Nationale kliniske retningslinjer for farmakologisk behandling af bipolar lidelse - supplerende vedligeholdelsesbehandling efter depression

Meta-analyserne fortolkes saledes:

Hvert studie er angivet efter fglgende system i forest plottene:

I plots hvor der sammenlignes med placebo:
Stofnavnet i1 interventionsgruppen:

FLU = Fluoxetine

LIT = Lithium

PAL = Paliperidone

OLA = Olanzapine
VAL = Valproate

LAM = Lamotrigine
ZIP = Ziprasidone
ARI = Aripiprazole
CAR = Carbamazepine
RIS = Risperidone
IMI = Imipramine
QUE = Quetiapine
OXA = Oxcarbazapine

PER = Perphenazine
Efterfulgt af et komma

Angivelse af, om stoffet er givet som add-on til anden behandling (A) eller
i monoterapi (M)

Efterfulgt af et komma

Angivelse af, om studiet er beriget i forhold til interventionsstoffet
(responder trial = R) eller ikke er beriget i forhold til
interventionsstoffet (NR)

Efterfulgt af et komma

Angivelse af, om patienterne i1 studiet blev randomiseret, ndr remission var
opnadet efter en manisk (m), depressiv (d) eller bade manisk og depressiv
episode (b).

Efterfulgt af et komma

Fgrsteforfatterens efternavn samt arstal for publikation.

I plots hvor der sammenlignes med lithium:
Opbygningen er nasten den samme, dog er interventionsstoffet efterfulgt af
et kolon herefter sammenligningsstoffet, lithium (LIT).

I de enkelte tilfazlde, hvor der star ”“Not estimable”, betyder det, at
outcomet ikke var rapporteret i det givne studie.
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Meta-analyse  1.1:
Alle stoffer vs. lithium

Outcome: Ny affektiv episode

Drug Lithium Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight [V, Random, 95% CI IV, Random, 95% CI
1.1.5 OLA

OLALIT,M,NR¥,m,Tohen05 53 202 69 193 100.0%  0.73[0.54,0.99] t
Subtotal (95% CI) 202 193 100.0% 0.73 [0.54, 0.99]

Total events 53 69

Heterogeneity: Not applicable

Test for overall effect: Z=2.03 (P = 0.04)

1.1.7 QUE

QUE:LIT,M,R,b,Weisler11 91 404 95 364 100.0% 0.86 [0.67, 1.11] t
Subtotal (95% CI) 404 364 100.0% 0.86 [0.67, 1.11]

Total events 91 95

Heterogeneity: Not applicable

Test for overall effect: Z=1.15 (P = 0.25)

1.1.11 LAM

LAM:LIT,M,R,d,Calabrese03 115 215 56 120 79.1% 1.15[0.91, 1.44]

LAM:LIT,M,R,m,Bowden03 28 58 18 44  20.9% 1.18 [0.76, 1.84]

Subtotal (95% Cl) 273 164 100.0% 1.15[0.94, 1.41]

Total events 143 74

Heterogeneity: Tau? = 0.00; Chiz=0.01,df =1 (P =0.91); 7= 0%

Test for overall effect: Z=1.38 (P = 0.17)

1.1.13 VAL

VAL:LIT,M,NR,m,Bowden00 45 187 28 91 27.5% 0.780.52, 1.17] — &
VAL:LIT,M,R,b,Calabrese05 14 28 18 32 21.6% 0.89[0.55, 1.44] - =
VAL:LIT,M,R,b,Geddes10 76 110 65 110 50.9% 1.17 [0.96, 1.43] T
Subtotal (95% CI) 325 233 100.0% 0.99 [0.75, 1.29] <@
Total events 135 111

Heterogeneity: Tau? = 0.03; Chi? = 3.66, df =2 (P = 0.16); I = 45%

Test for overall effect: Z=0.10 (P = 0.92)

1.1.15IMI

IMI:LIT,M,R,b,Prieng4 29 36 23 42 100.0% 1.47 [1.07, 2.02] i
Subtotal (95% CI) 36 42 100.0% 1.47 [1.07, 2.02]

Total events 29 23

Heterogeneity: Not applicable

Test for overall effect: Z =2.38 (P = 0.02)

1.1.17 CAR

CAR:LIT,M,NR,b,Greil97 20 43 17 60 43.3% 1.64 [0.98, 2.75] | E—
CAR:LIT,M,NR,b,Hartong03 21 50 12 44  35.6% 1.54 [0.86, 2.76] N L
CAR:LIT,M,R*,b,Coxhead92 6 15 8 16 21.1% 0.80[0.36, 1.76] =

Subtotal (95% CI) 108 120 100.0% 1.38 [0.94, 2.02] >
Total events 47 37

Heterogeneity: Tau? = 0.02; Chi2=2.40, df =2 (P =0.30); P =17%

Test for overall effect: Z=1.64 (P = 0.10)

Test for subaroup differences: Chi2 = 15.14, df =5 (P = 0.010), I? = 67.0%
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Meta-analyse 1.2

Alle stoffer vs. lithium

Outcome: - Drop-out Drug Lithium Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight [V, Random, 95% ClI IV, Random, 95% CI
1.2.50LA

OLA:LIT,M,NR*,m,Tohen05 0 0 0 0 Not estimable

Subtotal (95% CI) 0 0 Not estimable

Total events 0 0

Heterogeneity: Not applicable
Test for overall effect: Not applicable

1.2.7 QUE

QUE:LIT,M,R,b,Weisler11 152 404 188 364 100.0%
Subtotal (95% CI) 404 364 100.0%
Total events 152 188

Heterogeneity: Not applicable

Test for overall effect: Z = 3.88 (P = 0.0001)

1.2.11 LAM

LAM:LIT,M,R,d,Calabrese03 183 221 101 121 351%
LAM:LIT,M,R,m,Bowden03 56 59 45 46  64.9%
Subtotal (95% CI) 280 167 100.0%

Total events 239 146
Heterogeneity: Tau? = 0.00; Chi*>=0.12,df =1 (P =0.72); I? = 0%
Test for overall effect: Z=0.75 (P = 0.46)

1.2.13 VAL

VAL:LIT,M,NR,m,Bowden00 116 187 69 91 63.2%
VAL:LIT,M,R,b,Calabrese05 20 28 27 32 21.3%
VAL:LIT,M,R,b,Geddes10 43 110 44 110 15.4%
Subtotal (95% Cl) 325 233 100.0%
Total events 179 140

Heterogeneity: Tau? = 0.00; Chi?=0.91, df =2 (P = 0.63); I? = 0%

Test for overall effect: Z=2.54 (P = 0.01)

1.2.14 FLU

Subtotal (95% CI) 0 0

Total events 0 0

Heterogeneity: Not applicable

Test for overall effect: Not applicable

1.2.15IMI

IMI:LIT,M,R,b,Prien84 0 0 0 0
Subtotal (95% CI) 0 0

Total events 0 0

Heterogeneity: Not applicable

Test for overall effect: Not applicable

1.2.17 CAR

CAR:LIT,M,NR,b,Greil97 47 70 31 74 43.2%
CAR:LIT,M,NR,b,Hartong03 20 30 15 23 36.3%
CAR:LIT,M,R*,b,Coxhead92 8 15 9 16 20.6%
Subtotal (95% CI) 115 113 100.0%
Total events 75 55

Heterogeneity: Tau? = 0.05; Chi>=4.07,df =2 (P =0.13); I’ =51%
Test for overall effect: Z=1.12 (P = 0.26)

Test for subaroup differences: Chiz = 16.07, df = 3 (P = 0.001), I> = 81.3%

0.73[0.62, 0.85]
0.73 [0.62, 0.85]

0.99 [0.90, 1.10]
0.97 [0.90, 1.04]
0.98 [0.92, 1.04]

0.82[0.70, 0.96]
0.85 [0.64, 1.12]

0.98[0.70, 1.36]
0.85 [0.75, 0.96]

Not estimable

Not estimable
Not estimable

1.60 [1.17, 2.19]
1.02 [0.69, 1.51]

0.95[0.50, 1.80]
1.22 [0.86, 1.74]
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Meta-analyse 1.3:

Alle stoffer vs. lithium
Outcome: Dgad
Drug Lithium Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.3.50LA
OLA:LIT,M,NR*,m,Tohen05 0o 217 2 214 100.0% -0.01 [-0.03, 0.01]
Subtotal (95% CI) 217 214 100.0% -0.01 [-0.03, 0.01]
Total events 0 2
Heterogeneity: Not applicable
Test for overall effect: Z=1.17 (P = 0.24)
1.3.7 QUE
QUE:LIT,M,R,b,Weisler11 0 404 0 364 100.0% 0.00 [-0.01, 0.01] ’
Subtotal (95% ClI) 404 364 100.0% 0.00 [-0.01, 0.01]
Total events 0 0
Heterogeneity: Not applicable
Test for overall effect: Z=0.00 (P = 1.00)
1.3.11 LAM
LAM:LIT,M,R,d,Calabrese03 0 0 0 0 Not estimable
LAM:LIT,M,R,m,Bowden03 0 0 0 0 Not estimable
Subtotal (95% CI) 0 0 Not estimable
Total events 0 0
Heterogeneity: Not applicable
Test for overall effect: Not applicable
1.3.13 VAL
VAL:LIT,M,NR,m,Bowden00 0 0 0 0 Not estimable
VAL:LIT,M,R,b,Calabrese05 0 0 0 0 Not estimable
VAL:LIT,M,R,b,Geddes10 3110 2 110 100.0% 0.01 [-0.03, 0.05] i
Subtotal (95% CI) 110 110 100.0% 0.01 [-0.03, 0.05]
Total events 3 2
Heterogeneity: Not applicable
Test for overall effect: Z = 0.45 (P = 0.65)
1.3.14 FLU
Subtotal (95% ClI) 0 0 Not estimable
Total events 0 0
Heterogeneity: Not applicable
Test for overall effect: Not applicable
1.3.15 IMI
IMI:LIT,M,R,b,Prien84 0 0 0 0 Not estimable
Subtotal (95% CI) 0 0 Not estimable
Total events 0 0
Heterogeneity: Not applicable
Test for overall effect: Not applicable
1.3.17 CAR
CAR:LIT,M,NR,b,Greil97 0 60 1 43 100.0% -0.02 [-0.08, 0.03] .
CAR:LIT,M,NR,b,Hartong03 0 0 0 0 Not estimable
CAR:LIT,M,R*,b,Coxhead92 0 0 0 0 Not estimable
Subtotal (95% CI) 60 43 100.0% -0.02 [-0.08, 0.03] e
Total events 0 1
Heterogeneity: Not applicable
Test for overall effect: Z=0.78 (P = 0.43)
01 005 0 005 0.1
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Meta-analyse 1.4:
Alle stoffer vs. lithium
Qutcome: Selvmord

Drug Lithium Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight [V, Random, 95% ClI IV, Random, 95% CI
1.4.50LA
OLA:LIT,M,NR*,m,Tohen05 0 217 1 214 100.0% 0.33[0.01, 8.03] l
Subtotal (95% CI) 217 214 100.0% 0.33 [0.01, 8.03]
Total events 0 1
Heterogeneity: Not applicable
Test for overall effect: Z = 0.68 (P = 0.49)
1.4.7 QUE
QUE:LIT,M,R,b,Weisler11 3 404 3 364 100.0% 0.90 [0.18, 4.44] i
Subtotal (95% Cl) 404 364 100.0% 0.90 [0.18, 4.44]
Total events 3 3
Heterogeneity: Not applicable
Test for overall effect: Z=0.13 (P = 0.90)
1.4.11 LAM
LAM:LIT,M,R,d,Calabrese03 3 215 1 119 423% 1.66 [0.17, 15.79] —
LAM:LIT,M,R,m,Bowden03 2 59 2 70 57.7% 1.19[0.17, 8.17] i
Subtotal (95% CI) 274 189 100.0% 1.37 [0.32, 5.92]
Total events 5 3

Heterogeneity: Tau? = 0.00; Chi? = 0.05, df =1 (P = 0.82); I? = 0%

Test for overall effect: Z =0.42 (P = 0.68)

1.4.13 VAL
VAL:LIT,M,NR,m,Bowden00 0
VAL:LIT,M,R,b,Calabrese05
VAL:LIT,M,R,b,Geddes10 0
Subtotal (95% Cl)

Total events 0
Heterogeneity: Not applicable

Test for overall effect: Not applicable

o

1.4.14 FLU

Subtotal (95% CI)

Total events 0
Heterogeneity: Not applicable

Test for overall effect: Not applicable

1.4.15IMI

IMI:LIT,M,R,b,Prien84 0
Subtotal (95% CI)

Total events 0
Heterogeneity: Not applicable

Test for overall effect: Not applicable

1.4.17 CAR
CAR:LIT,M,NR,b,Greil97
CAR:LIT,M,NR,b,Hartong03
CAR:LIT,M,R*,b,Coxhead92 0
Subtotal (95% CI)

Total events 2
Heterogeneity: Not applicable

Test for overall effect: Z = 1.26 (P = 0.21)

oN

110
110

o

o

0 Not estimable
0 Not estimable
110 Not estimable
110 Not estimable
0 Not estimable
0 Not estimable
0 Not estimable

60 100.0% 6.93 [0.34, 140.84]
0 Not estimable

0 Not estimable
60 100.0% 6.93 [0.34, 140.84]

Test for subaroup differences: Chi2 = 2.09, df = 3 (P = 0.55), 12 = 0%

001 01 1 10 100
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Meta-analyse 1.5:
Alle stoffer vs. lithium

Outcome:  Alvorlig bivirkning Lo . . . .
Drug Lithium Risk Difference Risk Difference

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

1.5.5 OLA

OLA:LIT,M,NR*,m,Tohen05 0 0 0
Subtotal (95% CI) 0

Total events 0 0
Heterogeneity: Not applicable

Test for overall effect: Not applicable

Not estimable

0
0 Not estimable

1.5.7 QUE

QUE:LIT,M,R,b,Weisler11 5 404 10 364 100.0% -0.02 [-0.04, 0.00] ’
Subtotal (95% ClI) 404 364 100.0% -0.02 [-0.04, 0.00]

Total events 5 10
Heterogeneity: Not applicable

Test for overall effect: Z = 1.48 (P = 0.14)

1.5.11 LAM

LAM:LIT,M,R,d,Calabrese03 0
LAM:LIT,M,R,m,Bowden03 0 0 0
Subtotal (95% CI) 0

Total events 0 0
Heterogeneity: Not applicable

Test for overall effect: Not applicable

Not estimable

Not estimable
Not estimable

o
o
o o o

1.5.13 VAL

VAL:LIT,M,NR,m,Bowden00 0 0 0 0 Not estimable
VAL:LIT,M,R,b,Calabrese05 Not estimable
VAL.LIT,M,R,b,Geddes10 7110 5 110 100.0% 0.02 [-0.04, 0.08] t
Subtotal (95% CI) 110 110 100.0% 0.02 [-0.04, 0.08]

Total events 7 5
Heterogeneity: Not applicable

Test for overall effect: Z = 0.59 (P = 0.55)

o
o
o
o

1.5.14 FLU

Subtotal (95% ClI) 0 0 Not estimable
Total events 0 0

Heterogeneity: Not applicable

Test for overall effect: Not applicable

1.5.15 IMI

IMI:LIT,M,R,b,Prien84 0 0 0
Subtotal (95% CI) 0

Total events 0 0
Heterogeneity: Not applicable

Test for overall effect: Not applicable

Not estimable
Not estimable

(=N

1.5.17 CAR

CAR:LIT,M,NR,b,Greil97 0
CAR:LIT,M,NR,b,Hartong03
CAR:LIT,M,R*,b,Coxhead92 0
Subtotal (95% CI)
Total events 0 0
Heterogeneity: Not applicable

Test for overall effect: Not applicable

Not estimable
Not estimable

Not estimable
Not estimable

o
O O o
o
OO o o
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Meta-analyse  1.6:
Alle stoffer vs. lithium
Outcome: Ny depressiv  episode

Drug Lithium Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight [V, Random, 95% CI IV, Random, 95% CI
1.6.5 OLA
OLA:LIT,M,NR*,m,Tohen05 28 202 16 193 100.0% 1.67 [0.93, 2.99] ‘i
Subtotal (95% Cl) 202 193 100.0% 1.67 [0.93, 2.99] b
Total events 28 16

Heterogeneity: Not applicable
Test for overall effect: Z=1.73 (P = 0.08)

1.6.7 QUE

QUE:LIT,M,R,b,Weisler11 36 404 49 364 100.0% 0.66 [0.44, 0.99] i
Subtotal (95% CI) 404 364 100.0% 0.66 [0.44, 0.99]

Total events 36 49

Heterogeneity: Not applicable
Test for overall effect: Z = 1.99 (P = 0.05)

1.6.11 LAM
LAM:LIT,M,R,d,Calabrese03 38 215 46 120 84.1% 0.46 [0.32, 0.67] ——
LAM:LIT,M,R,m,Bowden03 8 58 10 44 15.9% 0.61[0.26, 1.41] .
Subtotal (95% Cl) 273 164 100.0% 0.48 [0.34, 0.67] @O
Total events 46 56

Heterogeneity: Tau? = 0.00; Chiz=0.34, df =1 (P = 0.56); I = 0%
Test for overall effect: Z = 4.25 (P < 0.0001)

1.6.13 VAL

VAL:LIT,M,NR,m,Bowden00 12 187 9 91 23.7% 0.65[0.28, 1.48] =
VAL:LIT,M,R,b,Calabrese05 8 28 11 32 26.4% 0.83[0.39, 1.77] =
VAL:LIT,M,R,b,Geddes10 50 110 35 110 49.9% 1.43[1.02, 2.01] —i—
Subtotal (95% CI) 325 233 100.0% 1.03 [0.62, 1.70] ‘
Total events 70 55

Heterogeneity: Tau? = 0.10; Chi? = 4.03, df =2 (P = 0.13); I = 50%
Test for overall effect: Z=0.10 (P = 0.92)

1.6.15 IMI

IMI:LIT,M,R,b,Prien84 0 0 0 0 Not estimable
Subtotal (95% CI) 0 0 Not estimable
Total events 0 0

Heterogeneity: Not applicable

Test for overall effect: Not applicable

1.6.17 CAR

CAR:LIT,M,NR,b,Greil97 0 0 0 0 Not estimable
CAR:LIT,M,NR,b,Hartong03 0 0 0 0 Not estimable
CAR:LIT,M,R* b,Coxhead92 0 0 0 0 Not estimable
Subtotal (95% CI) 0 0 Not estimable
Total events 0 0

Heterogeneity: Not applicable
Test for overall effect: Not applicable

0507 1 152
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Test for subaroup differences: Chi2 = 15.58, df = 3 (P = 0.001), I? = 80.8%
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Meta-analyse 1.7:

Alle  stoffer vs. lithium
Outcome: Ny manisk episode

Drug Lithium Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight [V, Random, 95% ClI IV, Random, 95% CI
1.7.5 OLA
OLA:LIT,M,NR*,m,Tohen05 24 202 49 193 100.0% 0.47 [0.30, 0.73] !
Subtotal (95% CI) 202 193 100.0% 0.47 [0.30, 0.73]
Total events 24 49
Heterogeneity: Not applicable
Test for overall effect: Z = 3.33 (P = 0.0009)
1.7.7 QUE
QUE:LIT,M,R,b,Weisler11 55 404 46 364 100.0% 1.08 [0.75, 1.55] !
Subtotal (95% Cl) 404 364 100.0% 1.08 [0.75, 1.55]
Total events 55 46
Heterogeneity: Not applicable
Test for overall effect: Z = 0.40 (P = 0.69)
1.7.11 LAM
LAM:LIT,M,R,d,Calabrese03 0 0 0 0 Not estimable
LAM:LIT,M,R,m,Bowden03 20 58 8 44 100.0% 1.90 [0.92, 3.90] t
Subtotal (95% CI) 58 44 100.0% 1.90 [0.92, 3.90]
Total events 20 8
Heterogeneity: Not applicable
Test for overall effect: Z=1.74 (P = 0.08)
1.7.13 VAL
VAL:LIT,M,NR,m,Bowden00 33 187 19 91 34.7% 0.85[0.51, 1.40] _T
VAL:LIT,M,R,b,Calabrese05 3 28 1 32 2.4% 3.43[0.38, 31.12]
VAL:LIT,M,R,b,Geddes10 49 110 40 110 63.0% 1.23[0.89, 1.69] ?
Subtotal (95% CI) 325 233 100.0% 1.10 [0.78, 1.55]
Total events 85 60

Heterogeneity: Tau? = 0.02; Chi2=2.47, df =2 (P = 0.29); I? = 19%

Test for overall effect: Z = 0.57 (P = 0.57)

1.7.14 FLU

Subtotal (95% CI)

Total events 0
Heterogeneity: Not applicable

Test for overall effect: Not applicable

1.7.15 IMI

IMI:LIT,M,R,b,Prien84 19
Subtotal (95% CI)

Total events 19

Heterogeneity: Not applicable
Test for overall effect: Z=2.31 (P = 0.02)

1.7.17 CAR

CAR:LIT,M,NR,b,Greil97 0
CAR:LIT,M,NR,b,Hartong03 0
CAR:LIT,M,R*,b,Coxhead92 0
Subtotal (95% CI)

Total events 0

Heterogeneity: Not applicable
Test for overall effect: Not applicable

36
36

o O O o

11

11

o

42
42

o O O o

Test for subaroup differences: Chi2 = 19.85, df = 4 (P = 0.0005)

Not estimable

100.0% 2.02[1.11, 3.65]
100.0% 2.02 [1.11, 3.65]
Not estimable
Not estimable
Not estimable
Not estimable

,12=79.9%
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Meta-analyse  1.9:
Alle stoffer vs. lithium
Outcome: Veegtggning

Drug Lithium Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight [V, Random, 95% CI IV, Random, 95% CI
1.9.5 OLA
OLA:LIT,M,NR*,m,Tohen05 64 127 21 214 100.0% 5.14 [3.30, 7.98] !
Subtotal (95% Cl) 127 214 100.0% 5.14 [3.30, 7.98]
Total events 64 21
Heterogeneity: Not applicable
Test for overall effect: Z =7.27 (P < 0.00001)
1.9.7 QUE
QUE:LIT,M,R,b,Weisler11 43 404 23 418 100.0% 1.93[1.19, 3.15] !
Subtotal (95% CI) 404 418 100.0% 1.93 [1.19, 3.15]
Total events 43 23
Heterogeneity: Not applicable
Test for overall effect: Z = 2.65 (P = 0.008)
1.9.11 LAM
LAM:LIT,M,R,d,Calabrese03 12 169 12 120 71.2% 0.71[0.33, 1.53]
LAM:LIT,M,R,m,Bowden03 6 58 4 44 28.8% 1.14 [0.34, 3.79]
Subtotal (95% Cl) 227 164 100.0% 0.81[0.43, 1.55]
Total events 18 16
Heterogeneity: Tau? = 0.00; Chiz=0.42, df =1 (P =0.52); I?= 0%
Test for overall effect: Z = 0.63 (P = 0.53)
1.9.13 VAL
VAL:LIT,M,NR,m,Bowden00 39 187 12 91 95.4% 1.58 [0.87, 2.87] ‘I.‘
VAL:LIT,M,R,b,Calabrese05 1 28 1 32 4.6% 1.14 [0.07, 17.44] -
VAL:LIT,M,R,b,Geddes10 0 0 0 0 Not estimable
Subtotal (95% CI) 215 123 100.0% 1.56 [0.87, 2.79] -
Total events 40 13
Heterogeneity: Tau? = 0.00; Chiz=0.05, df =1 (P = 0.82); I?= 0%
Test for overall effect: Z=1.49 (P = 0.14)
1.9.15 IMI
IMI:LIT,M,R,b,Prien84 0 0 0 0 Not estimable
Subtotal (95% CI) 0 0 Not estimable
Total events 0 0
Heterogeneity: Not applicable
Test for overall effect: Not applicable
1.9.17 CAR
CAR:LIT,M,NR,b,Greil97 0 0 0 0 Not estimable
CAR:LIT,M,NR,b,Hartong03 0 0 0 0 Not estimable
CAR:LIT,M,R* b,Coxhead92 0 0 0 0 Not estimable
Subtotal (95% CI) 0 0 Not estimable
Total events 0 0
Heterogeneity: Not applicable
Test for overall effect: Not applicable

0.01 0.1 1 10 100

Test for subaroup differences: Chi2 = 24.87, df = 3 (P < 0.0001), 12 = 87.9%
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Meta-analyse 1.9:
Alle stoffer vs. lithium
Outcome: Vægtøgning


Meta-analyse  1.10:
Alle  stoffer vs. lithium
Outcome: Sedation

Drug Lithium Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight [V, Random, 95% ClI IV, Random, 95% CI
1.10.5 OLA
OLA:LIT,M,NR*,m,Tohen05 0 0 0 0 Not estimable
Subtotal (95% Cl) 0 0 Not estimable
Total events 0 0
Heterogeneity: Not applicable
Test for overall effect: Not applicable
1.10.7 QUE
QUE:LIT,M,R,b,Weisler11 27 404 11 418 100.0% 2.54[1.28, 5.05] i
Subtotal (95% Cl) 404 418 100.0% 2.54 [1.28, 5.05]
Total events 27 11
Heterogeneity: Not applicable
Test for overall effect: Z = 2.66 (P = 0.008)
1.10.11 LAM
LAM:LIT,M,R,d,Calabrese03 16 169 16 120 74.7% 0.711[0.37, 1.36]
LAM:LIT,M,R,m,Bowden03 5 58 6 44  25.3% 0.63[0.21, 1.94]
Subtotal (95% CI) 227 164 100.0% 0.69 [0.39, 1.21]
Total events 21 22

Heterogeneity: Tau? = 0.00; Chi? = 0.03, df =1 (P = 0.86); I> = 0%

Test for overall effect: Z=1.29 (P = 0.20)

1.10.13 VAL

VAL:LIT,M,NR,m,Bowden00 78 187
VAL:LIT,M,R,b,Calabrese05 1 28
VAL:LIT,M,R,b,Geddes10 0 0
Subtotal (95% CI) 215
Total events 79

24

26

91 97.4%
32 2.6%
0

123 100.0%

Heterogeneity: Tau? = 0.00; Chi? = 0.70, df =1 (P = 0.40); I? = 0%

Test for overall effect: Z =2.24 (P = 0.03)

1.10.14 FLU

Subtotal (95% CI) 0
Total events 0
Heterogeneity: Not applicable

Test for overall effect: Not applicable

1.10.15 IMI

IMI:.LIT,M,R,b,Prien84 0 0
Subtotal (95% CI) 0
Total events 0

Heterogeneity: Not applicable
Test for overall effect: Not applicable

1.10.17 CAR

CAR:LIT,M,NR,b,Greil97 0 0
CAR:LIT,M,NR,b,Hartong03 0 0
CAR:LIT,M,R*,b,Coxhead92 0 0
Subtotal (95% CI) 0
Total events 0

Heterogeneity: Not applicable
Test for overall effect: Not applicable

o

o o

o O O o

Test for subaroup differences: Chi2 = 9.16, df =2 (P = 0.01), 12=78.2%

1.58 [1.08, 2.32]
0.57 [0.05, 5.97]

Not estimable
1.54 [1.06, 2.25]

Not estimable

Not estimable
Not estimable

Not estimable
Not estimable

Not estimable
Not estimable

0.01 0.1 1 10 100
Favours drug Favours lithium
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Meta-analyse 1.10:
Alle stoffer vs. lithium
Outcome: Sedation


Meta-analyse 3.1

Alle
Outcome:

stoffer vs.

Ny affektiv

placebo

episode

Study or Subgroup

Events Total

Placebo
Events Total Weight

Drug

Risk Ratio
IV, Random, 95% CI

Risk Ratio
IV, Random, 95% CI

3.1.1ARI
ARI,A,R,m,Carlson12
ARI,A,R,m,Marcus11
ARILA,R,m,Wo011
ARI,M,R,m,Keck06
Subtotal (95% CI)
Total events

Heterogeneity: Tau? = 0.00; Chi? =

40 178 56 173 42.6%
25 167 43 166 26.1%
6 40 14 43 71%
19 7 36 83 24.2%
462 465 100.0%

90 149

1.09, df =3 (P =0.78); I?= 0%

Test for overall effect: Z = 4.23 (P < 0.0001)

3.1.20LA
OLA,A,R,m,Tohen04
OLA M,NR,m,Vieta12
OLA,M,R,m,Tohen06
Subtotal (95% CI)
Total events

15 51 15 48  19.2%
31 130 75 133 33.7%
105 225 109 136 47.1%
406 317 100.0%

151 199

Heterogeneity: Tau? = 0.05; Chi2 = 5.70, df = 2 (P = 0.06); I = 65%
Test for overall effect: Z = 3.34 (P = 0.0008)

3.1.3 PER
PER,A,R,m,Zarate04
Subtotal (95% CI)

Total events

Heterogeneity: Not applicable

5 19 2 18 100.0%
19 18 100.0%

5 2

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

3.1.4 QUE
QUE,A,R,b,Suppes09
QUE,A,R,b,Vieta08
QUE,M,R,b,Weisler11
QUE,M,R,d,Young12
Subtotal (95% CI)
Total events

63 310 163 313 24.3%
62 336 180 367 24.1%
91 404 208 404 27.3%
71 290 119 294 24.3%
1340 1378 100.0%

287 670

Heterogeneity: Tau? = 0.03; Chi? = 8.92, df = 3 (P = 0.03); I = 66%
Test for overall effect: Z = 7.87 (P < 0.00001)

3.1.5RIS
RIS,AR,b,Macfadden09
RIS,M,R,m,Quiroz10
RIS,M,R,m,Vieta12
Subtotal (95% CI)

Total events

15 65 27 59 13.1%
42 140 76 135 39.0%
51 131 75 133 47.9%
336 327 100.0%

108 178

Heterogeneity: Tau? = 0.00; Chi* = 2.16, df = 2 (P = 0.34); I’ = 7%
Test for overall effect: Z = 5.22 (P < 0.00001)

3.1.6 ZIP
ZIP,A,R,m,Bowden10
Subtotal (95% CI)

Total events

Heterogeneity: Not applicable

25 127 36 111
127 11

25 36

100.0%
100.0%

Test for overall effect: Z =2.21 (P = 0.03)

3.1.7 PAL

PAL, M, R, m, Berwaerts12
Subtotal (95% CI)

Total events

Heterogeneity: Not applicable

85 146 104 144 100.0%

Test for overall effect: Z = 2.47 (P = 0.01)

3.1.8 LAM

LAM, A, R, b, SCAB2005

LAM, M, R, d, SCA104779
LAM,M,R,b,Calabrese00
LAM,M,R,d,Bowden03
LAM,M,R,d,Calabrese03
Subtotal (95% CI)

Total events

Heterogeneity: Tau? = 0.00; Chi?

146 144 100.0%

85 104
32 68 40 69 16.0%
15 45 27 58  6.8%
45 920 49 87 21.3%
28 58 49 69 17.6%
15 215 66 119 38.2%
476 402 100.0%

235 231
4.15,df =4 (P =0.39); I’ = 4%

Test for overall effect: Z =2.45 (P = 0.01)

3.1.9 OXC
OXC,ANR,b,Vieta08
Subtotal (95% Cl)

Total events

Heterogeneity: Not applicable

8 26 18 29 100.0%
26 29 100.0%

Test for overall effect: Z = 2.14 (P = 0.03)

3.1.10 VAL
VAL,A,R,b,Geddes10
VAL,A,R,d,Bowden12
VAL,M,NR,m,Bowden00
Subtotal (95% CI)

Total events

59 110 65 110 39.9%
23 41 39 45 332%
45 187 36 94 26.9%

338 249 100.0%

127 140

Heterogeneity: Tau? = 0.03; Chi? = 4.44, df =2 (P = 0.11); 1> = 55%
Test for overall effect: Z = 2.40 (P = 0.02)

3.1.12 1M1
IMILA,R,b,Prien84
IMILA,R,b,Quitkin81
Subtotal (95% CI)
Total events

18 36 23 42 69.7%
12 37 8 38 30.3%

73 80 100.0%
30 31

Heterogeneity: Tau? = 0.04; Chi? = 1.35, df = 1 (P = 0.24); I* = 26%
Test for overall effect: Z = 0.28 (P = 0.78)

3143 LT
LIT,AR,b,Geddes10
LIT,AR,b,Prien84
LIT,M,NR,b,Weisler11
LIT,M,NR,d,Calabrese03
LIT,M,NR,m,Bowden00
LIT,M,NR,m,Bowden03
LIT,M,R,b,Prien73
Subtotal (95% CI)

Total events

59 110 76 110 17.2%
18 36 29 36 11.6%
95 364 208 404 17.9%
56 120 66 119 15.8%
28 91 36 94 10.5%
18 44 49 69  11.0%
43 101 84 104 16.0%

866 936 100.0%

317 548

Heterogeneity: Tau? = 0.03; Chi? = 17.08, df = 6 (P = 0.009); I* = 65%
Test for overall effect: Z = 4.83 (P < 0.00001)

0.69 [0.49, 0.98]
0.58 [0.37, 0.90]
046 [0.20, 1.08]
057 [0.36, 0.90]
0.61[0.49, 0.77]

0.94[0.52, 1.71]
0.42[0.30, 0.60]
0.58 [0.49, 0.69]
0.57 [0.41, 0.79]

2.37[0.52, 10.70]
2.37[0.52, 10.70]

0.39[0.31, 0.50]
0.38[0.29, 0.48]
0.44[0.36, 0.54]
0.60 [0.47, 0.77]
0.44[0.36, 0.54]

0.50 [0.30, 0.85]
0.53[0.40, 0.71]
0.69 [0.53, 0.90]
0.60 [0.49, 0.73]

0.61[0.39, 0.94]
0.61[0.39, 0.94]

0.811[0.68, 0.96]
0.81[0.68, 0.96]

0.81[0.59, 1.12]
0.72[0.44, 1.18]
0.89[0.67, 1.17]
0.68 [0.50, 0.92]
0.96 [0.79, 1.18]
0.85[0.74, 0.97]

0.50 [0.26, 0.94]
0.50 [0.26, 0.94]

0.91[0.72, 1.15]
0.65[0.48, 0.87]
0.63 [0.44, 0.90]
0.73 [0.57, 0.94]

0.91[0.60, 1.40]
1.54[0.71,3.33]
1.07 [0.67, 1.71]

0.78[0.63, 0.96]
0.62 [0.43, 0.89]
0.51[0.42, 0.62]
0.84[0.66, 1.08]
0.80 [0.54, 1.20]
0.58[0.39, 0.85]
0.53[0.41,0.67]
0.65 [0.54, 0.77]

Test for subaroup differences: Chi? = 43.44. df = 11 (P < 0.00001). I = 74.7%

0”’”
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Meta-analyse 3.1
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Outcome: Ny affektiv episode


Meta-analyse
stoffer VS.

Alle
Outcome:

3.2:

Drop-out

placebo

Drug Placebo

Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI
3.2.5ARI

ARI,A,R,m,Carlson12 0 0 0 0 Not estimable
ARI,A,R,m,Marcus11 0 0 0 0 Not estimable

ARIA,R,m,Wo011 0 0 0 0 Not estimable

ARI,M,R,m,Keck06 39 78 55 83 100.0% 0.75[0.58, 0.99] !
Subtotal (95% CI) 78 83 100.0% 0.75[0.58, 0.99]

Total events 39 55

Heterogeneity: Not applicable

Test for overall effect: Z = 2.05 (P = 0.04)

3.2.6 OLA

OLA,A,R,m,Tohen04 0 0 0 0 Not estimable

OLA M,NR,m,Vieta12 54 131 97 135 46.5% 0.57[0.46, 0.72] -+
OLA,M,R,m,Tohen06 183 225 127 136 53.5% 0.87[0.81, 0.94] H
Subtotal (95% CI) 356 271 100.0% 0.7210.48, 1.08] -
Total events 237 224

Heterogeneity: Tau? = 0.08; Chiz = 11.37, df = 1 (P = 0.0007); I>=91%
Test for overall effect: Z=1.60 (P =0.11)

3.2.7 PER

PER,A,R,m,Zarate04 10 19 3 18 100.0%
Subtotal (95% Cl) 19 18 100.0%
Total events 10 3

Heterogeneity: Not applicable

Test for overall effect: Z = 2.02 (P = 0.04)

3.2.8 QUE

QUE,A,R,b,Suppes09 200 310 247 313 26.3%
QUE,A,R,b,Vieta08 123 336 233 367 241%
QUE,M,R,b,Weisler11 152 404 282 404 24.9%
QUE,M,R,d,Young12 140 291 184 294 24.6%
Subtotal (95% CI) 1341 1378 100.0%
Total events 615 946

Heterogeneity: Tau? = 0.04; Chi? = 29.48, df = 3 (P < 0.00001); I* = 90%
Test for overall effect: Z = 3.74 (P = 0.0002)

3.29RIS

RIS,A,R,b,Macfadden09 28 65 38 59 18.6%
RIS,M,R,m,Quiroz10 79 154 116 149  40.6%
RIS,M,R,m,Vieta12 79 132 97 135 40.8%
Subtotal (95% CI) 351 343 100.0%
Total events 186 251

Heterogeneity: Tau? = 0.01; Chi? = 3.73, df = 2 (P = 0.15); I> = 46%
Test for overall effect: Z = 3.70 (P = 0.0002)

3.2.10 ZIP

ZIP,A,R,m,Bowden10 0 0 0 0
Subtotal (95% CI) 0 0

Total events 0 0

Heterogeneity: Not applicable

Test for overall effect: Not applicable

3.2.11 PAL

PAL, M, R, m, Berwaerts12 0 0 0 0
Subtotal (95% CI) 0 0

Total events 0 0

Heterogeneity: Not applicable

Test for overall effect: Not applicable

3.212LAM

LAM, A, R, b, SCAB2005 0 0 0 0

LAM, M, R, d, SCA104779 0 0 0 0
LAM,M,R,b,Calabrese00 56 93 66 89 6.4%
LAM,M,R,d,Bowden03 56 59 70 70 57.4%
LAM,M,R,d,Calabrese03 183 221 109 121 36.3%
Subtotal (95% CI) 373 280 100.0%
Total events 295 245

Heterogeneity: Tau? = 0.00; Chi? = 2.08, df = 2 (P = 0.35); I> = 4%
Test for overall effect: Z = 2.79 (P = 0.005)

3.2.13 OXC

OXC,ANR,b,Vieta08 0 0 0 0
Subtotal (95% Cl) 0 0

Total events 0 0

Heterogeneity: Not applicable

Test for overall effect: Not applicable

3.2.14 VAL

VAL,A,R,b,Geddes10 46 110 44 110 33.2%
VAL,A,R,d,Bowden12 0 0 0 0
VAL,M,NR,m,Bowden00 116 187 71 94  66.8%
Subtotal (95% CI) 297 204 100.0%
Total events 162 115

Heterogeneity: Tau?=0.01; Chiz=1.77, df = 1 (P = 0.18); 1> = 43%
Test for overall effect: Z = 1.03 (P = 0.30)

3.2.16 IMI

IMILA,R,b,Prien84 0 0 0 0
IMILA,R,b,Quitkin81 32 37 29 38 100.0%
Subtotal (95% CI) 37 38 100.0%
Total events 32 29

Heterogeneity: Not applicable

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

3.217 LIT

LIT,AR,b,Geddes10 46 110 43 110 10.3%
LIT,AR,b,Prien84 0 0 0 0
LIT,M,NR,b,Weisler11 188 364 282 404 18.5%
LIT,M,NR,d,Calabrese03 101 121 109 121 19.2%
LIT,M,NR,m,Bowden00 69 91 71 94  16.6%
LIT,M,NR,m,Bowden03 45 46 70 70 20.4%
LIT,M,R,b,Prien73 52 101 93 104 15.0%
Subtotal (95% CI) 833 903 100.0%
Total events 501 668

Heterogeneity: Tau? = 0.03; Chi? = 40.12, df = 5 (P < 0.00001); I> = 88%
Test for overall effect: Z = 2.04 (P = 0.04)

Test for subaroup differences: Chi? = 27.44, df = 8 (P = 0.00086). I* = 70.8%

3.16 [1.03, 9.66]
3.16 [1.03, 9.66]

0.82[0.74, 0.90]
0.58 [0.49, 0.68]
0.54 [0.47, 0.62]
0.77[0.66, 0.89]
0.67 [0.54, 0.82]

0.67 [0.48, 0.94]
0.66 [0.55, 0.79]
0.83 [0.70, 0.99]
0.73[0.61, 0.86]

Not estimable
Not estimable

Not estimable
Not estimable

Not estimable
Not estimable
0.81[0.66, 1.00]
0.95[0.89, 1.01]
0.92 [0.84, 1.00]
0.93 [0.88, 0.98]

Not estimable
Not estimable

1.05[0.76, 1.44]

Not estimable
0.82[0.70, 0.96]
0.89[0.71, 1.11]

Not estimable
1.13[0.91, 1.41]
1.13[0.91, 1.41]

1.07 [0.78, 1.47)

Not estimable
0.74 [0.66, 0.83]
0.93[0.84, 1.02]
1.00 [0.85, 1.18]
0.97 [0.92, 1.03]
0.58 [0.47, 0.70]
0.86 [0.74, 0.99]
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Outcome: Drop-out


Meta-analyse

Alle
Outcome:

stoffer

Dad

3.3:
VS.

placebo

Drug Placebo Risk Ratio Risk Ratio

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

3.3.5ARI

ARI,A,R,m,Carlson12 0 0 0 0 Not estimable

ARLA,R,m,Marcus11 1 167 1 166 100.0% 0.99 [0.06, 15.76]

ARLA,R,m,Woo11 0 40 0 43 Not estimable

ARI,M,R,m,Keck06 0 0 0 0 Not estimable

Subtotal (95% Cl) 207 209 100.0% 0.99 [0.06, 15.76]

Total events 1 1

Heterogeneity: Not applicable

Test for overall effect: Z = 0.00 (P = 1.00)

3.3.6 OLA

OLA,A,R,m,Tohen04 0 51 0 48 Not estimable

OLA,M,NR,m,Vieta12 0 0 0 0 Not estimable

OLA,M,R,m,Tohen06 0 225 0 136 Not estimable

Subtotal (95% CI) 276 184 Not estimable

Total events 0 0

Heterogeneity: Not applicable

Test for overall effect: Not applicable

3.3.7PER

PER,A,R,m,Zarate04 0 0 0 0 Not estimable

Subtotal (95% CI) 0 0 Not estimable

Total events 0 0

Heterogeneity: Not applicable

Test for overall effect: Not applicable

3.3.8 QUE

QUE,AR,b,Suppes09 0 0 0 0 Not estimable

QUE,AR,b,Vieta08 1 336 3 367 60.0% 0.36 [0.04, 3.48] —T

QUE,M,R,b,Weisler11 0 404 0 404 Not estimable

QUE,M,R,d,Young12 1 291 1294 40.0% 1.01[0.06, 16.08] —

Subtotal (95% CI) 1031 1065 100.0% 0.55[0.10, 3.15] i

Total events 2 4

Heterogeneity: Tau? = 0.00; Chi? = 0.31, df = 1 (P = 0.57); = 0%

Test for overall effect: Z = 0.67 (P = 0.50)

3.3.9 RIS

RIS,A,R,b,Macfadden09 1 65 2 59 100.0% 0.45[0.04, 4.88] ﬂ‘*

RIS,M,R,m,Quiroz10 0 0 0 0 Not estimable

RIS,M,R,m,Vieta12 0 0 0 0 Not estimable

Subtotal (95% Cl) 65 59 100.0% 0.45 [0.04, 4.88] et

Total events 1 2

Heterogeneity: Not applicable

Test for overall effect: Z = 0.65 (P = 0.51)

3.3.10 ZIP

ZIP,A,R,m,Bowden10 0 0 0 0 Not estimable

Subtotal (95% CI) 0 0 Not estimable

Total events 0 0

Heterogeneity: Not applicable

Test for overall effect: Not applicable

3.3.11 PAL

PAL, M, R, m, Berwaerts12 2 149 0 147 1000%  4.93[0.24, 101.89] 7t

Subtotal (95% Cl) 149 147 100.0% 4.93 [0.24, 101.89] ——

Total events 2 0

Heterogeneity: Not applicable

Test for overall effect: Z = 1.03 (P = 0.30)

3.3.12 LAM

LAM, A, R, b, SCAB2005 0 68 0 69 Not estimable

LAM, M, R, d, SCA104779 0 0 0 0 Not estimable

LAM,M,R,b,Calabrese00 0 0 0 0 Not estimable

LAM,M,R,d,Bowden03 0 0 0 0 Not estimable

LAM,M,R,d,Calabrese03 0 0 0 0 Not estimable

Subtotal (95% CI) 68 69 Not estimable

Total events 0 0

Heterogeneity: Not applicable

Test for overall effect: Not applicable

3.3.13 OXC

OXC,A,NR,b,Vieta08 0 0 0 0 Not estimable

Subtotal (95% Cl) 0 0 Not estimable

Total events 0 0

Heterogeneity: Not applicable

Test for overall effect: Not applicable

3.3.14 VAL

VAL,AR,b,Geddes10 1 110 2 110 100.0% 0.50 [0.05, 5.43] 4.'*

VAL,A,R,d,Bowden12 0 0 0 0 Not estimable

VAL,M,NR,m,Bowden00 0 0 0 0 Not estimable

Subtotal (95% Cl) 110 110 100.0% 0.50 [0.05, 5.43] et

Total events 1 2

Heterogeneity: Not applicable

Test for overall effect: Z = 0.57 (P = 0.57)

3.3.16 IMI

IMI,A,R,b,Prien84 0 0 0 0 Not estimable

IMILA,R,b,Quitkin81 0 0 0 0 Not estimable

Subtotal (95% CI) 0 0 Not estimable

Total events 0 0

Heterogeneity: Not applicable

Test for overall effect: Not applicable

3317 LIT

LIT.AR b,Geddes10 1110 3110 100.0% 0.33[0.04, 3.16] ——

LIT,AR,b,Prien84 0 0 0 0 Not estimable

LIT,M,NR,b,Weisler11 0 364 0 404 Not estimable

LIT,M,NR,d,Calabrese03 0 0 0 0 Not estimable

LIT,M,NR,m,Bowden00 0 0 0 0 Not estimable

LIT,M,NR,m,Bowden03 0 0 0 0 Not estimable

LIT,M,R,b,Prien73 0 0 0 0 Not estimable

Subtotal (95% CI) 474 514 100.0% 0.33 [0.04, 3.16] —~eeot-

Total events 1 3

Heterogeneity: Not applicable

Test for overall effect: Z = 0.96 (P = 0.34)
; + + J
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Test for subaroup differences: Chi? = 2.32, df = 5 (P = 0.80). I? = 0%
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Meta-analyse 3.3:
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Outcome: Død


Meta-analyse 3.4:

Alle stoffer vs. placebo

Outcome: Selvmord

Drug Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
3.4.5ARI
ARI,A,R,m,Carlson12 0 176 0 165 Not estimable
ARIA,R,m,Marcus11 1 167 0 166 49.9% 2.98[0.12,72.68] —
ARILA,R,m,Wo0011 0 0 0 0 Not estimable
ARI,M,R,m,Keck06 0 77 1 83 50.1% 0.36[0.01,868) —— @ ——
Subtotal (95% ClI) 420 414 100.0% 1.03[0.11, 9.84] ot
Total events 1 1

Heterogeneity: Tau? = 0.00; Chi2 = 0.85, df = 1 (P = 0.36); I> = 0%

Test for overall effect: Z = 0.03 (P = 0.98)

3.4.6 OLA

OLA,A,R,m,Tohen04 0 0
OLAM,NR,m,Vieta12 0 131
OLA,M,R,m,Tohen06 0 0
Subtotal (95% CI) 131
Total events 0

Heterogeneity: Not applicable
Test for overall effect: Z = 1.27 (P = 0.20)

3.4.7 PER

PER,A,R,m,Zarate04 0 0
Subtotal (95% ClI) 0
Total events 0
Heterogeneity: Not applicable

Test for overall effect: Not applicable

3.4.8 QUE

QUE,AR,b,Suppes09 0 0
QUE,AR,b,Vieta08 1 336
QUE,M,R,b,Weisler11 3 404
QUE,M,R,d,Young12 2 291
Subtotal (95% ClI) 1031
Total events 6

0

135 100.0%

0
135

oo

0
367
404
294

1065

100.0%

11.9%
52.2%
35.9%
100.0%

Heterogeneity: Tau? = 0.00; Chi = 0.56, df = 2 (P = 0.76); 1> = 0%

Test for overall effect: Z = 1.83 (P = 0.07)

3.49RIS

RIS,A,R,b,Macfadden09 1 65
RIS,M,R,m,Quiroz10 0 154
RIS,M,R,m,Vieta12 2 132
Subtotal (95% CI) 351
Total events 3

7

59
149
135
343

32.5%
15.9%
51.6%
100.0%

Heterogeneity: Tau? = 0.00; Chi? = 0.37, df = 2 (P = 0.83); I = 0%

Test for overall effect: Z = 1.18 (P = 0.24)

3.4.10 ZIP

ZIP,A,R,m,Bowden10 0
Subtotal (95% ClI)

Total events 0
Heterogeneity: Not applicable

Test for overall effect: Not applicable

oo

3.4.11 PAL

PAL, M, R, m, Berwaerts12 0 148
Subtotal (95% CI) 148
Total events 0
Heterogeneity: Not applicable

Test for overall effect: Not applicable

3.4.12LAM

LAM, A, R, b, SCAB2005
LAM,M,R,b,Calabrese00
LAM,M,R,d,Bowden03 59
LAM,M,R,d,Calabrese03 215
Subtotal (95% CI) 342
Total events 6

68
0

WO -

0

oo

147
147

69
0
70
119
258

17.5%

47.6%
34.9%
100.0%

Heterogeneity: Tau? = 0.00; Chi? = 0.25, df = 2 (P = 0.88); I> = 0%

Test for overall effect: Z = 0.67 (P = 0.50)

3.4.13 OXC

OXC,ANR,b,Vieta08 0 0
Subtotal (95% CI) 0
Total events 0
Heterogeneity: Not applicable

Test for overall effect: Not applicable

3.4.14 VAL

VAL,AR,b,Geddes10 0 110
VAL,AR,d,Bowden12 0 0
VAL,M,NR,m,Bowden00 0 0
Subtotal (95% CI) 110
Total events 0
Heterogeneity: Not applicable

Test for overall effect: Not applicable

3.4.16 IMI

IMI,A,R,b,Prien84 0 0
IMI,A,R,b,Quitkin81 0 0
Subtotal (95% ClI) 0
Total events 0
Heterogeneity: Not applicable

Test for overall effect: Not applicable

3417 LIT

LIT,A,R,b,Geddes10 0 110
LIT,A,R,b,Prien84 0 0
LIT,M,NR,b,Weisler11 3 364
LIT,M,NR,d,Calabrese03 2 120
LIT,M,NR,m,Bowden00 0 0
LIT,M,NR,m,Bowden03 0 46
LIT,M,R,b,Prien73 0 0
Subtotal (95% CI) 640
Total events 5

o

0
0
8
1
0
2
0

1"

oo

110

110

110
0
404
119
0
70

0
703

66.8%
20.4%

12.8%

100.0%

Heterogeneity: Tau? = 0.00; Chi? = 1.43, df = 2 (P = 0.49); 1> = 0%

Test for overall effect: Z = 1.09 (P = 0.28)

Test for subaroup differences: Chi? = 3.87. df =5 (P = 0.57). I = 0%

Not estimable
0.15[0.01, 2.82]
Not estimable
0.15[0.01, 2.82]

Not estimable
Not estimable

Not estimable
1.09 [0.07, 17.39]
0.38[0.10, 1.40]
0.34[0.07, 1.65]
0.41[0.16, 1.06]

0.30[0.03, 2.83]
0.32[0.01,7.86]
0.68[0.12, 4.02)
0.46 [0.13, 1.66]

Not estimable
Not estimable

Not estimable
Not estimable

3.04 [0.13, 73.43]
Not estimable
1.19[0.17, 8.17)
1.66 [0.17, 15.79]
1.57 [0.42, 5.95]

Not estimable
Not estimable

Not estimable
Not estimable
Not estimable
Not estimable

Not estimable
Not estimable
Not estimable

Not estimable
Not estimable
0.42[0.11, 1.56]
1.98 [0.18, 21.58]
Not estimable
0.30[0.01, 6.15]
Not estimable
0.55[0.19, 1.61]
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Meta-analyse 3.5:
Alle stoffer VS.
Outcome: Alvorlig

placebo
bivirkning

Drug Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI
3.5.5 ARI
ARIA,R,m,Carlson12 5 176 9 165 23.7% 0.52[0.18, 1.52] —
ARIA,R,m,Marcus11 1 167 8 166 34.8% 1.37[0.56, 3.31] e
ARIA,R,m,Wo011 2 40 5 43 10.9% 0.43[0.09, 2.09] 1
ARI,M,R,m,Keck06 6 77 1" 83  30.5% 0.59[0.23, 1.51] T
Subtotal (95% Cl) 460 457 100.0% 0.74 [0.44, 1.25] &
Total events 24 33
Heterogeneity: Tau? = 0.00; Chi? = 2.94, df = 3 (P = 0.40); 1> = 0%
Test for overall effect: Z=1.13 (P = 0.26)
3.5.6 OLA
OLA,A,R,m,Tohen04 0 0 0 0 Not estimable
OLA M,NR,m,Vieta12 13 131 32 135 71.3% 0.42[0.23, 0.76] R
OLA,M,R,m,Tohen06 7 225 10 136 28.7% 0.42[0.16, 1.09] —
Subtotal (95% CI) 356 271 100.0% 0.42[0.25, 0.70] <&
Total events 20 42
Heterogeneity: Tau? = 0.00; Chi2 = 0.00, df = 1 (P = 0.99); I> = 0%
Test for overall effect: Z = 3.37 (P = 0.0008)
3.5.7 PER
PER,A,R,m,Zarate04 0 0 0 0 Not estimable
Subtotal (95% CI) 0 0 Not estimable
Total events 0 0
Heterogeneity: Not applicable
Test for overall effect: Not applicable
3.5.8 QUE
QUE,A,R,b,Suppes09 18 310 7 313 25.8% 2.60[1.10,6.13] —
QUE,A,R,b,Vieta08 5 336 20 367 24.5% 0.27[0.10, 0.72] —
QUE,M,R,b,Weisler11 5 404 11 404 23.6% 0.45[0.16, 1.30] — T
QUE,M,R,d,Young12 8 291 16 294 26.1% 0.51[0.22, 1.16] =
Subtotal (95% CI) 1341 1378 100.0% 0.65[0.24, 1.74] -
Total events 36 54
Heterogeneity: Tau? = 0.79; Chi? = 13.81, df = 3 (P = 0.003); I = 78%
Test for overall effect: Z=0.86 (P = 0.39)
3.59 RIS
RIS,AR,b,Macfadden09 0 0 0 0 Not estimable
RIS,M,R,m,Quiroz10 13 154 25 149 39.9% 0.50 [0.27, 0.95] —i
RIS,M,R,m,Vieta12 19 132 32 135 60.1% 0.61[0.36, 1.02] i
Subtotal (95% CI) 286 284 100.0% 0.56 [0.38, 0.84] &
Total events 32 57
Heterogeneity: Tau? = 0.00; Chi? = 0.20, df = 1 (P = 0.65); I = 0%
Test for overall effect: Z = 2.82 (P = 0.005)
3.5.10 ZIP
ZIP,A,R,m,Bowden10 3 127 2 111 100.0% 1.31[0.22,7.70] i
Subtotal (95% CI) 127 111 100.0% 1.31[0.22,7.70]
Total events 3 2
Heterogeneity: Not applicable
Test for overall effect: Z=0.30 (P = 0.76)
3.5.11 PAL
PAL, M, R, m, Berwaerts12 16 149 33 147 1000%  048[0.28,083] !
Subtotal (95% CI) 149 147 100.0% 0.48 [0.28, 0.83]
Total events 16 33
Heterogeneity: Not applicable
Test for overall effect: Z = 2.62 (P = 0.009)
3.5.12 LAM
LAM, A, R, b, SCAB2005 " 68 " 69 49.8% 1.01[0.47, 2.18]
LAM, M, R, d, SCA104779 1 45 1 58 3.9% 1.29[0.08, 20.05]
LAM,M,R,b,Calabrese00 1 93 2 89 5.1% 0.48[0.04, 5.18]
LAM,M,R,d,Bowden03 8 58 " 69  41.2% 0.87[0.37, 2.01]
LAM,M,R,d,Calabrese03 0 0 0 0 Not estimable
Subtotal (95% CI) 264 285 100.0% 0.92[0.54, 1.58]
Total events 21 25

Heterogeneity: Tau? = 0.00; Chi?
Test for overall effect: Z=0.29 (P = 0.77)

3.5.13 OXC

OXC,ANR,b,Vieta08 3 26
Subtotal (95% Cl) 26
Total events 3

Heterogeneity: Not applicable
Test for overall effect: Z = 0.14 (P = 0.89)

3.5.14 VAL

VAL,A,R,b,Geddes10 4 110
VAL,A,R,d,Bowden12 0 0
VAL,M,NR,m,Bowden00 0 0
Subtotal (95% CI) 110
Total events 4
Heterogeneity: Not applicable

Test for overall effect: Z=0.34 (P = 0.73)
3.5.16 IMI

IMILA,R,b,Prien84 0 0
IMILA,R,b,Quitkin81 0 0
Subtotal (95% CI) 0
Total events 0
Heterogeneity: Not applicable

Test for overall effect: Not applicable

3.517 LIT

LIT,AR,b,Geddes10 4 110
LIT,AR,b,Prien84 0 0
LIT,M,NR,b,Weisler11 10 364
LIT,M,NR,d,Calabrese03 0 0
LIT,M,NR,m,Bowden00 0 0
LIT,M,NR,m,Bowden03 6 46
LIT,M,R,b,Prien73 0 0
Subtotal (95% CI) 520

Total events 20

o

29

29
29

110
0

0
110

110
0
404
0

0
69

0
583

0.43, df =3 (P =0.93); I = 0%

100.0%
100.0%

100.0%

100.0%

21.2%

42.8%

35.9%

100.0%

Heterogeneity: Tau? = 0.00; Chi? = 0.58, df = 2 (P = 0.75); I> = 0%

Test for overall effect: Z=0.66 (P = 0.51)

Test for subaroup differences: Chi? = 8.31. df = 9 (P = 0.50). I = 0%

1.12[0.25, 5.05]
1.12[0.25, 5.05]

0.80 [0.22, 2.90]
Not estimable
Not estimable

0.80 [0.22, 2.90]

Not estimable
Not estimable
Not estimable

0.57[0.17, 1.90]
Not estimable
1.01[0.43, 2.35]
Not estimable
Not estimable
0.82[0.33, 2.06]
Not estimable
0.83 [0.48, 1.44]
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Meta-analyse 3.6:

Alle  stoffer vs.

Outcome:

Ny depressiv

placebo

episode

Drug Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI
3.6.1 ARI
ARIA,R,m,Carlson12 24 178 29 173 51.4% 0.80[0.49, 1.32]
ARIA,R,m,Marcus11 14 167 18 166 28.9% 0.77 [0.40, 1.50] .
ARIA,R,m,Wo011 3 40 3 43 5.4% 1.07 [0.23, 5.02] - I
ARI,M,R,m,Keck06 6 7 1 83 14.3% 0.59[0.23, 1.51] -1
Subtotal (95% Cl) 462 465 100.0% 0.77 [0.54, 1.10] ¢
Total events 47 61
Heterogeneity: Tau? = 0.00; Chi? = 0.52, df = 3 (P = 0.91); I = 0%
Test for overall effect: Z = 1.42 (P = 0.16)
3.6.20LA
OLA,A,R,m,Tohen04 15 51 12 48 21.2% 1.18[0.61, 2.25] -
OLA M,NR,m,Vieta12 12 130 23 133 20.9% 0.53[0.28, 1.03] =
OLA,M,R,m,Tohen06 68 225 53 136 57.8% 0.78 [0.58, 1.04] n
Subtotal (95% CI) 406 317 100.0% 0.78 [0.56, 1.10] L
Total events 95 88

Heterogeneity: Tau? = 0.03; Chiz = 2.83, df = 2 (P = 0.24); I> = 29%

Test for overall effect: Z = 1.42 (P = 0.16)

3.6.3 PAL

PAL, M, R, m, Berwaerts12 0 0
Subtotal (95% Cl) 0
Total events 0
Heterogeneity: Not applicable

Test for overall effect: Not applicable

3.6.4 PER

PER,A,R,m,Zarate04 4 19
Subtotal (95% CI) 19
Total events 4
Heterogeneity: Not applicable

Test for overall effect: Z = 1.47 (P = 0.14)
3.6.5 QUE

QUE,AR,b,Suppes09 41 310
QUE,ARb,Vieta08 26 336
QUE,M,R,b,Weisler11 36 404
QUE,M,R,d,Young12 43 290
Subtotal (95% CI) 1340
Total events 146

0 18 100.0%

18 100.0%

0
102 313 29.2%
84 367 18.2%
85 404 23.5%
87 294 29.1%

1378 100.0%
358

Heterogeneity: Tau? = 0.00; Chi? = 2.21, df = 3 (P = 0.53); I = 0%

Test for overall effect: Z = 9.58 (P < 0.00001)

3.6.6 RIS

RIS,AR,b,Macfadden09 8 65
RIS,M,R,m,Quiroz10 20 140
RIS,M,R,m,Vieta12 25 131
Subtotal (95% CI) 336
Total events 53

1 59 185%
14 135 31.8%
23 133 49.7%

327 100.0%
48

Heterogeneity: Tau? = 0.00; Chiz = 1.88, df = 2 (P = 0.39); I? = 0%

Test for overall effect: Z = 0.40 (P = 0.69)

3.6.8 ZIP

ZIP,A,R,m,Bowden10 16 127
Subtotal (95% Cl) 127
Total events 16

Heterogeneity: Not applicable
Test for overall effect: Z=0.41 (P = 0.68)

3.6.9 LAM

LAM, A, R, b, SCAB2005 15 68
LAM, M, R, d, SCA104779 15 45
LAM,M,R,b,Calabrese00 0 0
LAM,M,R,d,Bowden03 8 58
LAM,M,R,d,Calabrese03 38 215
Subtotal (95% CI) 386
Total events 76

16 111 100.0%
111 100.0%

16

32 69 22.0%

27 58 23.5%
0 0

21 69 10.7%

47 119 43.8%
315 100.0%

127

Heterogeneity: Tau? = 0.00; Chi? = 2.46, df = 3 (P = 0.48); I> = 0%

Test for overall effect: Z = 5.52 (P < 0.00001)

3.6.10 OXC

OXC,ANR,b,Vieta08 3 26
Subtotal (95% Cl) 26
Total events 3

Heterogeneity: Not applicable
Test for overall effect: Z = 1.62 (P = 0.10)

3.6.11 VAL

VAL,A,R,b,Geddes10 39 110
VAL,A,R,d,Bowden12 18 41
VAL,M,NR,m,Bowden00 12 187
Subtotal (95% CI) 338
Total events 69

9 29 100.0%

29 100.0%

9
35 110 38.0%
30 45 36.8%
15 94 251%
249 100.0%

80

Heterogeneity: Tau? = 0.15; Chiz = 7.47, df = 2 (P = 0.02); I> = 73%

Test for overall effect: Z = 1.27 (P = 0.20)

3.6.13 IMI

IMILA,R,b,Prien84 8 36
IMILA,R,b,Quitkin81 3 37
Subtotal (95% Cl) 73
Total events 1"

12 42 772%
4 38 22.8%
80 100.0%

16

Heterogeneity: Tau? = 0.00; Chi? = 0.00, df = 1 (P = 0.99); I* = 0%

Test for overall effect: Z = 0.73 (P = 0.47)

3.6.14 LIT

LIT,AR,b,Geddes10 39 110
LIT,AR,b,Prien84 8 36
LIT,M,NR,b,Weisler11 49 364
LIT,M,NR,d,Calabrese03 46 120
LIT,M,NR,m,Bowden00 9 91
LIT,M,NR,m,Bowden03 10 44
LIT,M,R,b,Prien73 0 0
Subtotal (95% Cl) 765
Total events 161

50 110 27.4%
10 36  4.4%
85 404 27.9%
47 119 28.6%

15 94 4.8%
21 69  6.8%
0

0
832 100.0%
228

Heterogeneity: Tau? = 0.00; Chi? = 3.63, df = 5 (P = 0.60); I> = 0%

Test for overall effect: Z = 2.93 (P = 0.003)

Not estimable
Not estimable

8.55 [0.49, 148.33]
8.55[0.49, 148.33]

0.411[0.29, 0.56]
0.34[0.22, 0.51]
0.420.29, 0.61]
0.50 [0.36, 0.70]
0.42[0.35, 0.50]

0.66 [0.29, 1.53]
1.38[0.73, 2.61]
1.10 [0.66, 1.84]
1.08 [0.75, 1.55]

0.87 [0.46, 1.66]
0.87 [0.46, 1.66]

0.48 [0.28, 0.80]
0.72 [0.44, 1.18]

Not estimable
0.45[0.22, 0.95]
0.45[0.31, 0.64]
0.51[0.40, 0.65]

0.37[0.11, 1.23]
0.37[0.11,1.23]

1.11[0.77,1.62]
0.66 [0.44, 0.99]
0.40[0.20, 0.82]
0.71 [0.42, 1.20]

0.78[0.36, 1.69]
0.77[0.18, 3.21]
0.78 [0.39, 1.53]

0.78[0.56, 1.08]
0.80[0.36, 1.79]
0.64 [0.46, 0.88]
0.97 [0.71, 1.33]
0.62[0.29, 1.34]
0.75[0.39, 1.43]

Not estimable
0.78 [0.65, 0.92]

Test for subaroup differences: Chi? = 45.54. df = 10 (P < 0.00001). I* = 78.0%
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Meta-analyse  3.7:
Alle  stoffer vs. placebo
Outcome: Ny manisk episode

Drug

Placebo

Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI
3.7.1 ARI

ARIA,R,m,Carlson12 16 178 27 173 44.3% 0.58 [0.32, 1.03] i
ARIA,R,m,Marcus11 7 167 19 166 21.3% 0.37[0.16, 0.85] -
ARI,AR,m,Woo11 3 40 3 40 6.3% 1.00 [0.21, 4.66] R S
ARI,M,R,m,Keck06 9 7 19 83 28.1% 0.51[0.25, 1.06] g
Subtotal (95% Cl) 462 462 100.0% 0.52[0.36, 0.77] <

Total events 35 68

Heterogeneity: Tau? = 0.00; Chi? = 1.48, df = 3 (P = 0.69); I> = 0%

Test for overall effect: Z = 3.28 (P = 0.001)

3.7.20LA

OLA,A,R,m,Tohen04 5 51 6 48 8.6% 0.78[0.26, 2.40] -
OLA M,NR,m,Vieta12 13 130 41 133 32.7% 0.32[0.18, 0.58] -
OLA,M,R,m,Tohen06 27 225 44 136 58.7% 0.37[0.24, 0.57] L
Subtotal (95% CI) 406 317 100.0% 0.38 [0.27, 0.53] L

Total events 45 91

Heterogeneity: Tau? = 0.00; Chiz = 1.91, df = 2 (P = 0.38); I> = 0%

Test for overall effect: Z = 5.79 (P < 0.00001)

3.7.3 PAL

PAL, M, R, m, Berwaerts12 0 0
Subtotal (95% Cl) 0
Total events 0
Heterogeneity: Not applicable

Test for overall effect: Not applicable

3.74 PER

PER,A,R,m,Zarate04 1 19
Subtotal (95% CI) 19
Total events 1
Heterogeneity: Not applicable

Test for overall effect: Z = 0.63 (P = 0.53)
3.7.5 QUE

QUE,AR,b,Suppes09 22 310
QUE,ARb,Vieta08 36 336
QUE,M,R,b,Weisler11 55 404
QUE,M,R,d,Young12 28 290
Subtotal (95% CI) 1340
Total events 141

2 18 100.0%

18 100.0%

2
61 313 21.9%
96 367 26.8%
123 404 30.1%
32 294 21.2%

1378 100.0%
312

Heterogeneity: Tau? = 0.07; Chi? = 8.58, df = 3 (P = 0.04); I> = 65%

Test for overall effect: Z = 4.38 (P < 0.0001)

3.7.6 RIS

RIS,AR,b,Macfadden09 5 65
RIS,M,R,m,Quiroz10 22 140
RIS,M,R,m,Vieta12 16 131
Subtotal (95% CI) 336
Total events 43

12 59  10.2%
62 135 54.3%
41 133 35.6%
327 100.0%

115

Heterogeneity: Tau? = 0.00; Chiz = 0.19, df =2 (P = 0.91); I?= 0%

Test for overall effect: Z = 6.32 (P < 0.00001)

3.7.8ZIP

ZIP,A,R,m,Bowden10 9 127
Subtotal (95% Cl) 127
Total events 9

Heterogeneity: Not applicable
Test for overall effect: Z = 2.46 (P = 0.01)

3.7.9 LAM

LAM, A, R, b, SCAB2005 17 68
LAM, M, R, d, SCA104779 5 45
LAM,M,R,b,Calabrese00 0 0
LAM,M,R,d,Bowden03 20 58
LAM,M,R,d,Calabrese03 77 215
Subtotal (95% CI) 386
Total events 119

Heterogeneity: Tau? = 0.29; Chi?
Test for overall effect: Z = 0.89 (P = 0.37)

3.7.10 OXC

OXC,ANR,b,Vieta08 4 26
Subtotal (95% Cl) 26
Total events 4

Heterogeneity: Not applicable
Test for overall effect: Z = 1.06 (P = 0.29)

3.7.11 VAL

VAL,A,R,b,Geddes10 30 110
VAL,A,R,d,Bowden12 5 41
VAL,M,NR,m,Bowden00 33 187
Subtotal (95% CI) 338
Total events 68

20 111 100.0%
111 100.0%

20
8 69 22.8%
10 58 18.4%
0 0
28 69 29.4%
19 119 29.5%
315 100.0%
65

12.36, df = 3 (P = 0.006); I> = 76%

8 29 100.0%
29 100.0%

40 110 55.6%
9 45  8.4%
21 94 36.0%
249 100.0%

70

Heterogeneity: Tau? = 0.00; Chi? = 0.21, df = 2 (P = 0.90); I> = 0%

Test for overall effect: Z = 1.92 (P = 0.06)

3.7.13 1M1

IMILA,R,b,Prien84 10 36
IMILA,R,b,Quitkin81 9 37
Subtotal (95% Cl) 73
Total events 19

1 42 63.9%
4 38 36.1%
80 100.0%

15

Heterogeneity: Tau? = 0.08; Chi? = 1.36, df = 1 (P = 0.24); I* = 26%

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

3.7.14 LIT

LIT,AR,b,Geddes10 30 110
LIT,AR,b,Prien84 10 36
LIT,M,NR,b,Weisler11 46 364
LIT,M,NR,d,Calabrese03 0 0
LIT,M,NR,m,Bowden00 19 9
LIT,M,NR,m,Bowden03 8 44
LIT,M,R,b,Prien73 0 0
Subtotal (95% CI) 645
Total events 113

49 110 25.9%
19 36 14.8%
123 404 29.9%
0 0
21 94 17.0%
28 69 12.5%
0

0
713 100.0%
240

Heterogeneity: Tau? = 0.05; Chiz = 7.33, df = 4 (P = 0.12); 1> = 45%

Test for overall effect: Z=4.10 (P < 0.0001)

Not estimable
Not estimable

0.47 [0.05, 4.78]
0.47 [0.05, 4.78]

0.36 [0.23, 0.58]
0.411[0.29, 0.58]
0.45 [0.34, 0.60]
0.89[0.55, 1.43]
0.48 [0.35, 0.67]

0.380.14, 1.01]
0.34[0.22, 0.52]
0.40 [0.23, 0.67]
0.36 [0.27, 0.50]

0.39[0.19, 0.83]
0.39[0.19, 0.83]

2.16 [1.00, 4.66]
0.64 [0.24, 1.75]

Not estimable
0.85[0.54, 1.34]
2.24[1.43,3.52)
1.33[0.71, 2.48]

0.56 [0.19, 1.64]
0.56 [0.19, 1.64]

0.75[0.51, 1.11]
0.61[0.22, 1.67]
0.79[0.49, 1.29]
0.75[0.56, 1.01]

1.06 [0.51, 2.20]
2.31[0.78, 6.85]
1.41[0.67, 2.92]

0.61[0.42, 0.89]
0.53[0.29, 0.97]
0.42[0.31, 0.56]

Not estimable
0.93[0.54, 1.62]
0.45 [0.23, 0.89]

Not estimable
0.55[0.41, 0.73]

Test for subaroup differences: Chi* = 31.08. df = 10 (P = 0.0006). I = 67.8%
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Meta-analyse 3.7:
Alle stoffer vs. placebo
Outcome: Ny manisk episode


Meta-analyse  3.8:
Alle  stoffer vs. placebo
Outcome: Vaegtagning

Drug Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI v, 95% CI
3.8.5ARI
ARI,A,R,m,Carlson12 21 176 6 165 37.9% 3.28[1.36, 7.93] i
ARILAR,m,Marcus11 15 167 11 166 42.3% 1.36 [0.64, 2.86]
ARILAR,m,Woo011 1 40 2 43 11.4% 0.54[0.05, 5.70] - 1
ARI,M,R,m,Keck06 7 56 0 60 8.4% 16.05[0.94, 274.71] -
Subtotal (95% Cl) 439 434 100.0% 2.10 [0.86, 5.09] <
Total events 44 19
Heterogeneity: Tau? = 0.34; Chi? = 5.50, df = 3 (P = 0.14); I> = 45%
Test for overall effect: Z = 1.64 (P = 0.10)
3.8.6 OLA
OLA,A,R,m,Tohen04 14 51 3 48 17.2% 4.39[1.35, 14.34] -
OLA,M,NR,m,Vieta12 35 130 12 133 64.8% 2.98[1.62,5.49] L
OLA,M,R,m,Tohen06 36 224 3 133 18.0% 7.13[2.24, 22.68] —_
Subtotal (95% Cl) 405 314 100.0% 3.73 [2.28, 6.09] L 2
Total events 85 18
Heterogeneity: Tau? = 0.00; Chi* =1.79, df =2 (P = 0.41); 1= 0%
Test for overall effect: Z = 5.26 (P < 0.00001)
3.8.7 PER
PER,A,R,m,Zarate04 0 0 0 0 Not estimable
Subtotal (95% CI) 0 0 Not estimable
Total events 0 0
Heterogeneity: Not applicable
Test for overall effect: Not applicable
3.8.8 QUE
QUE,A,R,b,Suppes09 21 310 8 313 20.7% 2.65[1.19, 5.89] =
QUE,A,R,b,Vieta08 24 336 7 367 19.2% 3.74 [1.63, 8.58] =
QUE,M,R,b,Weisler11 43 404 11 404 315% 3.91[2.05,7.47] -
QUE,M,R,d,Young12 23 291 12 294 28.6% 1.94[0.98, 3.82] [
Subtotal (95% CI) 1341 1378 100.0% 2.93[2.03, 4.21] *
Total events 111 38
Heterogeneity: Tau? = 0.00; Chi? = 2.59, df = 3 (P = 0.46); 1> = 0%
Test for overall effect: Z = 5.79 (P < 0.00001)
3.8.9RIS
RIS,AR,b,Macfadden09 18 65 18 59 382% 0.91[0.52, 1.57] -
RIS,M,R,m,Quiroz10 18 154 4 149 26.1% 4.35[1.51, 12.56] —
RIS,M,R,m,Vieta12 23 131 12 133 357% 1.95[1.01, 3.75] [
Subtotal (95% CI) 350 341 100.0% 1.79 [0.79, 4.08] <‘
Total events 59 34
Heterogeneity: Tau? = 0.38; Chi2 = 7.69, df = 2 (P = 0.02); I>= 74%
Test for overall effect: Z = 1.40 (P = 0.16)
3.8.10 ZIP
ZIP,A,R,m,Bowden10 7 127 6 112 100.0% 1.03[0.36, 2.97] 1
Subtotal (95% Cl) 127 112 100.0% 1.03 [0.36, 2.97]
Total events 7 6
Heterogeneity: Not applicable
Test for overall effect: Z = 0.05 (P = 0.96)
3.8.11 PAL
PAL, M, R, m, Berwaerts12 12 149 10 147 100.0% 1.18[0.53, 2.66]
Subtotal (95% Cl) 149 147 100.0% 1.18 [0.53, 2.66]
Total events 12 10
Heterogeneity: Not applicable
Test for overall effect: Z = 0.41 (P = 0.68)
3.8.12 LAM
LAM,M,R,b,Calabrese00 0 0 0 0 Not estimable
LAM,M,R,d,Bowden03 6 58 4 44 36.0% 1.14[0.34, 3.79]
LAM,M,R,d,Calabrese03 12 169 7 121 64.0% 1.23[0.50, 3.03]
Subtotal (95% Cl) 227 165 100.0% 1.19 [0.58, 2.46]
Total events 18 1"

Heterogeneity: Tau? = 0.00; Chi? = 0.01, df =1 (P = 0.92); I = 0%

Test for overall effect: Z = 0.48 (P = 0.63)

3.8.13 OXC

OXC,ANR,b,Vieta08 5 26
Subtotal (95% Cl) 26
Total events 5

Heterogeneity: Not applicable
Test for overall effect: Z = 1.30 (P = 0.20)

3.8.14 VAL

VAL,AR,b,Geddes10 0 0
VAL,AR,d,Bowden12 0 0
VAL,M,NR,m,Bowden00 39 187
Subtotal (95% CI) 187
Total events 39

Heterogeneity: Not applicable
Test for overall effect: Z = 2.64 (P = 0.008)

3.8.16 IMI

IMILA,R,b,Prien84 0 0
IMILA,R,b,Quitkin81 0 0
Subtotal (95% CI) 0
Total events 0
Heterogeneity: Not applicable

Test for overall effect: Not applicable

3.8.17 LIT

LIT,AR,b,Geddes10 0 0
LIT,AR,b,Prien84 0 0
LIT,M,NR,b,Weisler11 23 418
LIT,M,NR,d,Calabrese03 12 120
LIT,M,NR,m,Bowden00 12 91
LIT,M,NR,m,Bowden03 4 44
LIT,M,R,b,Prien73 0 0
Subtotal (95% CI) 673
Total events 51

2 29
29

2
0 0
0 0
7 9%
94

7
0 0
0 0
0

0
0 0
0 0
11 404
7121
7 94
169
0 0
688

26

100.0%
100.0%

100.0%
100.0%

42.4%
26.2%
26.9%

4.5%

100.0%

Heterogeneity: Tau? = 0.00; Chi? = 1.25, df = 3 (P = 0.74); 1= 0%

Test for overall effect: Z = 2.89 (P = 0.004)

Test for subaroup differences: Chi? = 14.52, df = 9 (P = 0.10). I* = 38.0%

2.79[0.59, 13.16]
2.79 [0.59, 13.16]

Not estimable
Not estimable
2.80 [1.30, 6.02]
2.80 [1.30, 6.02]

Not estimable
Not estimable
Not estimable

Not estimable
Not estimable
2.02[1.00, 4.09]
1.73[0.70, 4.24]
1.77[0.73, 4.30]
6.27 [0.72, 54.31]
Not estimable
1.97 [1.24, 3.12]
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Meta-analyse 3.8:
Alle stoffer vs. placebo
Outcome: Vægtøgning


Meta-analyse 3.9:

Alle
Outcome:

stoffer VS.

Sedation

placebo

Drug Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight IV, R m, 95% CI v, 95% CI
3.9.5 ARI
ARI,A,R,m,Carlson12 1 176 3 165 20.5% 0.31[0.03, 2.97] I
ARIAR,m,Marcus11 1 167 0 166 10.2% 2.98[0.12, 72.68] - 1
ARI,A,R,m,Wo0011 0 0 0 0 Not estimable
ARI,M,R,m,Keck06 4 77 6 83 69.3% 0.72[0.21, 2.45] t
Subtotal (95% CI) 420 414 100.0% 0.70 [0.25, 1.94]
Total events 6 9

Heterogeneity: Tau? = 0.00; Chi? = 1.29, df =2 (P = 0.53); 1> = 0%

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

3.9.6 OLA

OLA A,R,m,Tohen04 10 51
OLA,M,NR,m,Vieta12 16 130
OLA,M,R,m,Tohen06 2 225
Subtotal (95% Cl) 406
Total events 28

8

48  46.1%
133  48.0%
136  6.0%
317 100.0%

Heterogeneity: Tau? = 0.00; Chi? = 0.51, df =2 (P = 0.78); I = 0%

Test for overall effect: Z = 3.01 (P = 0.003)

3.9.7 PER

PER,A,R,m,Zarate04 0 0
Subtotal (95% CI) 0
Total events 0
Heterogeneity: Not applicable

Test for overall effect: Not applicable

3.9.8 QUE

QUE,A,R,b,Suppes09 22 310
QUE,AR,b,Vieta08 19 336
QUE,M,R,b,Weisler11 27 404
QUE,M,R,d,Young12 21 291
Subtotal (95% CI) 1341
Total events 89

3
8
17
12

40

oo

313 14.6%
367 24.1%
404 32.7%
294  28.6%
1378 100.0%

Heterogeneity: Tau? = 0.14; Chi2 = 5.62, df = 3 (P = 0.13); I2 = 47%

Test for overall effect: Z = 3.07 (P = 0.002)

3.9.9 RIS

RIS,AR,b,Macfadden09 4 65
RIS,M,R,m,Quiroz10 0 0
RIS,M,R,m,Vieta12 8 131
Subtotal (95% CI) 196
Total events 12

Heterogeneity: Tau? = 0.00; Chi? = 0.76, df = 1 (P = 0..

Test for overall effect: Z = 1.63 (P = 0.10)

3.9.10 ZIP

ZIP,A,R,m,Bowden10 0
Subtotal (95% Cl)

Total events 0
Heterogeneity: Not applicable

Test for overall effect: Not applicable

oo

3.9.11 PAL

PAL, M, R, m, Berwaerts12 0 149
Subtotal (95% Cl) 149
Total events 0
Heterogeneity: Not applicable

Test for overall effect: Not applicable

3.9.12LAM

LAM,M,R,b,Calabrese00 0 0
LAM,M,R,d,Bowden03 5 58
LAM,M,R,d,Calabrese03 16 169
Subtotal (95% CI) 227

Total events 21

0 59 14.1%

0 0

4 133 859%
192 100.0%

4

38); 12=0%

0

13

oo

147
147

0
69 36.3%
121 63.7%
190 100.0%

Heterogeneity: Tau? = 0.00; Chi* = 0.48, df = 1 (P = 0.49); I> = 0%

Test for overall effect: Z = 0.89 (P = 0.37)

3.9.13 OXC

OXC,ANR,b,Vieta08 0 0
Subtotal (95% Cl) 0
Total events 0
Heterogeneity: Not applicable

Test for overall effect: Not applicable

3.9.14 VAL

VAL,AR,b,Geddes10 0 0
VAL,A,R,d,Bowden12 0 0
VAL ,M,NR,m,Bowden00 78 187
Subtotal (95% Cl) 187
Total events 78
Heterogeneity: Not applicable

Test for overall effect: Z = 1.05 (P = 0.30)
3.9.16 IMI

IMILA,R,b,Prien84 0 0
IMIA,R,b,Quitkin81 0 0
Subtotal (95% CI) 0
Total events 0
Heterogeneity: Not applicable

Test for overall effect: Not applicable

3.9.17 LIT

LIT,A,R,b,Geddes10 0 0
LIT,A,R,b,Prien84 0 0
LIT,M,NR,b,Weisler11 1 418
LIT,M,NR,d,Calabrese03 16 120
LIT,M,NR,m,Bowden00 24 91
LIT,M,NR,m,Bowden03 6 44
LIT,M,R,b,Prien73 0 0
Subtotal (95% CI) 673
Total events 57

33

33

63

oo

0

0
94 100.0%
94 100.0%

oo

0

0
404 252%
121 22.4%
94 34.9%
69 17.5%

0
688 100.0%

Heterogeneity: Tau? = 0.20; Chi? = 7.27, df = 3 (P = 0.06); I> = 59%

Test for overall effect: Z=0.16 (P = 0.87)

Test for subaroup differences: Chiz = 12.59, df = 6 (P = 0.05). I* = 52.4%

2.35[0.79, 7.00]
4.09[1.41, 11.91]
3.03[0.15, 62.67]

3.12[1.49, 6.53]

Not estimable
Not estimable

7.40 [2.24, 24.49)
2.59 [1.15, 5.85]
1.59 [0.88, 2.87]
1.77[0.89, 3.53]
2.31[1.35, 3.94]

8.18 [0.45, 148.81]
Not estimable
2.03[0.63, 6.58]
2.47[0.83, 7.35]

Not estimable
Not estimable

Not estimable
Not estimable

Not estimable
0.99[0.32, 3.08]
1.64 [0.69, 3.86]
1.36 [0.69, 2.70]

Not estimable
Not estimable

Not estimable
Not estimable
1.19[0.86, 1.64]
1.19 [0.86, 1.64]

Not estimable
Not estimable
Not estimable

Not estimable
Not estimable
0.63[0.30, 1.32]
2.30 [0.98, 5.40]
0.75[0.48, 1.17]
1.57 [0.54, 4.56]
Not estimable
1.05 [0.59, 1.86]
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Meta-analyse 3.9:
Alle stoffer vs. placebo
Outcome: Sedation


Meta-analyse ~ 4.1:  Stofklasser vs. placebo.

Drug
Study or Subgroup

Qutcome:

Ny aftektiv

Placebo

Events Total Events Total Weight

episode

Risk Ratio

IV, Random, 95% CI

Risk Ratio
IV, Random, 95% CI

4.1.1 Antipsykotikum

ARI,A,R,m,Carlson12 40 178
ARI,A,R,m,Marcus11 25 167
ARILA,R,m,Wo011 6 40
ARI,M,R,m,Keck06 19 77
OLA,A,R,m,Tohen04 15 51
OLAM,NR,m,Vieta12 31 130
OLA,M,R,m,Tohen06 105 225
PAL, M, R, m, Berwaerts12 85 146
PER,A,R,m,Zarate04 5 19
QUE,A,R,b,Suppes09 63 310
QUE,A,R,b,Vieta08 62 336
QUE,M,R,b,Weisler11 91 404
QUE,M,R,d,Young12 71 290
RIS,A,R,b,Macfadden09 15 65
RIS,M,R,m,Quiroz10 42 140
RIS,M,R,m,Vieta12 51 131
ZIP,A,R,m,Bowden10 25 127
Subtotal (95% CI) 2836
Total events 751

56
43
14
36
15
75

109

104

163
180
208
119
27
76
75
36

1338

173
166
43
83
48
133
136
144
18
313
367
404
294
59
135
133

111
2760

6.2%
5.0%
2.2%
4.8%
3.6%
6.2%
8.6%
8.5%
0.8%
7.6%
7.5%
8.1%
7.5%
4.2%
6.9%
7.3%
5.0%
100.0%

Heterogeneity: Tau? = 0.05; Chi? = 55.53, df = 16 (P < 0.00001); I?=71%

Test for overall effect: Z = 8.01 (P < 0.00001)

4.1.2 Antikonvulsivum

LAM, A, R, b, SCAB2005 32 68
LAM, M, R, d, SCA104779 20 45
LAM,M,R,b,Calabrese00 45 90
LAM,M,R,d,Bowden03 28 58
LAM,M,R,d,Calabrese03 115 215
OXC,ANR,b,Vieta08 8 26
VAL,A,R,b,Geddes10 59 110
VAL,A,R,d,Bowden12 23 41
VAL,M,NR,m,Bowden00 45 187
Subtotal (95% CI) 840
Total events 375

40
37
49
49
66
18
65
39
36

399

69
58
87
69
119
29
110
45

94
680

10.5%

8.3%
12.7%
11.2%
17.7%

3.5%
15.5%
11.8%

8.9%
100.0%

Heterogeneity: Tau? = 0.01; Chi? = 12.34, df = 8 (P = 0.14); I = 35%

Test for overall effect: Z = 3.86 (P = 0.0001)

4.1.3 Antidepressivum

IMILA,R,b,Prien84 18 36
IMILA,R,b,Quitkin81 12 37
Subtotal (95% CI) 73
Total events 30

23
8

31

42

38
80

69.7%

30.3%
100.0%

Heterogeneity: Tau? = 0.04; Chi? = 1.35, df = 1 (P = 0.24); I> = 26%

Test for overall effect: Z=0.28 (P = 0.78)

4.1.4 Lithium

LIT,A,R,b,Geddes10 59 110
LIT,AR,b,Prien84 18 36
LIT,M,NR,b,Weisler11 95 364
LIT,M,NR,d,Calabrese03 56 120
LIT,M,NR,m,Bowden00 28 91
LIT,M,NR,m,Bowden03 18 44
LIT,M,R,b,Prien73 43 101
Subtotal (95% CI) 866
Total events 317

76
29
208
66
36
49
84

548

110
36
404
119
94
69

104
936

17.2%
11.6%
17.9%
15.8%
10.5%
11.0%

16.0%
100.0%

Heterogeneity: Tau? = 0.03; Chi? = 17.06, df =6 (P = 0.009); I> = 65%

Test for overall effect: Z = 4.83 (P < 0.00001)

Test for subaroup differences: Chi? = 15.63, df = 3 (P = 0.001). I1> = 80.8%

0.69 [0.49, 0.98]
0.58 [0.37, 0.90]
0.46 [0.20, 1.08]
0.57 [0.36, 0.90]
0.94[0.52, 1.71]
0.42 [0.30, 0.60]
0.58 [0.49, 0.69]
0.81[0.68, 0.96]

2.37 [0.52, 10.70]

0.39[0.31, 0.50]
0.38 [0.29, 0.48]
0.44 [0.36, 0.54]
0.60 [0.47, 0.77]
0.50 [0.30, 0.85]
0.53 [0.40, 0.71]
0.69 [0.53, 0.90]
0.61[0.39, 0.94]
0.56 [0.49, 0.64]

0.81[0.59, 1.12]
0.70[0.48, 1.02]
0.89[0.67, 1.17]
0.68 [0.50, 0.92]
0.96 [0.79, 1.18]
0.50 [0.26, 0.94]
0.91[0.72, 1.15]
0.65 [0.48, 0.87]

0.63 [0.44, 0.90]
0.78 [0.69, 0.89]

0.91[0.60, 1.40]

1.54[0.71, 3.33]
1.07 [0.67, 1.71]

0.78[0.63, 0.96]
0.62 [0.43, 0.89]
0.51[0.42, 0.62]
0.84 [0.66, 1.08]
0.80 [0.54, 1.20]
0.58 [0.39, 0.85]

0.53[0.41, 0.67]
0.65 [0.54, 0.77]
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Meta-analyse 4.1: Stofklasser vs. placebo. Outcome: Ny affektiv episode


Meta-analyse ~ 4.2:  Stofklasser

Study or Subgroup

vs. placebo.

Drug

Qutcome:

Ny depressiv

Placebo

Events Total Events Total Weight

episode

Risk Ratio

IV, Random, 95% CI

Risk Ratio

IV, Random, 95% CI

4.2.1 Antipsykotikum
ARI,A,R,m,Carlson12
ARI,A,R,m,Marcus11
ARILA,R,m,Wo011
ARI,M,R,m,Keck06
OLA A,R,m,Tohen04
OLAM,NR,m,Vieta12
OLA,M,R,m,Tohen06
PAL, M, R, m, Berwaerts12
PER,A,R,m,Zarate04
QUE,A,R,b,Suppes09
QUE,A,R,b,Vieta08
QUE,M,R,b,Weisler11
QUE,M,R,d,Young12
RIS,A,R,b,Macfadden09
RIS,M,R,m,Quiroz10
RIS,M,R,m,Vieta12
ZIP,A,R,m,Bowden10
Subtotal (95% CI)

Total events

24
14

3

6
15
12
68

0

4
41
26
36
43

8
20
25
16

361

178
167
40
77
51
130
225
0
19
310
336
404
290
65
140
131

127
2690

29
18
3
11
12
23
53
0
0
102
84
85
87
11
14
23
16

571

173 7.4%
166  5.8%
43 1.9%
83 3.9%
48 6.0%
133 5.9%
136 9.5%
0
18  0.6%
313 9.1%
367 8.2%
404  8.7%
294 91%
59  4.5%
1356 6.0%
133 7.2%
111 6.0%

2616 100.0%

Heterogeneity: Tau? = 0.13; Chi2 = 43.81, df = 15 (P = 0.0001); I> = 66%
Test for overall effect: Z = 3.37 (P = 0.0008)

4.2.2 Antikonvulsivum
LAM, A, R, b, SCAB2005
LAM, M, R, d, SCA104779
LAM,M,R,b,Calabrese00
LAM,M,R,d,Bowden03
LAM,M,R,d,Calabrese03
OXC,ANR,b,Vieta08
VAL,A,R,b,Geddes10
VAL,A,R,d,Bowden12
VAL,M,NR,m,Bowden00
Subtotal (95% Cl)

Total events

15
15

18
12

148

68
45
0
58
215
26
110
41

187
750

32
27

0
21
47

9
35
30
15

216

69 13.3%
58 13.7%
0
69 9.2%
119  16.9%
29  4.6%
110 16.7%
45 16.0%
94  9.5%

593 100.0%

Heterogeneity: Tau? = 0.09; Chi? = 16.85, df = 7 (P = 0.02); I> = 58%
Test for overall effect: Z = 3.65 (P = 0.0003)

4.2.3 Antidepressivum
IMI,A,R,b,Prien84
IMI,A,R,b,Quitkin81
Subtotal (95% CI)
Total events

8
3

1"

36
37
73

12
4

16

42 77.2%

38 22.8%
80 100.0%

Heterogeneity: Tau? = 0.00; Chi? = 0.00, df =1 (P = 0.99); I> = 0%
Test for overall effect: Z=0.73 (P = 0.47)

4.2.4 Lithium
LIT,A,R,b,Geddes10
LIT,AR,b,Prien84
LIT,M,NR,b,Weisler11
LIT,M,NR,d,Calabrese03
LIT,M,NR,m,Bowden00
LIT,M,NR,m,Bowden03
LIT,M,R,b,Prien73
Subtotal (95% CI)

Total events

161

110
36
364
120
91
44

0
765

50
10
85
47
15
21

228

110  27.4%

36  4.4%

404  27.9%

119  28.6%

94  4.8%

69 6.8%
0

832 100.0%

Heterogeneity: Tau? = 0.00; Chi? = 3.63, df =5 (P = 0.60); I? = 0%
Test for overall effect: Z =2.93 (P = 0.003)

Test for subaroup differences: Chi2 = 3.05. df =3 (P = 0.38). 2= 1.6%

0.80[0.49, 1.32]
0.77 [0.40, 1.50]
1.07 [0.23, 5.02]
0.59[0.23, 1.51]
1.18 [0.61, 2.25]
0.53[0.28, 1.03]
0.78 [0.58, 1.04]

Not estimable

8.55[0.49, 148.33]

0.41[0.29, 0.56]
0.34[0.22, 0.51]
0.42 [0.29, 0.61]
0.50 [0.36, 0.70]
0.66 [0.29, 1.53]
1.38[0.73, 2.61]
1.10 [0.66, 1.84]
0.87 [0.46, 1.66]
0.67 [0.53, 0.85]

0.48 [0.28, 0.80]
0.72[0.44, 1.18]

Not estimable
0.4510.22, 0.95]
0.4510.31, 0.64]
0.37 [0.11, 1.23]
1.11[0.77, 1.62]
0.66 [0.44, 0.99]

0.40 [0.20, 0.82]
0.59 [0.44, 0.78]

0.78 [0.36, 1.69]

0.77[0.18, 3.21]
0.78 [0.39, 1.53]

0.78 [0.56, 1.08]
0.80 [0.36, 1.79]
0.64 [0.46, 0.88]
0.97 [0.71, 1.33]
0.62[0.29, 1.34]
0.75[0.39, 1.43]

Not estimable
0.78 [0.65, 0.92]
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Meta-analyse 4.2: Stofklasser vs. placebo. Outcome: Ny depressiv episode


Meta-analyse  5.5:  Antikonvulsiva vs. placebo | hhv. monoterapi og add-on terapi.
Outcome: Ny affektiv episode
Drug Placebo Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
5.5.1 Monoterapi
LAM, M, R, d, SCA104779 15 45 27 58 5.5% 0.72[0.44, 1.18] ™
LAM,M,R,b,Calabrese00 45 90 49 87 13.1% 0.89[0.67, 1.17] i
LAM,M,R,d,Bowden03 28 58 49 69 11.5% 0.68 [0.50, 0.92] -
LAM,M,R,d,Calabrese03 115 215 66 119 18.4% 0.96 [0.79, 1.18] L
VAL,M,NR,m,Bowden00 45 187 36 94 9.1% 0.63 [0.44, 0.90] -
Subtotal (95% CI) 595 427 57.6% 0.80 [0.67, 0.95] ¢
Total events 248 227

Heterogeneity: Tau? = 0.02; Chi? = 6.62, df =4 (P = 0.16); I? = 40%
Test for overall effect: Z =2.51 (P =0.01)

5.5.2 Add-on terapi

LAM, A, R, b, SCAB2005 32
OXC,ANR,b,Vieta08 8
VAL,A,R,b,Geddes10 59
VAL,A,R,d,Bowden12 23

Subtotal (95% CI)

Total events 122

68
26
110

41
245

40
18
65
39

162

69 10.7%
29  3.5%
110 16.0%

45 12.1%
253  42.4%

Heterogeneity: Tau? = 0.02; Chi? = 5.14, df = 3 (P = 0.16); I? = 42%
Test for overall effect: Z =2.55 (P = 0.01)

Total (95% CI)

Total events 370

840

389

680 100.0%

Heterogeneity: Tau? = 0.01; Chi2 = 12.04, df = 8 (P = 0.15); I> = 34%
Test for overall effect: Z = 3.74 (P = 0.0002)
Test for subaroup differences: Chi?2 = 0.15, df =1 (P = 0.70), I = 0%

0.81[0.59, 1.12]
0.50 [0.26, 0.94]
0.91[0.72, 1.15]

0.65 [0.48, 0.87]
0.76 [0.61, 0.94]

0.78 [0.69, 0.89]
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Meta-analyse 5.5: Antikonvulsiva vs. placebo i hhv. monoterapi og add-on terapi. 
Outcome: Ny affektiv episode
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Meta-analyse  7.5:  Antipsykotika vs. placebo | hhv. monoterapi og add-on terapi.
Outcome: Ny affektiv episode
Drug Placebo Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
7.5.1 Monoterapi
ARI,M,R,m,Keck06 19 77 36 83 4.9% 0.57 [0.36, 0.90] -
OLAM,NR,m,Vieta12 31 130 75 133 6.2% 0.42[0.30, 0.60] —_
OLA,M,R,m,Tohen06 105 225 109 136 8.5% 0.58 [0.49, 0.69] -
PAL, M, R, m, Berwaerts12 85 146 104 144 8.4% 0.81[0.68, 0.96] -
QUE,M,R,b,Weisler11 91 404 208 404 8.0% 0.44 [0.36, 0.54] -
QUE,M,R,d,Young12 71 290 119 294 7.5% 0.60[0.47, 0.77] -
RIS,M,R,m,Quiroz10 42 140 76 135 6.9% 0.53[0.40, 0.71] -
RIS,M,R,m,Vieta12 51 131 75 133 7.3% 0.69 [0.53, 0.90] -
Subtotal (95% Cl) 1543 1462 57.8% 0.58 [0.49, 0.68] L 2
Total events 495 802

Heterogeneity: Tau? = 0.04; Chi? = 28.00, df = 7 (P = 0.0002); I = 75%
Test for overall effect: Z = 6.30 (P < 0.00001)
7.5.2 Add-on terapi
ARILA,R,m,Carlson12 40 178 56 173 6.2% 0.69[0.49, 0.98] ]
ARI,A,R,m,Marcus11 25 167 43 166 5.0% 0.58 [0.37, 0.90] -
ARILA,R,m,Wo011 6 40 14 43 2.2% 0.46 [0.20, 1.08]
OLA,A,R,m,Tohen04 15 51 15 48 3.6% 0.94 [0.52, 1.71] -1
PER,A,R,m,Zarate04 5 19 2 18 0.8% 2.37 [0.52, 10.70]
QUE,A,R,b,Suppes09 63 310 163 313 7.5% 0.39[0.31, 0.50] -
QUE,A,R,b,Vieta08 62 336 180 367 7.5% 0.38 [0.29, 0.48] -
RIS,A,R,b,Macfadden09 15 65 27 59 4.3% 0.50 [0.30, 0.85] -
ZIP,A,R,m,Bowden10 25 127 36 111 5.1% 0.61 [0.39, 0.94] -
Subtotal (95% Cl) 1293 1298 42.2% 0.55[0.43, 0.70] <&
Total events 256 536

Heterogeneity: Tau? = 0.07; Chiz = 21.77, df = 8 (P = 0.005); I> = 63%
Test for overall effect: Z =4.91 (P < 0.00001)
Total (95% CI) 2836 2760 100.0% 0.56 [0.48, 0.65] ¢
Total events 751 1338

Heterogeneity: Tau? = 0.06; Chi? = 57.72, df = 16 (P < 0.00001); I> = 72%
Test for overall effect: Z = 7.85 (P < 0.00001)
Test for subaroup differences: Chi2=0.13, df =1 (P = 0.72), 2= 0%

0102 05 1 2 5 10
Favours Drug Favours Placebo


suja
Maskinskrevet tekst
Meta-analyse 7.5: Antipsykotika vs. placebo i hhv. monoterapi og add-on terapi. 
Outcome: Ny affektiv episode


Meta-analyse 9.2:  Quetiapin vs. placebo ved hhv.
Outcome: Ny affektiv episode

manisk og depressiv Index-episode.

Drug Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI
9.2.1 Manisk index episode
QUE,A,R,m*,Suppes09 12 63 44 84 8.1% 0.36 [0.21, 0.63]
QUE,AR,m*,Vieta08 32 163 84 174 20.4% 0.41[0.29, 0.58] =
QUE,M,R,m* Weisler11 50 212 108 223 31.8% 0.49[0.37, 0.64] -
Subtotal (95% CI) 438 481 60.3% 0.44 [0.36, 0.54] <
Total events 94 236
Heterogeneity: Tau? = 0.00; Chi?=1.18, df =2 (P = 0.56); I? = 0%
Test for overall effect: Z=7.97 (P < 0.00001)
9.2.2 Depressiv index episode
QUE,A,R,d*,Suppes09 18 104 43 87 11.0% 0.35[0.22, 0.56] -
QUE,A R,d*,Vieta08 17 97 50 109 10.7% 0.38 [0.24, 0.62] -
QUE,M,R,d*,Weisler11 27 114 63 115 18.0% 0.43 [0.30, 0.63] —
Subtotal (95% CI) 315 311 39.7% 0.39 [0.31, 0.51] > 2
Total events 62 156
Heterogeneity: Tau? = 0.00; Chi? = 0.50, df =2 (P = 0.78); I?= 0%
Test for overall effect: Z =7.35 (P <0.00001)
Total (95% Cl) 753 792 100.0% 0.42 [0.36, 0.49] ¢
Total events 156 392

Heterogeneity: Tau? = 0.00; Chi? =2.14, df =5 (P = 0.83); I?= 0%
Test for overall effect: Z = 10.82 (P < 0.00001)
Test for subaroup differences: Chi? = 0.46, df = 1 (P = 0.50), I = 0%
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Meta-analyse 9.2: Quetiapin vs. placebo ved hhv. manisk og depressiv index-episode.
Outcome: Ny affektiv episode


Funnel plot visende effektstorrelser for ny affektiv episode
for sammenligninger af alle stoffer med placebo
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Funnel plot visende effektstørrelser for ny affektiv episode 
for sammenligninger af alle stoffer med placebo
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