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Abbreviations

BRMaS Bech-Rafaelsen Mania Scale

BRMeS Bech-Rafaelsen Melancholia Scale

CGI(-BP, -C, -S) Clinical Global Impressions (-Bipolar, -Children, -Severity)

CI confidence interval

DSM(-111, -1V, -TR) Diagnostic and Statistical Manual of Mental Disorders (3rd edition, 4th edition, Text
Revision)

ECT electroconvulsive therapy

GAF Global Assessment of Functioning scale

GAS Global Assessment Scale

v intravariance

K number of studies

MADRS Montgomery Asberg Depression Rating Scale

M-H Mantel-Haenszel

MRS Mania Rating Scale

NR not reported

RR risk ratio

SD standard deviation

TAU treatment as usual

YMRS Young Mania Rating Scale
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1.1 LITHIUM

1.1.1 Outcomes for low dose of lithium compared with standard dose

Number of participants who relapsed! (any type)

Lithium (low)  Lithium (standard) Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
GELEMBERG19849 3 47 5] 47 100.0% 3.60[1.55, 7.89]
Total (95% CI) 47 47 100.0% 3.50 [1.55, 7.89] -
Total events 21 a]
Heterogeneity: Mot applicable 0hs 0 z 2

Test for overall effect: £=3.02 (F=0.003)

Favours lithium (low) Favours lithium{standard)

Number of participants who relapsed (mania)

Lithium (low)  Lithium (standard) Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
GELEMBERG1984 20 47 3 47 100.0% B.BY [2.12,20.83]
Total (95% Cl) 47 47 100.0% 6.67 [2.12, 20.93] e
Total events 20 3
Heterogeneity: Mot applicable 0h o 10 100

Test for overall effect, £= 2325 (P =0.001}

Favours lithium (low) Favours lithium(standard)

Number of participants who relapsed (depression)

Lithium {low)  Lithium {standard) Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
GELEMBERG14989 1 47 3 47 100.0% 0.33[0.04, 3.049)
Total (95% CI) A7 47 100.0% 0.33 [0.04, 3.09] e
Total events 1 3
Heterogeneity: Mot applicahle D.'DS sz é 2'|j

Testfor overall effect: Z=097 (P=0.33)

Favours lithium (low) Favours lithium (standard)

Number of participants discontinuing (for any reason)

Lithium {low)

Lithium {standard)

Risk Ratio

Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
GELEMBERG14989 11 47 24 47 100.0% 0.46[0.25,0.83]

Total (95% Cl) A7 47 100.0% 0.46 [0.25,0.83] <

Total events 1 24

Heterogeneity: Mat applicable D.EiIZIS IZIH 1'IZI 260

Test for overall effect £=2.60 (P = 0.004)

Favours lithium (low) Fawvours lithium (standard)

1 The definition of relapse differs between studies. Please refer to Table 1.6 below for a full definition.
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1.1.2 Outcomes for lithium every other day compared with lithium daily

Number of participants who relapsed (any type)

Risk Ratio Risk Ratio

Lithium {every other day}  Lithium {daily)
M-H, Random, 95% CI

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

Study or Subgroup Events Total

JEMSER1995 12 25 a 25 100.0% 2.40[0.99, 5.81]

Total (95% CI) 25 25 100.0% 2.40[0.99, 5.81] et

Total events 12 ]

Heterogeneity: Mot applicakle 0 IIJS D=2 é 2ID
Testfor averall effect: Z=1.84 (P =10.03) Favours lithium (every other day) Favours lithium (daily)

1.1.3 Number of participants who relapsed (mania)

Risk Ratio Risk Ratio

Lithium {(every other day) Lithium (daily)
M-H, Random, 95% Cl

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

Study or Subgroup Events Total
JEMSEMN1995 f 28 3 28 100.0% 2.00[0.56, 7.12] ]
Total (95% CI) 25 25 100.0% 2.00 [0.56, 7.12] sl
Total events G 3

it i } } f }
L
estioroverall efiect 2=1.07 (P = 0.28) Fawvours lithium (every other day) Favours lithium (daily)

1.1.4 Number of participants who relapsed (depression)

Risk Ratio Risk Ratio

Lithium {(every other day)  Lithium (daily)
M-H, Random, 95% Cl

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

Study or Subgroup Events
JEMSEM1995 B 24 2 25 100.0% 3.00[0.67, 1348

Total {95% CI) 25 25 100.0% 3.00 [0.67, 13.46] —rengl———
Total events G 2

oo et e 015 e i b
estforoverall efiect 2=1.43 (P =0.15) Favours lithium (every other day) Favours lithium (daily)

1.1.5 Number of participants discontinuing (for any reason)

Lithium {(every other day)  Lithium (daily) Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
JEMSEM1955 1] 25 4 25 100.0% 011 [0.01, 1.96]
Total (95% CI) 25 25 100.0% 0.11 [0.01, 1.96] ——el———
Total events 1} 4
Heterageneity: Mot applicable f t t f

. _ 0.005 0.1 10 200
Testfar overall effect Z=1.50 (F = 0.13) Favours lithium (every other day) Favours lithium (daily)

4
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1.2 OUTCOMES FOR LITHIUM COMPARED WITH PLACEBO

1.2.1 Number of participants who relapsed (any type)

Lithium Placebo Risk Ratio Risk Ratio

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

CUNKERTY7E 10 16 18 24 A38% 0.83[0.53,1.30]

STALLOMETATI 3 25 18 27 461% 018 [0.06, 0.54] —i—

Total (95% CI) 41 51 100.0% 0.41 [0.07, 2.43]

Total events 13 36

Heterogeneity: Tau :_1.4.?‘; ChiF=911,df=1{F=0.003 F=289% obs 02 i : 20

Testfor overall effect £=093 (F=0.33) Favours lithium Favours placebo
Lithium Placebo Risk Ratio Risk Ratio

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

BOWYDERZ003 18 4k 44 0 43.3% 056 [0.38, 0.83] -

CALABRESEZ003 a6 121 GE 121 &6BT7% 0.85 [0.66, 1.09)

Total (95% CI) 167 191 100.0% 0.71 [0.47, 1.06]

Total events 74 114

Heterogeneity: Tau : 0.06; Chi*=3.10,df =1 {F=0.08) F=68% obs 02 i : 20

Testfor overall effect £= 166 (F=010) Favours lithium Favours placebo
Lithium Placebo Risk Ratio Risk Ratio

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

FPRIER1G73 43101 g4 104 100.0% 053 [0.41, 067

Total (95% CI) 101 104 100.0% 0.53 [0.41, 0.67] e

Total events 43 a4

Heterogeneity: Mat applicable IIIIE IIII.?‘ 155 é

Testfor overall effect: £=512 (P = 0.00001) Fax-‘ciurs Iifhium FEI".-'DLirS placebo

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

Placebo
Events Total

Lithium

Study or Subgroup  Events Total

Risk Ratio
M-H, Random, 95% CI

BCOAWDERZOO0 28 91 36 94 100.0% 0.80[0.54,1.20]
Total (95% CI) a1 94  100.0% 0.80 [0.54,1.20]
Total events 28 36

Heterogeneity: Mot applicable
Test for overall effect £=1.07 (F=0.28)

Appendix 21

005 02 0 A & 20
Favours lithium  Favours placebo



Interventions for long-term management — forest plots

Number of participants who relapsed (mania)

Lithium Placebo Risk Ratio Risk Ratio

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

BOWYDER 2000 149 91 21 94 100.0% 0.93[0.54,1.62]

Total (95% CI} 91 94 100.0% 0.93 [0.54,1.62]

Total events 19 21

oot on o 2 o34 =031 o 1 i 4

estfor overall effect: 2= 0.24 (F = 0.81) Favours lithium  Favours placebo
Lithium Placebo Risk Ratio Risk Ratio

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

BOWYDEMZ003 a 46 28 0 100.0% 0.43[0.22 087

Total (95% CI} 46 0 100.0% 0.43[0.22,0.87] 4

Total events a 23

e et o355 e~ il o7

estfor overall efiect 2= 2.36 (F = 0.02) Favours lithium  Favours placebo
Lithium Placebo Risk Ratio Risk Ratio

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

DUMMERTYTE 1 16 3] 24 100.0% 0.25[0.03,1.89]

Total (95% CI} 16 24 100.0% 0.25[0.03,1.89] ———

Total events 1 3]

e et o 3 01 il o7

estfor overall effect: 2=1.34 (F = 0.18) Favours lithium  Favours placebo
Lithium Placebo Risk Ratio Risk Ratio

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

FRIEMN1973B 2 14 K] 13 100.0% 0.48[0.09, 2.48] —

Total (95% CI} 18 13 100.0% 0.48 [0.09, 2.48] ——enil—

Total events 2 3

e et o 051 ¢ -0 il o7

estfor overall effect: 2= 0.87 (F = 0.38) Favours lithium  Favours placebo
Lithium Placebo Risk Ratio Risk Ratio

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

FRIEM1873 27101 e 104 100.0% 0.36 [0.24, 0.50]

Total (95% CI) 101 104 100.0% 0.36 [0.25, 0.50] s 2

Total events 27 7a

Heterogeneity: Mot applicable sz EI!E ﬁ é

Test for overall effect £=5.92 (F = 0.00001)
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Interventions for long-term management — forest plots

Number of participants who relapsed (depression)

Lithium Placebo Risk Ratio Risk Ratio

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

BOWYDER 2000 4 91 14 94 100.0% 062 [0.29 1.34] —

Total (95% CI} 91 94 100.0% 0.62 [0.29,1.34] -

Total events 4 14

Heterogeneity; Mot applicable n |=:|5 |:|=2 é 2=III

Test for overall effect: =121 (P=0.23) F.aunurs .Iithium Favours placebo

Lithium Placebo Risk Ratio Risk Ratio

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

BOWDEMZ003 10 46 21 70 100.0% 0.72[0.38,1.39] —

Total (95% CI) 46 70 100.0% 0.72 [0.38,1.39] -l

Total events 10 1

e 2% -0 ohs P

estforoverall efiect 2= 0.96 (P = 0.33) Favours lithium (low) Favours lithium{standard)
Lithium Placebo Risk Ratio Risk Ratio

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

DUMMERTATE 9 16 12 24 100.0% 1.13[0.62, 2.03]

Total (85% CI) 16 24 100.0% 1.13[0.62, 2.03]

Total events 4 12

Heterogeneity: Mat applicahle ] |=:|5 I:IIE 7 é EIIII

Test for overall effect: =039 (P =070 F'aunurs .Iithium Favours placebo
Lithium Placebo Risk Ratio Risk Ratio

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

FRIEM1973E 2 148 a 13 100.0% 0.29[0.07,1.26] B

Total (85% CI) 18 13 100.0% 0.29 [0.07, 1.26] —oni-

Total events 2 a

Heterogeneity: Mat applicahle ] |=:|5 I:IIE é EIIII

Test for overall effect: Z=1.65 (FP=0.10) F'aunurs .Iithium Favours placebo
Lithium Placebo Risk Ratio Risk Ratio

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

PRIEM1873 43 101 a4 104 100.0% 053 [0.41, 06T

Total (95% CI) 101 104  100.0% 0.53 [0.41, 0.67] -

Total events 43 a4

Heterageneity; Mot applicable EI=5 IZI=T 115 é

Test for overall effect £=512 (P = 0.00001)
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Number of participants discontinuing (for any reason)

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

Heterogeneity: Taw®=0.00; Chi*= 016, df=1 (F=0.649); F=0%

Test for overall effect: Z=0.74 (P =0.48) 0.005 0.1 1 10 200

Favours lithium Favours placebo

Lithium Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% ClI
BOWYDEMZ003 26 46 21 0 47.0% 1.88[1.22, 292 .
CALABRESEZ003 45 121 43 121 a30% 1.05[0.74, 1.46]
Total (95% CI} 167 191 100.0% 1.38 [0.78, 2.45]
Total events 1 E4

Heterogeneity: Tauw®=013; Chi*=4.39, df =1 (F=0043 F=77%

Test for overall effect: =109 (P =0.27) 0.01 0.1 1 10 100

Favours lithium Favours placebo

Lithium Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
BOWYDER 2000 11 91 aa 94 100.0% 1.21[0.86,1.71]
Total (95% CI} 91 94 100.0% 1.21 [0.86, 1.71]
Total events 41 34

Heterogeneity: Mot applicable

Test for overall effect: Z=1.08 (P =023 0102 05 1 2 5 10

Favours lithium  Favours placebo

Lithium Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
FRIEM1G73 23101 a7 104 100.0% 0.42[0.28 062
Total (95% CI} 101 104  100.0% 0.42[0.28,0.62] 4
Total events 23 ar
Heterogeneity; Mot applicable |:|=2 |:|=5 é é
Test for overall effect: £=4.31 (F = 0.0001) Faﬁnurs Iitﬁium Favours placebo
Lithium Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
FRIEM19T3E 1 148 4] 13 100.0% 0.12[0.02,0.88]
Total (95% CI} 18 13 100.0% 0.12 [0.02, 0.88] -
Total events 1 3]
Heterogeneity: Mot applicable iII.EIEIE IZI!1 1'III EDIIi

Test for overall effect: £ = 2.08 (P =0.04) Favours lithium Favours placebo

Lithium Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
YWEISLER 2011 99 364 a0 404 100.0% 1.37[1.06,1.78]
Total (95% CI} 364 404 100.0% 1.37 [1.06, 1.78] <
Total events 99 a0
Heterogeneity: Mot applicable EI!E IZI!T 1!5 ﬁ

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

Appendix 21



Interventions for long-term management — forest plots

Number of participants discontinuing due to side effects

Lithium Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% ClI
BOVWDEMNZOO3 16 46 10 0 43.6% 2437[1.21, 4.89] -
CALABRESEZOO3 19 121 12 121 81.4% 1.88[0.80, 3.12] -
Total (95% Cl) 167 191 100.0% 1.95[1.20, 3.17] 1.‘
Total events 38 22
Heterogeneity: Taw®=0.00; Chi*=0.76, df=1 (F=0.38);, F=0% 'IZI.IIIIZIE EIH 1'EI EEIIII'

Test for overall effect: £ = 2.70 (F=0.007)

Favours lithium Favours placebo

Lithium Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
BOWYDER 2000 K3 91 11 94 100.0% 2.91[1.56, 5.44]
Total (95% CI} 91 94 100.0% 2.91 [1.56, 5.44] <&
Total events 31 11

Heterogeneity: Mot applicable

00058 01 1n 200

Test for overall effect: £ = 3.35 (F = 0.0008) Favours lithium Favours placebo
Lithium Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
YWEISLER 2011 20 364 10 404 100.0% 2.22[1.048, 4.68]
Total (95% CI} 364 404 100.0% 2.22[1.05, 4.68] <
Total events 20 10
estfor overall effect: 2= 2.10 (F = 0.04) Favours lithium  Favours placebo
Number of suicides
Lithium Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 85% Cl
FRIEM19T3E 1 18 1 123 100.0% 0.25[0.01, 5.59] .
Total (95% CI) 18 13 100.0% 0.25[0.01, 5.59] ————
Total events 1 1
estior overall effect 2= 0.88 (P = 0.35) Favours lithium Favours placebo
Number of deaths
Lithium Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
PRIEMN19T3E 1 18 1 13 100.0% 0.72[0.05 10.52]
Total (95% CI}) 18 13 100.0% 0.72 [0.05,10.52]

Total events 1 1
Heterogeneity: Mot applicable
Test for overall effect: =024 (P=0.81)
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Psychosocial functioning (Global Assessment Scale)?

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

Heterogeneity: Tau? = 0.00; Chiz2=0.77, df = 1 (P = 0.38); I2 = 0%
Test for overall effect: Z = 1.89 (P = 0.06)

1.2.2 Outcomes for lithium compared with carbamazepine

Number of participants who relapsed (any type)

T T T T T
-1 05 O 0.5 1

Favours lithium Favours placebo

Lithium Carbamazepine Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl N-H, Random, 95% CI
HARTOMG2003 IR 44 iy 50 18.8% 0.601[0.32,1.08] —®
KLEIMDIEMST20004 23 a8 33 56 46.6% 0.67 [0.46, 0.98) —
KLEIMDIEMST2000k 1 4 4 14 1.7% 0.39[0.05, 2.95]
WOLF1897 25 a4 26 g4  33.0% 0.96 [0.61,1.52] e
Total (95% CI) 195 204 100.0% 0.73 [0.56, 0.95] &
Total events G0 a4
Heterogeneity: Tau*=0.00; Chi#F=2.37, df=3 (P=0.480% F=0% 'IZI.I:H Df1 1-0 1E|E|'

Testfor overall effect £=2.32 (P =0.02)

Favours lithium  Favours carbamazepine

Lithiwm Carbamazepine Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
COXHEADT19492 a 16 ] 15 100.0% 1.26 [0.87,2.79]
Total {95% CI) 16 15 100.0% 1.25 [0.57, 2.75]
Total events a ]

Heterogeneity: Mot applicable

0 1 10 100

o _ 0.0
Testfor overall effect. £ = 0.55 (P = 0.58) Fawvours lithium Favours carbamazepir
Number of participants who relapsed (mania)
Lithium Carbamazepine Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
HARTOMG2003 4 44 10 a0 100.0% 045014, 1.348]
Total (95% CI) 44 50 100.0% 0.45[0.15, 1.35] e
Total events 4 10
Heterogeneity: Mot applicable 0 0 0's ] : 0

Testfor overall effect Z=142(P=015)

2 Scores have been reversed so that higher change scores indicate a worsening of functioning,
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Number of participants who relapsed (depression)

Lithium Carbamazepine Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
HARTOMNGZ2003 7 44 11 50 100.0% 0.72[0.31,1.70] —
Total (95% CI) 44 50 100.0% 0.72 [0.31,1.70] —=et——
Total events 7 11
Heterogeneity: Mot applicahle 01 03 0% 7 : 10

Test for overall effect: £=0.74 (P = 0.4E)

Number of participants who were hospitalised

Favours lithium Favours carbamazepine

Lithium Carbamazepine Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI N-H, Random, 95% CI
COXHEADT992 ] 16 ] 15 100.0% 0.94 [0.34, 2.60]
Total (95% CI) 16 15 100.0% 0.94 [0.34, 2.60]
Total events 5 5
Heterogeneity: Mot applicable 'IZI.IZI1 Df1 1. 1'|:| 1DD.

Testfor overall effect. =012 (P =0.90)

Number of participants discontinuing (for any reason)

Favours lithium  Favours carbamazepine

Lithium Carbamazepine Risk Ratio Risk Ratio

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

HARTOMG2003 18 44 13 50 82.2% 1.487[0.87, 2.83] il

WOLF1997 ] a4 18 84  47.8% 0.33[0.14, 0.80] —l—

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

Total events 24 )

?etnta;ngenemrl:lT?ru t=Z1_1 Big?ahlpz—aﬁ?zl df=1 (P =0.003);, F=88% 0.005 01 10 2i0

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

Lithium Carbamazepine Risk Ratio Risk Ratio

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

COXHEAD1992 1 16 2 15 100.0% 0.47 [0.05, 4.65]

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

Total events 1 2

Heterogeneity: Mot applicahle D.EiIZIS DH 1'IZI zﬁn

Testfor overall effect Z=065(F =052}

Appendix 21

Favours lithium Favours carbamazepine
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Interventions for long-term management — forest plots

Number of participants discontinuing due to side effects

Lithium Carbamazepine Risk Ratio Risk Ratio

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

HARTOMGZ003 ] 44 4 a0 38.9% 1.42[0.47, 4 96] —

WOLF1987 12 ad ] a4 B1.1% 2.40[0.88 6.51] ——

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

Total events 17 9

?et?;ngenemfl:l T?ru t:-gfl?;é:ghlpz—nﬁﬂé df=1{F =052 F=0% 0005 o 10 b0

estfor overall effect Z=1.68 (F = 0.08) Favours lithium Favours carbamazepine

Lithium Carbamazepine Risk Ratio Risk Ratio

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

COXHEAD1992 1] 16 2 15 100.0% 019[0.01, 3.63]

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

Total events 1] 2

Heterogeneity: Mot applicable 0005 0 10 200

Testfor overall effect: Z=1.11 (P = 0.27)

1.2.3 Outcomes for lithium compared with lamotrigine

Number of participants who relapsed (any type)

Favours lithium Favours carbamazepine

Lithiuwm Lamotrigine Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
LICHTZ010 k)| g0 33 62 100.0% 0.97 [0.69, 1.36]
Total (95% CI) &0 62 100.0% 0.97 [0.69, 1.36]
Total events Kl 33

e AL o7 o5 1 & &b
estfor overall effect Z=0.17 (P = 0.66) Favours lithium Favours lamaotrigine
Number of participants discontinuing (for any reason)
Lithiuwm Lamotrigine Risk Ratio Risk Ratio

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

LICHTZ2010 149 G0 14 G2 100.0% 1.09 [0.64, 1.87]

Total {95% CI) 60 62 100.0% 1.09 [0.64, 1.87]

Total events 19 18

Heterogeneity: Mot applicable III.E'IEIE EI!‘I 1| 1'EI Elfllil

Test for overall effect =032 (P =0.79)

Appendix 21

Favours lithium Favours lamotrigine
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Interventions for long-term management — forest plots

1.2.4 Outcomes for lithium compared with valproate

Number of participants who relapsed (any type)

Lithium Valproate Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
BOWYDEMNZ2000 28 91 45 187 100.0% 1.28 [0.86, 1.91] ]
Total (85% CI) 91 187 100.0% 1.28 [0.86, 1.91] e
Total events 28 45
Heterogeneity; Mot applicable IZI=5 IZI=T 115 é
Test for overall effect Z=1.21 (P=0.23 Favours lithium Favours valproate
Lithium Valproate Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
CALABRESEZO0AC 148 3z 14 28 100.0% 1.13[0.70,1.82]
Total (95% CI) 32 28 100.0% 1.13[0.70,1.82]
Total events 18 14

0507 1 15 2
Favours lithium  Favours valproate

Heterogeneity: Mot applicahle
Taestfor overall effect: Z=042 (P =0.63)

Lithium Valproate Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% ClI
GEDDES2010 B4 110 76 110 100.0% 0.85[0.70 1.08] .
Total (95% CI) 110 110 100.0% 0.85 [0.70, 1.05] L
Total events B4 7a
Heteropgeneity: Bot applicable IZI!E IZI!T 1!5 ﬁ

Test for overall effect: =153 (FP=013 Favours lithium  Favours valproate

Number of participants who relapsed (mania)

Lithiwm Valproate Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
BOYWWDEMZO00 149 51 33 187 1000% 1.18[0.71, 1.96]
Total (95% Cl) 1) | 187 100.0% 1.18 [0.71, 1.96]
Total events 14 33

0.05 0.2 1 5 20
Favaours lithium  Favours valproate

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

Lithium Valproate Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
CALABRESEZO0SC 7 3z G 28 100.0% 1.02[0.28, 2.68]
Total (95% CI) 32 28 100.0% 1.02 [0.39, 2.68]
Total events T G

0.2 0.5 1 2 5
Favours lithium  Favours valproate

Heterogeneity: Mot applicable
Testfor overall effect: Z=0.04 (P =0.97)

13
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Interventions for long-term management — forest plots

Lithium Valproate Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
GEDDES2010 40 110 48 110 100.0% 0.82[0.59,1.13] B
Total {95% Clj 110 110 100.0% 0.82 [0.59,1.13] -
Total events 4n 49
Heterogeneity: Mot applicable 'III.E IIITE ﬁ 5'

Testfor overall effect £=1.23 (P =022

Favours lithium Favours valproate

Number of participants who relapsed (depression)

Lithium Valproate Risk Ratio Risk Ratio

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

BOWYDEMR 2000 ] 91 12 187 100.0% 1.54 [0.67F, 3.52]

Total (85% CI) 91 187 100.0% 1.54 [0.67, 3.52]

Total events ] 12

S e o o1 1

estfor overall effect 2=1.02 (F = 0.31) Favaours lithium  Favours valproate
Lithium Valproate Risk Ratio Risk Ratio

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

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

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

Total events 11 a

Heterogeneity: Mat applicable I:IIE I:IIT 155 é

Testfor overall effect: Z=048 (P =0.62) Favours lithium Favours valproate
Lithium Valproate Risk Ratio Risk Ratio

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

GEDDES2010 a5 110 a0 110 100.0% 0.70[0.50, 0.99]

Total (85% CI) 110 110 100.0% 0.70 [0.50, 0.99] B

Total events 34 a0

Heterogeneity; Mot applicable IZI=5 IZI=T 115 é

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

Favaours lithium  Favours valproate

Number of participants who were hospitalised

Lithium Valproate Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
GEDDES2010 22 110 28 110 100.0% 0.88 [0.83, 1.46]
Total (85% CI) 110 110 100.0% 0.88 [0.53, 1.46]
Total events 22 245

Heterogeneity: Mot applicable
Test for overall effect £=0.49 (P =062

Appendix 21

01 02 05 1 2 & 10
Favours lithium Favours valproate
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Interventions for long-term management — forest plots

Number of participants discontinuing (for any reason)

Lithium Valproate Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
BOWYDERZ000 41 91 71 187 100.0% 1.18[0.89, 1.549]
Total (95% CI) 91 187 100.0% 1.19 [0.89, 1.59]
Total events 41 1

Heterogeneity: Mot applicable
Test for overall effect =115 (FP=0.24)

Lithium Valproate
Study or Subgroup

Risk Ratio
Events Total Events Total Weight M-H, Random, 85% Cl

ooos 01 1 10 200
Favours lithium Favours valproate

Risk Ratio
M-H, Random, 95% CI

CALABRESEZ2ODAC 10 3z G 28 100.0%
Total (95% CI) 32 28 100.0%
Total events 10 4]

Heterageneity: Mot applicahle
Testfor overall effect: £=0.84 (P =040

1.46 [0.61, 3.50]

1.46 [0.61, 3.50]

0oos 01 1 A0 200
Favours lithium  Favours valproate

Lithium Valproate Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
GEDDES2010 a4 110 53 110 100.0% 1.02[0.78, 1.34]
Total (95% CI) 110 110 100.0% 1.02 [0.78, 1.34]
Total events a4 a3

Heterogeneity: Mot applicable
Test for overall effect =013 (F =08

Number of participants discontinuing due to side effects

ooos 01 1 10 200
Favours lithium Favours valproate

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

Heterogeneity: Mot applicable
Testfor overall effect £=1.02 (F=0.31)

1.2.5 Outcomes for olanzapine compared with lithium

Number of participants who relapsed (any type)

ooos 01 1 10 200
Favaurs lithium  Favours valproate

Olanzapine Lithium Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
TOHEMZ005 a3 7 B9 214 100.0% 0.76 [0.56,1.03]
Total (95% CI) 217 214 100.0% 0.76 [0.56, 1.03] B
Total events a3 52|
Heterogeneity: Mot applicable IZI!S III!T 1!5 ﬁ

Test for overall effect: Z=1.79 (P =0.07)

Appendix 21

Favours olanzapine Favours lithium
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Interventions for long-term management — forest plots

Number of participants who relapsed (mania)

Olanzapine Lithium Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
TOHER 2005 2%/ M7 53 214 100.0% 0.47[0.30,072]
Total {95% CI) 217 214 100.0% 0.47 [0.30, 0.72] —eni-—
Total events 24 a3
Heterogeneity: Mot applicable EITE IIIT? 155 ﬁ

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

Number of participants who relapsed (depression)

Favours olanzapine Favours lithium

Olanzapine Lithium Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
TOHEMZ005 28 M7 16 214 100.0% 1.73[0.96, 3.10] T
Total (95% CI) 217 214 100.0% 1.73 [0.96, 3.10] ——ai——
Total events 28 16
Heterogeneity: Mot applicable EITE IIIT? 155 ﬁ

Testfor overall effect £=1.83 (FP=007)

Number of participants discontinuing (for any reason)

Favours olanzapine Favours lithium

Olanzapine Lithium Risk Ratio Risk Ratio

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

TOHEMZ005 116 217 144 214 100.0% 0.79[0.68, 093]

Total (95% CI) 217 214 100.0% 0.79 [0.68, 0.93] o

Total events 116 144

Heterogeneity; Mot applicable |=:|5 IIII.?‘ 155 25

Test for averall effect £= 280 (P = 0.004) Faﬁ'murs nlénzapine Favours Iifhium
Number of participants discontinuing due to side effects

Olanzapine Lithiwm Risk Ratio Risk Ratio

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

TOHERZ005 41 27 85 214 100.0% 0.74[0.51,1.0%]

Total (95% CI) 217 214 100.0% 0.74 [0.51, 1.05]

Total events 41 a4

e et 09 R B

estfor overall effiect £=1.68 (P =0.09) Favours olanzapine Favours lithium

16
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Interventions for long-term management — forest plots

Change in weight (kg)

Std. Mean Difference

Olanzapine Lithium Std. Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Random, 95% CI IV, Random, 95% Cl
TOHEMZO004 18 &8 217 14 & 214 1000% 0.07 012, 0.2/]
217 214 100.0% 0.07 [[0.12, 0.26]

Total (95% CI)

Heterogeneity: Mot applicable
Test for overall effect 2= 076 (P =0.44)

1 1 1 1
05 -025 0 025 05

Favours olanzapine Favours lithium

1.2.6 Outcomes for valproate compared with lithium and valproate combination

Number of participants who relapsed (any type)

Valproate Lithium + valproate Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight N-H, Random, 95% CI NM-H, Random, 95% Cl
GEDDES2010 10 58 110 100.0% 1.29[1.04, 1.61]
Total {95% Cly 110 110 100.0% 1.29 [1.04, 1.61] -
Total events 7a a8
Heterogeneity: Mot applicable 055 IZITF’ 155 ﬁ

Testfor overall effect Z=231(P=0.02

Number of participants who relapsed (mania)

Favours valproate Favours lithium+vaproate

Valproate Lithium + valproate Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
GECDES2010 48 110 a0 110 100.0% 1.63[1.13, 2.36]
Total (95% CI) 110 110 100.0% 1.63 [1.13, 2.36] —agli——
Total events 19 a0
Heterogeneity: Mot applicahle 055 D!? 1!5 ﬁ

Test for overall effect: Z= 2.60 (F = 0.009)

Number of participants who relapsed (depression)

Favours valproate Favours lithium+valproate

Valproate Lithium + valproate Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 85% CI
GEDDESZ010 a0 110 ag 110 100.0% 1.28[0.93,1.77] T
Total (95% CI) 110 110 100.0% 1.28 [0.93,1.77] i
Total events a0 4
Heterogeneity: Mot applicahle I:ITS Elf? 155 i

Testfor overall effect. Z=1.50¢{FP =0.13)

Number of participants who were hospitalised

Favours valproate Favours lithium-+valproate

Valproate Lithium + valproate Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
GEDDESZ20M0 X 10 16 110 100.0% 1.86 [0.88, 2.76] I
Total (95% Cl) 110 110 100.0% 1.56 [0.88, 2.76] —enilii-—
Total events 24 16
Heterogeneity: Mot applicable D|_1 sz 015 i é 1'I:|

Testfor overall effect Z=1.594 (F=012)

Appendix 21

Favours valproate Favours lithium+valproate
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Interventions for long-term management — forest plots

Number of participants discontinuing (for any reason)

Valproate Lithium + valproate Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
GEDDES2010 83 110 Ak 110 100.0% 095 [0.72,1.24)]
Total (95% Cl) 110 110 100.0% 0.95 [0.72, 1.24]
Total events 53 a6

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

Number of participants discontinuing due to side effects

0 1 10 200

0.005
Favours valproate Favours lithium+valproate

Valproate Lithium + valproate Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
GEDDES2010 a3 110 il 110 100.0% 0.95[0.72,1.24]
Total (95% CI) 110 110 100.0% 0.95[0.72,1.24]
Total events a3 a6
Heterogeneity: Mot applicahle 0005 01 ] 10 =ho

Testfor overall effect: £= 0.40 {F = 0.69)

Favours vaproate Favours lithium-+valproate

1.2.7 Outcomes for lithium compared with lithium and valproate combination

Number of participants who were hospitalised

Lithium Lithium + valproate Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
GEDDESZ010 22 110 16 110 100.0% 1.38[0.7G, 2.47] —
Total (95% Cl) 110 110 100.0% 1.38 [0.76, 2.47] —=ai——
Total events 22 16
Heterogeneity: Mot applicahle D'.1 Df2 Dfﬁ é é 1'D

Testfor overall effect: £=1.06 (P =0.29)

Number of participants who relapsed (any type)

Favours lithium  Favours lithium-+valproate

Risk Ratio

Lithium Lithium + Valproate Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
GEDDESZ2010 g4 110 58 110 100.0% 1.10[0.87,1.40]
Total (95% CI) 110 110 100.0% 1.10 [0.87, 1.40]
Total events B4 58

Heterogeneity: Mot applicable
Testfor overall effect: Z=0.81 (F=042

Appendix 21
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Favours lithium Favours lithium+valproate
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Interventions for long-term management — forest plots

Number of participants who relapsed (mania)

Lithium Lithium + valproate Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
GEDDES2010 40 110 30 110 100.0% 1.33[0.90,1.97] =
Total (95% Cl) 110 110 100.0% 1.33 [0.90,1.97] —nal——
Total events 40 30
Heterogeneity: Mot applicahle D!S D!T 155 ﬁ

Testfor overall effect Z=1.44 (P=0.15)

Number of participants who relapsed (depression)

Favours lithium  Favours lithium-+valproate

Lithium Lithium + valproate Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
GEDDES2010 s 110 34 110 100.0% 0.90[0.62,1.30] —
Total (95% Cl) 110 110 100.0% 0.90 [0.62, 1.30] i
Total events 35 k]
Heterogeneity: Mot applicahle s 07 s &

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

Number of participants discontinuing (for any reason)

Favours lithium Favours lithium+valproate

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

Heterogeneity: Mot applicable
Testfor overall effect Z=0.27 (P =079

0.005

Number of participants discontinuing due to side effects

0.1 1 10 200
Favours lithium  Favours lithium-+valproate

Lithium Lithium + valproate Risk Ratio Risk Ratio
Study or Subgroup  Events Tofal Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
GEDDESZ010 10 110 16 110 100.0% 0.63[0.30,1.33] r
Total (95% CI) 110 110 100.0% 0.63 [0.30,1.32] L
Total events 10 16

Heterogeneity: Mot applicahle
Testfor overall effect: £=1.24 (F=0.22)

Appendix 21
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0.1 10 200
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Interventions for long-term management — forest plots

1.3 ANTIPSYCHOTICS

1.3.1 Outcomes for aripiprazole compared with placebo (all participants taking

lamotrigine)

Number of participants who relapsed (any type)

Aripiprazole Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
CARLSOM2012 an 178 A6 173 100.0% 0.69[0.49 098]
Total {95% CI) 178 173 100.0% 0.69 [0.49, 0.98] -
Total events 410 ah
Heterogeneity: Mot applicahle IZI!E IZI!T 1!5 ﬁ

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

Number of participants who relapsed (mania)

Favours aripiprazole Favours placebo

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

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

Number of participants who relapsed (depression)

Favours aripiprazole Favours placebo

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

Testfor overall effect: £= 086 (F =039

Number of participants discontinuing (for any reason)

Favours aripiprazole Favours placebo

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

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

Appendix 21
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Interventions for long-term management — forest plots

Number of participants discontinuing due to side effects

Aripiprazole Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
CARLSOMZO1Z 16 178 m 173 100.0% 1.86 [0.73, 3.33]
Total (95% CI) 178 173 100.0% 1.56 [0.73, 3.33]
Total events 16 10
e S 1 .26 LI M O

estior overall effect 2=1.14 (F = 0.26) Favours aripiprazole Favours placebo
Change in weight (kg)

Aripiprazole Placebo 5td. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% Cl
CARLEOM2012 043 a78 1581 -1.81 474 143 1000% 0.39[0.16, 0.62]
Total {95% CI) 151 143 100.0% 0.39 [0.16, 0.62] L 3
Heterogeneity: Mot applicable I2 I1 3 1! %

Test for overall effect =329 (P = 00010}

Favours aripiprazole Favours placebo

1.3.2 Outcomes for aripiprazole compared with placebo (all participants taking

lithium or valproate)

Number of participants who relapsed (any type)

Aripiprazole Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
MARCLIS2011 25 168 43 168 100.0% 0.53[0.38, 0.91]
Total {95% CI) 168 169 100.0% 0.58 [0.38, 0.91] —glifii-—
Total events 24 43
Heterogeneity: Mot applicahle IZI!E IZI!T 1!5 ﬁ

Testfor overall effect: £= 237 (P =002

Number of participants who relapsed (mania/mixed)

Favours aripiprazole Favours placebo

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

Testfor overall effect Z= 236 (F =002

Appendix 21
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Interventions for long-term management — forest plots

Number of participants who relapsed (depression)

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

Testfor overall effect Z=072(FP=047)

Number of participants discontinuing (for any reason)

Favours aripiprazole Favours placebo

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

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

Number of participants discontinuing due to side effects

0.a05 01 1 10 200
Favours aripiprazole Favours placebo

Aripiprazole Placebo Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
MARCLISZ2011 14 168 18 169 100.0% 1.27 [0BT, 2.47]
Total (95% Cl) 168 169 100.0% 1.27 [0.67, 2.42]
Total events 14 14
e S s .0 LI M O

estior overall effect 2= 0.74 (F = 0.46) Favours aripiprazole Favours placebo

Change in weight (kg)
Aripiprazole Placebo Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
MARCLISZ2011 1.07 B2 160 06 622 161 100.0% 008014, 029

Total (95% CI) 160 161 100.0% 0.08 [-0.14, 0.29]

Heterogeneity: Mot applicable I I 1 t ;

e _ -05 -025 0 0325 04
Testfor overall effect: 2= 0.63 (P = 0.50) Favours aripiprazole Favours placebo
Number of suicides
Aripirazole Placebo Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
MARCUSZ2011 1 168 0 169 100.0% 202012 73.59]

Total (95% Cl) 168 169 100.0% 3.02 [012, 73.55] ——*——
Total events 1 1

Heterogeneity: Mot applicable 'EI.III1 IZI!1 1'IZI 1IZIIZI'

Testfor overall effect £=0.68 (F=0.50)
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Interventions for long-term management — forest plots

1.3.3 Outcomes for olanzapine compared with placebo (all participants taking

lithium or valproate)

Number of participants who relapsed (mania)

Olanzapine Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
TOHEMZ004 3] 30 11 38 100.0% 0.69 [0.29, 1.658]
Total (95% CI) 30 38 100.0% 0.69 [0.29, 1.65] e ——
Total events ] 11
Heterogeneity: Rot applicable IZI!E IZI!T 1!5 ﬁ

Testfor overall effect: Z=0.83 (F=0.41)

Number of participants who relapsed (depression)

Favours olanzapine Favours placebo

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

Testfor overall effect: £Z=1.36(F =017}

Number of participants discontinuing (for any reason)

Favours olanzapine Favours placebo

Risk Ratio

Olanzapine Placebo Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
TOHEMZ004 34 a1 43 48 100.0% 077 [0.62, 0.94]
Total (95% CI) 5 43  100.0% 0.77 [0.62, 0.94] L
Total events 34 43

Heterogeneity: Rot applicable
Testfor overall effect: £Z=2.480(F =0.01)

Number of participants discontinuing due to side effects

0.005 01 1 10 200
Favours olanzapine Favours placebo

Olanzapine Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
TOHEMZ2004 ] a1 a 43 100.0% 0.59[0.21,1.67]
Total {95% Cl) 5 48 100.0% 0.59 [0.21, 1.67]
Total events a a

Heterogeneity: Mot applicable
Testfor overall effect: Z=089(F =032
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Interventions for long-term management — forest plots

1.3.4 Outcomes for olanzapine compared with placebo

Number of participants who relapsed (any type)

Olanzapine Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
WIETAZO12 32 137 ¥ 138 100.0% 0.42[0.30, 0.59]
Total (95% CI) 137 138 100.0% 0.42 [0.30, 0.59] .
Total events 32 T
Heterogeneity: Mot applicable EITE I:If? 155 ﬁ

Testfor overall effect: £=9.05 (P = 0.00001)

Number of participants who relapsed (mania)

Favours olanzapine Favours placebo

Olanzapine Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
WIETAZO12 20 137 a4 138 100.0% 0.37 [0.24, 0.59]
Total (95% CI) 137 138 100.0% 0.37 [0.24, 0.59] i
Total events 20 a4
Heterogeneity: Rot applicable Elfﬁ IZI!T 1!5 ﬁ

Testfor overall effect: £=4.24 (P = 0.0001)

Number of participants who relapsed (depression)

Favours olanzapine Favours placebo

Olanzapine Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
WIETAZO12 12 137 23138 100.0% 0.53[0.27,1.01]
Total (95% CI) 137 138 100.0% 0.53[0.27,1.01] ————
Total events 12 23
Heterogeneity: Rot applicable IZI!E IZI!T 1!5 ﬁ

Testfor overall effect: £=1.892 (F=0.09)

Number of participants discontinuing (for any reason)

Favours olanzapine Favours placebo

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

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

Appendix 21

0005 041 A 10 200
Favours olanzapine Favours placebo

24



Interventions for long-term management — forest plots

Number of participants discontinuing due to side effects

Risk Ratio

Olanzapine Placebo Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
WIETAZO12 4 138 2 140 100.0% 2.03[0.38,10.90] ]
Total (95% CI) 138 140 100.0% 2,03 [0.38, 10.90] e
Total events 4 2
Heterogeneity: Rot applicable IZI.IjIZIE IZI!1 1'IZI zljn

Testfor overall effect: Z=0.82 (F=0.41)

Favours olanzapine Favours placebo

1.3.5 Outcomes for paliperidone compared with placebo

Number of participants who relapsed (any type)

Paliperidone Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% ClI
BERWAERTS 2012 515 152 77148 1000% 0.83 [0.66, 1.06] r
Total (95% CI) 152 148 100.0% 0.83 [0.66, 1.06] e
Total events BE T
Heterogeneity. Mot applicable IZI!E IZI!? 155 ﬁ

Testfor overall effect £=149(F =014}

Number of participants discontinuing (for any reason)

Favours paliperidone Favours placebo

Paliperidone Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% ClI
BERWAERTS2012 ah 1452 a2 148 1000% 1.06 078 1.42]
Total (95% CI) 152 148 100.0% 1.05 [0.78,1.42]
Total events bala] a2

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

Number of participants discontinuing due to side effects

0.005 01 1 10 200
Favours paliperidone Favours placebo

Paliperidone Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
BERWAERTS2012 a 1452 4 148 100.0% 1.22[0.33, 4.44]
Total (95% CI) 152 148 100.0% 1.22 [0.33, 4.44]
Total events a 1

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

Appendix 21

0.005 01 1 10 200
Favours paliperidone Favours placebo

25



Interventions for long-term management — forest plots

Change in weight (kg)

Paliperidone Placebo Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean 5SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
BERVWAERTS2012 05 518 146  -0D6 5451 144 100.0% 021 [-0.03,0.44] ]
Total (95% Cl) 146 144  100.0% 0.21 [-0.03, 0.44] Tl
Heterogeneity: Mot applicahle I1 —IZIIE 5 DI5 1:
Testfor overall effect: Z=1.74 (F = 0.08) Favours paliperidone Favours placeba

1.3.6 Outcomes for quetiapine compared with placebo

Number of participants who relapsed (any type)

Quetiapine Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
YOUMG2Z012 (300md) 14 a9 147 53.6% Q.65 [0.47, 092 —il—
WOUMG2Z012 (600md) 32 1s0 a9 147 464% 0.583[0.37, 0.77] ——
Total {95% Cl) 201 284 100.0% 0.59 [0.46, 0.76] e
Total events 69 118
Heterogeneity: Tau® = 0.00; Chi®= 0.66, df=1 (P = 0.43); F= 0% IZIIE IZIIT 155 é
Test for overall effect: £=4.10(F = 0.0001) Favours qﬁetia.pine FEI'-.-'D.UFS placebo

Number of participants discontinuing (for any reason)

Quetiapine Placebo Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
YOUMG2Z012 (300md) 14 0147 464% 1.18[0.91,1.44] Tl
WOUMG2Z012 (600md) 93 1580 0147 536% 1.301[1.08, 1.61] -
Total {95% Cl) 201 204 100.0% 1.23[1.05,1.43] &
Total events 170 140
Heterogeneity: Tau® = 0.00; Chi®= 0.65, df=1 (P = 0.43); F= 0% IZI?E IZI?E é é
Test for overall effect £=2.60 (F=0.009) Favours quetiapine Favours placebo

Quetiapine Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
YWEISLERZ011 BE 404 a0 404 100.0% 085063, 1.14]
Total (95% CI) 404 404  100.0% 0.85 [0.63, 1.14]
Total events Ga a0
Heterageneity: Mot applicable III?E III?E } é é
Testfor averall effect Z=1.09 {(F =028 Favours quetiapine Favours placebo
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Interventions for long-term management — forest plots

Number of participants discontinuing due to side effects

Quetiapine Placebo Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
WOUMG2Z012 (600md) B 150 5 147 a0.0% 1.18[0.37, 3.77] i
YOUMG2Z012 (300md) B 141 5 147 a0.0% 1.25[0.39, 4.01] i
Total {95% Cl) 201 284 100.0% 1.21 [0.53, 2.76] —eei——
Total events 12 10
Heterogeneity: Tau® = 0.00; Chi®= 0.01, df=1 (P = 0.943; F= 0% IZI?E IZI?E é é
Test for overall effect £= 046 (F=0.69) Favours quetiapine Favours placebo

Quetiapine Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
WEISLERZ011 14 404 10 404 100.0% 1.40[0.63, 3.11] ]
Total (95% CI) 404 404  100.0% 1.40 [0.63, 3.11] —et
Total events 14 10
Heterogeneity: Mot applicable I:IIE IZIIE é é
Testfor overall effect £= 082 (F=041) Fa';'nurs queﬁapine Favours placebo

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

Number of participants who relapsed (any type)

Quetiapine Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
SLIPPESZ009 B3 310 163 313 a80E6% 0.39[0.31, 0.50] ——
YWIETAZOOEE B2 336 180 367 494% 0.38[0.29,0.48] ——
Total (95% CI) 646 680 100.0% 0.38 [0.32, 0.46] <%
Total events 124 343
Heterogeneity: Tau?= 0.00; Chi*=0.04, df=1 (P = 0.84%; F= 0% IZIIE IZIIT 155 é
Test far averall effect £=10.80 (P = 0.000013 Favours Eli_IEtiEl.pil'IE FEI'-.-'D.UTS placebo

Number of participants discontinuing (for any reason)

Quetiapine Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
SLIPPESZ009 137 30 84 313 BT7.I% 1.65[1.32, 2.06] [ |
YWIETAZOOEE B0 336 a0 367 31T% 1.31[0.93,1.89]
Total (95% CI) 646 680 100.0% 1.53 [1.24, 1.89] ]
Total events 187 134
Heterogeneity: Tau®= 0.00; Chif=1.20,df=1 (P= 027 F=17% 3 EiEIE Dl1 } 1:I:| Eéllil
Test for overall effect: £= 3.94 (P = 0.0001) Févuurs queﬁapine Favours placebo
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Interventions for long-term management — forest plots

Number of participants discontinuing due to side effects

Quetiapine Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% ClI
SUPPESZ0049 CLTE g 33 85.0% 4.421[2.08,8.37] -
YVIETAZODEE T 338 B 367 450% 1.27[0.43, 3.78]
Total (95% CI) 646 680 100.0% 2.53 [0.75, 8.53]
Total events 42 14
Heterogeneity: Tau®= 055 Chi®=3.45,df=1 (F=0.06); F=71% I:I.Eil:lﬁ I:If1 *i 1'I:| zljn

Testfor overall effect Z=1.49{F =014}

Change in weight (kg)

Favours quetiapine Favours placebao

Std. Mean Difference

Quetiapine Placebo Std. Mean Difference
Study or Subgroup Mean 5D Total Meanm SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
SUPPES2009 0.46 B 310 -195 51 313 1000% 0.43[0.27, 0.59]
Total (95% CI) 310 33 100.0% 0.43 [0.27, 0.59] o
Heterogeneity: Mot applicable 51 -IZIIE 1 IZIIS 15
Testfar averall effect: £= 533 (F = 0.00001) Favours quetiapine Favours placebo
Number of suicides
Aripiprazole Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total VWeight M-H, Random, 95% CI M-H, Random, 95% Cl
VIETAZODEE 1 336 1 367 100.0% 1.09[0.07,17.349]
Total (95% CI) 336 367 100.0% 1.09 [0.07, 17.39]
Total events 1 1
o 22 -0 I AR
estior overall effect 2= 0.06 (P = 0.95) Favours aripiprazole Favours placebo
Number of deaths
Aripiprazole Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
YIETAZOODEE 1] 336 2 367 100.0% 0.22[0.01,4.53]
Total (95% CI) 336 367 100.0% 0.22 [0.01,4.53] e ——
Total events 1 2
it i I f f !
Heterogeneity: Mot applicable 01 07 10 100

Test far averall effect Z=098 (P =0.33)
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Interventions for long-term management — forest plots

1.3.8 Outcomes for quetiapine compared with valproate

Number of participants discontinuing (for any reason)

Quetiapine Valproate Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
LAMGOSCHZ2008 15 21 12 16 100.0% 0.95 [0.64, 1.41]
Total {95% CI) 21 16 100.0% 0.95 [0.64, 1.41]
Total events 15 12
e o = 0 T T NN I
estfor overall effect: 2= 0.24 (F = 0.81) Favours quetiapine Favours valproate

1.3.9 Outcomes for risperidone long-acting injectable compared with placebo

injection
Number of participants who relapsed (any type)
Risperidone {injection) Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
QUIROZ2010 45 154 78 1459 100.0% 0.56[0.42 0.74]
Total (95% Cl) 154 149 100.0% 0.56 [0.42, 0.75] e
Total events 45 78
. . 1 1 | |
Heterogeneity: Mot amhcable EITS Df? 155 ﬁ
Test for overall effect: £=3.95 (F = 0.0001) Favours risperidone  Favours placebo
Risperidone {injection) Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total VWeight M-H, Random, 95% Cl M-H, Random, 95% CI
YWIETAZO12 a2 135 77138 100.0% 0.6 [0.53, 0.90]
Total (95% Cl) 135 138 100.0% 0.69 [0.53, 0.90] .
Total events a2 i
Heterogeneity: Mot applicakle E|=5 Di? 1:5 é
Testfor overall effect: 2= 2.80 (F = 0.005) Favours ris.peric.lnne FEI'-.-'DLII'S placebo

Number of participants who relapsed (mania)

Risperidone {injection) Placebo Risk Ratio Risk Ratio

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

QUIROZ2010 45 154 78 1459 100.0% 0.56[0.42 0.74]

Total (95% Cl) 154 149 100.0% 0.56 [0.42, 0.75] e

Total events 45 78

Heterogeneity: Mat applicable 0?5 D?? 1?5 é

Test for overall effect; £= 3.85 (P = 0.0001) Favours risperidone Favours placebo
Risperidone {injection) Placebo Risk Ratio Risk Ratio

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

YWIETAZO12 T 135 a4 138 100.0% 041 [0.34, 0.76]

Total {95% Cl) 135 138 100.0% 0.51 [0.34, 0.76] i

Total events 27 a4

Heterogeneity: Mat applicable EI?S D?? 1?5 é

Test for overall effect: £ = 3.32 (P = 0.00049) Favours risperidone Favours placebo
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Interventions for long-term management — forest plots

Number of participants who relapsed (depression)

Risperidone {injection) Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
GUIROQZ2010 45 1454 8149 100.0% 056042 079
Total (95% Cly 154 149 100.0% 0.56 [0.42, 0.75] e
Taotal events 445 ia

. . 1 1 | |
?ETI:;DQEHEII‘FI-l Nf?t atr':l;“—cgbglleﬁ P = 0.0001 05 07 15 1
estfor overall effect: Z= 3.95 ( : ) Favours risperidone  Favours placebo

Risperidone {injection) Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
WIETAZO12 25 134 23138 100.0% 1.11 [0.66, 1.86]
Total (95% Cly 1356 138 100.0% 1.11 [0.66, 1.86]
Total events 25 23

Heterngeneity: Mot applicakle
Test for overall effect; £= 0.40 (P = 0.69)

05 07 1 15 2
Favours risperidone Favours placebo

Number of participants discontinuing (for any reason)

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

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

0005 0.1 1 10 200
Favours risperidone  Favours placebo

Risperidone (injection)  Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
VIETAZ012 a0 137 23140 100.0% 1.33[0.82, 217
Total (95% CI) 137 140 100.0% 1.33[0.82, 2.17]
Total events a0 23

Heterogeneity: Mot applicahle
Test for overall effect 2=1.15 (P =0.249)

Number of participants discontinuing due to side

0.005 0.1 1 10 200
Favours risperidone Favours placebao

effects

Risperidone {injection) Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total VWeight M-H, Random, 95% Cl M-H, Random, 95% CI
QUIROZ2010 1 154 1 149 100.0% 0.97 [0.06,15.33]
Total {95% CI) 154 149 100.0% 0.97 [0.06, 15.33]
Total events 1 1
Heterogeneity: Mat applicable 2 I:iDE DH ] 1=I:| 2L1|D
Testfor overall effect: 2= 0.02 (F = 0.98) Favours risperidone Favours placebo
Risperidone (injection) Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total VWeight M-H, Random, 95% Cl M-H, Random, 95% Cl
YWIETAZOT 2 fi 137 2140 100.0% 307 [0.63, 14.93] ]
Total (95% CI) 137 140 100.0% 3.07 [0.63, 14.93] <l
Total events ] 2
Heterogeneity: Mat applicable 2 I:iDS D|1 1=I:| zl_im

Test for overall effect 2=1.38 P =017}
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Interventions for long-term management — forest plots

1.3.100utcomes for risperidone long-acting injectable compared with placebo
injection (all participants received treatment as usual)

Number of participants who relapsed (any type)

Risperidone + TAU  Placebo + TAU Risk Ratio Risk Ratio
Study or Subgroup Events Total Eventis Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
MACFADDERZ200S 15 A5 27 A9 100.0% 050 [0.30, 0.85)]
Total (95% Cl) 65 59 100.0% 0.50 [0.30, 0.85] ——eui—
Total events 14 27
Heterogeneity: Mot applicahle s 07 15 &

Testfor overall effect £= 256 (P =001

Number of participants who relapsed (mania)

Favours risperidone + TAU  Favours placebo + TAU

Risperidone + TAU  Placebo + TAU Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
MACFADDENZ00S 7 G5 16 89 100.0% 0.40([0.18, 090 ¢ .
Total (95% Cl) 65 59 100.0% 0.40 [0.18, 0.90] =——
Total events 7 16

Heterogeneity, Mot applicable
Testfor overall effect F=222 (P=003

Number of participants who relapsed (depression)

Risperidone + TAU Placebo + TAU Risk Ratio

05 07 15 32

Favours risperidone + TAU  Favours placebo + TAL

Risk Ratio

Study or Subgroup Events Total Eventis Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
MACFADDENZ2009 a A5 11 A9 100.0% 066 [0.29,1.53]

Total (95% Cl) 65 59 100.0% 0.66 [0.29, 1.53] ——e N ——

Total events a 11

Heterogeneity: Mot applicakle s 07 PP

Testfor overall effect Z=0.97 (P=0.33)

Number of participants discontinuing (for any reason)

Risperidone + TAU TAU Risk Ratio

Favours risperidone + TALl Favours placebo + TAL

Risk Ratio
M-H, Random, 95% CI

Study or Subgroup Events Total Events Total Weight M-H, Random, 85% Cl
BOBOZO11B L] 25 ] 25 100.0% 1.60 [0.63, 3.594]
Total {95% CI) 25 25 100.0% 1.50 [0.63, 3.59]
Total events L] ]
e e -0 s ol
estfor overall effect: 2= 0.91 (P = 0.36) Favours risperidone + TAL  Favours TAL
Number of participants discontinuing due to side effects
Risperidone {injection) Pacebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
MACFADDEMNZONY K] ia] 1 a9 100.0% 2.72[0.29, 25.47] —
Total (95% Cl) 65 59  100.0% 2.72[0.29, 25.47] —eogii———
Total events 3 1
o . 1 I | |
e e e 0.3 0dos 04 1 200
Bstfor overall effect: 2= 0.88 (F = 0.38) Favours risperidone  Favours placebo
31
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Interventions for long-term management — forest plots

1.3.110utcomes for risperidone long-acting injectable and treatment as usual

compared with treatment as usual alone

Number of participants discontinuing (for any reason)

Risperidone + TAU TAU Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 895% Cl M-H, Random, 95% Cl
BOBOZOME ] 25 G 25 100.0% 1.60[0.63, 3.549]
Total {95% CI) 25 25 100.0% 1.50 [0.63, 3.59]
Tatal events 4 fi
e o - 035 LR B S
estfor overall effect 2= 0.81 (P = 0.36) Favours risperidone + TAU  Favours TAU
Number of participants discontinuing due to side effects
Risperidone + TAL TAU Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 85% Cl M-H, Random, 95% Cl
BOBOZO11B 1 28 1] 25 100.0% 3.00[0.13,70.30]
Total (95% CI) 25 25 100.0% 3.00 [0.13, 70.30] —eegi i ———
Total events 1 1]
Heterogeneity: Mot applicable D.EiEIS I:If1 1'|:| zbn

Test for overall effect: £=0.68 (P = 0.45)

1.4 ANTICONVULSANTS

1.4.1 Outcomes for oxcarbazepine compared with plac

Favours risperidone + TAL  Favours TAL

ebo (all participants were

taking lithium)
Number of participants who relapsed (any type)
Oxcarbazepine Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
VIETAZO0S a 26 18 24 100.0% 0.80[0.26, 0.94]
Total (95% CI) 26 28 100.0% 0.50 [0.26, 0.94] -
Total events a 18
Heterogeneity; Mot applicable D=1 |:|=2 IJ:S é é 1i:|
Testfor overall efiect 2= 2.14 (F = 0.03) Favours oxcarbazepine Favours placebo
Number of participants who relapsed (mania)
Oxcarbazepine Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
YVIETAZO0S a 26 q 28 100.0% 0.62[0.24,1.61] —
Total (95% CI) 26 29 100.0% 0.62 [0.24, 1.61] —anl
Total events a q
Heteragensity: Mat applicable DI1 IZIIE IZIIS é é 1i:|
Test for overall effect: 2= 0.98 (P =0.33) Favours oxcarbazepine Favours placebo
32
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Number of participants who relapsed (depression)

Oxcarbazepine Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
WIETAZOO0S 3 26 4 28 100.0% 037 [011,1.23]
Total (95% CI) 26 29 100.0% 0.37 [0.11,1.23] e
Total events 3 q
Heterageneity: Mat applicable DI1 IZIIE IZIIS é é 1i:|
Testfor overall efiect 2= 1.62 (P =0.10) Favours oxcarbazepine Favours placebo
Number of participants discontinuing (for any reason)
Oxcarbazepine Placebo Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
YWIETAZOOS 10 26 10 28 100.0% 1120645, 2.24]

Total (95% CI) 26 29 100.0% 1.12 [0.55, 2.24]

Total events 10 10

Heterogeneity; Mot applicable 0 Einﬁ D=1 ] 1=E| zli_m
Testior overall efiect 2= 0.31 (F = 0.78) Favours oxcarbazepine Favours placebo
Number of participants discontinuing due to side effects

Oxcarbazepine Placebo Risk Ratio Risk Ratio

Study or Subgroup Evenis Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
YVIETAZO0S 3 26 2 28 100.0% 1.67 [0.30,9.24]

Total (95% CI) 26 29 100.0% 1.67 [0.30, 9.24]

Total events 3 2

Heteragensity: Mat applicable 0 IZiIZIE 051 ] 150 EIE'IEI
Testfor overall efiect: 2= 0.59 (F = [.56) Favours oxcarbazepine Favours placebo
Change in weight (kg)

Oxcarbazepine Placebo Std. Mean Difference 5td. Mean Difference

Study or Subgroup  Mean S0 Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl

WIETAZ008 -014 1.449 26 014 145 29 100.0% -016 [-0.69, 0.37]

Total (95% CI) 26 29 100.0% -0.16 [-0.69, 0.37]

Heterageneity: Mat applicable I_,] a0 —EEEI ) EII:I 'lI:ID:

Test for overall effect: = 0.58 (P = 0.56)
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Psychosocial functioning (Global Assessment of Functioning)3

Std. Mean Difference

Oxcarbazepine Placebo Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% ClI
VIETA2008 -2.37 12.57 26 148 15.31 29 100.0% -0.27 [-0.80, 0.26]
26 29 100.0% -0.27 [-0.80, 0.26]

Total (95% Cl)

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

T T T T T
-4 -2 0 2 4

Favours oxcarbazepine Favours placebo

1.4.2 Outcomes for gabapentin compared with placebo (all participants were
taking lithium, valproate, carbamazepine or combination)

Number of participants discontinuing (for any reason)

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

Heterogeneity: Mot applicable
Testfor overall effect =019 (F =089

Number of participants discontinuing due to side effects

] ] 1 ]
0aos 01 1 10 200
Favours gabapentin  Favours placebo

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

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

] ]
0aos 01 1 10 200
Favours gabapentin  Favours placebo

1.4.3 Outcomes for lamotrigine compared with placebo

Number of participants who relapsed (any type)

Lamotrigine Placebo Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
BOVYDEMNZ003 28 a4 44 T 441% 068 [0.50, 0.92] —i—
CALABRESEZ003 114 M BE 121 55.89% 0.851[0.78,1.17]
Total {95% CI) 280 191 100.0% 0.82 [0.59, 1.14]
Total events 143 114

ity == Chif= = = SR = f f 1 —
Heterogeneity: Taut=0.04; Chi*= 325, df =1 (P =007 F=69% s 07 1 15 &

Testfor overall effect =117 (P =024

3 Scores have been reversed so that higher change scores indicate a worsening of functioning,
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Number of participants discontinuing (for any reason)

Lamotrigine Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
BOWYDEMZ003 28 a4 21 0 46.3% 1.658[1.01, 2.47]
CALABRESEZOOZ Ga 221 43 121 837% 087 [0.63,1.18]
Total (95% Cl) 280 191 100.0% 1.14 [0.64, 2.06]
Total events EL G4

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

Number of participants discontinuing due to side effects

0.005 01 1 10 200
Favours lamotrigine Favours placebo

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

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

Psychosocial functioning (Global Assessment Scale)*

0aos 01 1 10 200
Favours lamotrigine Favours placebo

Lamotrigine Placebo Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% ClI IV, Random, 95% CI
BOWDEN2003 11 18.8 58 11 14 69 43.9% 0.00 [-0.35, 0.35]
CALABRESE2003 28 111 161 6.9 11.1 115 56.1% -0.37[-0.61, -0.13] _._
Total (95% CI) 219 184 100.0% -0.21[-0.56, 0.15]
Heterogeneity: Tau? = 0.04; Chi2 = 2.89, df = 1 (P = 0.09): I2 = 65% I I ' I I
-1 -0.5 0 0.5 1

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

1.4.4 Outcomes for valproate compared with placebo

Number of participants who relapsed (any type)

Favours lamotrigine  Favours placebo

Valproate Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
BOWWDERZ2000 45 1&7 15 94 100.0% Q.63 [0.44, 0.90]
Total (95% CI) 187 94  100.0% 0.63 [0.44, 0.90] -~
Total events 45 36
Heterogeneity: Mot applicable Elfﬁ IZI!T 1!5 ﬁ

Test for overall effect £=2.52 (F =0.01)

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

Appendix 21

Favours valproate Favours placebo

35



Interventions for long-term management — forest plots

Number of participants who relapsed (mania)

Valproate Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
BOWWDEMZ2000 3318y 21 94 100.0% 079 [0.49, 1.29)] —
Total (95% CI) 187 94 100.0% 0.79 [0.49, 1.29] -
Total events 33 1
Heterogeneity, Mot applicable III!E IZI!.?‘ 1!5 ﬁ

Test for overall effect Z=0.895(F = 0.34)

Number of participants who relapsed (depression)

Favours valproate Favours placebo

Valproate Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
BOWDERZ2000 12 187 14 94 100.0% 0.40[0.20, 0.82]
Total (95% CI) 187 94  100.0% 0.40 [0.20, 0.22] =——
Total events 12 14
Heterogeneity: Mot applicable Elfﬁ IZI!T 1!5 ﬁ

Test for overall effect Z=2 48 (F = 0.01)

Number of participants discontinuing (for any reason)

Favours valproate Favours placebo

Valproate Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
BOWWDERZ2000 7 187 a5 94 100.0% 1.02[0.74,1.40]
Total (95% CI) 187 94 100.0% 1.02 [0.74, 1.40]
Total events 71 35

Heterogeneity: Mot applicable
Test for overall effect Z=0.12 (F = 0.890)

Number of participants discontinuing due to side effects

0.005 0.1 10 200
Favours valproate Favours placebo

Valproate Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
BOWWDERZ2000 41 187 11 94 100.0% 1.87 [1.01, 3.47]
Total (95% CI) 187 94 100.0% 1.87 [1.01, 3.47] .
Total events 41 11
Heterogeneity: Mot applicable i:l.l:lﬁ sz é 2|:i

Test for overall effect £=1.99(F = 0.05)
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1.5 ANTIDEPRESSANTS

1.5.1 Outcomes for imipramine compared with placebo

Number of participants who relapsed (mania)

Imipramine Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
FRIEMT9T3E 3] 13 3 13 100.0% 2.00[0.63, 6.34]
Total (95% Cl) 13 13 100.0% 2.00 [0.63, 6.34] —
Total events G 3
Heterogeneity: Mot applicable sz IZI!E ﬁ é

Testfor overall effect =118 (F=0.24)

Number of participants who relapsed (depression)

Favours imipramine Favours placebo

Imipramine Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
FRIEMT1973E 1] 13 a 13 100.0% 0.09[0.01,1.49) 4
Total (95% Cl) 13 13 100.0% 0.09 [0.01, 1.49] e —
Total events 1 a
Heterogeneity: Mot applicable I:I_I':|1 IZI!1 1'IZI 1IfIEI

Testfor overall effect £=1.68 (F =009

Number of participants discontinuing (for any reason)

Favours imipramine Favours placebo

Imipramine Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% ClI
FPRIEMT973E 7 13 3] 13 100.0% 1.17[0.54, 2.53]
Total (95% Cl) 13 13 100.0% 1.17 [0.54, 2.53]
Total events T ]
Heterogeneity: Mot applicable IZI.IZiIZIE IZIH ] 1=EI EEIEI
Testfor overall effect =039 (F =070} Favours imipramine Favours palcebo
Number of suicides
Imipramine Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% ClI
FRIEMT9T3E 1] 13 1 13 100.0% 0.33[0.01, 7.80]
Total (95% Cl) 13 13 100.0% 0.33 [0.01, 7.50] ——e R ——
Total events 1 1
Heterogeneity: Mot applicable IEI.IZI1 IZIH 1=EI 1IZIIZI=

Testfor overall effect £= 069 (F =049
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Number of deaths

Imipramine Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% ClI
FRIEMT9T3E 2 13 1 13 100.0% 2.00[0.21,19.44]
Total (95% Cl) 13 13 100.0% 2.00[0.21,19.44] e
Total events 2 1
Heterogeneity: Mot applicable 'EI.IZI1 IZI!1 1'IZI 1IZIIZI'

Test for overall effect: Z=0.60 (F =049

Favours imipramine Favours placebo

1.5.2 Outcomes for imipramine compared with placebo (all participants were

taking lithium)
Number of participants who relapsed (any type)
Imipramine Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
QLITEIMT 981 12 ar a a8 100.0% 1.84 [0.71,3.33] ]
Total (95% CI) 37 38 100.0% 1.54 [0.71, 3.33] ~oi—
Total events 12 ]
Heterogeneity: Mot applicable IZ'I.1 sz I:Ifﬁ ﬁ é 1I'ZI

Testfor overall effect Z=110(F =027}

Number of participants who relapsed (mania)

Favours imipramine Favours placebo

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

Testfor overall effect Z=1.51 (FP=013

Number of participants who relapsed (depression)

Favours imipramine Favours placebo

Imipramine Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
QUITEIMNT 931 3 ar 4 38 100.0% 077018, 3.21]
Total (95% Cl) T 38 100.0% 0.77 [0.18, 3.21] —eei——
Total events 3 4
Heterogeneity: Mot applicable IZ'I.1 sz I:Ifﬁ ﬁ é 1I'ZI

Testfor overall effect Z=036 (F=0.72
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Number of participants discontinuing (for any reason)

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

Heterogeneity: Mot applicable
Test for overall effect Z=110(F=0.27

0.005 0.1 1 10 200
Favours imipramine Favours placebo

Number of participants discontinuing due to side effects

Imipramine Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
QLITEIMT 981 1 ar 1 a8 100.0% 1.03[0.07,15.82]
Total (95% CI) 37 38 100.0% 1.03 [0.07, 15.82]
Total events 1 1

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

0.005 0.1 1 10 200
Favours imipramine Favours placebo

1.5.3 Outcomes for imipramine and lithium combination compared with lithium

Number of participants who relapsed (any type)

Imipramine + lithium Lithium Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight WMN-H, Random, 95% CI M-H, Random, 95% CI
PRIEMN15984 29 36 23 42 100.0% 1.47[1.07, 2.03]
Total (95% Cl) 36 42 100.0% 1.47 [1.07, 2.02] .
Total events 29 23
e st %8 -0 R

estior overall effect: 2= 2.38 (P =0.02 Favours imipramine+lithium Favours lithium
Number of participants who relapsed (mania)

Imipramine + lithium Lithium Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
PRIEMN1584 10 36 11 42 100.0% 1.06 [0.51, 2.20]
Total (95% Cl) 36 42 100.0% 1.06 [0.51, 2.20]
Total events 10 11

Heterogeneity: Mot applicable
Testfor overall effect: Z=016 (P =0.87)
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Number of participants who relapsed (depression)
Risk Ratio Risk Ratio

Imipramine + lithium Lithium
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
FRIEM1984 a 36 12 42 100.0% 0.78[0.26, 1.69]
Total (95% CI) 36 42 100.0% 0.78 [0.36, 1.69] ——e i —
Total events g 12
05 07 15 2

Heterogeneity; Mot applicable

Testfor overall effect 2= 0.63 (P = 0.53) Favours imipramine+lithium Favours lithium

Number of participants discontinuing (for any reason)

Lithium Risk Ratio
Events Total Weight M-H, Random, 95% Cl

Risk Ratio

Imipramine + lithium
M-H, Random, 95% CI

Study or Subgroup Events Total
PRIEN1S984 2 36 1] 42 100.0% 581 [0.29, 117.23)
Total (95% CI) 36 42 100.0% 5.81[0.29, 117.23] ————
Total events 2 0
0.005 0.1 10 200

Heterogeneity: Mot applicable

Testfor overall effect Z=1.15 (P =0.25) Favours imipramine+lithium Favours lithium
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1.6 DEFINITIONS OF RELAPSE IN STUDIES OF LONG-TERM MANAGEMENT

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

depressive episode was defined as one requiring
antidepressant use or premature discontinuation from the
study because of symptoms

. g c Length
‘ Relapse - Discontinuation of
Comparison N Definitiont (for any References
(any)* follow-
reason)*
up#
Pharmacological interventions
Lithium
Lithium (standard dose) compared | 94 RR =3.50 Research diagnostic criteria or DSM-III criteria for RR =0.46 52 GELENBERG1989
with lithium (low dose) [1.55,7.89] | mania or depression [0.25, 0.83]
Lithium daily compared with 50 RR =240 Manic or depressive relapse was defined as the RR =0.11 56 JENSEN1995
lithium every other day) [0.99,5.81] | DSM-III-R criteria for mania or major depression and | [0.01, 1.96]
a BRMaS score = 10 or a BRMeS score > 10,
respectively
Lithium compared with placebo 92 RR =0.41 Extra medication required to treat symptoms RR =1.39 121, 69 STALLONE1972,
(participants were euthymic at [0.07, 2.43] [0.58, 5.08] DUNNER1976
study entry)
Lithium compared with placebo 358 RR =0.71 An intervention - addition of ECT or pharmacotherapy, RR =1.38 72,76 CALABRESE2003,
(participants received open-label [0.47,1.06] | including antidepressants, antipsychotics, [0.78, 2.45] BOWDEN2003
lamotrigine - alone or in anticonvulsants/mood stabilisers, or benzodiazepines
combination with other (exceeding doses of rescue medication)
psychotropic drugs - for
8-16 weeks and were randomised
once euthymic)
Lithium compared with placebo 185 RR =0.80 A manic episode was defined as one accompanied by an RR=1.21 52 BOWDEN2000
(participants were randomised [0.54,1.20] | MRS score of 16 or more or requiring hospitalisation. A [0.86, 1.71]

Appendix 21

41




Interventions for long-term management — forest plots

Relapse Discontinuation :;ant h
Comparison N Definitiont (for any References
(any)* follow-
reason)*
up#
Lithium compared with placebo 205 RR =0.53 Manic or depressive attack requiring hospitalisation or RR =042 104 PRIEN1973
(following remission of an acute [0.41, 0.67] | supplementary drugs [0.28, 0.62]
manic episode and prior to
discharge patients were stabilised
on maintenance doses of lithium)
Lithium compared with placebo 31 NR Manic or depressive attack requiring hospitalisation or RR =0.12 104 PRIEN1973B
(following remission from a supplementary drugs [0.02, 0.88]
depressive episode, patients were
stabilised on lithium or
imipramine)
Lithium compared with placebo 7683 NR One or more of the following: initiation of any other RR =1.37 104 WEISLER2011
(participants received open-label medication to treat mania/hypomania or depression, [1.06,1.78]
quetiapine for 4-24 weeks and including an antipsychotic, antidepressant mood
were randomised once euthymic) stabilising agent, or anxiolytic other than lorazepam;
hospitalisation for depression and/or mania or hypomania;
a YMRS or MADRS total score of at least 16 or 20,
respectively; or discontinuation due to depression and/or
mania or hypomania
Lithium compared with 399 RR =0.73 Recurrence of an affective episode RR =0.75 52,104, WOLF1997,
carbamazepine [0.56, 0.95] [0.16, 3.54] 130 HARTONG2003,
(participants were euthymic and KLEINDIENST2000
were ready to start prophylactic K=2;N=262
treatment)
Lithium compared with 31 RR =1.25 Not defined RR =0.47 52 COXHEAD1992
carbamazepine [0.57,2.75] [0.05,4.56 ]
(participants were euthymic and
all on stable doses of lithium)
Lithium compared with quetiapine | 7685 NR One or more of the following: initiation of any other RR =1.62 104 WEISLER2011
(participants received open-label medication to treat mania/hypomania or depression, [1.23,2.13]

quetiapine for 4-24 weeks and
were randomised once euthymic)
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Relapse Discontinuation :;ant h
Comparison N Definitiont (for any References
(any)* follow-
reason)*
up#

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

respectively; or discontinuation due to depression and/or

mania or hypomania
Lithium compared with valproate | 278 RR=1.28 A manic episode was defined as one accompanied by an RR=1.19 52 BOWDEN2000
(participants were randomised [0.86,1.91] | MRS score of 16 or more or requiring hospitalisation. A [0.89,1.59]
when euthymic and within depressive episode was defined as one requiring
3 months of the onset of the index antidepressant use or premature discontinuation from the
manic episode) study because of symptoms
Lithium compared with valproate | 60 RR=1.13 Patients who met criteria for mania (a total YMRS RR =1.46 80
(participants were randomised [0.70,1.82] | score =20 for up to 8 weeks) or depression (a 24-item | [0.61, 3.50] CALABRESE2005C
when euthymic and after Hamilton depression scale score > 20 for 8 weeks)
6 months ofactive treatment with were considered to have re]apsed
lithium and valproate)
Lithium compared with valproate | 220P RR =0.85 New intervention for an emerging mood episode RR =1.02 104 GEDDES2010
(participants were randomised [0.70,1.05] | (including drug treatment) or admission to hospital [0.78, 1.34]
whilst euthymic and after
4-8 weeks of active treatment with
lithium and valproate)
Lithium compared to lithium and | 220p RR =1.10 New intervention for an emerging mood episode RR =0.96 104 GEDDES2010
valproate combination [0.87,1.40] | (including drug treatment) or admission to hospital [0.74, 1.26]
Valproate compared to lithium 2208 RR=1.29 New intervention for an emerging mood episode RR =0.95 104 GEDDES2010
and valproate combination [1.04,1.61] | (including drug treatment) or admission to hospital [0.72, 1.24]
Olanzapine compared with 431 RR =0.76 DSM-IV criteria for a depressive, manic or mixed RR =0.79 52 TOHENZ2005
lithium [0.56,1.03] | episode [0.68, 0.93]
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intervention with any mood stabiliser, antipsychotic
medication (other than study drug), benzodiazepine
(beyond the dosage allowed), or antidepressant
medication; (3) hospitalisation for any bipolar mood
episode; (4) had YMRS score =2 12, MADRS score > 12, or
CGI-S scale score = 4 at any visit

Antipsychotics
Aripiprazole compared with 351 RR =0.69 One or more of the following events: hospitalisation fora | RR = 0.92 52 CARLSON2012
placebo (all participants taking [0.49,0.98] | manic or mixed episode; a serious adverse event or [0.79, 1.06]
lamotrigine) worsening disease during the study; or discontinuation

due to a lack of efficacy (as determined by the

investigator). For the latter two criteria, patients also

needed to have a YMRS total score > 14 and a MADRS

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

total score = 14 and a MADRS total score > 16 for a

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

and a MADRS total score 2 16 for a relapse to a

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

> 16 and/or a MADRS total score > 16, discontinuation

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

accompanied by a YMRS total score > 16 and/or a

MADRS total score 216
Olanzapine compared with 68 YMRS total score > 15, symptomatic relapse of depression 78 TOHEN2004
placebo (all participants taking RR = 0.66 defined as an HRSD-21 total score = 15 RR = 0.77
lithium or valproate) [0.38,1.15] [0.62, 0.94]
Olanzapine compared with 278 RR =0.42 (1) Fulfilled DSM-IV-TR criteria for a manic, hypomanic, | RR =1.10 78 VIETA2012
placebo [0.30,0.59] | mixed, or depressive episode; (2) required treatment [0.66, 1.85]
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Paliperidone compared with
placebo

300

RR = 0.83
[0.66, 1.06]

(1) YMRS 215 and CGI-BP-S for mania > 4; YMRS >
15, MADRS 216 and CGI-BP-S for depression > 4;
voluntary or involuntary hospitalisation for any
mood symptoms; therapeutic intervention to prevent
or treat an impending mood episode; another
therapeutic measure; any other clinically relevant
event suggestive of a recurrent mood episode

RR = 1.05
[0.78, 1.42]

129

BERWAERTS2012

Quetiapine compared with placebo
(participants were randomised
when euthymic after 8 weeks of
active treatment with quetiapine)

585

RR = 0.59
[0.49, 0.76]

One or more of the following: initiation of any other
medication to treat mania/hypomania or depression,
including an antipsychotic, antidepressant mood
stabilising agent, or anxiolytic other than lorazepam;
hospitalisation for depression and/or mania or hypomania;
a YMRS or MADRS total score of at least 16 or 20,
respectively; or discontinuation due to depression and/or
mania or hypomania

RR=1.23
[1.05,1.43]

52

YOUNG2012

Quetiapine compared with placebo
(participants were randomised
when euthymic after 4-24 weeks of
active treatment with quetiapine)

8085

NR

One or more of the following: initiation of any other
medication to treat mania/hypomania or depression,
including an antipsychotic, antidepressant mood
stabilising agent, or anxiolytic other than lorazepam;
hospitalisation for depression and/or mania or hypomania;
a YMRS or MADRS total score of at least 20; or
discontinuation due to depression and/or mania or
hypomania

RR = 0.85
[0.63,1.14]

104

WEISLER2011

Quetiapine compared with placebo
(all participants were taking
lithium or valproate)

1,326

RR = 0.38
[0.29, 0.48]

Initiation of any medication to treat mixed, manic, or
depressive symptoms, including an antipsychotic,
antidepressant, or mood-stabilising agent other than
lithium or divalproex or an anxiolytic other than
lorazepam; psychiatric hospitalisation; YMRS or MADRS
total scores = 20 at two consecutive assessments; or
discontinuation from the study because of a mood event
(as determined by the investigator)

RR = 1.53
[1.24, 1.89]

104

SUPPES2009,
VIETA2008B
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(all participants received
treatment as usual and were
euthymic as randomisation
following 16 weeks of active
treatment with risperidone long-
acting injectable)

Additionally, at least one of the following three conditions
was satisfied: (i) clinical worsening, with the addition of a
new mood stabiliser, antidepressant or antipsychotic or a
> 20% dose increase of existing oral TAU medication, and
meeting the following criteria: (a) YMRS score > 15 or
MADRS score > 15 and (b) CGI-BP-S score = 4 or CGI-
BP-C score 2 6 or GAF score decreased by > 10 points
from baseline; (ii) hospitalisation for worsening of manic
or depressive symptoms and meeting the following
criteria: (a) YMRS score > 15 or MADRS score > 15 and
(b) CGI-BP-S score 2 4 or CGI-BP-C score =2 6 or GAF
score decreased by > 10 points from baseline; (iii)
hospitalisation for worsening of manic or depressive
symptoms and having significant suicidal ideation

Risperidone long-acting injectable | 273 1 RR =0.69 (1) Fulfilled DSM-IV-TR criteria for a manic, hypomanic, | RR = 1.33 78 VIETA2012
compared with placebo [0.53,0.90] | mixed, or depressive episode; (2) required treatment [0.82,2.17]
(participants were randomised intervention with any mood stabiliser, antipsychotic
when euthymic after 8 weeks of medication (other than study drug), benzodiazepine
active treatment with risperidone) (beyond the dosage allowed), or antidepressant
medication; (3) hospitalisation for any bipolar mood
episode; (4) had YMRS score 212, MADRS score 212, or
CGI-S scale score > 4 at any visit
Risperidone long-acting injectable | 303 1 RR =0.63 (1) Fulfilled DSM-IV-TR criteria for a manic, hypomanic, | RR = 0.89 104 QUIROZ2010
compared with placebo [0.51,0.77] | mixed, or depressive episode; (2) required treatment [0.61, 1.32]
(participants were randomised intervention with any mood stabiliser, antipsychotic
when euthymic after 3 weeks of medication (other than study drug), benzodiazepine
active treatment with oral (beyond the dosage allowed), or antidepressant
risperidone and 26 weeks of medication; (3) hospitalisation for any bipolar mood
risperidone long-acting injectable) episode; (4) had YMRS score 212, MADRS score 212, or
CGI-S scale score > 4 at any visit
Risperidone long-acting injectable | 124 1 RR =0.50 DSM-1V-TR criteria for an acute mood episode in the RR =1.27 52 MACFADDEN2009
compared with placebo injection [0.30, 0.85] | setting of adequate compliance with oral TAU. [0.61, 2.64]
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Risperidone long-acting injectable | 50 1 NR Occurrence of any of the following at any study visit: RR =1.50 52 BOBO2011b
in addition to treatment as usual (1) a YMRS score >14 or a MADRS score >15; (2) 20% [0.63, 3.59]
compared with treatment as usual or greater increase in YMRS or MADRS scores from the
(all participants were rapid previous study visit for patients with a MADRS score 2
cycler’s and not in an acute 10 or a YMRS score = 8 at the current study visit; (3)
episode at randomisation) urgent care visit/referral (psychiatric hospitalisation;
emergency department visit; or referral for respite care,
partial hospitalisation, or intensive outpatient treatment)
due to worsening mood symptoms; (4) a CGI-S score 2 4;
(5) syndromal relapse (DSM-1V-TR criteria for manic,
hypomanic, major depressive, or mixed episode met);
(6) withdrawal from the study due to inefficacy; and
(7) necessary clinical medication adjustments
Anticonvulsants
Oxcarbazepine compared with 55 1 RR =0.50 DSM-1V-TR criteria for a manic, hypomanic, mixed or RR=1.12 52 VIETA2008
placebo [0.26,0.94] | depressive episode or scoring > 12 in the YMRS or 220 in | [0.55,2.24 ]
the MADRS
Gabapentin compared with 25 1 NR NR RR =1.08 52 VIETA2006
placebo [0.51,2.30 ]
Lamotrigine compared with 471 2 | RR=0.82 An intervention - addition of ECT or pharmacotherapy, RR=1.14 76,78 CALABRESE2003,
placebo [0.59,1.14] | including antidepressants, antipsychotics, [0.64,2.06 ] BOWDEN2003
anticonvulsants/mood stabilisers, or benzodiazepines
(exceeding doses of rescue medication)
Valproate compared with placebo | 281 1 RR =0.63 A manic episode was defined as one accompanied by an RR =1.02 52 BOWDEN2000
[0.44,0.90] | MRS score of 16 or more or requiring hospitalisation. A [0.74, 1.40]

depressive episode was defined as one requiring
antidepressant use or premature discontinuation from the
study because of symptoms

Antidepressants
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Imipramine compared with 75 1 RR =1.54 Research diagnostic criteria for mania or major RR =0.86 129 QUITKIN1981
placebo (all participants were [0.71,3.33] | depressive disorder [0.65,1.13]
taking lithium)
Imipramine compared with 26 1 Manic or depressive attack requiring hospitalisation or 104 PRIEN1973b
placebo RR =075 supplementary drugs ( thqt is: psyghopharmacologic RR =117
036, 1.55] agents other than the patient’s assignedtreatment) [0.54, 2.53]

Imipramine and lithium 78 1 RR =0.68 A recurrence was declared if the clinical condition RR?=5.81 104 PRIEN1984
combination compared with [0.49,0.93] | satisfied the research diagnostic criteria for definite [0.29,117.23]
lithium major depressive disorder or mania and yielded a

GAS rating of 60 or less
Imipramine and lithium 721 1 RR =0.62 A recurrence was declared if the clinical condition RR? =5.81 104 PRIEN1984
combination compared with [0.43,0.89] | satisfied the research diagnostic criteria for definite [0.29,117.23]
imipramine major depressive disorder or mania and yielded a

GAS rating of 60 or less
Imipramine compared with 78k 1 RR =1.47 A recurrence was declared if the clinical condition There was no 104 PRIEN1984
lithium [1.07,2.02] | satisfied the research diagnostic criteria for definite discontinuation

major depressive disorder or mania and yielded a in either group.

GAS rating of 60 or less
Antidepressants compared with 70 1 NR NR NR 52 GHAEMI2010
placebo

* A relative risk (RR) of less than 1 favours the first treatment named.
T Definitions of relapse which do not meet the GDG's definition have been italicised.

 Length of follow-up reported in number of weeks.

PGEDDES2010 is a three-arm trial including lithium, valproate and the combination of lithium and valproate. The overall number of participants is 330. All three comparisons have been
included in this table so the number of participants has been double-counted.
SWEISLER2011 is a three-arm trial including lithium, quetiapine and placebo. The overall number of participants is 1,172. All three comparisons have been included in this table so the number

of participants has been double-counted.

HPRIEN1984 is a three-arm trial including imipramine, lithium and the combination of imipramine and lithium. The overall number of participants is 114. All three comparisons have been
included in this table so the number of participants has been double-counted.
9 Discontinuation due to side effects. No other reasons for discontinuation were reported.
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