Psychological and psychosocial interventions — forest plots

APPENDIX 25: PSYCHOLOGICAL AND PSYCHOSOCIAL
INTERVENTIONS - FOREST PLOTS

1.1  Individual psychological interventions compared with treatment as usual (TAU)....2
1.2 Group psychological interventions compared with treatment as usual (TAU)......... 15
1.3 Family psychoeducation compared with TAU .........cccccccooviiviiiiiniininiiiciccicee 26
1.4  Family psychoeducation compared with an active control ............c.cccceeiniinininnne. 34
1.5  Cognitive behavioural therapy (CBT) compared with an active control.................... 39
1.6 Interpersonal and social rhythm therapy compared with an active control .............. 42
1.7  Collaborative care compared with TAU ........ccccccceeiiiiiniiiiniiniiiiccecee 45
1.8  Integrated group therapy compared with group drug counselling ............................ 49
1.9  Integrated cognitive and interpersonal therapy compared with treatment as usual
(TAU) e 50

Abbreviations

A acute (mania or depression)

Ad acute depression

CBT cognitive behavioural therapy

CI confidence interval

FFT family focused therapy

GAF Global Assessment of Functioning scale

v intravariance

M maintenance

M-H Mantel-Haenszel

PE psychoeducation

SD standard deviation

SE standard error

TAU treatment as usual
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Psychological and psychosocial interventions — forest pl

ots

1.1 INDIVIDUAL PSYCHOLOGICAL INTERVENTIONS
COMPARED WITH TREATMENT AS USUAL (TAU)

Depression symptoms at post-treatment

Experimental Control

Std. Mean Difference

5td. Mean Difference

Study or Subgroup Std. Mean Difference SE Total Total Weight IV, Random, 95% Cl IV, Random, 95% CIl
1.1.1 Online Psychoeducation
PROUDFOOT2012 [AdEM] 0.0z 01224449 1349 134 307% 0.02[-0.22,0.26]
TODD 201 2 [A&M] -0.44 0198498 52 53 161% -0.44 [F0.83,-0.08] —
Subtotal (95% CI) 191 187  46.8% -0.18 [-0.63, 0.26]
Heterogeneity: Tau®= 0.08; Chi®= 3.88, df=1 (P=0.09); F=74%
Testfor overall effect Z=080(P=042)
1.1.2CBT
BALLZ00G [M] -0.46852925 027796134 25 27 9.3% -0.47 [-1.01, 0.08] I
JOMESZ013 [M] 0 0.28581837 26 20 83.3% 0.00 [-0.58, 0.58] -
LAMZO00 [] -0.35246214 040567828 12 11 4.7% -0.35 [-1.15, 0.44] 1
LAMZO03 [M] -01705 0.20286467 48 48 156% -0.17 [-0.57,0.23] —
SCOTT2001 [A&NM]] -0.47824184 030724731 21 21 T.E% -0.48 [-1.08,0.12] ——
ZFARETSKY2008 [M] -0.582974 0.312674 26 20 T5% -0.58 [-1.20, 0.03] —
Subtotal (95% CI) 158 147 53.2% -0.31 [-0.53, -0.08] &
Heterogeneity: Tau®= 0.00; Chi®= 2,897, df=5 (P=070);F=0%
Test for overall effect Z= 269 (P =0.007)
Total (95% CI) 349 334 100.0% -0.23 [-0.41, -0.05] L
Heterageneity: Tau®= 0.01; Chi®= 8.65, df= 7 (P = 0.29); F= 18% 5_4 52 p é
Testfor averall eﬁec_t: £=135 (P=, 0o Favours experimental Favours control
Testfor subgroup differences: Chif=024, df=1 (P=062), F=0%
Depression symptoms at follow-up

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Std. Mean Difference SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.2.1 Online Psychoeducation
FROUDFOQOT2012 [Ad&M] -0.03 012244888 139 134 36.3% -0.03 F0.27, 0.21]
SMITHZO011 [h] -0.78 0.28571429 26 27 12.6% -0.78 [1.34,-0.22] —_—
Subtotal {95% CI) 165 161  49.0% -0.36 [-1.09, 0.37]
Heterogeneity: Tau*=0.23; Chi*=582,df=1 (P=002; F=83%
Test for overall effect: £=097 (F=0.33)
1.2.2 CBT
BALLZ00G [M] -0.30706504 0.27524852 25 27 13.4% -0.31 [F0.85, 0.23] T
JORESZ013 [M] -0.02 0.33418367 22 15 9.8% -0.02 FOET, 0.63] I
LAMZ000 [h] -0 45646772 040792628 12 11 B.49% -0.46 [1.26, 0.34] I
LAMZ003 [h)] -0.12857055 020270363 43 48 21.0% -013 [F0.53, 0.27] —r
Subtotal {95% CI) 107 101 51.0% -0.19 [-0.46, 0.08] &
Heterogeneity: Tau®= 0.00; Chi*= 0.96, df= 3 (P=081); F= 0%
Test for overall effect: £=1.39 (F=0.16)
Total (95% CI) 272 262 100.0% -0.21 [-0.43, 0.01] L
Heterogeneity: Tau®= 0.02; Chif=6.85, dfi= 6 (P= 023}, F= 27% 5_4 52 ] é

Test for overall effect: £=1.86 (F = 0.06)
Testfor subgroup differences: Chif=0.18, df=1 (FP=0E7), F=0%
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Psychological and psychosocial interventions — forest plots

Manic symptoms at post-treatment

Experimental Control

5td. Mean Difference

5td. Mean Difference

Study or Subgroup  5id. Mean Difference SE Total Total Weight IV, Random, 95% CI IV, Random, 95% Cl
1.3.1CBT
BALLZ00G [h] -0.02 027551 25 27 308% -0.02 [F0.56, 0.53]
LAMZO00 [M] -0.32 0.420918 12 11 132% -0.32 F1.14, 0.60]
LAMZ003 [M] 0 0.204082 48 48 561% 0.00[-0.40, 0.40]
Subtotal {95% CI) 85 86 100.0% -0.05 [-0.35,0.25]
Heterogeneity TauF= 000, Chi®=0.48, df =2 (F=074), F=0%
Testfor overall effect Z=0.32{P=075)
Total (95% CI) 85 86 100.0% -0.05 [-0.35, 0.25]
Heterogeneity, Tau®= 0,00 Chi®= 0.48, df=2 (P=0.79); F= 0% 1_4 12 : é 41
Testfor overall Eﬁe':_t Z=0.32(P= D'TS;\J Favours experimental Favours control
Testfor subagroup differences: Mot applicable
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
SMITHZ011 [M] 24 24 17 38 77 20 23.5% -0.24 [F0.89, 0.40] —
Subtotal (95% Cl) 17 20 23.5% -0.24 [-0.89, 0.40] e
Heterogeneity: Mot applicable
Test for overall effect: Z=0.74 (P = 0.4E)
1.4.3CBT
BALLZO0G [M] 032 0494 28 078 214 2T MT% -0.27 081, 0.28] ——
LAMZ000 [h) 06T 0498 12 436 4.32 11 13.0% -1.16 [F2.06, -0.26] S —
LAMZ003 [M)] 032 044 28 078 214 27 MT% -0.27 081, 0.28] ——
Subtotal (95% Cl) 62 65 T6.5% -0.45 [-0.92, 0.01] s 2
Heterogeneity: Tau®= 0.06; Chi*= 3.21,df= 2 (P =020}, F=38%
Test for overall effect: £=1.90 (F = 0.0E)
Total (95% CI) 79 85 100.0% -0.38 [-0.71, -0.04] : 2
Heterogeneity: Tau®= 0.01; Chi*= 340, df= 3{P=0.33%, F=12% 5_4 52 1 é 45
Testfor overall eﬁec.t: £=227 ':P:_ 0.03) Favours experimental Favours control
Testfor subgroup differences: Chi®= 026, df=1(P= 061, F=0%
Number of participants admitted to hospital at post-treatment
Experimental Control Risk Ratio Risk Ratio
Study or Subaroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
1.5.1 Psychological therapy for medication adherence
COCHRART934 [h] 1] 14 3 14 100.0% 014 [0.01, 2.53] l
Subtotal {95% CI) 14 14  100.0% 0.14 [0.01, 2.53]
Total events 1] 3
Heterogeneity: Mot applicahle
Testfor overall effect: Z=1.33 (F=0.18)
Total (95% CI) 14 14  100.0% 0.14 [0.01, 2.53] _'*"_
Total events 1] 3
ity i f f f f
Heterogeneity: Mot applicahle T 01 1 100

Testfor averall effect: Z=1.33(FP=0.18)
Testfor subgroup differences: Mot applicable
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Psychological and psychosocial interventions — forest plots

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% ClI
1.7.1 PE
FERFEY19949 [M] 12 34 14 3B 55.45% 0.85[0.47,1.54] L
Subtotal (95% Cl) 34 36  55.5% 0.85 [0.47, 1.54] —
Total events 12 14
Heterogeneity: Mot applicable
Testfor overall effect: £=0.84 (F =0.99
1.7.2 Psychological therapy for medication adherence
COCHRAMTEEA [M] 2 14 a 14 10.7% 0.40[0.08,1.73 4 =
Subtotal (95% Cl) 14 14 10.7% 0.40 [0.09, 1.73] TEEE—
Total events 2 ]
Heterogeneity: Mot applicable
Testfor overall effect: £=1.23 (P =022
1.7.3 CBT
LAMZ2003 [h] 7 48 16 48 33.8% 0.44 [0.20,0.97] 4 il
Subtotal (95% Cl) 48 48 33.8% 0.44 [0.20, 0.97] =——
Total events 7 16
Heterogeneity: Mat applicable
Testfor overall effect: Z=2.04 (F=0.04)
Total (95% CI) 96 98 100.0% 0.63 [0.38,1.02] —ei
Total events 21 36
Heterogeneity, Tau®=0.02; Chi*= 219, df= 2 (P =0.34); F= 9% s o7 15 &

Testfor overall effect: £=1.89 (P =0.06)

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

Mean number of participants admitted to hospital at follow-up

Experimental Control

Mean Difference

Favours experimental

Favours contral

Mean Difference

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

LAMZO00 [h] o og 12 045 08 11 100.0%  -0.44[-1.10, 020

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

Heterogeneity: Mot applicahle

Test for overall effect £=1.35(P=0.18)

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

Heterogeneity: Mot applicahle
Testfor averall effect Z=1.35F =018
Test for subgroup differences: Mot applicable
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Psychological and psychosocial interventions — forest plots

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% Cl M-H, Random, 95% Cl
181 PE
FERREY1999 [i] 13 34 20 36 40.0% 069 [0.41,1.19] —
Subtotal (95% CI) 34 36 40.0% 0.69 [0.41, 1.15] e
Total events 13 20

Heterogeneity: Mot applicahle
Test for overall effect £=1.41 (FP=0.16)

1.2.2 Psychological therapy for medication adherence

COCHRARTEE4 [M] 2 14 ] 14 A.0% 0.40[0.09,1.73] — 1
Subtotal (95% CI) 14 14 5.0% 0.40 [0.09,1.73] —eoni———
Total events 2 a

Heterogeneity: Mot applicahle
Test for overall effect F=123(FP=02%

1.8.3CBT

BALLZOOE [M] a 25 q 27 11.89% 060 [0.23,1.55] I
LAMZ003 [M] 13 a1 22 22 334% 0.60 [0.34, 1.08] ——
SCOTT2001 [A&M] 1 18 2 14 2.0% 0.42[0.04, 4.16]

ZARETSENY 2008 [h] 3] 40 4 349 7.E% 1.46 [0.45, 4.74] T
Subtotal (95% CI) 134 133 55.0% 0.67 [0.43, 1.04] E 2

Total events 25 ar

Heterogeneity: Tau®=0.00; Chif=2.02, df =3 (F=0487); F=0%

Test for overall effect: £=1.77 (P =0.08)

Total (95% CI) 182 183 100.0% 0.66 [0.48, 0.92] <

Total events 40 B2

Heterogeneity: Tau®= 0.00; Chi®= 2,80, df= 5 (P = 0.78); F= 0% 0 IIJE IZIIE é EIEI

Test for overall effect £= 248 (P=0.01)

i ] Favours experimental Favours control
Test for subgroup differences: Chif=048, df =2 (P=0.73, F=0%

Appendix 25



Psychological and psychosocial interventions — forest plots

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
1.10.1 PE
JAVADPOURZ0T 3 [M)] 2 45 3] 41 1.1% 0.30[0.06, 1.42] +
LOBBAMZ010 [M)] 26 a6 24 0 18.4% 077 [0.53,1.13] —
FERFY1999 [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] e -
Total events al ar

Heterogeneity: Tau®=0.00; Chi®*=1.96, df= 2 (F=0.37), F=0%
Test for overall effect: £=1.78 (FP=0.03)

1.10.3 Psychological therapy for medication adherence

COCHRAMNT 924 [M] a 14 11 14 9 4% 0.73[0.43, 1.24] — 1
Subtotal (95% CI) 14 14 9.4% 0.73[0.43,1.24] -*-—
Total events a 11

Heterogeneity: Mot applicable
Test for overall effect Z=118(FP=024

1.10.4 CBT

BALLZ006 [M) 13 25 16 27 M0% 0.88[0.54,1.43] — 1
JORESZ013 [h] 12 28 20 28 106% 0.60[0.36, 0.99] —
LAMZ003 [M) 1 48 36 48 20.3% 0.58[0.41,0.84] —
FARETSENY2008 [M)] G 26 4 20 21% 1.15[0.38, 3.59]

Subtotal {95% Cl) 128 124 44.0% 0.67 [0.53, 0.86] e

Total events a2 il

Heterogeneity: Tau®=0.00; Chi*=2.84, df =3 (F=042), F=0%
Test for overall effect: £=3.19 (F=0.001)

Total {95% CI) 277 255 100.0% 0.74 [0.63, 0.87] ‘
Total events 110 144

Heterogeneity: Tau®=0.00; Chif=4878, df =7 (F=047) F=0%
Test for overall effect: £=3.649 (P=0.0002)
Test for subgroup differences: Chif=110, df=2 (P=058), F=0%

05 0.7 15 2
Favours experimental Favours contraol

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

Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% ClI
1.9.1 CBT
LAM2000 [M] 042 09 12 2 18 11 1000% -1.58 [-2.76,-0.40] i
Subtotal {95% CI) 12 11 100.0% -1.58 [-2.76, -0.40]

Heterogeneity: Mot applicable
Test for overall effect £=2.63 (F=0.009)

Total (95% CI) 12 11 100.0% -1.58 [-2.76, -0.40] —anii-—

-4 -2 0 2
Favours experimental Favours control

Heterogeneity: Mot applicable
Test for overall effect £= 2.63 (P =0.009)
Test for subogroup differences: Mot applicable
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Number of participants who relapsed (depression) at post-treatment

Experimental Control
Study or Subgroup Events Total Events Total Weight M-H,

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

1.11.1 CBT

BALLZOOG [M) 1 25 7 27 40.8%
Subtotal (95% Cl) 25 27 40.8%
Total events 1 7

Heterogeneity: Mot applicable
Testfor averall effect Z=1.81 (P=0.07)

1.11.2 PE

FERREY1999 [M] 11 34 g 36 85.2%
Subtotal (95% Cl) 34 36 59.2%
Total events 11 4

Heterogeneity: Mot applicable
Testfor overall effect: £=0.68 (P =0.50)

Total {95% Cl) 59 63 100.0%

Total events 12 16

Heterogeneity: Tau®*=1.90; Chi*=4.15 df=1 {F=0.04); F=76%
Testfor overall effect: £=0.55 (P = 0.58)

Testfor subaroup differences: Chif=3.74 df=1 {P=0.08), F=73.2%

117] 4 B

0.15 [0.02
0.15[0.02,1.17] = —

1.29 [0.61, 2.73] t
1.29 [0.61, 2.73]

0.54 [0.06, 4.70] ——ee

005 02
Favours experimental

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

Experimental Control
Study or Subgroup  Events Total Events Total Weight M-H,

5 20
Favours control

1121 PE

LOBBARZOT0 [M)] 17 56 16 0 14.9%
FPERFEY1999 [M] 16 34 11 3B 13.7%
Subtotal (95% Cl) an TG 28.6%
Total events 33 27

Heterogeneity: Taw®*=0.16; Chi*=2.87, df =1 (F=0.09; F= 65%
Testfor overall effect: £=019 (P =0.85)

1.12.2 Online Psychoeducation

ShITHZ011 [M) 10 17 | 20 13.3%
Subtotal {95% Cl) 17 20 13.3%
Total events 10 4

Heterogeneity, Mot applicable
Testfor overall effect; Z=0.84 (P =040

1123 CBT

BALLZOO0E [M] G 25 11 27 59.8%
JORESZ2013 [M] 11 29 149 28 151%
LAMZ003 [h] 10 a1 25 52 13.4%
SCOTTZ006 [A&h) 34 ] 3w 101 19.7%
Subtotal (95% Cl) 204 209  581%
Total events BE 94

Heterogeneity: TauF=0.13; Chif=7.95, df =3 (P =0.08); F=62%
Test for overall effect: £=1.89 (P = 0.06)

Total {95% Cl) 31 305 100.0%

Total events 109 130

Heterogeneity: Tau*=0.12; Chi*=14 .84, df= 6 (P =0.02; F= 60%
Testfor averall effect Z=116 (P =025

Test for subgroup differences: Chif= 362, df=2 (P =016), F= 44 7%

Appendix 25

Risk Ratio Risk Ratio
Random, 95% CI M-H, Random, 95% Cl
076 [0.44, 1.31] S S R

1.54 [0.84, 2.83] =

1.07 [0.53, 2.14] —=enii——
1.31 [0.70, 2.45] =

1.31 [0.70, 2.45] —eegi
0.59 [0.26, 1.35] =

0.58[0.34, 0.95] —

0.41[0.22, 076 —=——

1.02[0.72,1.44] -

0.65 [0.41, 1.02] e o

0.82 [0.59, 1.15] -l
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Psychological and psychosocial interventions — forest plots

Number of participants who relapsed (imania) 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% CI
1.13.1 PE
PERRY1399 [M] 2 24 11 36 100.0% 018 [0.05, 0.81] i
Subtotal (95% CI) 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

Total (95% Cl) 34 36 100.0% 0.19 [0.05, 0.81
Total events 2 11

Heterogeneity: Mot applicable

Test for averall effect £= 226 (P = 0.02)

Test for subgroup 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

] —e—

0.05 0.2
Favours experimental

5 20
Favours control

Risk Ratio
M-H, Random, 95% Cl

1.14.1 PE

LOBEAMZ010 [h] ] 3] a a0 14.0% 0.80[0.34, 1.590]
PERRY1999 [h] G a4 16 B 1E1% 0.401[0.18, 0.90]
Subtotal {95% Cl) a0 76 20.1% 0.56 [0.28, 1.11]
Total events 14 24

Heterogeneity: Tau=0.07; Chi*=1.36, df=1 (P=024 F=27%
Test for overall effect =166 (F =010}

1.14.2 Online Psychoeducation

SMITHZ011 [M] 4 17 ] 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 l

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

1.14.3 CBT

JORES2013 [M)] 3 24 10 24 8.6% 0.30[0.09, 0.98]
LAMZ003 [h] 16 a1 21 52 252% 0.78[0.46, 1.31]
SCOTT2006 [A&M) 28 g9 26 101 281% 1.14[0.72,1.81]
Subtotal {95% Cl) 179 182  61.9% 0.78 [0.45, 1.38]
Total events 47 a6

Heterogeneity: TauF=014; Chi*=465 df=2 (P=010); F=57%
Testfor overall effect: £=0.84 (F = 0.40)

Total (95% Cl) 286 278 100.0% 0.74 [0.50, 1.08]
Total events 513 a4

Heterogeneity: Tau®= 008, Chi*=7.92, df=5(FP=016);, F=37%

Testfor overall effect Z=1486(F =013

Testfor suboroup differences: Chif= 083, df=2 (P = 0.66), P=0%

Appendix 25

i
*

—

F.

~

0.5 0.7
Favours experimental

16 2
Favours control



Psychological and psychosocial interventions — forest plots

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

Experimental Control Risk Ratio (Hon-event) Risk Ratio (Hon-event)
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
1.15.1 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 7 2

Heterogeneity: Mot applicahle
Testfor overall effect =164 (P=0.10)

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

Total events 7 2

Heterogeneity: Mot applicable |:|=5 I:IiT 1:5 é
Testfor overall effect Z=1.64 (P =0.10) Favours experimental Favours control

Test for suboroup differences: Mot apnlicable

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

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% CI
1.16.1 CBT
BALLZ00G [h] 14 25 13 27 100.0% 046 [0.21,1.02] l
Subtotal (95% CI) 25 27 100.0% 0.46 [0.21, 1.02]
Total events 19 13
Heterogeneity: Mot applicable
Test for averall effect Z=1.92 (F = 0.05)
Total (95% Cl) 25 27 100.0% 0.46 [0.21, 1.02] —otf—
Total events 19 13
Heterogeneity: Mot applicable I I I I
Teatfn?wergll effeu:tr:]_g_: 1892(FP=00% 0.2 0.5 z ] 5
Favours control  Favours experimenta

Testfor subaroup differences: Kot applicahble

Number of participants who responded (50% reduction in depressive symptoms) 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
1.17.1 CBT
BALLZO0E [h] 17 28 q 27T 3TI% 048026 090 — &% ——
Ml LOWITZ2007 0 [Ad] 45 A B7 120 B28% 0.83[0.89 1.19] —l
Subtotal (95% CI) 100 157 100.0% 0.67 [0.40, 1.13] —ol -
Total events A2 il

Heterageneity: Tau®=0.08; Chi*= 223, df=1(P=0.14); F= 95%
Testfor overall effect Z=1.50(F=013)

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

Total events B2 7B

Heterogeneity: Tau?= 0.08; Chif=2.23, di=1 (P=0.14); F= 55% IZIIE IZII? 155 é
Testior overall effect 2= 1.50 (F =0.13) Favours experimental Favours control

Test for subaroup 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, Random, 95% Cl M-H, Random, 95% Cl
1.18.1 CBT
BALLZO0E [h)] 17 25 12 27 100.0% 058 1[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 (F=010
Total (95% CI) 25 27 100.0% 0.58 [0.30,1.12] —eonll——
Total events 17 12
Heterogeneity: Mot applicable IZIIE IZII? 155 é
Test for overall effect: =163 (F=010) Favours control Favours experimenta

Test for subaroup differences: Mot apalicable

Quality of life at post-treatment

Experimental Control 5td. Mean Difference 5td. Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% ClI
1.19.1 Psychoeducation
DOGARZO03 [M] ¥5.4 186 12 B9.98 11.48 14 19.3% -0.93 [F1.75,-0.11] —
Subtotal {95% Cl} 12 14 19.3% -0.93 [1.75, 0.11] -l

Heterogeneity: Mot applicable
Test for overall effect: Z=223(P=0.03)

1.19.2 Online Psychoeducation

PROUDFOOT2012 [Ad&M] 1703 822 134 1612 B37 139 206% 011 [F0.13, 0.34]
TODD 2012 [AGM] 197.72 43.96 53 233.8% 39.69 52 IT2% -0.86 [-1.26,-0.44] Bl
Subtotal {95% CI) 187 191 56.8% -0.36 [-1.30, 0.59]

Heterogeneity: Tau®= 044, Chi*=16.90, df=1 (P = 0.0001); F= 94%
Test for overall effect £=0.74 (P = 0.46)

1.18.3CBT

JOMES2013 [M] 3814 1427 21 413 49.03 26 23.8% -0.35 [F0.93, 0.23] —

Subtotal {95% Cl} 21 26  23.8% -0.35[0.93, 0.23] e

Heterogeneity: Mot applicakle

Testfor overall effect: Z=1.19 (P =0.24)

Total (95% CI) 220 231 100.0% -0.46 [-1.05,0.12] S

Heterogeneity: Tau®=0.29; Chi*= 2014, df=3 (P = 0.0002); I*= 85% 5_4 52 g é 45
Testfor overall efiect: 7=1.56 (P =012) Favours experimental Favours control

Testfor subgroup differences:; Chi*=140, df= 2 (P= 04801 F=0%

10
Appendix 25



Psychological and psychosocial interventions — forest plots

Quality of life at follow-up

Experimental Control 5td. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
1.20.1 Online Psychoeducation
PROUDFOOT2012 [Ad&M] 1743 752 134 1674 802 139 T741% 0.09[-0.15, 0.33)]
SMITH2011 [M] 2892 B3.2 20 2566 527 17 10.7% 0.04 [-0.60, 0.649]
Subtotal (95% CI) 154 156 89.8% 0.08 [-0.14, 0.31]

Heterogeneity: Tau®=0.00; Chi*=0.02, df=1 (P =090, F= 0%
Testfor overall effect Z=0.73 (F = 0.46)

1.20.2CBT
JONESZ2013 [M] 39067 TE 19 4227 7.34 22 10.2% -0.34 [-1.00, 0.32] 1
Subtotal (95% CI) 15 22 10.2% -0.34 [-1.00, 0.32] .

Heterogeneity: Mot applicable
Test for overall effect £=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 = 0.43); F= 0% I ! i I

Testf Il effect Z=0.37 (P=0.71 4 2 0 : 4
estior overall effect Z=0.37 (P = 0.71) Favours experimental Favours control

Testfor subgroup differences: Chif=1.42 df=1(FP=023), F=287%

Psychosocial functioning (Global Assessment of Functioning scale; GAF) at post-treatment

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight 1V, Random, 95% Cl IV, Random, 95% Cl
1.21.1 CBT
BALLZO0E [M) T5EY 166 27 8186 925 25 AAT% -0.43 0498, 012 —-
SCOTT2001 [A&M]) 1149 21 84458 134 2 443% -0.86 [-1.18, 0.06] ——
Subtotal (95% Cl) 48 46 100.0% -0.49 [-0.90, -0.08] <

Heterogeneity: Tau®= 0.00; Chi*=010, df=1 (P =075} F=0%
Test for overall effect £=2.32 (FP=0.02%

Total (95% Cl) 48 46 100.0% -0.49 [-0.90, -0.08] -
Heterogeneity: Tau®= 0.00; Chi*=0.10,df=1 (F=0.75);, F=0% 1_4 12 ] é
Testforoverall effect Z=2.32 (P = 0.02) Favours experimental Favours control

Test for subgroup differences: Mot applicable

Psychosocial functioning (GAF) 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, 95% CI
1.22.1 Online Psycho education
SMITHZ011 [M] Ba9 M8 20 Foe 148 17 41.4% -0.25 [-0.90, 0.40] —l—
Subtotal (95% Cl) 20 17 41.4% -0.25 [-0.90, 0.40] b -

Heterogeneity: Mot applicable
Testfor overall effect Z=0.76 (P =0.44}

1.22.2CBT

BALLZO0G [M) 7¥.B5 1548 27 81.28 11.68 25 AHBE% -0.24 [-0.79, 0.31] —;‘—

Subtotal (95% Cl) 27 25 5B.6% -0.24 [-0.79, 0.31]

Heterageneity: Mot applicable

Testfor overall effect 2= 0.86 (P = 0.2349)

Total (95% Cl) a7 42 100.0% -0.25 [-0.66, 0.17] q

Heterogeneity: Tau®= 0.00; Chi*=0.00, df=1 (P = 0.98); F= 0% 5_4 |2 g é
Testfor overall effect 2=1.15 (F = 0.29) Favours experimental Favours control

Test for subgroup differences: Chi®= 0.00, df=1 (P=0498), F=0%
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Psychological and psychosocial interventions — forest plots

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

Experimental Control Std. Mean Difference 5td. Mean Difference
Study or Subgroup Mean S0 Total Mean 5D Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.23.1CBT
BALLZO0G [M)] a.09 1141 28 1511 14486 27 9.3% -0.52 [-1.08, 0.03] ]
JORES2013 [M] 64.849 24 19 7573 1842 22 7.5% -0.48 111, 013] I
LAMZ000 [M] o1 o1 12 031 027 11 3.8% -1.00[1.83,-0.12] .
SCOTT2001 [Adéh) 111 T 2 144 8.4 21 T.T% -0.43 [1.04, 018] —
Subtotal (95% Cl) Tr 81 28.4% -0.55 [-0.87, -0.23] &
Heterogeneity; Tau®*=0.00; Chi*=1.20,di= 3 (P=0.79); F= 0%
Test far averall effect: £= 3.359 (P = 0.0007)
1.23.2 Psycho education
PERFY1999 [M) -0.23 26 34 0z 243 I/ 12T% -017 [F0.64, 0.30] T
Subtotal (95% Cl) 34 36 12.7% -0.17 [-0.64, 0.30] <4
Heterogeneity; Mot applicable
Testfor averall effect: Z=0.71 (P = 0.48)
1.23.3 Online Psycho education
FROUDFOQOTZ01 2 [Ad&M] 363 208 1324 4 248 139 41.0% -0.16 [-0.40, 0.08] =
TODD 2012 [A&M] 3375 T4 53 3829 845 52 17.9% -053 [F0.92,-0.14] —
Subtotal (95% Cl) 187 191 58.9% -0.31 [-0.67, 0.05] <P
Heterogeneity, Tau®= 0.04; Chi*= 255 di=1(F=011) F=61%
Testfar averall effect: Z=1.71 (P = 0.09)
Total (95% Cl) 298 308 100.0% -0.34 [-0.51, -0.17] L ]
Heterageneity: Tau®= 0.00; Chi*= 6.49, df= 6 (P =0.37) F= 8% 5_4 52 1 é 45

Test for averall effect: £= 3.83 (P = 0.0001)

Testfor subaroup differences: Chif=2.01, df= 2 (P=0371. F=06%

Favours experimental Favours cantrol

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, 95% Cl
1.24.1 Psycho education
LOBBAMZO10 [M) 1] i Ak o 40 i Mot estimahble
FERRY199%9 [h] -1.03 245 34 084 268 B 15.4% -0.74 [1.23,-0.26] =
Subtotal (95% Cl) 34 36 154% -0.74 [1.23, -0.26] <
Heterogeneity: Mot applicable
Testfor overall effect £=3.00 (P = 0.003)
1.24.2 Online Psycho education
FROUDFOOTZ012 [Ad&h) 38 232 124 376 271 139 20.7% 006 [-0.18, 0.249] T
SMITHZ011 [M] 228 123 17 194 136 20 12.2% 0.26 [-0.29, 0.90] T
Subtotal (95% Cl) 151 159 32.9% 0.08 [-0.14, 0.30] L ]
Heterogeneity: Tau®= 0.00; Chi*F=0.32, df=1 (P =087, F= 0%
Testfor overall effect £=069 (P = 0.449)
1.24.3 CBT
BALLZO0G [h] 11.72 19.01 28 1215 1348 2T 14.2% -0.03 [F0.aT, 0582 -
JOMESZ2013 [M] 7713 1478 16 78.49 181 1M 11.7% -0.08 [-0.74, 0.60) I
LAMZO00 [h] 0oa 016 12 033 028 11 2.7% -1.00[1.88,-013] .
LAMZ003 [h) 0.4 04 44 ng o8 48 17 1% -0.89 [-1.00,-0.149] —_
Subtotal (95% CI) 101 104 51.7% -0.39 [-0.78, 0.01] &
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: Tau®=0.12; Chi®=18.39, df= & (P = 0.008); F= 67 % 1_4 12 3 % 41

Test for overall effect £=1.63 (F=0.10)

Testfor subdgroup differences: Chif=11.13, df= 2 (P = 0.004), F=82.0%

Appendix 25

Favours experimental Favours control
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Psychological and psychosocial interventions — forest plots

Number of participants discontinuing at post-treatment

Risk Ratio

Risk Ratio

M-H, Random, 95% CI

0.39[0.14,1.07]
0.26 [0.08, 0.83]
0.92 [0.06, 13.14]
0500014, 1.74]

1.11 [0.68, 1.80]
0.58 [0.30, 1.13]

Experimental Control
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl
1.251 CBT
BALLZO0E [M)] 4 25 11 27 16.2%
JOMESZ013 [ 3 33 12 34 13.4%
LAMZ000 [h] 1 13 1 12 3.6%
SCOTT2001 [A&M]] 3 21 ] 21 12.4%
SCOTT2006 [ALM) 28 127 25 126 291%
Subtotal {95% Cl) 219 220 T4.7%
Total events 34 A5

Heterogeneity; Tau®= 027, ChiF=7.87, df=4 (F=010); F= 49%
Testfor overall effect: £=1.61 (P=0.11)

1.25.2 PE

LOBBAMZO10 [M] 4] ah ] 40 3.2%
PERREY19959 [M] 1 34 1 36 3.5%
Subtotal (95% CI) a0 [ii] 6.7%
Total events T 1

Heterogeneity: Tau®= 0.6, ChiF= 128, df=1 (F=0.268); F=22%
Testfor overall effect: £= 098 (P =0.33)

1.25.3 Online Psychoeducation

TODD 2012 [A&M) | 61 a3 61 18.6%
Subtotal {95% CI) 61 61 18.6%
Total events 4 g

Heterogeneity: Mot applicable
Testfor overall effect: £=0.26 (P =0.79)

1.25.4 Psychological therapy for medication adherence

COCHRARTSS4 [h] 1] 14 1] 14
Subtotal {95% CI) 14 14
Total events 1] 0

Heterageneity: Mot applicahle
Testfor overall effect: Mat applicahle

Total (95% Cl) 384 37T 100.0%
Total events a4 64

Heterogeneity: Tau®= 020 Chif=11.29 df =7 {(P=013); F= 33%
Testfor overall effect: £=1.08 (P =023

9.35 [0.54, 161.38]
1.06 [0.07, 16.27]
3.04 [0.33, 28.16]

Mot estimable
Hot estimable

0.74 [0.44, 1.27]

<

0.01

0.1

10 100

Favours experimental Favours caontrol

Testfor subagroup differences: Chi®= 2.86, df= 2 (P=0.24), F=301%

Appendix 25
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Psychological and psychosocial interventions — forest plots

Number of participants discontinuing at follow-up

Experimental Control Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
1.26.1 PE
JAVADPOURZ0123 [M] 4 a4 13 a4 9.5% .69 [0.32,1.48] T
LOBBAMNZOT0 [h] f a6 1 40 0.7% 935 [0.54, 161.38] ]
FERFY1999 [h] 1 a4 1 36 0.8% 1.06 [0.07,16.27] -1
Subtotal (95% CI) 144 130 11.0% 1.26 [0.29, 5.58] -~
Total events 16 14
Heterogeneity: Tau®=0.82; ChiF= 346, df =2 (F=013); F= 42%
Test for overall effect Z=0.31 (P =0.76)
1.26.2 Online Psychoeducation
FROUDFQOTZ01 2 [Ad&M] 2 141 a 139 21% 0.39 [0.08, 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] e
Total events 9 11

Heterogeneity: Tau®=0.24; ChiF=1.54, df=1 (F=0.2%; F= 35%
Testfor overall effect Z=0.28(F=0.78)

1.26.3 Psychological therapy for medication adherence

COCHRAMNTIE4 [M] 1] 14 1] 14
Subtotal (95% CI) 14 14
Total events ] ]

Heterogeneity: Mot applicahle
Test for overall effect; Mot applicahle

1.26.4 CBT

BALL200G [h] 7 28 12 27 9 6%
JOMESZ201 3 [M] 11 a3 11 M NMT%
LAaM2000 [h] 1 13 1 12 0.8%
LAMZ003 [M] 3 A1 4 a2 27%
M LOWITZ2007 B [Ad) kx| 7a 40 130 36.8%
FARETSEXY 2008 [M) 14 40 148 3 1891%
Subtotal (95% CI) 237 204  B0.6%
Total events GY ar

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

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

Heterogeneity: Tau®=0.00; Chif=10.21, df=10(P =042, F=2%
Testfor averall effect Z=023(F=0.82)

Test for subaroup differences: Chif= 017, df= 2 (P=092), F=0%

Appendix 25

Mot estimable
Hot estimable

0.63[0.30, 1.34]
1.03[0.52, 2.04]
0.92[0.08,13.18]
0.76 [0.18, 3.29]
1.34 [0.93, 1.95]

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

0.97 [0.77,1.23]

—_—
—

T&F_

2

0.002 0.1 10
Favours experimental Favours contraol
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Psychological and psychosocial interventions — forest plots

1.2 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% CI IV, Random, 95% Cl
211PE
CASTLEZO10 [M] 0.14a 0237245 32 40 14.7% 015 031, 0.61] -
SAJATONICZ009 [A] 014 0.224489 41 38 150% 0.14 [-0.30, 0.58] -
Subtotal {95% CI) 73 79 29.8% 0.14 [-0.17, 0.46] »

Heterageneity: Tau®= 0.00; Chi®=0.00, df=1 {F =098, F= 0%
Testfor overall effect £=083 F =037}

2.1.2 Mindfulness based cognitive therapy

FERICHZ013 [M] -0.47 0209154 48 47 19.4% -0.47 [-0.88, -0.08] -
WILLIAMES 2003 [M)] -0.74 0.558672 T 7TTE% -0.74 [-1.83,0.358] e
Subtotal {95% CI) 55 54 23.2% -0.50 [-0.89, -0.12] <&

Heterogeneity: Tau®=0.00; Chi*F=0.20,df=1 (F=065), F= 0%
Testfor overall effect. £= 2467 (F=0.01)

21.3CBT

EERMHARD2009 ] -0.30076E97 027514274 24 27 138% -0.30 [-0.84, 0.24] T
COSTAZOT2 [M] -0.89 0362245 27 12 11.7% -0.89 [-1.60,-0.18] -
Subtotal (95% CI) 52 39 25.4% -0.55[-1.12, 0.02] L 2

Heterogeneity: Tau®= 0.07; Chi*=1.68, df=1 (F=0.20); F= 40%
Test for overall effect: £=1.89 (F = 0.08)

2.1.4 Social cognition and interaction training

LAHERAZO12 [M] 0.92 0.352041 21 16 11.9% 0.92 023,
Subtotal {95% CI) 21 16  11.9% 0 .23,
Heterogeneity: Mot applicahle

Testfor overall effect, £= 261 {F = 0.009)

[y
o0
gy

[—pp—

2.1.5 Dialectical behavior therapy

DIJK201 3 [Ad] -1.18 0.448498 12 12 9.8% -1.18 [F2.06,-0.30] e —

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

Test for overall effect: £= 263 (P = 0.009)

Total (95% CI) 213 200 100.0% -0.24 [-0.64, 0.16] q
Heterogeneity: Tau®= 0.23; Chi*= 25.65, df=7 (P = 0.0006); F= 73% 5_4 52 g é

Test for overall effect. £=116 (F=0.25)

. ] Favours experimental Favours control
Testfor subaroup differences: Chif= 2289 df=4 {(P=0.0001), F=825%
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Psychological and psychosocial interventions — forest plots

Depression symptoms at follow-up

Experimental Control 5td. Mean Difference 5td. Mean Difference
Study or Subgroup 5td. Mean Difference SE Total Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
221 PE
CASTLEZ010 [M] 0.4 023879592 32 40 321% 0.40[-0.07, 0.87] -
Subtotal (95% CI) 32 40 321% 0.40 [-0.07, 0.87] e
Heterogeneity: Mot applicahle
Testfor overall effect Z=1.67 (F=010)
2.2.2CBT
BEERMHARDZ009 [M] 0.05941497 027370054 25 27 246% 0.06 [-0.48, 0.60] t
Subtotal (95% CI) 25 27 24.56% 0.06 [-0.48, 0.60]
Heterogeneity: Mot applicable
Testfor overall effect: £=0.22 (F=0183)
2.2.3 Mindfulness based cognitive therapy
PERICHZ2013 [M] n1g 0.206633 48 47 432% 018 [-0.22, 0.58] :
Subtotal (95% CI) 43 47 43.2% 0.18 [-0.22, 0.58]
Heterageneity: Mot applicable
Test for overall effect £=0.87 (F=0.33)
Total (95% Cl) 105 114 100.0% 0.22 [-0.05, 0.49] P
Heterogeneity: Tau®= 0.00; Chi®= 0.95, df= 2 (P = 0.62); F= 0% 5_4 52 : é
Testfor overall effect: Z=1.63 (F = 010) Favours experimental Favours control

Test for subgroup differences: Chif= 095, df= 2 (P=062, F=0%

Manic symptoms 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
2.31PE
CASTLEZ010 [M] 1.1 1.01530612 32 40 1.5% 1.10[-0.89, 3.049] —
SAJATONVIC2009 [4] -0.25 0224449 41 39 25.49% -0.25 [-0.649, 0.19] —&
Subtotal (95% CI) 73 79 27.4% 0.06 [-1.05, 1.18] i

Heterogeneity: Tau®= 0.37, Chi®= 1.69, df=1 (P =0.19); F= 41%
Testfor overall effect Z=0.11 {F = 0.91)

2.3.2 Mindfulness based cognitive therapy

PERICHZD013 [M] -0.1 0.206633 48 47 297% -0.10 [F0.50, 0.30] I
Subtotal (95% CI) 48 47 29.7% -0.10 [-0.50, 0.30]

Heterageneity: Mot applicable

Testfor overall effect Z=048(F=0.62)

2.3.3CBT

BERMHARD2009 [M] 0.38013236 0.27631286 24 27 18.2% 0.38 [-0.16, 0.92] ™™
COSTAZ012 [M] -0.21 0344944 27 12 11.9% -0.21 [-0.89, 0.47] 1
Subtotal (95% CI) 52 39 30.0% 0.12 [-0.45, 0.70] S

Heterageneity: TauF=0.07; Chi®=1.75, df =1 {F =019 F=43%
Testfor overall effect Z=042 (F = 0.67)

2.3.4 Social cognition and interaction training
LAHERAZDT 2 [M] -0.37 0.334184 21 16 12.9% -0.37 [1.02, 0.28] I
Subtotal (95% CI) 21 16 12.9% -0.37 [-1.02, 0.28] e 3
Heterageneity: Mot applicable

Testfor overall effect Z=1.11 (F=0.27)

Total (95% CI) 194 181 100.0% -0.08 [-0.33, 0.16] ?
Heterogeneity Tauf=001; ChifF=560, df=5(F =038}, F=11% 5_4 52 b é
Testforoverall effect 2= 1065 (P = 0.52) Favours experimental Favours control

Testfar subagroup diferences: Chir=1.31, df=3 (P =073, F=0%
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Psychological and psychosocial interventions — forest plots

Manic symptoms at follow-up

Experimental Control 5td. Mean Difference 5td. Mean Difference
Study or Subgroup Std. Mean Difference SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI
241 PE
CASTLEZD10[M] 033 0.239796 32 40 31.9% 033014, 0.80] T
Subtotal (95% CI) 32 40 31.9% 0.33 [-0.14, 0.80] g
Heterageneity: Mot applicable
Testfor overall effect Z=1.38(F=0.17)
2.4.2 CBT
BERMHARDZ003 [b] 0120784 0.27558266 25 274 1% 012 [-0.42, 0.66] I
Subtotal (95% CI) 25 27 241% 0.12 [-0.42, 0.66]
Heterageneity: Mot applicable
Testfor overall effect: £=0.44 (P = 0.6E)
2.4.3 Mindfulness based cognitive therapy
PERICHZD013 [M] 0.0g 0.204082 48 47 44.0% 0.06 [-0.34, 0.4E] I
Subtotal (95% CI) 48 47 44.0% 0.06 [-0.34, 0.46]
Heterageneity: Mat applicahble
Testfor overall effect Z=028(F=0.77)
Total (95% CI) 105 114 100.0% 0.16 [-0.10, 0.43] ‘P
Heterogeneity: Tau®= 0.00; Chi*= 0.76, df= 2 (P = 0.68); F= 0% 5_4 52 : é 45
Testfor overall effect: 2=1.19 (P = 0.24) Favours [experimental] Favours [control]

Testfor subaroup differences: Chi*f=0.76, df=2 (P =068, F=0%

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
251 CBT
COSTAZO12 [M] 1 24 2 10 26.7% 0.20[0.02,1.97] =
Subtotal (95% Cl) 25 10 26.7% 0.20 [0.02, 1.97] ——e
Total events 1 2

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

2.5.2 PE vs attention control

COLOM2Z003 [h] 1] 25 4 25 19.49% 0.11[0.01,1.96) * =

COLOM2003A (] £] g0 a B0 53.4% 113047, 2.72)] i

Subtotal {95% Cl) 85 85 T3i3% 0.52 [0.06, 4.84]

Total events 4 12

Heterogeneity: TauF=1.74; Chi*= 248, df =1 (FP=012); F= 60%

Testfor overall effect Z=057 (P =0.57)

Total {95% Cl) 110 895 100.0% 0.45[0.10, 2.09] ~l—

Total events 10 14

Heterogeneity: Tau®= 0845, Chif=394 df=2{(P=014); F= 49% 0o 0 10 100

Testfor overall effect: £=1.02 (F=0.31)

i ] Favours experimental Favours control
Testfor subagroup differences: Chif=0.34, df=1 (P = 0.56), F= 0%
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Psychological and psychosocial interventions — forest plots

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
2.6.1 PE vs attention control
COLOM2003 [M] 2 24 9 28 34.2% 0.22[0.04,0.93] B E—
COLOM2003A [M] 14 a6 1 B0 65.8% 0.71[0.40, 1.26] —-
Subtotal (95% Cl) a1 85 100.0% 0.48 [0.16, 1.45] ~agli -
Total events 16 30

Heterogeneity: Tau®=0.40; Chi*=2.30,df =1 {(P=013); F= 6%
Testfor overall effect £=1.30(F =019

2.6.2 CBT

GOMES2011 [M] 1] 17 1] 17 Mot estimable
Subtotal (95% CI) 17 17 Hot estimable
Total events 1] 1]

Heterogeneity: Mot applicable
Test for overall effect: Mot applicable

Total (95% CI) a8 102 100.0% 0.48 [0.16, 1.45] -*-—
Total events 16 30

Heterogeneity: Tau®=0.40; Chi*= 230, df=1{P=013); F= 6%
Testfor overall effect Z=1.30(F=0.19
Testfor subgroup differences: Mot applicahle

005 0.2 & 20
Favours experimental Favours control

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% Cl M-H, Random, 95% CI
2.9.2 PE vs attention control
COLOMZ003 [ 4 24 14 28 35.0% 0.29[011,0.79 ——&—
COLOMZO0ZA M 23 G0 36 B0 B5.0% 0.64[0.44, 0.94] ——
Subtotal (95% CI) a5 a5 100.0% 0.48 [0.22,1.04] —eoni——
Total events 27 a0

Heterogeneity: Tau®= 0.20; Chi*= 242, df =1 (FP=012); F= 59%
Test for overall effect 7= 1.86 (P = 0.08)

Total {95% Cl) a5 85 100.0% 0.48 [0.22, 1.04] —
Total events 27 a0

Heterogeneity: TauF=0.20; Chi*= 242, df=1 {F=012); F= 59%
Test for overall effect 7= 1.86 (P = 0.08)
Test for subgroup differences: Mot applicable

] ] ]
nz 0.4 2 ]
Favours experimental Favours contral
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Psychological and psychosocial interventions — forest plots

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% ClI
2101 PE
CASTLEZ010 [h] 14 42 27 42 16.8% 0.52[0.32, 0.84] . —
Subtotal (95% Cl) 42 42 16.8% 0.52 [0.32, 0.84] —oai——
Total events 14 27
Heterogeneity: Mot applicable
Test for averall effect: £= 2.66 (P = 0.003)
2.10.2 PE vs attention control
COLOMZ003 [h] 14 25 23 25  205% 0.65 [0.46, 0.92] -
COLOMZ0034 [h] an 3] a4 B0 241% 0.78 [0.65, 0.94] —&—
Subtotal (95% Cl) 21 85  44.5% 0.75 [0.64, 0.88] <
Total events a5 7a
Heterogeneity: Taw®=0.00; Chi®=0.83, df=1 (F = 0.36), F=0%
Testfor overall effect: Z=3.53 (P = 0.0004)
210.3CBT
GOMESZ011 [M] 14 23 14 27 167% 147 [0.72,1.891] I
Subtotal (95% Cl) 23 27 16.7% 147 [0.72,1.91] —eti—
Total events 14 14
Heterogeneity: Mot applicahle
Test for overall effect: £=0.64 (F=0.452)
2.10.4 Mindfulness based cognitive therapy
FERICHZ013 [h] a9 48 27 47 21.9% 1.41 [1.07, 1.87] —
Subtotal {95% Cl) 48 47 21.9% 1.41 [1.07, 1.87] -
Total events a9 27
Heterogeneity: Mot applicable
Testfor averall effect Z=2.42 (P=0.02%
Total (95% CI) 194 201 100.0% 0.86 [0.61, 1.20] -l
Total events 122 146
Heterogeneity: Tauw*=0.11; Chi*= 2146, df= 4 (F=0.0003); F=31% EI!E EI!? 1f5 ﬁ

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

Favours experimental

Test for subagroup differences: Chi®= 20.64, df= 3 (F=0.0001), F= 85.5%

Favours control

Number of participants who relapsed (depression) 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% CI
2.11.2 PE vs attention control
COLOM2003 [M] 1 25 A 25 11.4% 0.20[0.03,1.589] + =
COLOM2003A [M] a &0 14 G0 88.E6% 0.42[0.20,0.89] i
Subtotal (95% Cl) a5 85 100.0% 0.39 [0.19, 0.78]
Total events 4 24

Heterogeneity: Tau®=0.00; Chi*= 045, df=1 (P= 0450} F=0%
Test for overall effect: £ = 2.66 (F=0.003)

Total (95% CI} a5 85 100.0%

Total events 4 24

Heterogeneity: Tau®=0.00; Chi*= 045, df=1 (P= 0450} F=0%
Test for overall effect: £ = 2.66 (F=0.003)

Testfor subgroup differences: Mot applicable

Appendix 25

0.39 [0.19,0.78]

-

0.5 2 5 10
Favours control

0.1 0.2
Favours experimental

19



Psychological and psychosocial interventions — forest plots

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% Cl
2121 PE
CASTLEZO10 [h] 4 32 14 a0 9.2% 033012, 0491]
Subtotal (95% CI) 32 40 9.2% 0.33[0.12,0.91] —egi——
Total events 4 14
Heterogeneity: Mot applicable
Test for overall effect £= 215 (P=0.03
2.12.2 PE vs attention control
COLOMZ003 [M)] ] 24 16 28 141% 038018, 0.80] -
COLOMZO03A ] 24 a6 43 B0 32.5% 060 [0.42, 0.84] —a—
Subtotal (95% CI) a1 85 46.6% 0.54 [0.36, 0.79] e 3
Total events 30 a4
Heterogeneity: Tau®=0.02; Chi*=1.25,df=1 (P = 0.26); F=20%
Test for overall effect £= 310 (P =0.002)
2.12.3 Mindfulness based cognitive therapy
FERICHZ013 [h] 20 34 17 28 296% 0.87 [0.59,1.29] ——
Subtotal (95% CI) 34 25  29.6% 0.87 [0.59, 1.28] e 2
Total events 20 17
Heterogeneity: Mot applicable
Testfor overall effect Z=073 (P=0.47)
2124 CBT
GOMESZ011 [M] T 17 ] 19 146% 0.87 [0.41,1.82] -
Subtotal (95% CI) 17 19 14.6% 0.87 [0.41, 1.82] ~i—
Total events T ]
Heterogeneity: Mot applicable
Testfor overall effect £Z=037 (P=071)
Total (95% CI) 164 169 100.0% 0.62 [0.45, 0.88] 4
Total events 61 100
Heterogeneity: Tau®= 006, ChiF=TF12, df=4 (FP=013; F=44% ﬁm sz EI!E ﬁ é 1If|

Test for overall effect: £= 273 (F = 0.008)

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

Favours experimental

Number of participants who relapsed (mania) at post-treatment

Experimental Control

Study or Subgroup  Events  Total

Events Total

Weight M-H, Random, 95% Cl

Risk Ratio

Favours control

Risk Ratio
M-H, Random, 95% CI

2.13.2 PE vs attention control

COLOM2003 [M] 3 25 10 25
COLOM2Z003A [M] 12 G0 22 G0
Subtotal (95% Cl) a5 a5
Total events 14 32

21.3%
TeT%
100.0%

Heterogeneity: Tau?=0.00; Chi*=0.80, df=1 {P=0.37); F=0%

Test for overall effect 7= 267 (P=0.007)

Total {95% CI) a5
Total events 15 32

85 100.0%

Heterogeneity: TauF=0.00; Chi*=0.80, df=1 {P=037); F=0%

Test for overall effect 2= 267 (P=0.007)
Test for subgroup differences: Mot apolicable

Appendix 25
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Psychological and psychosocial interventions — forest plots

Number of participants who relapsed (mania) 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
2141 PE
CASTLEZO10 [h] ] 32 11 a0 146% 1.021[0.48, 2.16] -t
Subtotal (95% CI) 32 40 14.6% 1.02 [0.48, 2.16] ~l—
Total events ] 11
Heterogeneity: Mot applicable
Test for overall effect £Z=0.06 (P=0.899)
2.14.2 PE vs attention control
COLOMZ003 [M)] 14 24 24 28 2684% 0.57 [0.40, 0.80] —
COLOMZO03A ] 36 a6 aa B0 30.9% 067 [0.54, 0.81] -
Subtotal (95% CI) a1 85 57.3% 0.64 [0.54, 0.76] L 2
Total events a0 a3
Heterogeneity: Tau®=0.00; Chi*=0.99, df=1 (P =044}, F=0%
Test for overall effect: £=5.05 (P = 0.00001)
2.14.3 Mindfulness based cognitive therapy
FERICHZ013 [h] 19 33 10 21 202% 1.21 [0.71, 2.07] e
Subtotal (95% CI) 33 21 20.2% 1.21 [0.71, 2.07] -
Total events 19 10
Heterogeneity: Mot applicable
Testfor overall effect £=069 (P=0.49)
214.4 CBT
GOMESZ011 [M] T 17 K] 14 7.9% 261 [0.80,8.457]
Subtotal (95% CI) 17 19 7.9% 2.61 [0.80, 8.52] e
Total events T 3
Heterogeneity: Mot applicable
Testfor overall effect Z=1489(FP=011)
Total (95% CI) 163 165 100.0% 0.85 [0.58, 1.25] -
Total events 24 107
Heterogeneity: TauF=011; ChiF=13.04, df= 4 (P =001, F= 69% I:i.1 sz EI!E ﬁ é 1i:|

Test for overall effect: £=0.81 (F =042

Favours experimental

Testfor subgroup differences: Chif=10.75, df= 3(P=0.010 F=721%

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

Control
Events Total

Experimental
Study or Subgroup  Events  Total

Weight M-H, Random, 95% CI

Risk Ratio Risk

Favours control

Ratio

M-H, Random, 95% Cl

2.15.2 PE vs attention control

COLOMZ2003 [h] 1 25 fi 25
COLOMZ003A [h] 7 511 13 511
Subtotal (95% Cl) a5 a5
Total events a 14

18.3%

31.7%
100.0%

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

Test for overall effect: £=1.81 (F=0.07)

Total (95% CI) &5 &5
Total events a 149

100.0%

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

Testfor averall effect Z=1.81 (P=0.07)
Testfor subgroup differences: Mot applicable
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017002 1.29) 4 -
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Psychological and psychosocial interventions — forest plots

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% Cl
216.1 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 applicahle
Test for overall effect Z= 016 (F=0.87)

2.16.2 PE vs attention control

COLOM2003 [M) 5 25 12 25 292% 0.42[0.17,1.01] ——
COLOM2003A [M] 11 56 27 B0 B3IS5% 0.44 [0.24, 0.79] ——
Subtotal (95% CI) 81 85 02.7% 0.43 [0.26, 0.71] -
Total events 16 39

Heterogeneity: Tau®= 0.00; Chi*=0.01, df=1(F =093}, F=0%
Test for overall effect £= 3.33 (P = 0.0009)

216.3 CBT

GOMESZ011 [M] 2 17 1 19 4 3% 2241022, 22.481] +
Subtotal (95% CI) 17 19 4.3% 2.24 [0.22, 22.51] e —
Total events 2 1

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

Total (95% CI) 130 144 100.0% 0.48 [0.30, 0.77] L

Total events 149 41

Heterogeneity: Tau®= 0.00; Chif= 238, df= 2 (P = 0.50); F= 0% I:II“I IIIIE IIIIE é é 1=III
Testfor overall effect Z=3.04 (P = 0.002) Favours experimental Favours control

Test for subgroup differences: Chi®= 2,36, df = 2 (P=0.311, F=15.3%

Quality of life 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% Cl
271CBT
BERMHARD 2004 [M] 151 224 27 97 84§ 25 51.5% 0.30[-0.25, 0.84] il
COBTAZON2 [M)] 447 35 83488 12 630498 708 27 48.5% -1.09[-1.82,-0.37] —i—
Subtotal (95% Cl) 39 52 100.0% -0.38 [-1.74, 0.99] —oi—

Heterogeneity: Tau®=0.87; Chi*= 9.06, df=1 {P=0.003}; IF=89%
Testfor overall effect: Z=0.594 {F = 0.549)

Total (95% Cl) 39 52 100.0% 0.38 [-1.74, 0.99] "*"
1 1
0

Heterogeneity: Tau®= 0.87; Chi®= 9.06, df=1 (F = 0.003); 7= 89% 5_4 52 3 1

Testior overall Eﬁe':_t Z=0541F= 0'59;' Favours experimental Favours control
Test for subgroup differences: Mot applicable
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Psychological and psychosocial interventions — forest plots

Quality of life at follow-up

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Random, 95% CI IV, Random, 95% CI
2.81CBT
BERMHARD 2009 [h] 147 21 27 87 494 25 100.0% 0.30[-0.25, 0.84]
Subtotal (95% CI) 27 25 100.0% 0.30 [-0.25, 0.84]

Heterogeneaity: Mot applicable
Testfor overall effect: Z=1.06 (P = 0.29)

Total (95% CI) 27 25 100.0% 0.30 [-0.25, 0.84]
Heterogeneity: Mot applicahle I_4 I2 3 5
Testior averall effect £=1.06 (P = 0.24) Favours [experimental] Favours [control]

Testfor subgroup differences: bot applicable

Psychosocial functioning (GAF) at post-treatment

Experimental Control Std. Mean Difference 5td. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
2.17.1 Social cognition and interaction training
LAHERAZOT 2 [M] a7 15494 16 8214 1081 M M I% -0.01 [F0.66, 0.64]
Subtotal {95% CI) 16 21 41.2% -0.01 [-0.66, 0.64]
Heterogeneity: Mot applicable
Test for overall effect: £=0.03 (P = 0.58)
217.2 CBT
BERMHARDZO09 [M)] a0e 137 2r 802 105 25 588% 0.03 [-0.41, 0.58] 1
Subtotal {95% CI) 27 25 58.8% 0.03 [-0.51, 0.58]
Heterogeneity: kot applicable
Testfor overall effect Z=012 (P =051}
Total (95% Cl) 43 46 100.0% 0.01 [-0.40, 0.43] ?
Heterogeneity: Tau®= 0.00; Chif=0.01,df=1 (F=0892, F=0% I_4 I2 ] é 1
Testfor overall Eﬁe':_t Z=007 (Pz_ 0.95) Favours experimental Favours control
Testfor subgroup diferences: Chi*=0.01, df=1(F=092, F=0%

Psychosocial functioning (GAF) at follow-up

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Random, 95% CI IV, Random, 95% Cl
2181 CBT
BERMHARD 2009 [M)] 219 134 27 714 1658 25 100.0% 067 [0.11,1.23] t
Subtotal (95% CI) 27 25 100.0% 0.67 [0.11,1.23]
Heterogeneity: Mot applicable
Testfor overall effect £= 236 (P=0.024
Total {95% Cl) 27 25 100.0% 0.67 [0.11,1.23] o
Heterogeneity: Mot applicable 1_4 12 1 %
Testfor overall effect 2= 236 (F = 0.02) Favours [experimental] Favours [control]

Testfor subaroup differences: bot applicable
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Psychological and psychosocial interventions — forest plots

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

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SO Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI

2.19.1 Social cognition and interaction training

LAHERAZ012 [M] 4171 1413 21 3438 1867 16 100.0% 043
Subtotal (95% CI) 21 16 100.0% 0.
Heterogeneaity: Mot applicable

Test for overall effect £=1.28 (P =0.20)

Total (95% CI) 21 16 100.0% 0.43 [-0.23,1.09]

Heterogeneaity: Mot applicahle I_4 I2 3 3
Testforoveral effeu:_t: £=128(F= D'ED.} Favours experimental Favours control
Testfor subgroup differences: Mot applicable
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Psychological and psychosocial interventions — forest plots

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% CI M-H, Random, 95% Cl
2.20.1 Mindfulness based cognitive therapy
WLLIAMSZ008 [M] 4 11 1 a JE% 2.91 [0.40, 21.34] }
Subtotal (95% CI) 1 8 3.6% 2.91 [0.40, 21.35] ——e e ——
Total events 4 1

Heterogeneity: Mot applicable
Test for averall effect: Z=1.05{F=0.29)

2.20.2 CBT

EERMHARD 2009 [M] T az 9 36 15.4% 0.88[0.37, 2.08] =
COSTAZOT 2 [M] 0 27 1] 12 Mot estimahle

Subtotal {95% CI) 59 48  15.4% 0.88 [0.37, 2.08] —~li—
Total events i ]

Heterogeneity: Mot applicable
Test for overall effect: £ =030 (F = 0.7H)

2.20.3PE

CASTLEZO010 [M] 10 42 2 42 B.4% 000117, 21.46] *
SAJATONVICZ2009 [A] 43 a4 41 a0 47 4% 1.001[0.74,1.39]

TORREMTZ2013 ] 20 az 14 a0 281% 1.39[0.76, 2.96] %

Subtotal (95% CI) 208 202 T78.9% 1.41 [0.75, 2.64]

Total events 73 ar

Heterogeneity: Tau®= 018, Chi*= 961, df= 2 (FP=0.06); F=64%
Test for overall effect: £=1.08 (F =023

2.20.4 PE vs attention control

COLOMZ003A [M)] 1] G0 1] G0 Mot estimahle
Subtotal (95% CI) 60 60 Mot estimable
Total events 1} 1]

Heterogeneity: Mot applicable
Test for overall effect: Mot applicable

2.20.5 Social cognition and interaction training

LAHERAZOT 2 [h] 1] 21 1] 16 Mot estimahle
Subtotal (95% CI) 21 16 Mot estimable
Total events I} 1]

Heterogeneity: Mot applicable
Test far averall effect: Mot applicable

2.20.6 Dialectical behavior therapy

DIJE201 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] ——*——
Total events 1 1

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

Total (95% CI) 372 347 100.0% 1.23 [0.83, 1.81] L 3
Tatal events 35 (a1

Heterogeneity: Tau*= 0.06; Chi*= 677, df=5(FP=0.24); F=26%
Test for overall effect: £=1.03(P=0.30}
Test for subgroup differences: Chi*=1.81, df= 3 (P = 0.68), F=0%

01 02 05 : 5 10
Favours experimental Favours control
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Psychological and psychosocial interventions — forest plots

Number of participants discontinuing at follow-up

Risk Ratio
M-H, Random, 95% CI

Experimental Control Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl
2211PE
CASTLEZO010 [M] 10 42 2 42 293% A.00[1.17, 21.46]
Subtotal (95% Cl) 42 42 29.2% 5.00 [1.17, 21.46]
Total events 10 2

Heterogeneity: Mot applicable
Test for overall effect Z= 217 (P=0.03

2.21.2 PE vs attention control

COLORMZ003A [M] 4 511 1] B0 13.4% 9.00[0.50,163.58]
Subtotal (95% CI) &0 60  13.4% 9,00 [0.50, 163.58]
Total events 4 ]

Heterogeneity: Mot applicahle
Test for overall effect Z=148(F=014

2.21.3CBT

BERMHARDZO0S [h] 7 3z ] 36 39.4% 0.88[0.37, 2.08]
GOMESZ2011 [M] 1 23 2 27 18.0% 0.59 [0.06, 6.08]
Subtotal (95% Cl) 55 63 &7.4% 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% 1.85 [0.53, 6.43]

Total events 22 13

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

Test for overall effect: Z=097 (P=0.33)

Favours experimental

Test for subgroup differences: Chif=6.08, df=2 (P =009, F=67.1%

rS

¥

e

=
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——onili—

h 2

01 02 05

2 5 10

Favours control

1.3 FAMILY PSYCHOEDUCATION COMPARED WITH TAU

Depression symptoms at post-treatment

Experimental Control
Study or Subgroup Mean SD Total Mean SD Total

Std. Mean Difference

Weight IV, Random, 95% Cl

Std. Mean Difference
IV, Random, 95% Cl

3.1.1 Group Family psychoeducation (carers)

FPERLICKZ010 [A&M] 56 61 24 112 491 19
Subtotal (95% CI) 24 19

Heterogeneity: Mot applicakle
Testfor overall effect 2= 229 (P =0.02)

Total (95% CI) 24 19

Heterogeneity: Mot applicable
Testfor overall effect Z=2.28(P=0.02%
Testfor subgroup differences: Mot applicable
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Psychological and psychosocial interventions — forest plots

Depression symptoms at follow-up

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

Std. Mean Difference
IV, Random, 95% CI

Std. Mean Difference
IV, Random, 95% CI

3.2.1 Psychoeducation (patient and carers)

DSOUZAZ0T0 [M] 27 56 26 36 6.5 27 100.0%
Subtotal {95% CI) 26 27 100.0%

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

Total (95% Cl) 26 27 100.0%

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

Manic symptoms at post-treatment

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

-0.15 [F0.69, 0.39]
-0.15 [-0.69, 0.39]

-0.15 [-0.69, 0.39]

Std. Mean Difference
IV, Random, 95% ClI

-4 -2
Favours experimental

0

2
Favours control

Std. Mean Difference
IV, Random, 95% ClI

3.3.1 Group Family psychoeducation (carers)
FPERLICKZOTD [A&h] 16 24 24 a8 49 189 100.0%

Heterogeneity: Mat applicahle
Test for overall effect =209 (P=0.04)

Total (95% CI) 24 19 100.0%

Heterogeneity: Mot applicahle
Test for overall effect £=2.09 (F = 0.04)
Test for subgroup differences: Mot applicable

Manic symptoms at follow-up

Experimental Control
Study or Subgroup  Mean SD Total Mean SD Total Weight

-0.66 [-1.28, -0.04]
Subtotal (95% CI) 24 19 100.0% -0.66 [-1.28, -0.04]

Std. Mean Difference
IV, Random, 95% Cl

-0.66 [-1.28, -0.04]

<

>

-4 -2

Favours experimental

1] 2
Favours contral

Std. Mean Difference
IV, Random, 95% Cl

3.4.1 Psychoeducation (patient and carers)

DSOUZAZOT0 [h] 33 453 26 9.4 495 27 100.0%
Subtotal (95% CI) 26 27 100.0%

Heterogeneity: Mot applicahle
Test for overall effect £=2.72 (P =0.007)

Total (95% CI) 26 27 100.0%

Heterogeneity: Mot applicahle
Test for overall effect £=2.72 (P =0.007)
Test for subdroup diferences: Mot applicable
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Psychological and psychosocial interventions — forest plots

Number of participants admitted to hospital at post-treatment

Experimental Control
Study or Subgroup  Events Total Events Total

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

Risk Ratio
M-H, Random, 95% Cl

3.18.1 Group Family psychoeducation (carers)

GEMT1991 [M] 1] 14 n 12
Subtotal (95% CI) 14 12
Total events 1] n
Heterogeneity: Mot applicable

Test far averall effect: Mot applicable

Total (95% CI) 14 12
Total events 1 0

Heterogeneity: Mot applicable
Test for overall effect: Mot applicable
Test for subgroup differences: Mot applicahle

Mot estimable
Mot estimable

Mot estimable

05 0.7
Favours experimental

Number of participants admitted to hospital at follow-up

Experimental Control
Study or Subgroup  Events Total Events Total

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

16 2
Favours contral

Risk Ratio
M-H, Random, 95% Cl

3.5.1 Group Family psychoeducation (carers)

0.050.00,087 f———

BORDEARZOOS [M)] 1] 29 ] 28 100.0%

GERMTT991 [h] 1] 14 1] 12 Mot estimahle

Subtotal (95% CI) 43 40 100.0% 0.05[0.00, 0.23] | ——
Total events 1 4

Heterogeneity: Mot applicahle

Test for overall effect: £=2.09 (F=0.04)

Total (95% CI) 43 40  100.0% 0.05 [0.00, 0.23] | HE—
Total events 1 4

Heterageneity: Mot applicahle
Test for overall effect: £=2.09 (F=0.04)
Test for subgroup differences: Mot applicable
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Psychological and psychosocial interventions — forest plots

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% Cl M-H, Random, 95% Cl
3.6.1 Psychoeducation (patient and carers)
DSOUZAZOT 0 [M] 3 27 13 N 181% 0.26[0.08, 0.83] =
Subtotal (95% Cl) 27 3 151% 0.26 [0.08, 0.83] ————
Total events 3 13

Heterogeneity: Mot applicahle
Testfor overall effect £=2.27 (FP=0.02

3.6.2 Group Family psychoeducation (carers)

BORDBARZO09 [M)] 4 29 ] 28 17.3% 0430015, 1.24] — 71
REIMNARESZO0E [M] 24 ar ar a6 B7.7T% 0.64 [0.45, 0.91] -
Subtotal (95% Cl) a6 84  B4.9% 0.61 [0.44, 0.86] L
Total events 28 L
Heterogeneity: Tau®=0.00; Chi*=0.450, df=1(P=0.43);, F=0%
Test for overall effect: = 2.84 (P = 0.004)
Total {95% CI) 113 115 100.0% 0.52 [0.32, 0.84] -
Total events M a4
Heterogeneity: Tau®= 0.05; Chif= 2.61, df= 2 (P=0.27); F= 23% IZI=1 IZIIE IZIIE é é 1=EI
Testior overall Eﬁe':_t =187 ':Pz_ 0.008) Favours experimental Favours control
Test for subagroup differences: Chi®=1.89, df=1 (P=017), F=47 1%
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% CI M-H, Random, 95% Cl
3.7.1 Group Family psychoeducation {carers)
REIMNARESZ008 [M] 17 ar 23 56 100.0% 0.73[0.44,1.21] 1—
Subtotal (95% CI) 57 56  100.0% 0.73 [0.44, 1.21]
Total events 17 23
Heterogeneity: Mot applicable
Testfor overall effect: £=1.24 (P=0.22)
Total (95% CI) 57 56 100.0% 0.73 [0.44, 1.21] —~ll—
Total events 17 23
Heterogeneity: Mot applicable IZIIE IZIIT 155 é
Testfor overall Eﬁe':_t Z=1241(F= D'H_} Favours [experimental] Favours [control]
Test for subgroup diferences: Mot applicable
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Psychological and psychosocial interventions — forest plots

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

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
3.8.1 Group Family psychoeducation (carers)
REIMARESZ008 [M] 10 ar 21 a6 100.0% 0.47 [0.24, 0.90] 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: Z= 227 (P = 0.0

Total {95% CI) AT 56 100.0% 0.47 [0.24, 0.90] -

Total events 10 21

Heterogeneity: Mat applicable =III o III=1 1=III 1IIIIII=
Testfor overall efiect 2= 2.27 (F = 0.02) Favours experimental Favours control

Test for subgroup differences: Mot applicable

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% Cl
3.9.1 Group Family psychoeducation (carers)

REINARESZ00S [M] 0 57 2 6 100.0% 0.20[0.01,4.000 * I
Subtotal (95% Cl) 57 56 100.0% 0.20 [0.01, 4.00]

Total events 1] 2
Heterogeneity: Mot applicable
Test for overall effect: Z=1.06 (F=10.29)

Total (95% CI) 57 56 100.0% 0.20 [0.01, 4.00] TE—
Total events ] 2

Heterogeneity: Mot applicable IZI=1 IIIIE IZIIE é é 1=IZ|
Testfor overall effect 2=1.06 (P =0.23) Favours experimental Favours control

Test for subagroup differences: Mot applicable

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

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
3.10.1 Psychoeducation (patient and carers)
MILLERZ2004 [4] 21 30 16 29 100.0% 067 [0.34, 1.33] l
Subtotal (95% Cl) 30 29 100.0% 0.67 [0.34,1.32]
Total events 21 16
Heterogeneity: Mot applicahle
Testfor overall effect =116 (P=0.29)
Total (95% CI) 30 29 100.0% 0.67 [0.34,1.32] —eoai——
Total events 21 16
Heterogeneity: Mot applicable I:|=5 I:IiT 115 é
Test for overall effect Z= 116 (F =029 Favours control Favours experimenta

Test for subaroup differences: Mot apnlicable
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Psychological and psychosocial interventions — forest plots

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% CI M-H, Fixed, 95% CI
3.11.1 Psychoeducation (patient and carers)
MILLER2004 [4] 17 30 13 29 100.0% 0.79 [0.46, 1.33] i
Subtotal (95% CI) 30 29 100.0% 0.79 [0.46,1.33]
Total events 17 13
Heterogeneity: Mot applicahle
Test for overall effect Z=0.90 (F =027}
Total (95% CI) 30 29 100.0% 0.79 [0.46,1.33] —eonii——
Total events 17 13
Heterogeneity: Mot applicable —rt —t
Teatfn?uver:fll eﬁect?.g_: Q80 {FP=03" 0.5 07 15 2 :
Favours control  Favours experimenta

Test for subaroup diferences: Mot annlicable

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% Cl
3.13.1 Group Family psychoeducation {carers)
MADIGAMNZ2012 [M] 14 08 4 152 1458 12 48.2% -0.83[2.00,0.33] ——
MADIGEAR 2012 [h] 14 06 4 144 09 14 51.8% -0.45[-1.57, 0.68] ——
Subtotal (95% CI) 8 27 100.0% -0.63 [1.44, 0.18] -l
Heterogeneity: Tau®=0.00; Chif=0.22, df=1 {P=064);, F=0%
Testfor overall effect Z=153FP=013
Total (95% CI) 8 27 100.0% 0.63 [-1.44, 0.18] B
Heterogeneity: Tau®= 0.00; Chif= 022, df=1 (P = 0.64); F= 0% 5_4 52 7 é 45
Testfor overall effect 2=1.53 (P = 0.13) Favours experimental Favours control

Test far subaroup differences: Mot applicable

Psychosocial functioning (GAF) at follow-up (57 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
3.14.1 Group Family psychoeducation (carers)
MADIGAMNZ01 2 [h] 817 48 4 658 144 13 498% -0.99 217, 0.20] ——
MADIGAMZ012 [] 817 A8 4 FAE 134 14 &0.2% -1.07 [2.24,0.11] ——
Subtotal (95% Cl) 8 27 100.0% -1.03 [-1.86, -0.19] B
Heterogeneity: Tau?= 0.00; Chi*=0.01, df=1{(P=093); F= 0%
Testfor overall effect 2=2.41 (P =0.02)
Total (95% Cl) 8 27 100.0% -1.03 [-1.86, 0.19] B
Heterogeneity: Tau?= 0.00; Chi®=0.01, df=1 {P=0.93); F= 0% 1_4 12 ) é 41
Testfor overall effect 2= 2.41 (P = 0.02) Favours experimental Favours control

Testfor subgroup differences: Mot applicable
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Psychological and psychosocial interventions — forest plots

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

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% Cl
3.12.1 Group Family psychoeducation (carers)
MADIGARZ01 2 [M] 487 3.2 2 G656 91 13 37.9% -1.81 [-3.48,-0.14] —
MADIGARNZO1 2 [M] 487 3.2 3 644 178 13 621% -0.89[-2.20, 0.41] —l—
Subtotal (95% CI) 5 26 100.0% -1.24 [-2.27, -0.21] B
Heterogeneity: Tau*=0.00; Chi*=0.72, df=1(P=040); F= 0%
Test for overall effect £= 237 (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= 040}, F= 0% 5_4 52 1 é 1
Testfor overall effec.t: £=237(P= D'DE_:' Favours experimental Fawvours control
Test for subgroup differences: Mot applicahle

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% CI M-H, Random, 95% ClI
3.15.1 Group Family psychoeducation (carers)
PERLICKZ010 [A&M] 1 25 2 21 100.0% 0.42[0.04 4.31] # l
Subtotal (95% CI) 25 21 100.0% 0.42 [0.04, 4.31]
Total events 1 2
Heterogeneity: Baot applicable
Testfor overall effect: £=0.73(F=0.47)
3.15.2 Psychoeducation (patient and carers)
Subtotal (95% CI) 0 0 Mot estimable
Total events 1 1
Heterogeneity: Baot applicable
Test for overall effect: Mot applicahle
Total {95% CI) 25 21 100.0% 0.42 [0.04, 4.31] = —
Total events 1 2
Heterogeneity; Mat applicable IZI=1 IZIIE IZIIE é é 1=EI
Testfor overall Eﬁe':_t Z=073(F= D'”_:' Favours experimental Favours contraol
Test for subgroup differences: Mot applicable
Number of participants discontinuing at follow-up (~52 weeks)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
3.16.2 Group Family psychoeducation (carers)
BORDBARZOO9 [M)] 1] 29 1] 28 Mot estimable
MADIGARMZ0T 2 ] ] 18 1 a8 26.49% 1.39[0.21,9.33] =
MADIGANZ0T 2 [M] ] 149 1 A 26.8% 1.32[0.20, 8.87] =
REIMARESZ00E [M] 3 ar 4 A6 46.3% 074017, 3.14] i
Subtotal (95% Cl) 123 94 100.0% 1.02 [0.38, 2.74] —aall——
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] —aall——
Total events 13 G
Heterogeneity: Tau®=0.00; Chi*=0.36, df= 2 (F=0.83); F=0% IZI'.1 sz IZI!E ﬁ é 1'IZI

Testfor overall effect: Z=0.04 (P=0497)
Test for subgroup differences: Kot applicahle
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Psychological and psychosocial interventions — forest plots

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

Experimental Control Risk Ratio

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

Risk Ratio
M-H, Random, 95% ClI

3.17.1 Psychoeducation (patient and carers)

MILLER 2004 [A] 1] 30 1] 14 Mot estimahle
Subtotal {95% Cl) 30 15 Hot estimable
Tatal events 1} ]

Heterogeneity: Mot applicahble
Test for overall effect: Mot applicahle

3.17.2 Group Family psychoeducation (carers)

MADIGANZ012 [M)] a 18 3 5 59.8% 0.46 [0.16, 1.30] ——

MADIGAR 201 2 [M] G 14 2 5 40.2% 0.79[0.22, 2.749) L

Subtotal {95% Cl) T 10 100.0% 0.57 [0.26, 1.28] il

Total events 11 a

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

Testfor overall effect Z=1.26 (F=0.17)

Total (95% Cl) 67 25 100.0% 0.57 [0.26, 1.28] -

Total events 11 a

Heterogeneity: Tau®=0.00; Chi®= 042 df=1 (P =052}, F=0% 01 02 05 : -

Testfor overall effect: Z=136(F=017)
Testfor subgroup differences: Mot applicable
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Psychological and psychosocial interventions — forest plots

1.4 FAMILY PSYCHOEDUCATION COMPARED WITH AN
ACTIVE CONTROL

Depression symptoms at post-treatment

Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean 5D Total Mean 5D Total Weight IV, Random, 95% CI IV, Random, 95% Cl
411 FFT vs TAU
Pl LOAIT L2000 [AL:M) 2 048 28 24 1 1 1000%  -040[0.20,0.00] !
Subtotal (95% CI) 28 51 100.0%  -0.40 [-0.80, 0.00]

Heterogeneity: Mot applicahle
Testfor overall effect £=1.94 (P = 0.08)

Total (95% Cl) 28 51 100.0%  -0.40[-0.80, 0.00] <
Heterogeneity: Mot applicable I_4 I2 T é 4:
Testforoverall effect Z=1.34 (P =0.05) Favours experimental Favours contral

Test far subaroup differences: Mat applicable

Depression symptoms at follow-up

Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
4,21 FFT vs TAU
Ml LOWWITZ2000 [A8h)] 22 1 28 23 01 81 100.0%  -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(P=0E7)

Total (95% Cl) 28 51 100.0%  -0.10 [-0.56, 0.36]
Heterogeneity: Mot applicable 1_4 12 1 é 4:
Testforovarall efiect 7= 0.43 (F=1.67) Favours experimental Favours control

Test for subgroup differences: Mot applicahle

Manic symptoms at post-treatment

Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random,95% Cl IV, Random, 95% CI
431 FFTvs TAU
MIKLOWITZ2000 [A&M] 18 08 28 1.8 08 &1 1000%  0.00[0.40,0.40]
Subtotal (95% CI) 28 51 100.0%  0.00 [-0.40, 0.40]

Heterogeneity: Mot applicakle
Testfor overall effect: Z=0.00(F =1.00)

Total (95% CI) 28 51 100.0% 0.00 [-0.40, 0.40]
Heterogeneity; Mot applicable I_4 12 1 é 4!
Testfor overall effect £=0.00 {F =1.00) Favours experimental Favours control

Testfor subgroup differences: Mot applicable
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Psychological and psychosocial interventions — forest plots

Manic symptoms at follow-up

Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Random, 95% CI I, Random, 95% Cl
4,41 FFT vs TAU
MK LOWWTZZ2000 [AEM] 1.8 07 28 21 1 41 1000%  -0.30[-0.68, 0.08]
Subtotal {95% Cl) 28 51 100.0%  -0.30 [-0.68, 0.08]

Heterogeneity, Mot applicable
Testfor overall effect £=1.86(F=0.12

Total (95% CI) 28 51 100.0%  -0.30 [-0.68, 0.08]
Heterogeneity: Mot applicable I_4 I2 T é 4!
Testforoverall effect Z=1.56 (F=0.12) Favours experimental Favours control

Test for subdgroup 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% CI M-H, Random, 95% CI
4.11.1 FFT vs Psychoeducation
REAZOD3 [M] a 23 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 for overall effect. £=0.87 (F =038
Total (95% CI) 28 25 100.0% 0.71 [0.33, 1.52] —ees
Total events a 10
Heterogeneity: Mot applicable I:|=5 I:IiT 115 é
Testfor overall effect: 2= 0.87 (F=0.38) Favours experimental Favours control

Test far subaroup differences: Mat 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

Test for subaroup differences: Mot apnlicahle
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Psychological and psychosocial interventions — forest plots

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% Cl M-H, Random, 95% ClI
4.5.1 FFT vs Psychoeducation
REAZOD3 [M] 13 28 13 25 100.0% 0.89[0.52,1.54]
Subtotal (95% CI) 28 25 100.0% 0.89 [0.52, 1.54]
Total events 13 13

Heterogeneity: Mot applicable
Testfor overall effect: £=0.41 (F=0.69)

Total (95% Cl) 28 25 100.0% 0.89 [0.52, 1.54] —~l——

Total events 13 13

Heterogeneity: Mot applicable I:IIE IZIIT 1I5 é
Testfor overall effect £=0.41 (F = 0.65) Favours experimental Favours control

Testfor subgroup differences: Mot applicahle

Number of participants who relapsed (any type) at follow-up (~52 weeks)

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

M LOWITZ 2000 [A&M) a M 27 0o100.0% 067 [0.34,1.20] l
Subtotal (95% CI) Ky 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% Cl) ) | 70 100.0% 0.67 [0.34, 1.30]

Total events a 27

Heterogeneity: Baot applicable I:IIE IZIIT 1I5 é
Testfor overall effect £=1.18 {F = 0.24) Favours experimental Favours control

Testfor subaroup differences: Mot applicahle

Number of participants who relapsed (any type) 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
Ml LOWYITZZ000 [A&h] 11 ) 38 70 100.0% Q.65 039, 1.10] —
Total (95% CI) K} | 70 100.0% 0.65 [0.39, 1.10] ——aa—
Total events 11 K]
Heterogeneity: Mat applicable IZIIS IZII? 155 é
Testfor overall effect: Z=1.60 (F =0.11) Favours experimental Favours contraol
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Number of participants who responded (any type) at follow-up

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% ClI
4.8.1 FFT vs TAU
MILLERZ004 [A] 16 33 16 29 100.0% 1.18[0.68, 1.94]
Subtotal {95% CI) 33 29  100.0% 1.15 [0.68, 1.94]
Total events 16 16

Heterogeneity: Mot applicahle
Test far overall effect £=0.52 (P = 0.60)

Total (95% Cl) 33 29 100.0% 1.15 [0.68, 1.94] —~l——

Total events 16 16

Heterogeneity: Mot applicahle IZI=5 IZI=T 1:5 é

Testfor overall effect 2= 0.52 (F = 0.60) Favours control  Favours experimenta

Testfar subaroup differences: Mot applicahle

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

Experimental Control Risk Ratio (Hon-event) Risk Ratio (Hon-event)
Study or Subgroup Events Total Events Total Weight WM-H, Random, 95% CI M-H, Random, 95% CI
4.9.1 FFT vs TAU (CC)

WIKLOWITZ2007h [4d] 20 26 67 130 100.0% 0.45[0.23, 0.98] i
Subtotal (95% CI) 26 130 100.0% 0.48 [0.23, 0.98]
—*—

Total events 20 67
Heterogeneity: Mot applicable
Test for averall effect: £=2.01 (P = 0.04)

Total (95% CI) 26 130 100.0% 0.48 [0.23, 0.98]

Total events 20 67

Heterogeneity: Mot applicable EI=2 IZI=5 % é
Testfor overall effect. 2= 2.01 (F = 0.04) Favours [control] Favours [experimental

Testfor subgroup differences: Mot applicable

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% CI M-H, Fixed, 95% Cl
4101 FFT vs TAU
MILLER2004 [2] 12 33 13 29 100.0% 1.5 [0.76, 1.75] —t
Subtotal (95% CI) 33 29 100.0% 1.15 [0.76, 1.75]
Total events 12 13

Heterogeneity, Mot applicahble
Test for overall effect £=0.67¥ {F = 0.50)

Total {95% Cl) 33 29 100.0% 1.15[0.76, 1.75] ol

Total events 12 13

Heterogeneity: Mot applicable I:IIE I:IIT 1‘5 é

Testior averall effect 2= 0.67 (F = 0.50) Favours control  Favours experimenta

Test for subgroup differences: Mot applicable
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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% CI
P [ L OWYITZ2000 [AEN) 3 H 14 O 481% Q36 [011,113] i {
REAZOO3Z M) & 28 g 25 5148% 1.07 [0.37,2.08]
Total (95% CI) 59 95 100.0% 0.63 [0.21, 1.89]
Total events ] 24
Heterogeneity: Tau*=0.31; Chif=199 df=1{P=016); F=50% EI ] IZ|=2 IZ|=5 ] % é 1L1|
Testforoverall effect 2= 0.82 (F=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% CI M-H, Random, 95% ClI
Ml LOWWITZ2000 [A&h] 3 ) 149 OO3T1% 036[011,112] 4 L '
Ml LOWITZ2007h [Ad)] 7 26 40 130 62.9% 0.8a[0.44 1.73]
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
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Psychological and psychosocial interventions — forest plots

1.5 COGNITIVE BEHAVIOURAL THERAPY (CBT) 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% CI
5.1.1 CBT individual vs Supportive Therapy (5T)
MEYERZ012 [h] 0.41 014795918 kt:] 38 100.0% 0.41[0.12,0.70] !
Subtotal (95% CI) 38 38 100.0% 0.41 [0.12, 0.70]
Heterageneity: Mot applicable
Test for overall effect: Z= 277 (P = 0.006)
Total (95% CI) 38 38 100.0% 0.41 [0.12, 0.70] &
Heterogeneity: Mot applicahble 5_4 52 ) é
Testfor averall effec.t: Z=177(R= D'DD,E:' Favours experimental Favours control
Testfor subaroup differences: Mot applicable
Depression symptoms at follow-up
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  5td. Mean Difference SE Total Total Weight IV, Random, 95% ClI IV, Random, 95% CI
5.2.1 CBT individual vs Supportive Therapy (ST)
MEYERZ012 [h] 0.49 023214286 ] 38 100.0% 0.453[0.04, 0.94] !‘
Subtotal (95% CI) 38 38 100.0% 0.49 [0.04, 0.94]
Heterageneity: Mat applicahle
Test for overall effect: Z= 211 (P=0.03)
Total (95% CI) 38 38 100.0% 0.49 [0.04, 0.94] 4
Heterogeneity: Mot applicable |_4 |2 5 é
Testfar overall effec_t: Z=211{p= D'DE;' Favours experimental Favours control
Testfor subgroun differences: Mot applicable
Manic symptoms at post-treatment
Experimental 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 (ST)
MEYER 2012 [M] 02 016071429 38 38 100.0% 0.20 011, 0.81]
Subtotal (95% CI) 38 38 100.0% 0.20 [-0.11, 0.51]
Heterogeneity, Mot applicable
Testfor overall effect Z=1.24 (F=0.21)
Total (95% CI) 38 38 100.0% 0.20 [-0.11, 0.51]
Heterogeneity: Mot applicable 5_4 52 : é
Testfar averall Eﬁe':_t Z=1.24{F= 0'21_) Favours experimental Favours control
Testfor subaroup differences: Mot applicable
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Psychological and psychosocial interventions — forest plots

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, Fixed, 95% Cl M-H, Fixed, 95% CI

5.4.1 CBT individual vs Supportive Therapy (5T)
MEYER2012 [M] 12 38 20 38 1000%  0.60[0.34 1.05] i
Subtotal (95% CI) 38 38 100.0%  0.60 [0.34, 1.05]

—*—

Total events 12 20
Heteroneneity: Mot applicahle
Test for overall effect Z=1.80 (P = 0.07)

Total (95% CI) 38 38 100.0% 0.60 [0.34, 1.05]

Total events 12 20

Heterogeneity: Mot applicable I:IIE IZIIT 1I5 é
Testfor overall effect. 2= 1.680 (P = 0.07) Favours experimental Favours control

Testfor subgroup differences: Mot applicable

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, Fixed, 95% Cl M-H, Fixed, 95% ClI
5.5.1 CBT individual vs Supportive Therapy (5T)
MEYER 2012 [M] 26 aa 23 ag 100.0% 1.13[0.81,1.58]
Subtotal (95% CI) 38 38 100.0% 1.13 [0.81, 1.58]
Total events 26 23

Heterogeneity: Mot applicable
Test for overall effect: =072 (P =0.47)

Total {95% CI) 38 38 100.0% 1.13 [0.81, 1.58] -l

Total events 26 23

Heterogeneity: Mot applicable |:|=5 I]:T 1:5 é
Testfor overall efiect 2=10.72 (P =0.47) Favours experimental Favours control

Test for subaroup differences: Mot apnlicable

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

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight WM-H, Fixed, 95% CI M-H, Fixed, 95% CI
5.6.1 CBT individual vs Supportive Therapy (5T)
MEYER 2012 [M] 14 38 17 38 100.0% 1.12[0.69, 1.80]
Subtotal (95% CI) 38 38 100.0% 1.12 [0.69, 1.80]
Total events 19 17

Heterogeneity: Mot applicable
Test for overall effect, £= 0,46 (F = 0.64)

Total (95% CI) 38 38 100.0% 1.12 [0.69, 1.80] i

Total events 149 17

Heterogeneity: Mot applicable I:I:E I:Ii.'f‘ 1:5 é
Testfor overall effect 2= 0.46 (P = 0.63) Favours experimental Favours control

Test for subdroup differences: Mot applicable
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Psychological and psychosocial interventions — forest plots

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

Experimental Control
Study or Subgroup  Events Total Events Total

Weight M-H, Random, 95% Cl

Risk Ratio

Risk Ratio

M-H, Random, 95% ClI

5.7.1 CBT individual vs Supportive Therapy (5T)

MEYERZ012 [M] 20 38 12 38 100.0%
Subtotal (95% CI) 38 38 100.0%
Total events 20 12

Heterogeneity: Mot applicahle

Testfor overall effect: £2=1.80{F =0.07)

Total (95% CI) 38 38 100.0%
Total events 20 12

Heterogeneity: Mot applicable
Test for overall effect £=1.80(F =0.07)
Test for subgroup differences: Mot applicable

1.67 [0.96, 2.91]
1.67 [0.96, 2.91]

1.67 [0.96, 2.91]

= -

05 0.7
Favours experimental

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

15 2
Favours control

Risk Ratio

M-H, Random, 95% CI

5.8.1 CBT individual vs Supportive Therapy (5T)

MEYER 2012 [M] 1] aa 1 38 100.0%
Subtotal (95% CI) 38 38 100.0%
Total events 1 1

Heterogeneity: Mot applicable

Testfor overall effect: £= 068 (P=0.50)

Total (95% Cl) 38 38 100.0%
Total events 1 1

Heterogeneity: Mot applicable
Testfor overall effect: £= 068 (P=0.50)
Testfar subdroun differences: Mot applicable

Number of participants discontinuing at follow-up

Experimental Control

Study or Subgroup  Events  Total

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

0.33[0.01, 7.93]
0.33 [0.01, 7.93]

—p

0.33 [0.01, 7.93] =—

01 0.2

Favours experimental

Risk Ratio

2 A
Favours control

0.5

Risk Ratio

M-H, Random, 95% ClI

10

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 applicahle

Total (95% CI) 38 38
Total events 1 1

Heterogeneity: Mot applicable
Test for overall effect: Mot applicahle
Test for subagroup differences: Mot applicable

Appendix 25
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Hot estimable

05 0.7
Favours experimental
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Favours control

41



Psychological and psychosocial interventions — forest plots

1.6 INTERPERSONAL AND SOCIAL RHYTHM THERAPY
COMPARED WITH AN ACTIVE CONTROL

Depression symptoms at post-treatment

Experimental Control 5td. Mean Difference Std. Mean Difference
Study or Subgroup  5td. Mean Difference SE Total Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
SWARTZZ012 [Ad) 043976369 038730693 14 11 100.0% 0.44 0,34, 1.22]
Total (95% CI) 14 11 100.0% 0.44 [-0.34, 1.22]
Heterogeneity: Mat applicahle 5_4 52 : é 45
Testfor overall effect: £=1.11 (F = 0.27) Favours experimental Favours control
Manic symptoms at post-treatment
Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% Cl
SWWARTZ2012 [Ad) 24 2449 14 5 2.498 11 100.0% -2.60[-4.96 -0.24]
Total (95% CI) 14 11 100.0% -2.60 [-4.96, -0.24] —tl—
Heterogeneity; Mot applicable 14 12 1 5 ji
Testfor overall efiect 2= 2.16 (F = 0.03) Favours experimental Favours control

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% Cl M-H, Random, 95% Cl
6.2.1 IPSRT versus Intensive clinical management (ICM)
FRAMK13955 9 22 a 19 100.0% 1.55[0.63, 3.84] +
Subtotal (95% Cl) 22 19 100.0% 1.55 [0.63, 3.84]
Total events 9 a
Heterogeneity: Mot applicahle
Testfor overall effect £= 096 (P=0.34)
Total (95% CI) 22 19 100.0% 1.55 [0.63, 3.84] —egil
Total events 4 ]
Heterogeneity: Mot applicable I:IIE I:IIE é é
Testfor overall effect 2= 0.96 (P = 0.34) Favours experimental Favours control

Testfor suboroup differences: Mot applicable

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

Experimental Control Risk Ratio (Non-event) Risk Ratio {(Hon-event)
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
6.3.1 IPSRT versus Quetiapine
SWARTZZ012 [Ad] 4 14 3 11 100.0% 0.98 [0.60, 1.60]
Subtotal (95% CI) 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 subgroup differences: Mot applicable
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Psychological and psychosocial interventions — forest plots

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
6.4.1 IPRST vs TAU (CC)

[ LOAWITZ2007 b [Ad) 40 G2 B7 130 100.0% 0.731[0.50,1.07)] i‘

Subtotal (95% CI) 62 130 100.0% 0.73 [0.50, 1.07] r

Total events 40 BY

Heterogeneity: Mot applicable

Testfor overall effect Z=1.61 {F=011)

Total (95% CI) 62 130 100.0% 0.73 [0.50, 1.07] B

Total events 40 BT

Heterogeneity: Mot applicable s 07 s 3

Testfor overall effect: Z=1.61 (F=011)
Testfor subaroup differences: Mot applicahble

Psychosocial functioning (GAF) at post-treatment

Favours control Favours experimenta

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean 5D Total Mean SD Total VWeight IV, Random, 95% Cl IV, Random, 95% Cl
SWARTZ2012 [Ad] a8 9.62 11 B33 873 14 100.0% 05845 [-0.26, 1.36]
Total (95% CI) 11 14 100.0% 0.55 [-0.26, 1.36]

Heterogeneity: Mot applicable
Test for overall effect Z=1.33(P=0.18)

T
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% CI IV, Random, 95% CI
6.7.1 IPSRT versus Intensive clinical management (ICM)

FRAMNKI 9953 -0.362031 0.182926 Ga B1 100.0% -0.36 [-0.72,-0.00] i

Subtotal (95% CI) 64 61 100.0% -0.36 [-0.72, -0.00]

Heterageneity: Mot applicable

Test for overall effect £=1.88 (F = 0.09)

Total (95% CI) 64 61 100.0% -0.36 [-0.72, -0.00] .

Heterogeneity: Mot applicable
Test for overall effect: Z=1.98 (F = 0.048)
Test for subgroup differences: Mot applicable
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Psychological and psychosocial interventions — forest plots

Number of participants discontinuing at post-treatment

Experimental Control

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

Risk Ratio Risk Ratio

M-H, Random, 95% Cl

6.8.1 IPSRT versus Quetiapine

SWARTZZ01 2 [Ad) 3 14
Subtotal (95% CI) 14
Total events 3

Heterogeneity: Mot applicable
Test for overall effect £=0.34 (F=0.73)

3

11 9.3%
11 8.3%

6.8.2 IPSRT versus Intensive clinical management (ICA)

0.79[0.20, 3.16]

0.79 [0.20, 3.16] — e

FRAME1999, 17 a9 24 43 407% 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: £=1.09 (F=0.28)
Total {95% CI) 53 54 100.0% 0.78 [0.51,1.19] e
Total events 20 27
Heterogeneity; Tau®= 0.00; Chi®= 0.00, df=1 (P = 0.99); F= 0% IZIIE IZIIE é é
Testfor overall Eﬁe':,t Z=1.14 ':Pz_ 0.25) Favours experimental Favours control
Test for subgroup differences: Chi*=0.00, df=1 (P =099, 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% CI
6.9.3 IPRST vs TAU (CC)
MIKLOWITZ2007h [Ad] 20 62 40 130 100.0% 1.05 [0.67,1.62]
Subtotal (95% CI) 62 130 100.0% 1.056 [0.67, 1.63]
Total events 20 40
Heterogeneity: Mot applicable
Testfor overall effect Z2=0.21 (P=0.83)
Total {95% Cl) 62 130 100.0% 1.05 [0.67, 1.63] o
Total events 20 40
Heterageneity: Mot applicable D?E IZI?? 1f5 é

Testfor overall effect Z2=0.21 (P=0.83)
Test for subdgroup differences: Mot applicable
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Psychological and psychosocial interventions — forest plots

1.7 COLLABORATIVE CARE COMPARED WITH 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% Cl IV, Random, 95% CI
7.1.1 Physical health focus
FILBOURMEZOOS [AE&N] 79 AR i 7Y a6 Al 48.2% 000 [0.4a2, 0462
FILBQOURMEZO12 [AE&N] G4 G 32 9 6.3 33 51.8% -0.42 [0.91,0.07]
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. £=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=0.25); F=24% 52 il b % é
Testfor overall efiect Z=1.04 (P = 0.300 Favours experimental Favours control

Test for subaroup differences: Mot applicahle

Depression symptoms at follow-up

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 50 Total Mean SD Total VWeight I, Random, 95% Cl IV, Random, 95% Cl
7.2.1 Physical health focus
KILBOURMEZO1 2 [AEM] a4 a1 az 8.8 67 33 100.0% -0.56 [-1.06,-0.07] t
Subtotal (95% CI) 32 33 100.0% -0.56 [-1.06, -0.07]

Heterogeneity: Mot applicable
Test for overall effect 2= 222 (P=003

Total {95% Cl) 32 33 100.0% -0.56 [-1.06, -0.07] -
Heterogeneity: Mot applicahle I2 I1 : 1! é
Testfor overall effect Z=2.22 (F = 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 Subaroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
7.3.1 Physical health focus
KILBOURMEZOOD [A&M) 175 122 27 16 9 N AT T% 0.14 [0.38, 0.66]
KILBOURMEZO1 2 [A&M) 17 147 32 206 122 33 52.3% -0.26 [-0.75,0.22]
Subtotal (95% CI) 59 64 100.0% -0.07 [-0.47,0.32]

Heterogeneity: Tau®=0.02; Chi®=1.24, df=1{F=027); F=15%
Testfor overall effect £=035(F=072)

Total (95% CI) 50 64 100.0% -0.07 [-0.47,0.32]
Heterogeneity: Tau®=0.02; Chi*=1.24, df=1(P=027); F=19% IS‘_ 51 B % é
Testforoverall efiect £=0.35 (P =0.72) Favours experimental Favours control

Testfor subdroup differences: kot applicahle
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Psychological and psychosocial interventions — forest plots

Manic symptoms at follow-up

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Random, 895% Cl IV, Random, 95% CI
7.4.1 Physical health focus
KILEQURMEZO1 2 [AEM] 1666 16 3z 18 101 33 100.0% -0.10[-0.59, 0.38]
Subtotal {95% Cl) 32 33 100.0% -0.10 [-0.59, 0.38]

Heterogeneity: Mot applicable
Test for overall effect £=0.42 (P = 0.68)

Total (95% CI) 32 33 100.0% -0.10 [-0.59, 0.38]
Heterogeneity: Mot applicable I1 _DI 5 |f| DIS i
Testforoverall effect 2= 0.42 (P =0.68) Favours experimental Favours control

Test for subgroup 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% Cl
7.5.1 Psychiatric focus
KESSIMG2013 [M] 26 T a7 a6 TH5% 0.66 [0.46, 0.94] —.—
SIMOMN2005 [AEM] 12 1949 17 215 208% 0.76 [0.37,1.56] =
Subtotal (95% CI) 271 301 100.0% 0.68 [0.49, 0.94] .
Total events 38 B4

Heterogeneity: Tau®=0.00; Chif=013, df =1 P =072 F=0%
Testfor overall effect: 2= 233 (P =0.02)

Total (95% Cl) 271 301 100.0% 0.68 [0.49, 0.94] -

Total events 38 64

Heterogeneity, Tau®= 000, Chi*=013,df=1 (P =072 F=0% IIIIE IIIIT 155 é
Testfor overall effect 2= 2.33 (R =0.02) Favours experimental Favours control

Test for subaroup 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% Cl
7.6.1 Psychiatric focus
SIMOM2005 [ALM) 112 14849 122 215 100.0% 099084, 1.17]
Subtotal (95% CI) 1499 215 100.0% 0.99 [0.84,1.17]
Total events 112 122

Heterogeneity: Mot applicahle
Testfor overall effect: Z=009 (P=0492

Total (95% Cl) 199 215 100.0% 0.99 [0.84, 1.17] <

Total events 112 122

Heterogeneity; Mot applicable IIIIE IIII.?‘ 155 é
Testior overall effect 2= 0.08 (P = 0.92) Favours experimental Favours contral

Test for suboroup differences: Mot applicable
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— forest plots

Number of participants who relapsed (depression) at post-treatment

Experimental
Study or Subgroup  Events  Total

Control
Events Total Weight M-H, Random, 95% Cl

Risk Ratio

M-H,

Risk Ratio
Random, 95% Cl

7.7.1 Psychiatric focus

KESSIMG2013 [M] 28 (it
SIMOMZ005 [A&NM)] 73 134
Subtotal (95% CI) 202
Total events ]

Heterogeneity: Tau®= 0.00; Chi*= 048, df=
Testfor overall effect: =037 (P =0.71)

Total (95% CI) 202

Total events 493
Heterogeneity: Tau®= 0.00; Chi*=0.48, df=
Test for overall effect, Z=0.37 (P =0.71)

ar B8E  23.4%
74 136 YEE%
222 100.0%

111

TiP=049;F=0%

222 100.0%

111
T(P=049)F=0%

Testfor subgroup differences: Mot applicahle

0.85[0.58, 1.27]

1.00[0.80,1.28]
0.96 [0.80, 1.17]

0.96 [0.80, 1.17]

—  m——

<

<>

Number of participants who relapsed (mania) at post-treatment

06 0.7
Favours experimental

15 32
Favours contral

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
7.8.1 Psychiatric focus
KESSIMG2013 [M] 45 6a 49 a6 a30% T1.16[0.90,1.49] -+
SIMOMN2005 [AsNM) 34 164 A8 182 47.0% 0.72[0.451,1.03] —i—
Subtotal (95% CI) 237 268 100.0% 0.93 [0.57,1.52] o
Total events a4 107
Heterogeneity: TauF=010; ChiF=523, df =1 (P =002, F=81%
Testfor overall effect Z=029(F=077)
Total (95% Cl) 237 268 100.0% 0.93 [0.57,1.52] o
Total events a4 107
Heterogeneity, TauF=010; ChiF=5923, df =1 (P=0.02; F=81% Elfﬁ Elf? 175 ﬁ

Testfor overall effect Z=029 (F=077)
Testfor subdroup differences: Mot applica

Quality of life at post-treatment

ble

Favours experimental

Favours cantrol

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% CI
7.9.1 Psychiatric focus
BALIERZO0Ga [M] V7 186 157 81 1486 157 503% -2.86 [-2.86,-2.26] . »
Subtotal {95% Cl) 157 157  50.3% -2.56 [-2.86, -2.26] &
Heterogeneity, Mot applicable
Test for overall effect £=16.76 (F = 0.00001)
7.9.2 Physical health focus
KILBOURMEZD1 2 [A&NM] 67 107 33 6Y.3 102 32 497% -0.03 [-0.51, 0.46] t
Subtotal {95% Cl) 33 32 49.7% -0.03 [-0.51, 0.46]
Heterogeneity, Mot applicable
Test for overall effect £=011 (P =0.91)
Total {95% Cl) 1590 139 100.0% -1.30 [-3.78, 1.18] —*—

1 ] ]

Heterogeneity, Tau®= 316 Ghi*= 7541, df= 1 (P = 0.000013; F= 99% .

Test for overall effect £=1.03 (P =0.30

-4

-2

1] 2

Favours experimental Favours contraol

Test for subgroup differences: Chif=75.41, df=1 (P = 0.00001%, IF= 38.7%
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Psychological and psychosocial interventions — forest plots

Quality of life 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% CI

7.10.1 Physical health focus

KILEQURMEZOT 2 [A8:M) 653 97 33 692 104 32 1000% -0.38 087, 0.11] i—
Subtotal (95% CI) 33 32 100.0% -0.38 [-0.87, 0.11] 2
Heterageneity: Mot applicable

Testfor overall effect Z=1.483(FP=013

Total (95% CI) 33 32 100.0% 0.38 [-0.87, 0.11] -~
Heterogeneity: Mot applicable =5'_ il ) 1! é
Testroroverall efiect £=1.53 (F=0.13) Favours experimental Favours control

Testfor subgroun diferences: Mot applicable

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% CI M-H, Random, 95% CI
7.11.1 Psychiatric focus
BALIERZ006a [h] ] 166 18 164 41.0% 089 [0.27,1.32] i
KESSIMG2013 [h] 4 72 1] a6 B.0%  10.73[0.59 19594] +
SIMOMZ005 [AL8M] 13 212 14 228 443% 1.001[0.48, 2.08] _t
Subtotal {95% CI) 450 479 91.2% 0.96 [0.40, 2.30]
Total events 26 29

Heterogeneity: Tauw®=0.28; Chi*=4.02, df=2{(F=013); F=a0%
Testfor overall effect Z=009(F=0493)

7.11.2 Physical health focus

KILBOURMEZ01 2 [A&M)] y, 34 1 34 B88% 20010019, 21.03] +
Subtotal {95% CI) 34 34 8.8% 2.00 [0.19, 21.03] e —
Total events 2 1

Heterogeneity: Mot applicahle
Test for overall effect £=0.58 (F=0.496)

Total {95% Cl) 4384 513 100.0% 0.99 [0.47, 2.07] -

Total events 28 30

Heterogeneity: Tau®=0.18; Chi®= 4 48, df= 3 (P=0.21); F=33% IZI=1 IZIIE IZIIE é é 1=EI
Testior overall efiect 2= .03 (F = 0.98) Favours experimental Favours control

Test for subgroup differences: Chif= 033, df=1(P=04871 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

7.12.1 Physical health focus
KILBOURMEZOT 2 [Adk] 2 34 1 34 100.0% 200019, 21.03] l ’
Subtotal (95% CI) 34 34 100.0% 2.00[0.19, 21.03]

Total events 2 1

Heterogeneity: Bot applicahble
Test for averall effect: £=0.58 (P = 0.56)

Total {95% CI) 34 34 100.0% 2.00[0.19, 21.03] e —
Total events 2 1

Heterogeneity: Mat applicahle I:|=1 DIE DI5 é é 1=|:|
Testfor overall efiect 2= 0.58 (P = 0.56) Favours experimental Favours control

Test far subdroun differences: Mot applicahle
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Psychological and psychosocial interventions — forest plots

1.8 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 SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
WWEISSZ2009 [Ad &) g4 &7 ) 11 8 a0 100.0% -0.35 [-0.85, 0.16]
Total (95% Cl) K | 30 100.0% -0.35 [-0.85, 0.16]
e % - 01 SECEN
estfor overall effect Z=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 5D Total Mean 5D Total Weight IV, Random, 95% CI IV, Random, 95% CI
YWEISS 2009 [Ad&h] 101 841 M 02 7.8 30 100.0% 011 [F0.39, 0.61]
Total (95% CI) K | 30 100.0% 0.11 [-0.39, 0.61]
Heterogeneity: Mot applicable =1 -I:|=5 r IZI=5 1=
Testfor overall effect Z=0.44 (F = 0.66) 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% Cl IV, Random, 95% CI
WYEISSZ009 [Ad &) 5 46 ch 61 T.6 a0 100.0% -017 [F0.68, 0.33] —
Total (95% Cl) G | 30 100.0% 017 [-0.68, 0.33] *
Heterageneity: Mot applicable 51 -IZIIS 7 IZIIE 15
Testior overall effect 2= 0.68 (P = 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 SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
WYEISS2008 [Ad &) 43 44 ) g3 93 a0 100.0% -0A3[-1.048,-0.02]
Total (95% Cl) K | 30 100.0% -0.53 [-1.05, -0.02] i
4 -05 0 05 1

Heterogeneity: Mot applicable
Testfor overall effect £= 2.0 (P =0.04)
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1.9 INTEGRATED COGNITIVE AND INTERPERSONAL
THERAPY COMPARED WITH TREATMENT AS USUAL

(TAU)

Depression symptoms at post-treatment

Experimental Control Std. Mean Difference

Std. Mean Difference
IV, Random, 95% Cl

Study or Subgroup Std. Mean Difference SE Total Total Weight IV, Random, 95% Cl
SCHWARNMALUERZOOT -0.64 0280612 106 a7 100.0% -0.64 [-1.19,-0.04]
Total (95% Cl) 106 87 100.0% -0.64 [-1.19, -0.09] -

1 05 0 05 1

Heterogeneity, Mot applicahle
Testfor overall effect: £=2.28 (F=0.02)

Manic symptoms at post-treatment
Experimental Control

5td. Mean Difference

Favours experimental Favours control

Std. Mean Difference

Study or Subgroup Std. Mean Difference SE Total Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
SCHWANMALERZOODT -0 0102041 106 87 100.0% -010 0,30, 0.10]
Total {95% CI) 106 87 100.0% -0.10 [-0.30, 0.10]

A4 05 0 05 A1

Heterogeneity Mot applicable
Testfor overall effect Z=0.98 (P =033

Quality of life at post-treatment

Favours experimental Favours control

Std. Mean Difference

Control Experimental Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight [V, Random, 95% CI IV, Random, 95% Cl
SCHwWANMNALERZOOT  &51.51 5646 87 53459 5679 106 100.0% -0.37 [[0.65,-0.08]
Total (95% CI) 87 106 100.0% -0.37 [-0.65, -0.08] -l
A1 -0 0 05 1

Heterogeneity, Mot applicable
Test for overall effect £=2.91 (P =0.01)

Number of participants discontinuing at post-treatment

Favours experimental Favours cantrol

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% ClI
SCHWARNALERZOOT 11 106 a ar 100.0% 1.13[0.47, 2.68]
Total (95% CI) 106 87 100.0% 1.13 [0.47, 2.68]
Total events 11 a

Heterogeneity: Mot applicable

Testfor overall effect Z= 027 (F=0.78) Fav
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