClI

7.8.1 Psychiatric focus

FESSING2013 ] 45 (a3 49
SIMOMZ005 [A&NM] 39 169 a3
Subtotal {95% Cl) 237

Tatal events a4 107

86 53.0%

182 47.0%
268 100.0%

Heterogeneity: TauF=010; ChiF=59.23, df =1 {P=0.02; F=81%

Testfor overall effect: 2= 029 (P =0.77)

Total (95% Cl) 237

Tatal events a4 107

268 100.0%

Heterogeneity: TauF=010; Chi*= 523, df =1 (F=00%; F=81%

Testfor overall effect: 2= 029 (P =0.77)
Test for subgroup differences: Mot applicable

Quality of life at post-treatment

Bipolar Disorder (Update): draft (March 2014)

1.16 [0.90, 1.449]

0.72[0.51,1.03]
0.93 [0.57,1.52]

0.93 [0.57,1.52]
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Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
7.9.1 Psychiatric focus
BALUERZO0Ga [M) Tfr 1586 147 81 186 1487 &0.3% -2.86 [-2.86,-2.26) .
Subtotal (95% CI) 157 157  50.3% -2.56 [-2.86, -2.26] &
Heterogeneity: Mot applicable
Test for overall effect: Z=16.76 (P = 0.00001)
7.9.2 Physical health focus
KILBOURMEZO12 [A&h)] 67 107 33 BT.3 102 32 49.7% -0.03 [-0.81, 0.46] t
Subtotal (95% CI) 33 32 49.07% -0.03 [-0.51, 0.46]
Heterogeneity: Mot applicable
Test for overall effect: Z=0.11 (P =0.91}
Total (95% CI) 1490 189 100.0% -1.30 [-3.78,1.18] —-q—

Heterogeneity, Tau?= 3.16; Chi*= 75.41, df= 1 (P = 0.000013; F= 99%

Testfor overall effect: £=1.03 (P =0.30)

Test for subogroup differences: Chi*= 7541, df=1 (P = 0.00001), F=98.7%

Quality of life at follow-up

4 -2 0 2
Favours experimental Favours contral

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% Cl
7.10.1 Physical health focus
FILEQURMEZOT 2 [A8M) F5.3 a7 a3 692 104 32 1000% -0.38 087, 0.11] i—
Subtotal (95% CI) 33 32 100.0% -0.38 [-0.87, 0.11] -
Heterageneity: Mot applicable
Testfor overall effect Z=1.483(F=013
Total (95% CI) 33 32 100.0% -0.38 [-0.87, 0.11] -~
Heterogeneity: Mot applicable 52 51 ) 15

Testfor overall effect Z=1.53 (F=013)
Testfor subgroup differences: Mot applicable

Number of participants discontinuing at post-treatment
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Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
7.11.1 Psychiatric focus
BAUERZO0G: [M] 4 166 18 164 41.0% 059 [0.27, 1.32] —a—
KESSIMGZ013 [M] 4 T2 1 a6 B.0%  10.73[0.599 195.494] ‘
SIMOMNZ005 [ALM] 13 M2 14 229 443% 1.00[0.48, 2.08] i
Subtotal (95% CI) 450 479 91.2% 0.96 [0.40, 2.30]
Total events 26 29
Heterogeneity: Tauw*=028; Chi*=4.02, df =2 {(F=013); F=a0%
Testfor overall effect =009 (F=0493)
7.11.2 Physical health focus
KILEQURMEZO12 [A&M) 2 34 1 KL 2.8% 200019 21.03]
Subtotal (95% CI) 34 34 8.8% 2.00 [0.19, 21.03] ——e N —
Total events 2 1
Heterogeneity: Mot applicahle
Test for overall effect £=0.58 (F =056
Total (95% CI) 434 513 100.0% 0.99 [0.47, 2.07] el
Total events 28 30
Heterogeneity: TauwF=0.18; Chi*=4.48, df=3{(F=0.21); F=33% IZI!1 sz IZI!S ﬁ é 1|‘

Testfor overall effect Z=0.03 (F=0493)

Test for subaroup differences: Chif=0.33, df=1 {F=0.87), F=0%

Number of participants discontinuing at follow-up

Experimental
Study or Subgroup Events Total

Control
Events Total

Favours experimental

Risk Ratio

Weight M-H, Random, 95% ClI

Favours control

Risk Ratio
M-H, Random, 95% Cl

7.12.1 Physical health focus

KILBOURMEZOT 2 [A&M) 2 34
Subtotal (95% CI) 34
Total events 2

Heterogeneity: Mot applicable
Test far overall effect £= 058 (F = 0.56)

Total (95% CI) 34
Total events 2
Heterogeneity, Bot applicahle

Test far overall effect £= 058 (F = 0.56)

Test far subgroun differences: Mot applicahle

Bipolar Disorder (Update): draft (March 2014)

1 a4
34

34

100.0%
100.0%

100.0%

2.00[0.19,21.03]
2.00 [0.19, 21.03]

2.00[0.19, 21.03]

Favours experimental

E—— ——

—*—

0.5 2 & 10
Favours control
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Integrated group therapy compared with group drug counselling

Depression symptoms at post-treatment

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean 5D Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
WEISSZ009 [Ad &) a4 &7 K3 11 & a0 100.0% -0.35 [-0.85, 0.16]
Total (95% CI) Kh | 30 100.0% -0.35 [-0.85, 0.16]
Heterogeneity: Mot applicable 11 -IZI=5 |f| D=5 1:
Testfor overall effect: 2= 1.35 (F = 0.18) Favours experimental Favours control
Depression symptoms at follow-up
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
WEISS2009 [Ad&h] 1M1 81 ) 92 7.4 a0 100.0% 0.11 [F0.39, 0.61]
Total (95% CI) K} | 30 100.0% 0.11 [-0.39, 0.61]
Heterageneity: Mot applicable 51 -|:|=5 1 DIS 15
Testfor overall effect 2= [0.44 (P = 0.68) Favours experimental Favours control
Manic symptoms at post-treatment
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean 5D Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% Cl
WEISSZ009 [Ad &) 5 46 K3 61 76 30 100.0% -0 7 [F0.68, 0.33] —
Total (95% CI) Kh | 30 100.0% 0.7 [-0.68, 0.33] *
Heterogeneity: Mot applicable =1 -IZI=5 ! I]:ﬁ 1=
Testfor overall effect: 2= 0.68 (F = 0.50) Favours experimental Favours control
Manic symptoms at follow-up
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean S5SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
WEISS2008 [Ad&M] 43 44 k)| 8.3 93 30 100.0% -0.83[-1.05,-0.02]
Total (95% CI) Kh| 30 100.0% -0.53 [-1.05, -0.02] —~atii-—
Heterogeneity: Mot applicable =1 -|:|=5 1 I:|=5 1=

Testfor overall effect £=2.05(F=0.04)
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Integrated cognitive and interpersonal therapy compared with treatment

as usual (TAU)

Depression symptoms at post-treatment

Experimental Control

5td. Mean Difference

Std. Mean Difference
IV, Random, 95% Cl

Study or Subgroup Std. Mean Difference SE Total Total Weight IV, Random, 95% Cl
SCHWANMAUERZOOT -0.64 0.280612 106 87 100.0% -0.64 [1.19,-0.09]
Total (95% CI) 106 87 100.0% -0.64 [-1.19, -0.09] e

Heterogeneity: Mot applicable
Test for overall effect £= 228 (F=0.02)

Manic symptoms at post-treatment
Experimental Control

5td. Mean Difference

4 05 0 05 1
Favours experimental Favours control

Std. Mean Difference

Study or Subgroup Std. Mean Difference SE Total Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
SCHWANMALUERZOODT -0 0102041 106 a7 100.0% -010 0,30, 0.10]
106 87 100.0% -0.10 [-0.30, 0.10]

Total (95% CI)

Heterageneity: Mat applicable
Test for overall effect Z= 0923 (P =033

Quality of life at post-treatment

Control Experimental

Std. Mean Difference
IV, Random, 95% CI

4 -05 0 05 1
Favours experimental Favours control

Std. Mean Difference
IV, Random, 95% CI

Study or Subgroup Mean S0 Total Mean SD Total VWeight
SCHWANMALERZOOT 5151 5646 AT 6388 56T 106 100.0% -0.37 [-0.65, -0.08]
106 100.0% -0.37 [-0.65, -0.08] -l

Total (95% CI) 87

Heterogeneity, Mot applicable
Test far overall effect £=2.91 (P =0.01)

Number of participants discontinuing at post-treatment

Experimental Control Risk Ratio

Study or Subgroup

Events Total Events Total WWeight M-H, Random, 95% CI

4 05 0 05 1

Favours experimental Favours contro

Risk Ratio
M-H, Random, 95% Cl

SCHWARMALERZOOT 11 106 a 87 100.0%
Total (95% CI) 106 87 100.0%
Total events 11 g

Heterogeneity: Mot applicable
Testfor overall effect Z=027 (F=0.78)
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1.13[0.47, 2.68]

1.13 [0.47, 2.68]

Favours experimental

0.2 05 1 2
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APPENDIX 26: PSYCHOLOGICAL INTERVENTIONS FOR BIPOLAR DISORDER - GRADE PROFILES

Post-treatment outcomes

Quality(GRADE), reasons for downgrade: 2 Risk of bias, P Inconsistency, < Indirectness, 4 Imprecision, ¢ Publication/Reporting Bias

Individual psychological intervention compared with TAU

Depression symptoms Total 8 683 | SMD = -0.23 (-0.41, -0.05) 8.55 (P = 0.29); 18% 6-26 Lowae
Online Psychoeducation 2 378 | SMD = -0.18 (-0.63, 0.26) 3.88 (P =0.05); 74% 6-26
CBT 6 305 | SMD = -0.31 (-0.53, -0.08) 2.97 (P =0.70); 0% 26
Mania symptoms CBT 3 171 | SMD =-0.05 (-0.35, 0.25) 0.48 (P = 0.79); 0% 26 Very Low2de
Hospitalisation (number) Medication adherence 1 28 | RR =0.14 (0.01, 2.53) N/A 6 Lowde
therapy
Relapse, any type (number) | Total 6 365 | RR =0.66 (0.48, 0.92) 2.50 (P = 0.78); 0% 6-26 Moderate 4
Psychoeducation 1 70 | RR=0.69 (0.41,1.15) N/A 6
Medication adherence 1 28 | RR=0.40 (0.09,1.73) N/A 6
therapy
CBT 4 267 | RR=0.67 (0.43, 1.04) 2.02 (P =0.57); 0% 26
Relapse, depression Total 2 122 | RR = 0.54 (0.06, 4.70) 4.15 (P = 0.04); 76% 6-26 Very Lowabd
(number)
Psychoeducation 1 70 | RR=1.29 (0.61,2.73) N/A 6
CBT 1 52 | RR=0.15(0.02,1.17) N/A 26
Relapse, mania (number) Psychoeducation 1 70 RR = 0.19 (0.05, 0.81) N/A 6 Very Low de
Response, any (number) CBT 1 33 | RR=0.71 (0.46, 1.07) N/A 26 Very Lowde
Quality of life Total 4 451 | SMD =-0.46 (-1.05, 0.12) 20.14 (P = 0.0002); 85% 6-26 Very Lowabe
Psychoeducation 1 26 | SMD =-0.36 (-1.30, 0.59) N/A 6
Online Psychoeducation 2 378 | SMD = -0.86 (-1.26, -0.45) 16.50 (P < 0.0001); 94% 6-26
CBT 1 47 | SMD =-0.35 (-0.93, 0.23) N/A 26
Psychosocial functioning CBT 2 94 | SMD =-0.49 (-0.90, -0.08) 0.10 (P = 0.75); 0% 26 Very Lowade
GAF
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Psychosocial functioning Total 7 606 | SMD = -0.34 (-0.51, -0.17) 6.49 (P = 0.37); 8% 6-26 Lowa e
Social and/or Work
Psychoeducation 1 70 | SMD =-0.17 (-0.64, 0.30) N/A 6
Online Psychoeducation 2 378 | SMD = -0.31 (-0.67, 0.05) 2.55 (P =0.11); 61% 6-26
CBT 4 158 | SMD = -0.55 (-0.87, -0.23) 1.20 (P =0.75); 0% 26
Discontinued Total 9 755 | RR =0.74 (0.44, 1.27) 11.29 (P = 0.13); 38% 6-26 Lowde
Psychoeducation 2 166 | RR =3.04 (0.33, 28.16) 1.28 (P =0.26); 22% 6
Online Psychoeducation 1 122 | RR=1.13 (0.46, 2.72) N/A 26
Medication adherence 1 28 | No dropout N/A 6
therapy
CBT 5 439 | RR =0.58 (0.30,1.13) 7.87 (P =0.10); 49% 26
Group psychological intervention compared with TAU
Depression symptoms Total 423 | SMD =-0.24 (-0.64, 0.16) 25.65 (P = 0.0006); 73% 8-52 Very
Lowabde
PE 152 | SMD = 0.14 (-0.17, 0.46) 0.00 (P =0.98); 0% 13-52
Mindfulness based cognitive 109 | SMD =-0.50 (-0.89, -0.12) 0.20 (P = 0.65); 0% 8
therapy
Dialectical behaviour therapy 24 | SMD =-1.18 (-2.06, -0.30) N/A 12
CBT 91 | SMD =-0.55 (-1.12, 0.02) 1.68 (P = 0.20); 40% 12-14
Social cognition and 37 | SMD =0.92 (0.23, 1.61) N/A 18
interaction training
Mania symptoms Total 375 | SMD =-0.08 (-0.33, 0.16) 5.60 (P = 0.35); 11% 8-52 Very lowade
Psychoeducation 152 | SMD = 0.06 (-1.05, 1.18) 1.69 (P =0.19); 41% 13-52
Mindfulness based cognitive 95 | SMD =-0.10 (-0.50, 0.30) N/A 8
therapy
CBT 91 | SMD =-0.21 (-0.89, 0.47) 1.75 (P =0.19); 43% 12-14
Social cognition and 37 | SMD =-0.37 (-1.02, 0.28) N/A 18

interaction training
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interaction training

Hospitalisation Total 3 74 | RR =0.45 (0.10, 2.09) 3.94 (P = 0.14); 49% 14-21 Lowd

PE vs attention control 2 39 | RR=0.52 (0.06, 4.84) 2.48 (P =0.12); 60% 21

CBT 1 35 | RR=0.20(0.02,1.97) N/A 14
Relapse, any type PE vs attention control 2 170 | RR =0.48 (0.22,1.04) 242 (P =0.12); 59% 21 Lowd
(number)
Relapse, depression PE vs attention control 2 170 | RR =0.39 (0.19, 0.78) 0.45 (P = 0.50); 0% 21 Low 4
Relapse, mania (number) | PE vs attention control 2 170 | RR =0.48 (0.28, 0.82) 0.80 (P =0.37); 0% 21 Low d
Relapse, mixed episode PE vs attention control 2 170 | RR =0.43 (0.18, 1.07) 1.11 (P = 0.29); 10% 21 Low d
Quality of life CBT 2 91 | SMD =-0.38 (-1.74, 0.99) 9.06 (P =0.003); 89% 12-14 Very Lowabde
Psychosocial functioning | Total 2 89 | SMD = 0.01 (-0.40, 0.43) 0.01 (P = 0.92); 0% 12-18 Very Lowade
GAF

CBT 1 52 | SMD = 0.03 (-0.51, 0.58) N/A 12

Social cognition and interaction | 1 37 | SMD =-0.01 (-0.66, 0.64) N/A 18
training

Psychosocial functioning | Social cognition and interaction | 1 37 | SMD =0.43 (-0.23,1.09) N/A 18 Very Lowade
Social and/or Work training
Discontinued Total 9 703 | RR =1.23 (0.83, 1.81) 6.77 (P = 0.24); 26% 8-52 Very Lowabe

Psychoeducation 3 410 | RR =1.41 (0.75, 2.64) 5.61 (P = 0.06); 64% 13-52

PE vs attention control 1 120 | No discontinuation N/A 21

Mindfulness based cognitive 1 19 | RR =291 (0.40, 21.35) N/A 8

therapy

Dialectical behaviour therapy |1 26 | RR=1.00(0.07, 14.34) N/A 12

CBT 1 91 | RR=0.88(0.37,2.08) N/A (1 study no 14

discontinuation)
Social cognition and 1 37 | No discontinuation N/A 18

Family psychoeducation compared with TAU

Depression

Group Family psychoeducation (carers)

43 SMD = -0.73 (-1.35, -0.10) N/A

14

Lowde
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symptoms
Mania symptoms Group Family psychoeducation (carers) 1 43 SMD = -0.66 (-1.28, -0.04) N/A 14 Lowde
Discontinued Total 4 140 RR =0.46 (0.13, 1.61) 247 (P = 0.29); 19% 5-48 Low?bd
Psychoeducation (Service user and carers) 2 68 RR = 0.44 (0.06, 3.32) 2.49 (P =0.11); 60% 7-48
Group Family psychoeducation (carers) 2 72 RR = 0.42 (0.04, 4.31) N/A 5-14
Family Focused therapy (FFT) compared with control
Depression symptoms FFT vs TAU 1 79 SMD = -0.40 (-0.80, 0.00) N/A 39 Lowad
Mania symptoms FFT vs TAU 1 79 SMD = 0.00 (-0.40, 0.40) N/A 39 Lowad
Relapse, any type (number) | FFT vs PE 1 53 RR =0.89 (0.52,1.54) 39 Low d
Hospitalisation FFT vs PE 1 53 RR =0.71 (0.33, 1.52) N/A 39 Low d
Discontinued Total 2 154 RR =0.63 (0.21, 1.89) 1.99 (P = 0.16); 50% 39 Lowbd
FFT vs TAU 1 101 RR =0.36 (0.11,1.12) N/A
FFT vs PE 1 53 RR =1.07 (0.37, 3.08) N/A

CBT compared with Active Control

Depression symptoms CBT individual vs Supportive Therapy (ST) 1 76 | SMD = 0.41 (0.12, 0.70) N/A 39 Lowde
Mania symptoms CBT individual vs Supportive Therapy (ST) 1 76 | SMD = 0.20 (-0.11, 0.51) N/A 39 Lowde
Relapse, any type (number) | CBT individual vs Supportive Therapy (ST) 1 76 | RR =0.60 (0.34, 1.05) N/A 39 Lowde
Discontinued CBT individual vs Supportive Therapy (ST) 1 76 | RR =0.80 (0.56,1.14) N/A 39 Lowd

Interpersonal and social rhythm therapy (IPSRT) compared with Active control

Depression symptoms IPSRT vs Quetiapine 1 25 SMD =0.44 (-0.34,1.22) | N/A 12 Very Low2d
Relapse, any type (number) IPSRT vs Intensive clinical 1 41 RR =1.55 (0.63, 3.84) N/A 123 Very Low2d
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management
Response, any type (number) IPSRT vs Quetiapine 1 25 RR = 0.98 (0.60, 1.60) N/A 12 Very Low2d
Psychosocial functioning GAF IPSRT vs Quetiapine 1 25 SMD = 0.55 (-0.26,1.36) | N/A 12 Very Low 24
Psychosocial functioning Social and/or IPSRT vs Intensive clinical 1 82 SMD = -0.36 (-0.72, 0.00) | N/A 123 Very Low 24
Work management
Discontinued 2 107 RR = 0.94 (0.55, 1.59) 0.07 (P = 0.79); 0% | 12-123 Moderate 4
IPSRT vs Quetiapine 1 25 RR =0.79 (0.20, 3.16) N/A 12
IPSRT vs Intensive clinical 1 82 RR =0.96 (0.54, 1.71) N/A 123
management
Collaborative care compared with TAU
Depression symptoms Physical health focus 2 123 SMD = -0.22 (-0.63, 0.19) 1.32 (P = 0.25); 24% 26-30 Lowade
Mania symptoms Physical health focus 2 123 SMD = -0.07 (-0.47, 0.32) 1.24 (P = 0.27); 19% 26-30 Lowade
Hospitalisation (number) Psychiatric focus 2 572 RR = 0.68 (0.49, 0.94) 0.13 (P = 0.72); 0% 52-130 Moderate 4
Relapse, any type (number) | Psychiatric focus 1 441 RR =0.99 (0.84,1.17) N/A 52 Lowde
Relapse, depression Psychiatric focus 2 404 RR =0.96 (0.80, 1.17) 0.48 (P = 0.49); 0% 52-104 Lowde
(number)
Relapse, mania (number) Psychiatric focus 2 505 RR =0.93 (0.57,1.52) 5.23 (P = 0.05); 81% 52-104 VeryLowbde
Quality of life Total 2 379 SMD =-1.30 (-3.78, 1.18) 75.41 (P < 0.00001); 99% 30-156 Very Lowabde
Physical health focus 1 65 SMD = -0.03 (-0.51, 0.46) N/A 30
Psychiatric focus 1 364 SMD = -2.56 (-2.86, -2.26) N/A 156
Discontinued Total 4 997 RR =0.99 (0.47, 2.07) 4.48 (P =0.21); 33% 30-156 Lowbd
Physical health focus 1 68 RR =2.00 (0.19, 21.03) N/A 30
Psychiatric focus 3 929 RR = 0.96 (0.40, 2.30) 4.02 (P =0.13); 50% 52-156

Integrated group therapy compared with group drug counselling

Depression symptoms

SMD = -0.35 (-0.85, 0.16)

N/A

12

Very Lowc<de
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| Mania symptoms |1 | 61 | SMD =-0.17 (-0.68, 0.33) | N/A 12 | Very Lowcde
Integrated Cognitive and Interpersonal Therapy compared with TAU
Depression symptoms 1 193 SMD = -0.64 (-1.19, -0.09) N/A 20 Lowd
Mania symptoms 1 193 SMD = -0.10 (-0.30, 0.10) N/A 20 Lowde
Quality of life 1 193 SMD = -0.37 (-0.65, -0.08) N/A 20 Lowd
Discontinuation 1 193 RR =1.13 (0.47, 2.68) N/A 20 Lowd
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Outcomes at follow-up

Quality(GRADE), reasons for downgrade: a Risk of bias, b Inconsistency, ¢ Indirectness, d Imprecision, e Publication/Reporting Bias

Individual psychological intervention compared with TAU

Depression symptoms Total 5 534 SMD = -0.21 (-0.43, 0.01) 6.85 (P = 0.23); 27% 26-52 Low 2
Online Psychoeducation 2 326 | SMD =-0.36 (-1.09, 0.37) 5.82 (P = 0.02); 83% 26-43
CBT 4 208 SMD =-0.19 (-0.46, 0.08) 0.64 (P =0.73); 0% 52
Mania symptoms Total 4 164 SMD =-0.38 (-0.71, -0.04) 3.40 (P = 0.33); 12% 52 Very Lowade
Online Psychoeducation 1 37 SMD = -0.24 (-0.89, 0.40) N/A 43
CBT 3 127 SMD = -0.45 (-0.92, 0.01) 3.21 (P =0.34); 38% 52
Hospitalisation Total 3 194 RR = 0.63 (0.38, 1.02) 2.19 (P = 0.35); 9% 32-52 Lowd
Psychoeducation 1 70 RR = 0.85 (0.47, 1.54) N/A 52
Medication adherence therapy | 1 28 RR = 0.40 (0.09, 1.73) N/A 32
CBT 1 96 RR = 0.44 (0.20, 0.97) N/A 52
Relapse, any type (number) | Total 8 532 RR = 0.74 (0.63, 0.87) 5.78 (P = 0.57); 0% 32-78 Moderate 4
Psychoeducation 3 252 RR =0.81 (0.64, 1.02) 1.96 (P =0.37); 0% 48-78
Medication adherence therapy 1 28 RR =0.73 (0.43,1.24) N/A 32
CBT 4 252 RR = 0.67 (0.53, 0.86) 2.84 (P =0.42); 0% 52
Relapse, depression Total 7 616 RR =0.82 (0.59, 1.15) 14.84, (P = 0.02); 60% 43-72 Lowbd
Psychoeducation 2 166 RR =1.07 (0.53, 2.14) 2.87 (P =0.09); 65% 48-52
Online Psychoeducation 1 37 RR =1.31 (0.70, 2.45) N/A 43
CBT 4 413 RR = 0.65 (0.41, 1.02) 7.95 (P = 0.05); 62% 52-72
Relapse, mania Total 6 564 RR = 0.74 (0.50, 1.08) 7.92 (P = 0.16); 37% 43-72 LowPbd
Psychoeducation 2 166 RR =0.56 (0.28,1.11) 1.36 (P = 0.24); 27% 48-52
Online Psychoeducation 1 37 RR =0.94 (0.30, 2.96) N/A 43
CBT 3 361 RR =0.78 (0.45, 1.38) 4.65 (P =0.10); 57% 52-72
Response, any CBT 1 52 RR = 0.46 (0.21, 1.02) N/A 52 Very Low24d
Response, depression CBT 2 257 RR =0.69 (0.40,1.13) 2.23 (P =0.14); 55% 52 Very Lowabd
Response, mania (number) | CBT 1 52 RR =1.53 (0.93, 2.52) N/A 52 Very Low24d
Quality of life Online Psychoeducation 3 347 SMD = 0.04 (-0.17, 0.25) 1.44 (P =0.49); I2= 0% 26-52 Very Lowade
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Online Psychoeducation 2 310 SMD = 0.08 (-0.14, 0.31) 0.02 (P =0.90); 2= 0% 26-43
CBT 1 37 SMD = -0.34 (-1.00, 0.32) N/A 52
Psychosocial functioning Total 2 89 SMD = -0.25 (-0.66, 0.17) 0.00 (P = 0.98); 0% 43-52 Low2d
GAF
Online Psychoeducation 1 37 SMD = -0.25 (-0.90, 0.40) N/A 43
CBT 1 52 SMD = -0.24 (-0.79, 0.31) N/A 52
Psychosocial functioning Total 7 585 SMD = -0.27 (-0.60, 0.05) 18.39 (P = 0.005); 67% 26-52 Very
Social and/or Work Lowabde
Psychoeducation 1 70 SMD = -0.74 (-1.23, -0.26) N/A 52
Online Psychoeducation 2 310 SMD = 0.08 (-0.14, 0.30) 0.32 (P =0.57); 0% 26-43
CBT 4 205 SMD = -0.39 (-0.78, 0.01) 5.36 (P = 0.15); 44% 52
Discontinued Total 12 1163 | RR =0.97 (0.77,1.23) 10.21 (P = 0.42); 2% 32-78 Lowd
Psychoeducation 3 274 RR =1.26 (0.29, 5.58) 3.46 (P =0.18), 42% 48-78
Online Psychoeducation 2 330 RR = 0.85 (0.28, 2.56) 1.54 (P =0.22);35% 26-43
Medication adherence therapy |1 28 No discontinuation N/A 32
CBT 6 531 RR =0.98 (0.74, 1.30) 5.47 (P = 0.36); 9% 52

Group psychological intervention compared with TAU

Depression symptoms Total 3 219 | SMD = 0.22 (-0.05, 0.49) | 0.95 (P = 0.62); 0% 52-61 Very Lowade
Psychoeducation 1 72 | SMD =0.40 (-0.07,0.87) | N/A 52
CBT 1 52 | SMD =0.06 (-0.48,0.60) | N/A 52
Mindfulness based cognitive therapy | 1 95 | SMD=0.18(-0.22,0.58) | N/A 61

Mania symptoms Total 3 219 | SMD = 0.16 (-0.10, 0.43) | 0.76 (P = 0.68); 0% 52-61 Very Lowade
Psychoeducation 1 72 | SMD=0.33(-0.14,0.80) | N/A 52
CBT 1 52 | SMD =0.12 (-0.42,0.66) | N/A 52
Mindfulness based cognitive therapy | 1 95 | SMD =0.06 (-0.34,0.46) | N/A 61

Hospitalisation (number) Total 3 200 | RR =0.48 (0.16, 1.45) 2.30 (P = 0.13); 56% 78-124 | Very LowPbde
PE vs attention control 2 166 | RR =0.48 (0.16, 1.45) 2.30 (P=0.13; 56% 124
CBT 1 34 | No hospitalisations N/A 78
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Relapse, any type (number) Total 5 395 | RR =0.86 (0.61, 1.20) 21.46 (P = 0.0003); 81% | 52-124 | Very LowPbde
Psychoeducation 1 84 | RR=0.52(0.32,0.84) N/A 52
PE vs attention control 2 166 | RR =0.75 (0.64, 0.88) 0.83 (P = 0.36); 0% 124
Mindfulness based cognitive therapy | 1 95 | RR=141 (1.07,1.87) N/A 61
CBT 1 50 | RR=1.17(0.72,1.91) N/A 78
Relapse, depression (number) Total 5 333 | RR =0.62 (0.45, 0.88) 7.12 (P = 0.13); 44% 52-124 | LowPbd
Psychoeducation 1 72 | RR=0.33 (0.12, 0.91) N/A 52
PE vs attention control 2 166 | RR =0.54 (0.36, 0.79) 1.25 (P =0.26); 20% 124
Mindfulness based cognitive therapy | 1 59 | RR=0.87(0.59,1.28) N/A 61
CBT 1 36 | RR=0.87(041,1.82) N/A 78
Relapse, mania (number) Total 5 328 | RR =0.97 (0.60, 1.57) 13.04 (P = 0.01); 69% 52-124 | Very Lowabd
Psychoeducation 1 72 | RR=1.02 (0.48, 2.16) N/A 52
PE vs attention control 2 166 | RR =0.64 (0.54, 0.76) 0.59 (P =0.44); 0% 124
Mindfulness based cognitive therapy | 1 54 | RR=1.21(0.71, 2.07) N/A 61
CBT 1 36 | RR=2.61(0.80, 8.52) N/A 78
Relapse, mixed episode Total 4 274 | RR =0.48 (0.30, 0.77) 2.38 (P =0.50); 0% 52-124 | LowPbd
(number)
Psychoeducation 1 72 | RR=1.25(0.08, 19.22) N/A 52
PE vs attention control 2 166 | RR=0.43 (0.26, 0.71) 0.01 (P =0.93); 0% 124
CBT 1 36 | RR=2.24(0.22,22.51) N/A 78
Quality of life CBT 1 52 | SMD =0.30 (-0.25,0.84) | N/A 52 Very Low2d
Psychosocial functioning GAF CBT 1 52 | SMD =0.67 (0.11,1.23) | N/A 52 Very Lowad
Discontinued Total 3 254 | RR =3.06 (0.71, 13.29) 2.89 (P = 0.24); 31% 52-124 | Very Lowbde
Psychoeducation 1 84 | RR=5.00(1.17,21.46) N/A 52
PE vs attention control 1 120 | RR =9.00 (0.50, 163.58) N/A 124
CBT 1 50 | RR=0.59 (0.06, 6.06) N/A 78

Family psychoeducation (PE) compared with TAU

Depression symptoms PE (Service user and carers) 1 53 | SMD =-0.15 (-0.69,0.39) | N/A 60 Very Low?ade
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Mania symptoms PE (Service user and carers) 1 53 | SMD =-0.78 (-1.34,-0.22) | N/A 60 Very Lowade
Hospitalisation (number) PE (Service user and carers) 1 57 | RR =0.05 (0.00, 0.83) N/A 60 Low d
Relapse, any type (number) Total 3 228 | RR =0.52 (0.32, 0.84) 2.61 (P = 0.27); 23% 52-65 Low 4

PE (Service user and carers) 1 58 | RR=0.26 (0.08, 0.83) N/A 60

Group Family PE (carers) 2 170 | RR =0.61 (0.44, 0.86) 0.50 (P = 0.48); 0% 52-65
Relapse, depression Group Family PE (carers) 1 113 | RR =0.73 (0.44,1.21) N/A 65 Lowde
Relapse, mania Group Family PE (carers) 1 113 | RR =0.35 (0.15, 0.85) N/A 65 Low d
Relapse, mixed episode Group Family PE (carers) 1 113 | RR =0.20 (0.01, 4.00) N/A 65 Very Lowde
Response, any PE (Service user and carers) 1 59 RR = 0.67 (0.34,1.32) N/A 121 Very Low2d
Response, mania PE (Service user and carers) 1 59 | RR=0.79 (0.46, 1.33) N/A 121 Very Lowade
Quality of life Group Family PE (carers) lof2arms |35 | SMD =-0.63 (-1.44,0.18) | 0.22 (P =0.64); 12=0% | 57 Very Low2d
Psychosocial functioning Group Family PE (carers) 1of2arms | 35 SMD = -1.03 (-1.86,-0.19) | 0.01 (P =0.93); I2=0% | 57 Very Lowad
GAF
Discontinued Total 5 269 | RR =1.04 (0.44, 2.46) 0.38 (P = 0.83); 0% 31-65 Very Low de

PE (Service user and carers) 1 26 | RR=1.10(0.22, 5.51) N/A 33

Group Family PE (carers) 4 243 | RR=1.02 (0.38, 2.74) 0.37 (P=0.95),2=0% | 31-65

Family Focused therapy (FFT) compared with an active control

Depression symptoms FFT vs TAU 1 79 SMD = -0.10 (-0.56, 0.36) N/A 52 Very Lowad
Mania symptoms FFT vs TAU 1 79 SMD = -0.30 (-0.68, 0.08) N/A 52 Very Low2d
Relapse, any type (number) FFT vs TAU 1 101 RR = 0.67 (0.34, 1.30) N/A 52 Very Lowad
Response, any (number) FFT vs TAU 1 62 RR =1.15 (0.68, 1.94) N/A 121 Very Low2d
Response, depression FFT vs TAU 1 156 RR = 0.48 (0.23, 0.98) N/A 52 Very Lowad
(number)

Response, mania (number) FFT vs TAU 1 62 RR =1.15 (0.76, 1.75) N/A 121 Very Low2d
Hospitalisation FFT vs PE 1 38 RR = 0.24 (0.08, 0.74) N/A 104 Very Low24d
Discontinued FFT vs TAU 3 144 RR = 0.63 (0.26, 1.50) 1.83 (P = 0.18); 45% 52-121 Low ¢
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CBT compared with an active control

Depression symptoms CBT individual vs Supportive Therapy 1 76 | SMD =0.49 (0.04, 0.94) | N/A 143 Very Lowd ¢
Relapse, any type (number) CBT individual vs Supportive Therapy 1 76 | RR=1.13 (0.81, 1.58) N/A 143 Very Lowde
Relapse, depression (number) | CBT individual vs Supportive Therapy 1 76 | RR=1.12 (0.69, 1.80) N/A 143 Very Lowde
Relapse, mania (number) CBT individual vs Supportive Therapy 1 76 | RR=1.67 (0.96, 2.91) N/A 143 Very Lowde
Relapse, mixed episode CBT individual vs Supportive Therapy 1 76 | RR=0.33 (0.01, 7.93) N/A 143 Very Lowde
(number)
Discontinued Total 2 180 | RR =0.80 (0.56, 1.14) N/A 72-143 Lowd

CBT individual vs Supportive Therapy 1 76 | No discontinuation N/A 143

CBT individual vs PE group 1 204 | RR=0.80 (0.56, 1.14) N/A 72
Interpersonal and social rhythm therapy (IPSRT) compared with an active control
Response, depression (number) IPRST vs TAU 192 RR = 0.73 (0.50, 1.07) N/A 52 Very Lowad
Discontinued IPRST vs TAU 193 RR =1.05 (0.67, 1.63) N/A 52 Low d
Collaborative care compared with TAU
Depression symptoms Physical health focus | 1 65 | SMD =-0.56 (-1.06, -0.07) N/A 52 Very Low2d
Mania symptoms Physical health focus |1 65 | SMD =-0.10 (-0.59, 0.38) N/A 52 Very Low2d
Quality of life Physical health focus | 1 65 SMD = -0.38 (-0.87, 0.11) N/A 52 Very Low a4
Discontinued Physical health focus | 1 68 | RR =2.00(0.19, 21.03) N/A 52 Low2d
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Integrated group therapy compared with group drug counselling

Depression symptoms 1

61

SMD = 0.11 (-0.39, 0.61)

N/A

26

Very Low cde

Mania symptoms 1

61

SMD = -0.53 (-1.05, -0.02)

N/A

26

Very Lowcde
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APPENDIX 27: INTERVENTIONS FOR CHILDREN AND YOUNG PEOPLE - STUDY CHARACTERISTICS

Pharmacological interventions

. % % N N
Study Country | Interview Age Female | ADHD | Rand | Post Group Dose Freq | Dur
Medication for Acute Mania
Aripiprazole compared with pill placebo
98 96 Aripiprazole 10mg 7 4
K-SADS . . N
FINDLING2009 USA (DSM-IV), 13 46% 52% 99 99 Aripiprazole 30mg 7 4
99 92 Placebo N/A 7 4
K-SADS 18 Aripiprazole 13mg 7 6
TRAMONTINA2009 BR 12 56 % 100%
(DSM-1V) 25 Placebo N/A 7 6
Olanzapine compared with pill placebo
K-SADS 107 105 Olanzapine 8.9mg 7 3
TOHEN2007 USA, PR 15 47 % 99%
(DSM-IV-TR) 54 54 Placebo N/A 7 3
Quetiapine compared with pill placebo
15 15 Quetiapine 432mg 7 6
K-SADS . .
DELBELLO2002 USA (DSM-IV) 14 47% 60%
15 15 Placebo N/A 7 6
PATHAK2013 USA K-SADS 13 44% 45% 95 95 Quetiapine 400mg 7 3
1
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Stud C Intervi Age | ? N N N la D F D
udy ountry nterview 88 | Female | ADHD | Rand | Post roup ose req ur
DSM-IV
( ) 98 98 Quetiapine 600mg 7 3
91 90 Placebo N/A 7 3
Risperidone compared with pill placebo
50 50 Risperidone 0.5-2.5mg 7 3
HAAS2009 USA NR 13 |51% 50% 2 61 | Risperidone 3-6mg - 3
58 58 Placebo N/A 7 3
Topiramate compared with pill placebo
K-SADS 29 27 Topiramate 278mg 7 4
DELBELLO2005 USA 14 48% 59%
(DSM-1V) 27 29 Placebo N/A 7 4
K-SADS 17 16 Topiramate 400mg 7 12
ELILILLY2011 USA 14 55% NR
(DSM-IV-TR) 14 14 Placebo N/A 7 12
Valproate compared with pill placebo
77 74 Valproate 243 mg/kg |7 4
WAGNER2009 K-SADS o o
USA (DSM-IV) 13 40% 68%
74 70 Placebo N/A 7 4
Ziprasidone compared with pill placebo
2
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: % % N N
Study Country Interview Age Female | ADHD | Rand | Post Group Dose Freq | Dur
USA K-SADS 150 133 [ Ziprasidone NR 7 4
PFIZER2011 14 NR NR
(DSM-1V) 88 85 Placebo N/A 7 4
Quetiapine compared with valproate
K-SADS 25 25 Quetiapine 412mg 7 4
DELBELLO2006 USA DSMLIV. 15 58% 32%
"(FR) o 25 25 Valproate 101ug/mL 7 4
Risperidone compared with valproate
WASH-U- 14 10 Risperidone 144 mg 7 6
KSADS
PAVULURI2012 USA 13 41% 0%
(DSM-1V) 14 11 Valproate 856 mg 7 6
K-SADS 33 32 Risperidone 0.5-2mg 7 6
PAVULURI2010 USA (DSM-1V) 11 38% 19%
33 33 Valproate NR 7 6
Topiramate compared with valproate
HEBRANI2 71 R Topi R 7
E NI2009 KSADS N opiramate N 8
IR (DSM-1V- 16 60% NR
TR) 71 NR | Valproate NR 7 8
Medication for Acute Depression
Quetiapine compared with placebo
3
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: % % N N
Study Country Interview Age Female | ADHD | Rand | Post Group Dose Freq | Dur
USA, IN, 93 92 Quetiapine XR 300mg 7 8
co,Rrs, | %
ASTRAZENECA2011B L) SADS(DSM | 14 49% NR
MX, ZA, | T
™ 100 | 100 | Placebo N/A 7 8
K-SADS 17 17 Quetiapine 400mg 7 8
DELBELLO2009 USA (DSM-1V- 16 69% 13%
TR) 15 15 Placebo N/A 7 8
Fluoxetine and olanzapine compared with placebo
K-SADS-PL 194|170 | Fluoxetine & 12mg/50mg |7 8
US, RU Olanzapine
ELILILLY2013 M)é ! 15 56% NR
(DSM-IV-
TR) 97 85 Placebo N/A 7 8
Long term management
30 30 Lithium 30 mg/kg 7 20
FINDLING2005 Us KSADS 11 35% 58%
(DSM-1V)
Valproate
30 30 (Divalproex 20 mg/kg 7 20
sodium)
4
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: % % N N
Study Country Interview Age Female | ADHD | Rand | Post Group Dose Freq | Dur
30 30 Aripiprazole 0.26 mg/kg 7 72
K-SADS 0 0
FINDLING2012 uUs (DSM-1V) 7 30% 90%
30 30 Placebo N/A 7 72
Psychological interventions
: % % N N
Study Country | Interview | Age Female | ADHD | Rand | Post Group Dose Freq | Dur
ChIPS and g7 |gy | Family , 26
CUMMINGS2007 USA P-ChIPS 10 |27% 97% psychoeducation
(DSM-IV) 79 78 Waitlist 26
30 26 Family therapy 39
K-SADS 0 0
MIKLOWITZ2008 USA (DSM-1V) 15 57% 89% . P
08 o4 Enhanced clinica 39
intervention
5
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Nutritional interventions

%

%

Study Country Interview Age Female | ADHD | Rand | Post Group Dose Freq | Dur
K-SADS 13.7 | 47% 53% 26 26 Flax oil 3300mg 7 16
GRACIOUS2010 USA
(DSM-1V) 25 25 Placebo N/A 7 16
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APPENDIX 28: INTERVENTIONS FOR CHILDREN AND YOUNG
PEOPLE - RISK OF BIAS

Incomplete outcome data

(attrition bias)
Selective reporting

(detection bias)

Random sequence generation
Blinding of participants and
Blinding of outcome assessment

Allocation concealment

Study ID
ASTRAZENECA2011b
CUMMINGS2007
DELBELLO2002
DELBELLO2005
DELBELLO2006
DELBELLO2009
ELILILLY2011
ELILILLY2013
FINDLING2005
FINDLING2009
FINDLING2012
HAAS2009
HEBRANI2009
MIKLOWITZ2008
PATHAK2013
PAVULURI2010
PAVULURI2012
PFIZER2011
TOHEN2007
TRAMONTINA2009
WAGNER2009
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APPENDIX 29: INTERVENTIONS FOR CHILDREN AND YOUNG PEOPLE -

FOREST PLOTS

PHARMACOLOGICAL INTERVENTIONS FOR MANIA

Antipsychotics

Outcomes for antipsychotics compared with placebo

Response (50% reduction in manic symptoms) at post-treatment

Medication Placebo

Study or Subgroup Events Total Events Total

Risk Ratio
Weight M-H, Random, 95% CI

Risk Ratio
M-H, Random, 95% CI

1.1.1 Aripiprazole

FINDLING2009 (10mg Arip) 43 a3 12 A0 261%
FIMDLIMNG2009 (30mg Atip) 63 99 12 a0 28.8%
TRAMOMTINAZOOY 16 18 13 25 451%
Subtotal (95% CI) 215 125 100.0%
Total events 122 ar

Heterogeneity: Tau®= 0.00; Chi*=2.02, df=2{(P=036),F=1%
Test for overall effect; 2= 4.80 (P = 0.00001)

1.1.2 Olanzapine

TOHERZOOT7* 51 105 12 A4 100.0%
Subtotal (95% CI) 105 54 100.0%
Total events a1 12

Heterogeneity: Mot applicahle

Test for overall effect Z= 2.86 (F = 0.004)

1.1.3 Quetiapine

DELBELLO2002* 13 15 g 15 HE%
PATHAKZ2013 (400rmg Quet) 51 a3 13 45 341%
PATHAK 2013 (600mg Quet) a3 95 13 45 34.4%
Subtotal (95% CI) 203 105 100.0%
Total events 17 KL

Heterogeneity: Tau®= 0.00; Chi®=0.30, df= 2 (P = 0.86); F= 0%
Test far overall effect 2= 4.06 (F = 0.0001)

1.1.4 Risperidone

HAASZ009 (risp 0.5-2.5mg) 28 a0 g 29 489%
HAASZ009 (risp 3-6rmd) 38 61 8 28 511%
Subtotal (95% CI) 111 58 100.0%
Total events g7 16

Heterogeneity: Tau®=0.00; ChiF=0.02, df=1 (P =087); F=0%
Test far overall effect 2= 3.44 (F = 0.0008)

Testfor subgroup diffierences: Chi*= 064, df= 3(P=089), F=0%

Bipolar Disorder (Update): draft (March 2014)

1.83[1.06, 3.14]
2.65([1.58, 4.44]

1.71[1.13, 2.58]
1.97 [1.50, 2.61]

219[1.28, 3.74]
2.19[1.28,5.74]

1.63[0.97, 277
1.90[1.16, 3.11]

1.931.18, 3.16]
1.82 [1.36, 2.43]

210[1.11,3.497]
2.261[1.21, 4.200
2.18 [1.40, 53.40]
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Symptoms of mania at post-treatment

Medication Placebo Std. Mean Difference Std. Mean Difference
Study or Subgroup Std. Mean Difference SE Total  Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.4.1 Aripiprazole
FIMDLIMNGZ009 (10ma Arip) -0.68822692 0.14958078 el 46 734% -0.69 [-0.98, -0.40] E 3
FINDLIMNG2009 (30mg Arip) -0.31121187 0.41435252 99 46 9.6% -0.31 F1.12, 0,800 71
TRAMOMTIMNAZODD (12-17yrs) -1.21186584 047119446 9 14 T A% -1.21 [2.14,-0.29]
TRAMOMTIMNAZOOY (8-11yrs) -0.31121187  0.41435252 ] 11 9.6% -0.31 F1.12, 0,500 1
Subtotal {(95% CI) 213 117 100.0% -0.65[-0.91, -0.40] ‘
Heterogensity, Tau== 0.00; Chi*= 2.62, df= 3 (P = 0.42%; = 0%
Testfor overall effect 2= 5.11 (P = 0.00001})
1.4.3 Quetiapine
DELBELLOZ002* 0.08722867 016592846 14 15 247% 0.09 [0.24, 0.41] -
PATHAKZO01 3a (10-12yrs) -0.42115315 0.27976036 43 9 17.8% -0.42 [0.87,0.13] T
PATHAKZ013a (13-17yrs) -0.53675643 0.240351493 a0 14 200% -0.54 [1.01,-0.07] =
PATHARZ01 3k {10-1 2yrs) -0.89455145 0.28980261 42 9 17.2% -0.89 F1.46,-0.33] I
PATHAKZO013h (13-17yrs) -0.49014007 0.23734594 43 14 202% -0.49 [-0.96, -0.02] ]
Subtotal {95% CI} 203 61 100.0% -0.41 [-0.76, -0.06] -
Heterogeneity, Tau®=0.10; ChiF=11.41, df=4 (P=0.02); F= 65%
Testfor overall effect Z=2.31 (P=0.02)
1.4.4 Risperidone
HAAS200Y {risp 0.5-2.8m) -0.891438034 0.24324661 49 15 47.3% -0.91 [-1.39,-0.44] ——
HAASZO0 {risp 3-6md) -0.69820744 0.23023368 60 15 527% -0.70F1.14,-0.249] ——
Subtotal {(95% CI) 109 30 100.0% -0.80 [-1.13, -0.47] ‘
Heterogensity, Tau== 0.00; Chi*= 0.42, df= 1 (P = 0.52%; = 0%
Testfor overall effect £2=4.79 (P = 0.00001)
1.4.7 Ziprasidone
FFIZERZ011 -0.485258045 0.14032034 133 85 100.0% -0.49 [-0.76,-0.21] !‘
Subtotal {(95% CI) 133 85 100.0% -0.49 [-0.76, -0.21]
Heterogeneity, Mot applicable
Testfor overall effect 2= 3.46 (P = 0.0009)
1.4.8 Olanzapine
TOHEMZ007* -0.91277921 017434059 105 54 100.0% -0.91 F1.24,-0.57] !
Subtotal {95% CI) 105 54 100.0% -0.91 [-1.25, -0.57]

Heterogeneity: Mot applicable
Testfor overall effect Z=5.24 (P = 0.00001})

Testfor subaroup differences: Chif= 619, df= 4 {F=019), = 354%
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Number of participants withdrawing (for any reason)

Medication

Study or Subgroup Events Total

Placebo
Events Total

Risk Ratio

Weight M-H, Random, 95% CI

Risk Ratio
M-H, Random, 95% Cl

1.2.1 Aripiprazole

FIMNDLIMGZ2009 (10mg Arip) 14 98
FIMNDLIMG2009 (30mg Arip) 22 eke]
TRAMOMTINAZOOS 1 18
Subtotal (95% CI) 215
Total events 37

Heterageneity: Tau*=0.00; Chi®*=1.06, df= 2 (P =059, F=0%

Testfor overall effect Z=110(P=0.27)

1.2.2 Olanzapine

TOHEMZO0O7* 22107
Subtotal (95% CI) 107
Total events 22
Heterageneity: Mot applicable

Testfor overall effect Z=2.03 (P=0.04)

1.2.3 Quetiapine

DELBELLOZ00Z* B 15
PATHAKZ01 3a (10-12yrs) 9 43
PATHAKZ013a (13-17yrs) 10 50
PATHAKZ013b {10-12yrs) g 42
PATHAKZ013h (13-17yrs) 11 53
Subtotal (95% CI) 203
Total events 4

12 50 43.0%
12 50 54.2%
1 25 2.8%
125 100.0%

25
14 54 100.0%
54 100.0%

14
1 14 6.5%
5 18 207%
10 26 2T T%
5 18 167%
10 26 20.8%
103 100.0%

kil

Heterogeneity: Tau*=0.13;, Chi*=6.22, df=4 (P=0.18); F= 36%

Test for averall effect Z=1.61 (F=011)

1.2.4 Risperidone

HAAS2004 (fisp 0.5-2.5ma) 5 50
HAAS2009 {risp 3-6mo) 15 61
Subtotal (95% Cl) 1
Total events 20

4 29 42.0%
4 23 58.0%
58 100.0%

12

Heterageneity: Tau*=0.16; Chi*=1.64, df=1 (P =020}, F= 39%

Testfor overall effect: Z= 046 (P =0.64)

1.2.7 Ziprasidone

PFIZER2011 53 180
Subtotal (95% Cl) 150
Total events 53

Heterageneity: Mot applicable
Testfor overall effect: £=1.04 (P =0.30)

ar a3 100.0%
88 100.0%

ar

Test far subaroup differences: Chi*=1.71, df= 4 (P=0.79), F=0%

060 [0.30, 1.14]
0.83 [0.50,1.71]
1.39[0.08, 20.77]
0.77 [0.49, 1.22]

0.58 [0.35, 0.88]
0.58 [0.35, 0.98]

B.00[0.82, 44.00]
0.75[0.28,1.84]
0.52[0.25 1.09]
0.43[0.14,1.30]
0.54[0.26,1.10]
0.64 [0.38,1.10]

042016, 1.44]
1.19[0.581, 2.749]
0.81 [0.34, 1.95]

0.84 [0.61,1.17]
0.84 [0.61,1.17]
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Number of participants withdrawing because of side effects

Placebo
Events Total

Medication

Study or Subgroup Events Total

Risk Ratio

Weight M-H, Random, 95% Cl

Risk Ratio
M-H, Random, 95% Cl

1.5.1 Aripiprazole

FIMDLINGZ2009 {10mg Arip) 4 498 1 a0 3IB9%
FIMDLINGZ2009 (30mg Arip) 7 99 1 a0 427%
TRAMOMNTIMAZOODY 1 18 i 25 18.4%
Subtotal (95% CI) 215 125 100.0%
Total events 12 2

Heterogeneity, Tau®= 0.00; Chif= 018, df= 2 (F=0.91), F= 0%
Testfor averall effect Z=1 86 (F=012

1.5.2 Olanzapine

TOHEM2007* 3107 i 84 100.0%
Subtotal (95% CI) 107 54 100.0%
Total events 3 i

Heterogeneity, Mot applicable
Testfor overall effect £=085(F=0.40)

1.5.3 Quetiapine

DELBELLOZO002* i 15 i 15
PATHAKZO1 33 {10-12yrs) 7 43 1 18 19.3%
PATHAKZ01 33 {13-17yrs) a a0 2 27 3B2%
PATHAKZ013b {10-12yrs) 1 42 1 18 10.7%
PATHAKZ01 3b {13-1Tyrs) f 53 2 27 3BT%
Subtotal (95% CI) 203 105 100.0%
Total events 22 f

Heterogeneity, Tau®= 0.00; Chif= 139, dfi= 3 (F=0.71), F= 0%
Testfor overall effect =119 (F =023

1.5.5 Risperidone

HAAS2004 (risp 0.5-2.5mg) 3 a0 2 28 455%
HAAS2009 (risp 3-Bmg) ] f1 2 28 A45%
Subtotal (95% CI) 111 58 100.0%
Total events a 4

Heterogeneity, Tau®= 0.00; Chi®= 0.07, df=1 {(F=0.79; F= 0%
Testfor overall effect; £=0.04 (F = 0.96)

1.5.7 Ziprasidone

FFIZER 2011 17 150 12 88 100.0%
Subtotal (95% CI) 150 88 100.0%
Total events 17 12

Heterogeneity: Mot applicable
Testfor overall effect: £=0483 (F=0.60)

Testfor subgroup differences: Chi*f= 395 df=4 (P=041), F=0%

Bipolar Disorder (Update): draft (March 2014)

2.04 [0.23,17.76]
3.54 [0.45, 27.95]
411 [0.18, 95.37]
2.93 [0.76, 11.32]

3.56 (0.
3.56 [0.

4,67.74]
9, 67.79]

= s

Mot estimahble
2930038, 22.13]
216049, 9.46]
0.431[0.03, 6.48]
1.563[0.33, 7.07]
1.71[0.70, 4.17]

0.87[0.15, 4.91]

1.19[0.25, 5.77]
1.03 [0.32, 3.31]

0.83[0.42, 1.66]
0.83 [0.42, 1.66]
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Outcomes for antipsychotics compared with valproate

Response (50% reduction of manic symptoms) at post-treatment

Medication Valproate Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
11.1.1 Risperidone
PAVUILLIRIZON0 26 33 15 33 B6.0% 1.73[1.15, 2.62) —.—
PaVUILUIRIZO1 2% 4 14 4 14 14.0% 1.50[0.54, 4.18] N B —
Subtotal {95% Cl) 47 47 100.0% 1.70 [1.16, 2.49] -
Total events 32 19

Heterogeneity: Tau®=0.00; ChiF=0.07, df=1 (F=079); F= 0%

Test for overall effect: £=2.71 (P = 0.007)

11.1.4 Quetiapine

DELBELLOZO0E* 15 25
Subtotal {95% Cl) 25
Total events 148

Heterogeneity: Mot applicable
Testfor overall effect: £= 212 (P =0.03)

7

25 100.0%
25 100.0%

214 [1.06, 4.34]
2.14 [1.06, 4.34]

> =

01 0.2

0.5 25

10

Favours valproate Favours medication

Testfor subagroup diferences: Chi®= 032, df=1 {F=057), F= 0%

Symptoms of mania at post-treatment

Testfor subgroup differences: Chif= 228, df=1 (P=013), F=86.1%

Bipolar Disorder (Update): draft (March 2014)

Medication Valproate Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean 5D Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
11.2.1 Risperidone
PAVULURIZO12F 10 6.4 10 14 Q9.3 11 242% -0.48 [-1.35, 0.39] —
PAYVUILURIZON0 10.22 108 32 145.24 12,49 33 T5E% -0.43 [-0.92, 0.06] ‘.‘
Subtotal {95% Cl) 42 44 100.0% 0.44 [-0.87, -0.01] -
Heterageneity: Tau®=0.00; Chi*=0.01, df=1 (P=093) F=0%
Test for overall effect: £=2.02 (P =0.04)
11.2.4 Quetiapine
DELEELLO200G* =23 T.280M 25 -19 7382412 25 100.0% -0.584 [-1.10,0.03] t
Subtotal (95% CI) 25 25 100.0% -0.54 [1.10, 0.03]
Heterageneity: Mot applicable
Test for overall effect: £=1.86 (P = 0.06)
-4 -2 i 2 4
. . Favours medication Favours valproate
Testfor subgroup differences: Chif= 007, df=1 {P=079) F=0%
Number of participants withdrawing (for any reason)
Medication Valproate Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl N-H, Random, 95% ClI
11.3.1 Risperidone
PAVULLIRIZOT2* 1] 14 1] 14 Mot estimable
PAVULURIZOT0 B 33 16 33 100.0% 0.38[0.17, 0.84] t
Subtotal (95% Cl) 47 47 100.0% 0.38 [0.17, 0.84]
Total events B 16
Heterogeneity: Mot applicable
Testfor averall effect: =239 (P=0.02)
11.3.4 Quetiapine
DELEELLOZ006* 5 25 6 25 100.0% 1.00 [0.37, 2.68] t
Subtotal (95% Cl) 25 25 100.0% 1.00 [0.37, 2.68]
Total events B g
Heterogeneity: Mot applicahle
Testfor overall effect. Z=0.00(F =1.00)
0ot 01 10 100

Favours medication Favours valproate
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Number of participants withdrawing because of side effects

Medication Valproate

Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl

Risk Ratio
M-H, Random, 95% CI

11.4.1 Risperidone

PaVUILLIRIZOT 2% 1] 14 0 14
PaVUILLIRIZOT0 1 a3 ] 33 100.0%
Subtotal {95% Cl) 47 47 100.0%
Total events 1 g

Heterogeneity: Mot applicable
Test for overall effect: £Z=1.70(F = 0.09)

11.4.4 Quetiapine

DELBELLOZO0E* i 25 1 25 100.0%
Subtotal {95% Cl) 25 25 100.0%
Total events 0 1

Heterogeneity: Mot applicable
Testfor overall effect: £= 0.68 (P = 0.449)

Test for subgroup differences: Chi*= 013, df=1 {FP=072), F= 0%

Bipolar Disorder (Update): draft (March 2014)

Mot estimahble

0.7 [0.02,1.31]
0.17 [0.02, 1.31]

0.33[0.01, 7.81]
0.33 [0.01, 7.81]
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Anticonvulsants
Outcomes for anticonvulsants compared with placebo

Response (50% reduction in manic symptoms) at post-treatment
Medication Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
2.1.5 Topiramate
DELBELLO2005 10 29 5 27 100.0% 1.55 [0.65, 3.60] —_t
Subtotal {95% Cl) 29 27 100.0% 1.55 [0.65, 3.69]
Total events 10 fi

Heterogeneity: Mot applicable
Testfor overall effect Z=088 (P =0.32)

2.1.6 Valproate

WAGNER2009 18 74 16 70 1000% 1.0 [0.58, 1.93] i
Subtotal (95% CI) 74 70 100.0% 1.06 [0.59, 1.92]
Total events 18 16

Heterogeneity: Mot applicable
Testfor overall effect Z=0.21 (P=0.84)

0.2 05 2 5
Favours placebo Favours medication

Testfor subgroup differences: Chif= 050, df=1 F=048) F=0%

Symptoms of mania at post-treatment

Medication Placebo Std. Mean Difference 5td. Mean Difference
Study or Subgroup  5td. Mean Difference SE Total Total Weight IV, Random, 95% CIl IV, Random, 95% Cl
2.4.5 Topiramate
DELBELLOZ005 -0.6073473 026802248 L] 27 100.0% -0.81 [-1.03, 002 t
Subtotal (95% Cl) 29 27 100.0% -0.51 [-1.03, 0.02]
Heterogeneity: Mot applicahle
Test for overall effect: £2=1.89 (P = 0.06)
2.4.6 Valproate
WaGHMER 2009 -0.08722867 0168925846 T4 TO O100.0% -0.09 [-0.41,0.24] t
Subtotal (95% Cl) 74 70 100.0% -0.09 [-0.41, 0.24]
Heterogeneity: Mot applicable
Testfor overall effect Z=0.53 (P = 0.60)

-2 -1 i 1 2
) . Favours medication Favours placebo
Testfor subgroup differences: ChiF=1.78,df=1(P=018), F=437%
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Number of participants withdrawing (for any reason)

Medication Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
2.2.5 Topiramate
DELBELLOZ2005 g 24 3 27 BEB% 248073, 840 ——.—
ELILILLY2011 1 16 il 14 132% 265012, 60.21] e B —
Subtotal (95% CI) 45 41 100.0% 2.50 [0.80, 7.79] -
Total events q 3

Heterageneity: Tau®= 0.00; Chi®= 000, df=1 {F =087, F=0%
Testfor overall effect: Z=1488 (P=0.11)

2.2.6 Valproate

WAGHERZ20D9 20 T4 13 TO 100.0% 1.46[0.73, 2.70] !
Subtotal (95% CI) 74 70 100.0% 1.46 [0.79, 2.70]
Total events 20 13

Heterogeneity: Mot applicable
Testfar overall effect: Z=118 (P=0.23)

0.002 0.1 10 500
Favours medication Favours placebo

Testfor subgroup diferences: Chi*= 068, df=1 (F=0.41), F=0%

Number of participants withdrawing because of side effects

Medication Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% ClI
2.5.5 Topiramate
DELBELLOZ004 1 24 1 27 56.9% 0.93[0.06,14.16]
ELILILLY2011 1 16 1] 14 431% 269012, 60.21]
Subtotal (95% CI) 45 41 100.0% 1.46 [0.19, 11.38]
Total events 2 1

Heterogeneity: Tau®=0.00; Chi*=0.245, df=1 (F=062; F=0%
Testfor overall effect Z=036 (P =072

2.5.6 Valproate

WAGNER 2008 4 T4 370 100.0% 126 [0.29, 5 44] i
Subtotal (85% CI) 74 70 100.0% 1.26 [0.29, 5.44]
Total events 4 3

Heterogeneity: Mot applicable
Testfor overall effect Z=0.31 (F=0.76)

0002 01 10 500
. . Favours medication Favours placebo
Testfor subgroup differences:; Chif=0.01, df=1(F= 091}, F= 0%

Outcomes for anticonvulsants compared with valproate

Symptoms of mania at post-treatment

Topiramate Valproate Std. Mean Difference 5td. Mean Difference
Study or Subgroup Mean 5D Total Mean 5D Total Weight IV, Random, 95% CI I, Random, 95% Cl
17.2.5 >12 years
HEBRAMIZ0D9* -18.59 23.29 59 -35 21.24 G1 100.0% 0.73[0.36,1.10] !
Subtotal (95% CI) 59 61 100.0% 0.73 [0.36, 1.10]

Heterogeneity: Mot applicable
Test for averall effect: Z=3.88 (P =0.0001}

4 -2 0 2 4
Favours topiramate Favours valproate

Test for subgroup differences: Mot applicahle
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Acute depression
Outcomes for quetiapine compared with placebo

Number of participants responding to treatment (50% reduction in depressive symptoms)

Medication Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
18.1.1 Quetiapine
ASTRAZENECAZONE a8 92 55 100 F9.9% 1.15[0.90,1.45] —.—
DELBELLOZ2009* 12 17 10 18 201% 1.06 [0.66, 1.70] e
Subtotal (95% Cl) 109 115 100.0% 1.13 [0.91, 1.39] L
Total events 70 it}

Heterogeneity: Tau®=0.00; Chi*=0.09, df=1 {F=077), F=0%
Testfor overall effect: £=1.12 (F = 0.26)

Total (95% Cl) 108 115 100.0% 1.13[0.91, 1.39] -

Total events 7o 65

Heterogeneity TauF= 0.00; Chi*= 009, df=1 (P=077) F=0% 0?5 D?F’ 1?5 é

Testfor overall effect Z=1.12 (P =0.26) Favours placebo Favours medication

Testfor subgroup differences: Mot applicable

Symptoms of depression at post-treatment

Medication Placebo Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% Cl
19.2.1 Quetiapine
DELBELLOZ009* -19 14 17 -20 17 189 143% 0.06 [-0.63, 0.76] I —
ASTRAZENECAZONTE -286 15826 42 -273 16 100 B5T% -0.14 [-0.43,014] 1—
Subtotal (95% CI) 109 115 100.0% -0.11 [-0.38, 0.15]

Heterogeneity: Tau*=0.00; Chi*=0.28, df=1(P=04589; F=0%
Testfor averall effect: £= 085 (P = 0.39)

Total {(95% CI) 109 115 100.0% -0.11 [-0.38, 0.15]
Heterogeneity: Tau®= 0.00; Chi*= 0.29, df=1 (P = 059); F= 0% :1 —E|= PR D=5 1:
Testfor overall effect 2= 085 (P=0.3% Favours medication Favours placebo

Testfor subdgraup differences: Mot applicable

Number of participants withdrawing (for any reason)

Medication Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl NM-H, Random, 95% ClI
19.3.1 Quetiapine
ASTRAZEMECAZ011E 21 93 16 100 456.2% 1.41[0.79, 2.54]
DELBELLC2009* 5 17 a 15 438% 0.551[0.23,1.32]
Subtotal {95% CI) 110 115 100.0% 0.93 [0.37, 2.34]
Total events 26 24

Heterogeneity: Taw®=0.30; Chi®*=3.09, df=1 {(P=0.08); F= 68%
Testfor overall effect £=0.14 (P =0.8%9)

L 1 | 1
001 0 1 1m 100
. . Favours medication Favours placebo
Testfor subgroup differences: Mot applicable

Number of participants withdrawing because of side effects
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Medication Placebo Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl

Risk Ratio
M-H, Random, 95% Cl

19.4.1 Quetiapine

ASTRAZEMECAZOME 1 93 2100 5549% 0.54 [0.05, 5,83
DELBELLOZ009™ 1 17 1 19 441% 0.88 [0.06, 12.91]
Subtotal (95% Cl) 110 115 100.0% 0.67 [0.11, 3.98]
Total events 2 3

Heterogeneity: Tau®*=0.00; Chi*=0.07, df=1 (F=0.79; F= 0%
Testfor overall effect: £=0.44 (F = 0.66)

Testfor subgroup differences: Mot apnlicable

-6—

001 0 10 100
Favours medication Favours placebo

Outcomes for olanzapine and fluoxetine combination compared with placebo

Symptoms of depression at post-treatment

Medication Placebo
Study or Subgroup Mean SD Total Mean

Std. Mean Difference
SD Total Weight IV, Random, 95% Cl

Std. Mean Difference
IV, Random, 95% Cl

20.2.2 Fluoxetine + Olanzapine

ELILILLY2013 -28.43 14733 170 -234 13656
Subtotal (95% CI) 170

Heterogeneity: Mot applicahle

Testfor overall effect, £= 260 (P =0.009)

24 100.0%

-0.35 [-0.61
24 100.0% -0.35 [-0.61, -0.

Total (95% CI) 170 84 100.0%

Heterogeneity: Mot applicahle
Testfor overall effect £=2.60 (P =0.009)
Testfor subgroup differences: Mot applicable

Number of participants withdrawing (for any reason)

Medication Placebo Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl

,-0.

-0.35 [-0.61, -0.

"B -
09]

09] S

4 05 0 05 1
Favours medication Favours placebo

Risk Ratio
M-H, Random, 95% CI

20.3.2 Fluoxetine + Olanzapine

ELILILLYZ2013 a8 194 av 97 100.0% 1.059[0.78,1.43]
Subtotal {95% CI) 194 97  100.0% 1.05[0.78, 1.43]
Total events Ta ar

Heterogeneity: Mot applicable

Testfor overall effect Z=034 (F=0.74

Total (95% CI) 194 a7  100.0% 1.05 [0.78, 1.43]
Total events Ta ar

Heterogeneity: Mot applicable
Testfor overall effect Z=034 (F=0.74
Testfor subgroup diferences: Mot applicable

Number of participants withdrawing because of side effects

Medication Placebo Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl

2

*

001 0 10 100
Favours medication Favours placebo

Risk Ratio
M-H, Random, 95% CI

20.4.2 Fluoxetine + Olanzapine

ELILILLY2013 20 1494 a 97 100.0% 200077, 8.17]
Subtotal (95% CI) 194 a7  100.0% 2.00[0.77, 517]
Total events 20 a

Heterogeneity: Mat applicable

Testfor overall effect Z=143 (P=0.1%5)

Total (95% CI) 194 a7  100.0% 2.00[0.77, 517]
Total events 20 a

Heterogeneity: Mot applicable
Testfor overall effect Z=143 (P=0.1%5)
Test for subgroup differences: Mot applicable
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001 01 10 100
Favours medication Favours placebo
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Psychological interventions
Outcomes for family focused therapy compared with TAU

Number of participants withdrawing (for any reason)

Psychological int  Comparison Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 85% CI
MIKLOWITZ2008* 1 30 5 28 404% 0.93[0.30, 2.88]
CUMMINGS2007 10 Ta 35 87  A0E% 0.31 [0.17, 0.59] —
Total (95% CI) 109 115 100.0% 0.49 [0.17, 1.39]
Total events 15 40
Heterogeneity: Tau®= 0.38; Chif=2.72, df=1 (P=0.10% F=63% 5 D:DS 051 3 150 260
Testfor averall sffect 2=1.34 (F = 0.18) Favours psychological int Favours comparison
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