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PHARMACOLOGICAL INTERVENTIONS IN CHILDREN AND
YOUNG PEOPLE 25 YEARS AND YOUNGER

1. Olanzapine versus placebo: 52 weeks post-treatment efficacy
outcomes

1.1 Mental state: change in mean total symptoms (Positive and Negative Syndrome
Scale [PANSS])

olanzapine placebo Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% ClI
MCGLASHAN2003 -45 2212 30 -1.83 21.65 29 100.0% -0.12 [-0.63, 0.39]

Total (95% Cl) 30 29 100.0% -0.12 [-0.63, 0.39] ’
1 1 1 ]

Heterogeneity: Not applicable I T 1

T
Test f Il effect: Z = 0.46 (P = 0.64 ! 05 0 0> !
est for overall effect: 2 = 0.46 (P = 0.64) Favours olanzapine Favours placebo

1.2 Mental state: change in mean positive symptoms (Scale for the Assessment of
Positive Symptoms [SAPS])

Olanzapine placebo Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
MCGLASHAN2003 -1.63 5.65 30 0.86 6.74 29 100.0% -0.40 [-0.91, 0.12] B

Total (95% Cl) 30 29 1000%  -040[-091,012] < ——

-1 -05 0 0.5 1
Favours olanzapine Favours placebo

Heterogeneity: Not applicable
Test for overall effect: Z =1.50 (P = 0.13)

1.3 Mental state: change in negative symptoms (Scale for the Assessment of Negative
Symptoms [SANS])

olanzapine placebo Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
MCGLASHAN2003 -0.43 6.55 30 -0.76 5.66 29 100.0% 0.05 [-0.46, 0.56]
Total (95% ClI) 30 29 100.0% 0.05 [-0.46, 0.56]

-1 -0.5 0 0.5 1
Favours olanzapine Favours placebo

Heterogeneity: Not applicable
Test for overall effect: Z=0.20 (P = 0.84)

1.4 Change in global state: severity (Clinical Global Impression- Severity [CGI-S])

experimental control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% ClI
MCGLASHAN2003 -0.1 1.06 30 0.1 1.23 29 100.0% -0.17 [-0.68, 0.34]

Total (95% CI) 30 29 100.0% -0.17 [-0.68, 0.34] ’
1 1 1

Heterogeneity: Not applicable I 1 1

T
Test f Il effect: Z = 0.66 (P = 0.51 -t 05 0 0
estfor overall effect: 2 = 0.66 (P = 0.51) Favours olanzapine Favours placebo
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1.5 Mental state: change in depression symptoms (Montgomery-Asberg Depression
Rating Scale [MADRS])

olanzapine placebo Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
MCGLASHAN2003 0.27 9.01 30 -2.59 8.6 29 100.0% 0.32[-0.19, 0.83] ]
Total (95% CI) 30 29 100.0% 0.32[-0.19, 0.83] ’
I | | |

I 1 1 1 1
-1 -0.5 0 0.5 1

Favours olanzapine Favours placebo

Heterogeneity: Not applicable
Test for overall effect: Z =1.22 (P = 0.22)

1.6 Mental state: change in mania (Young Mania Rating Scale [YMRS])

olanzapine placebo Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% ClI
MCGLASHAN2003 0.37 5.74 30 1.21 548 29 100.0% -0.15 [-0.66, 0.36] .

Total (95% Cl) 30 29 100.0%  -0.15[-0.66, 0.36] ’
L l l |

Heterogeneity: Not applicable I I L T 1

Test f Il effect: Z = 0.57 (P = 0.57 t 0 0 05 !
est for overall effect: = 0.57 (P = 0.57) Favours olanzapine Favours placebo

1.7 Change in psychosocial functioning (Global Assessment of Functioning [GAF])

olanzapine placebo Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
MCGLASHAN2003 -8.23 15.31 30 -5.93 12.85 29 100.0% -0.16 [-0.67, 0.35]

Total (95% Cl) 30 29 100.0%  -0.16[-0.67, 0.35] ’
1 1 1

Heterogeneity: Not applicable f f T T

Test fi Il effect: Z = 0.61 (P = 0.54 108 0 05 !
estfor overall effect: 2 = 0.61 (P = 0.54) Favours olanzapine Favours placebo

1.8 Transition to psychosis (presence of psychosis scale [author developed measure])

olanzapine placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
MCGLASHAN2003 5 31 11 29 100.0% 0.43[0.17, 1.08] ¢
Total (95% CI) 31 29 100.0% 0.43[0.17, 1.08] e
Total events 5 11
I ] ] ]
T T T 1

Heterogeneity: Not applicable
Test for overall effect: Z = 1.81 (P = 0.07)

0.5 0.7 1 1.5 2
Favours olanzapine Favours placebo
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2. Olanzapine versus placebo: 52 weeks post-treatment (leaving the

study for any reason)

2.1 Leaving the study early for any reason

olanzapine placebo

Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
MCGLASHANZ2003 17 31 10 29 100.0% 1.59 [0.88, 2.88]
Total (95% CI) 31 29 100.0% 1.59 [0.88, 2.88] —e
Total events 17 10
I ] ] ]
Heterogeneity: Not applicabl T T T 1
9 Y pplicable 0.5 0.7 1 1.5 2
Test for overall effect: Z = 1.53 (P = 0.13) .
Favours olanzapine Favours placebo
3. Olanzapine versus placebo: 52 weeks post-treatment side effect
outcomes
3.1 Mean change in weight (kg)
olanzapine placebo Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% ClI 1V, Fixed, 95% CI
MCGLASHAN2003 8.79 9.05 30 0.3 4.24 29 100.0% 1.18[0.62, 1.73] '
Total (95% CI) 30 29 100.0% 1.18[0.62, 1.73] —
I ] ] ]
Heterogeneity: Not applicable ! i T !
9 Y PP -1 -0.5 0 0.5 1

Test for overall effect: Z = 4.16 (P < 0.0001)

3.2 Mean change in sitting pulse (BPM)

Favours olanzapine Favours placebo

Std. Mean Difference

olanzapine placebo Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
MCGLASHAN2003 9.03 15.25 30 -0.24 14.98 29 100.0% 0.61 [0.08, 1.13]
Total (95% CI) 30 29 100.0% 0.61[0.08, 1.13] ’
I ] ] ]
I T T 1

Heterogeneity: Not applicable
Test for overall effect: Z = 2.27 (P = 0.02)

3.3 Mean change in standing pulse (BPM)

-1 -05 0 0.5
Favours olanzapine Favours placebo

Std. Mean Difference

olanzapine placebo Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
MCGLASHAN2003 9.5 17.56 30 2.62 19.22 29 100.0% 0.37 [-0.15, 0.88] ]
Total (95% CI) 30 29 100.0% 0.37 [-0.15, 0.88] j‘
! | | |

Heterogeneity: Not applicable
Test for overall effect: Z = 1.40 (P = 0.16)

I 1 1 1
-1 -0.5 0 0.5

Favours olanzapine Favours placebo
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4. Olanzapine versus placebo: 104 weeks’ follow-up (change scores
from post-treatment until follow-up when no treatment was
received)

4.1 Leaving the study early for any reason

olanzapine placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
MCGLASHAN2003 22 31 21 29 100.0% 0.98 [0.71, 1.35]
Total (95% CI) 31 29 100.0% 0.98 [0.71, 1.35]
Total events 22 21

r T T
0.5 0.7 1 1.5 2
Favours olanzapine Favours placebo

Heterogeneity: Not applicable
Test for overall effect: Z = 0.12 (P = 0.90)

5. Risperidone + cognitive behavioural therapy (CBT) versus
supportive counselling (SC): post-treatment efficacy outcomes

5.1 Mental state: mean endpoint total symptoms (Brief Psychiatric Rating Scale
[BPRS])

CBT + risperidone SC Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Random, 95% ClI 1V, Random, 95% CI
MCGORRY2002 15.6 8.3 31 169 10.9 28 48.8% -0.13 [-0.64, 0.38] —
PHILLIPS2009 191 82 43 157 7.4 28 51.2% 0.43 [-0.06, 0.91] T

Total (95% Cl) 74 56 100.0% 0.15 [-0.39, 0.70] ’
L 1 1 ]

Heterogeneity: Tau2 = 0.09; Chi2 = 2.43, df = 1 (P = 0.12); 12 = 59% f ! ! T !

) -1 -0.5 0 0.5 1
Test for overall effect: Z = 0.55 (P = 0.58) Favours CBT + risperidone  Favours SC

5.2 Mental state: mean endpoint positive symptoms (BPRS-P)

CBT +risperidone SC Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% ClI
MCGORRY2002 3.1 3.2 31 3.6 3.6 28 46.5% -0.15 [-0.66, 0.37] —i
PHILLIPS2009 37 25 43 33 25 28 535% 0.16 [-0.32, 0.63] — T

Total (95% CI) 74 56 100.0% 0.02 [-0.33, 0.37] ?
1 1 1 ]

Heterogeneity: Tauz = 0.00; Chiz = 0.72, df = 1 (P = 0.39); 12 = 0% I T ) T 1

] I eff -1 -0.5 0 0.5 1
Test for overall effect: Z = 0.10 (P = 0.92) Favours CBT + risperidone  Favours SC

5.3 Mental state: mean endpoint negative symptoms (SANS, Scale of Prodromal
Symptoms [SOPS] Negative)

CBT + risperidone SC Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% ClI 1V, Random, 95% CI
MCGORRY2002 15.5 11.5 31 201 19 28 49.4% -0.29 [-0.81, 0.22] —
PHILLIPS2009 237 117 43 171 13 28 50.6% 0.53 [0.05, 1.02] —

Total (95% Cl) 74 56 100.0% 0.13 [-0.68, 0.94] V
1 1 1 ]

Heterogeneity: Tau? = 0.28; Chi2 = 5.26, df = 1 (P = 0.02); 12 =81% ! T ) T 1

o B -1 -0.5 0 0.5 1
Test for overall effect: Z = 0.30 (P = 0.76) Favours CBT + risperidone Favours SC
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5.4 Mental state: mean endpoint depression symptoms (Hamilton Depression Rating

Scale [HAM-D])

CBT +risperidone SC Std. Mean Difference Std. Mean Difference
Study or Subgroup ~ Mean SD Total Mean SD Total Weight IV, Fixed, 95% ClI IV, Fixed, 95% CI
MCGORRY2002 138 83 31 169 109 28 47.8%  -0.32[-083,0200 W |
PHILLIPS2009 11.2 5.5 43 7.2 5 28 52.2% 0.75[0.25, 1.24] —H
Total (95% Cl) 74 56 100.0% 0.24[-0.12, 0.59] ’
Heterogeneity: Chi2 = 8.56, df = 1 (P = 0.003); 12 = 88% I—l -OI.5 (') 0?5 1I

Test for overall effect: Z =1.30 (P = 0.19)

Favours CBT + risperidone  Favours SC

5.5 Mental state: mean endpoint mania symptoms (YMRS)

risperidone + CBT SC

Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
MCGORRY2002 1.5 2.8 31 22 42 28 100.0% -0.20 [-0.71, 0.32]
Total (95% CI) 31 28 100.0% -0.20 [-0.71, 0.32]

Heterogeneity: Not applicable
Test for overall effect: Z =0.75 (P = 0.45)

I 1
-1 -0.5 0 0.5

Favours risperidone + CBT  Favours SC

5.6 Mental state: mean endpoint anxiety symptoms (Hamilton Anxiety Rating Scale

[HAM-A])

risperidone + CBT SC

Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
MCGORRY2002 10.1 5.6 31 112 85 28 100.0% -0.15 [-0.66, 0.36]
Total (95% ClI) 31 28 100.0% -0.15 [-0.66, 0.36]

Heterogeneity: Not applicable

; Il effect: 0.58 0.56 -1 -0.5 0 0.5 1
Test for overall effect: Z = 0.58 (P = 0.56) Favours risperidone + CBT ~ Favours SC
5.7 Mean endpoint psychosocial functioning (GAF)
risperidone + CBT SC Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% ClI
PHILLIPS2009 -86.8 17.7 25 -84.4 22 18 100.0% -0.12 [-0.73, 0.49]
Total (95% CI) 25 18 100.0%  -0.12[-0.73, 0.49] ’
1 1 1 ]
Heterogeneity: Not applicable ! T ) T 1
9 y ?p -1 -0.5 0 0.5 1
Test for overall effect: Z = 0.39 (P = 0.70) Favours risperidone + CBT Favours SC
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5.8 Mean endpoint quality of life (Quality of Life Scale [QLS])

CBT +risperidone SC Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Random, 95% CI 1V, Random, 95% CI
MCGORRY2002 71 21.4 31 69.6 26 28 46.8% 0.06 [-0.45, 0.57]
PHILLIPS2009 74.9 17.3 43 80.1 16.4 28 53.2% -0.30 [-0.78, 0.18]
Total (95% CI) 74 56 100.0% -0.13 [-0.49, 0.22]

Heterogeneity: Tau? = 0.00; Chi2 = 1.02, df =1 (P = 0.31); 2= 2% f ’ '

-1 -0.5 0
Test for overall effect: Z = 0.74 (P = 0.46) Favours CBT + risperidone

5.9 Transition to psychosis (a predetermined threshold of positive symptom:s,
Comprehensive Assessment of At Risk Mental States [CAARMS])

0.5 1
Favours SC

CBT +ris sC Risk Ratio Risk Ratio

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

MCGORRY2002 3 31 10 28 72.0% 0.27 [0.08, 0.89] —

PHILLIPS2009 2 43 2 28 28.0% 0.65 [0.10, 4.36] ¢ = >

Total (95% CI) 74 56 100.0% 0.35 [0.13, 0.95] ———

Total events 5 12

Heterogeneity: Tau2 = 0.00; Chiz = 0.59, df = 1 (P = 0.44); 12 = 0% t t t 1
0.5 0.7 1 1.5 2

Test for overall effect: Z = 2.07 (P = 0.04) Favours CBT + ris

6. Risperidone + CBT versus supportive counselling (SC): post-
treatment side effect outcomes

6.1 Leaving the study early for any reason

CBT +risperidone sSC Risk Ratio Risk Ratio

Favours SC

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
MCGORRY2002 o 31 [0} 28 Not estimable
PHILLIPS2009 7 43 6 28 100.0% 0.76 [0.28, 2.03] ¢ . >
Total (95% CI) 74 56 100.0% 0.76 [0.28, 2.03] ’
Total events 7 6
1 1 1 ]
T 1

Heterogeneity: Not applicable
Test for overall effect: Z = 0.55 (P = 0.58)

T T
0.5 0.7 1
Favours CBT + risperidone

6.2 Extrapyramidal symptoms (EPS) (mean endpoint Udvalg for Kliniske
Undersggelser [UKU] scores)

15 2

Favours SC

risperidone + CBT

Supportive Counselling Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
PHILLIPS2009 2 10 4 11 100.0% 0.55[0.13, 2.38] '
Total (95% CI) 10 11 1000%  055[0.13,2.38] T —
Total events 2 4
I | | |
I T T 1

Heterogeneity: Not applicable
Test for overall effect: Z = 0.80 (P = 0.42)

0.5 0.7 1 15 2
Favours risperidone + CBT  Favours SC
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7. Risperidone + CBT versus supportive counselling (SC): 52 weeks’
follow-up efficacy outcomes

7.1 Mental state: mean endpoint total symptoms (BPRS)

CBT +risperidone SC Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
MCGORRY2002 17 9 31 15 9.4 28 58.8% 0.21 [-0.30, 0.73] _.—
PHILLIPS2009 14 9.3 24 153 101 18 41.2% -0.13 [-0.74, 0.48] L

Total (95% Cl) 55 46 100.0% 0.07 [-0.32, 0.46] ’
1 1 1
T

Heterogeneity: Tau2 = 0.00; Chi2 = 0.73, df = 1 (P = 0.39); 12 = 0% f k i

o _ -1 -0.5 0 0.5 1
Test for overall effect: Z=0.36 (P = 0.72) Favours CBT + risperidone  Favours SC

7.2 Mental state: mean endpoint positive symptoms (BPRS-P)

CBT +risperidone SC Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% ClI IV, Random, 95% CI
MCGORRY2002 3.8 3.6 31 31 3 28 58.8% 0.21[-0.30, 0.72] _.—
PHILLIPS2009 2.6 25 24 31 3 18 41.2% -0.18[-0.79, 0.43] L

Total (95% CI) 55 46 100.0%  0.05[-0.35, 0.44] ?
1 1

]
Heterogeneity: Tau? = 0.00; Chiz2=0.90, df =1 (P = 0.34); 2= 0% ! T ) T

-1 -0.5 0 0.5 1
Test for overall effect: Z=0.24 (P = 0.81) Favours CBT + risperidone  Favours SC

7.3 Mental state: mean endpoint negative symptoms (SANS)

CBT + risperidone SC Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% ClI 1V, Random, 95% ClI

MCGORRY2002 16.8 143 31 176 134 28 59.1% -0.06 [-0.57, 0.45]

Total (95% Cl) 55 46 100.0% 0.08 [-0.31, 0.47]

PHILLIPS2009 178 1338 24 139 139 18  40.9% 0.28 [-0.34, 0.89] L
| |
f T

Heterogeneity: Tau? = 0.00; Chiz = 0.67, df = 1 (P = 0.41); 2= 0% J

|
T
; I effect: 7 = _ -1 -0.5 0 0.5 1
Testfor overall effect: Z = 0.40 (P = 0.69) Favours CBT + risperidone  Favours SC

7.4 Mental state: mean endpoint depression symptoms (HAM-D)

CBT + risperidone SC Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% ClI IV, Random, 95% CI
MCGORRY2002 12.2 8.8 31 11 85 28 86.9% 0.14 [-0.37, 0.65] .

-

PHILLIPS2009 7.2 6.3 5 58 6 4 13.1% 0.20[-1.12, 1.52] ¢

Total (95% CI) 36 32 100.0% 0.15 [-0.33, 0.62] ’
1 1 1 ]

Heterogeneity: Tau2 = 0.00; Chi2 = 0.01, df =1 (P = 0.93); I2= 0% ! )

T T
-1 -0.5 0 0.5 1
Test for overall effect: Z = 0.60 (P = 0.55) Favours CBT + risperidone  Favours SC
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7.5 Mental state: mean endpoint mania symptoms (YMRS)

CBT +risperidone SC

Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Random, 95% CI 1V, Random, 95% CI
MCGORRY2002 1.7 3.7 31 1.7 3.2 28 100.0% 0.00[-0.51, 0.51]
Total (95% CI) 31 28 100.0% 0.00 [-0.51, 0.51]

Heterogeneity: Not applicable
Test for overall effect: Z = 0.00 (P = 1.00)

I 1
r T
-1 -0.5

Favours CBT + risperidone

f f {
0 0.5 1
Favours SC

7.6 Mental state: mean endpoint anxiety symptoms (HAM-A)

risperidone + CBT SC

Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
MCGORRY2002 11.5 9.3 31 109 94 28 100.0% 0.06 [-0.45, 0.57]
Total (95% CI) 31 28 100.0% 0.06 [-0.45, 0.57]

Heterogeneity: Not applicable
Test for overall effect: Z = 0.24 (P = 0.81)

7.7 Mean endpoint psychosocial functioning

risperidone + CBT SC

f t T t i
-1 -0.5 [0] 0.5 1
Favours risperidone + CBT  Favours SC

(GAF)

Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
MCGORRY2002 -63.5 11.3 31 -635 9.1 28 100.0% 0.00 [-0.51, 0.51]
Total (95% ClI) 31 28 100.0% 0.00 [-0.51, 0.51]

Heterogeneity: Not applicable

f f f
-1 0 0.5

-0.5 1
Test f Il effect: Z = 0.00 (P = 1. . )
est for overall effect 0.00( 00) Favours risperidone + CBT  Favours SC
7.8 Mean endpoint quality of life (QLS)

CBT +risperidone SC Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Random, 95% CI IV, Random, 95% CI
MCGORRY2002 76.3 22.7 31 77.1 20.2 28 58.5% -0.04 [-0.55, 0.47] q
PHILLIPS2009 -86.8 17.7 25 -84.4 22 18 41.5% -0.12 [-0.73, 0.49] L
Total (95% CI) 56 46 100.0% -0.07 [-0.46, 0.32]
Heterogeneity: Tau? = 0.00; Chi2 = 0.04, df = 1 (P = 0.84); 12 = 0% ’ ’ ' ’ ’

-1 -0.5 0 0.5 1

Test for overall effect: Z=0.36 (P = 0.72)

7.9 Transition to psychosis (assessed using a

Favours CBT + risperidone  Favours SC

categorical model, to the predetermined

threshold of positive psychotic symptoms)

CBT +risperidone scC

Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
MCGORRY2002 6 31 10 28 55.8% 0.54 [0.23, 1.30] ‘Il
PHILLIPS2009 7 43 6 28  44.2% 0.76 [0.28, 2.03] * ] »
Total (95% CI) 74 56 100.0% 0.63 [0.33, 1.21] ——-
Total events 13 16
I | | |
Heterogeneity: Tau? = 0.00; Chiz = 0.25, df = 1 (P = 0.61); 12 = 0% y T T 1
0.5 0.7 1 1.5 2
Test for overall effect: Z = 1.39 (P = 0.16) Favours CBT + risperidone Favours SC
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8. Risperidone + CBT versus supportive counselling (SC): 52 weeks’
follow-up side effect outcomes

8.1 Leaving the study early for any reason

CBT +risperidone sSC Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
MCGORRY2002 7 31 11 28 44.8% 0.57 [0.26, 1.28] —i
PHILLIPS2009 16 43 9 28 55.2% 1.16 [0.60, 2.25] . >
Total (95% CI) 74 56 100.0% 0.85 [0.43, 1.67] ‘

Total events 23 20
! 1 1

Heterogeneity: Tau2 = 0.11; Chi2 =1.75, df =1 (P = 0.19); 12=43%
Test for overall effect: Z = 0.48 (P = 0.63)

F T T
0.5 0.7 1 1.5

Favours CBT + risperidone Favours SC

9. Risperidone + CBT versus supportive counselling (SC): 156 to 208
weeks’ follow-up efficacy outcomes

9.1 Mental state: mean endpoint total symptoms (BPRS)

risperidone + CBT SC Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI 1V, Fixed, 95% ClI
MCGORRY2002 22.47 11.28 17 26.33 11.39 24 100.0% -0.33[-0.96, 0.29]
Total (95% CI) 17 24 100.0%

-0.33[-0.96, 0.29] ’
1 1 1

Heterogeneity: Not applicable I 1 T T

-1 -0.5 0 0.5
Test for overall effect: Z = 1.04 (P = 0.30) Favours risperidone + CBT  Favours SC

9.2 Mental state: mean endpoint positive symptoms (BPRS-P)

risperidone + CBT SC
SD Total Mean SD Total Weight

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

Std. Mean Difference

Study or Subgroup Mean 1V, Fixed, 95% CI

MCGORRY2002 465 2.67 17 475 261 24 100.0% -0.04 [-0.66, 0.58]

Total (95% CI) 17 24 100.0% -0.04 [-0.66, 0.58]

Heterogeneity: Not applicable I T 1 T

-1 -0.5 0 0.5
Test for overall effect: Z=0.12 (P = 0.91) Favours risperidone + CBT  Favours SC

9.3 Mental state: mean endpoint negative symptoms (SANS)

risperidone + CBT SC Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
MCGORRY2002 27 2284 17 31.74 16.25 24 100.0% -0.24 [-0.87, 0.38]
Total (95% Cl) 17 24 100.0%  -0.24[-0.87, 0.38] Q
! 1 1

Heterogeneity: Not applicable I 1 1

T
-1 -0.5 0 0.5
Test for overall effect: Z = 0.76 (P = 0.45) Favours risperidone + CBT  Favours SC

Appendix 14a
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9.4 Mental state: mean endpoint depression symptoms (HAM-D)

risperidone + CBT SC Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
MCGORRY2002 25.82 13.42 17 2291 11.25 24 100.0% 0.23[-0.39, 0.86]
Total (95% ClI) 17 24 100.0% 0.23[-0.39, 0.86]

Heterogeneity: Not applicable

‘ Il effect: 7 = _ -1 -0.5 0 0.5 1
Testfor overall effect: 2 = 0.74 (P = 0.46) Favours risperidone + CBT  Favours SC
9.5 Mental state: mean endpoint mania symptoms (YMRS)
risperidone + CBT SC Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
MCGORRY2002 7.18 855 17 10.43 9.13 24 100.0% -0.36 [-0.98, 0.27]
Total (95% Cl) 17 24 100.0%  -0.36[-0.98, 0.27] ’
I ] ] |
Heterogeneity: Not applicable ! T ) T 1
‘ 9 y” - PP -1 -0.5 0 0.5 1
Test for overall effect: 2 = 1.12 (P = 0.26) Favours risperidone + CBT  Favours SC
9.6 Mental state: mean endpoint anxiety symptoms (HAM-A)
risperidone + CBT SC Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
MCGORRY2002 18.82 10.29 17 17.52 8.78 24 100.0% 0.14 [-0.49, 0.76]
Total (95% CI) 17 24 100.0% 0.14[-0.49, 0.76] ’
I ] ] |
Heterogeneity: Not applicable ! T ) T 1
f X y|| ff f’p 0.43 (P =06 N 05 0 05 !
Test for overall effect: 2 = 0.43 (P = 0.67) Favours risperidone + CBT Favours SC
9.7 Mean endpoint psychosocial functioning (GAF)
risperidone + CBT SC Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI IV, Fixed, 95% CI
MCGORRY2002 -59.88 15.89 17 -57.48 15.72 24 100.0% -0.15[-0.77, 0.47]
Total (95% Cl) 17 24 100.0% -0.15 [-0.77, 0.47] *
I | | ]
Heterogeneity: Not applicable ! T T T 1
9 Y l‘Jp -1 -0.5 0 0.5 1
Test for overall effect: Z = 0.47 (P = 0.64) Favours risperidone + CBT  Favours SC
9.8 Mean endpoint quality of life (QLS)
CBT + risperidone SC Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% ClI IV, Random, 95% ClI
MCGORRY2002 80.53 24.43 17 78,5 2274 24 100.0% 0.08 [-0.54, 0.71]
Total (95% CI) 17 24 100.0% 0.08 [-0.54, 0.71]
I | | |
Heterogeneity: Not applicable ! T ) T 1
Test Il effect: Z = 0.27 (P = 0.79 * 05 0 05 '
estfor overall effect: 2 =0.27 (P = 0.79) Favours CBT + risperidone  Favours SC
12
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9.9 Transition to psychosis (completer analysis) (assessed using a categorical model,
to the predetermined threshold of positive psychotic symptoms)

CBT + risperidone SC Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
MCGORRY2002 10 24 12 17 100.0% 0.59 [0.34, 1.04] B
Total (95% CI) 24 17 100.0% 0.59 [0.34, 1.04] | EEE—
Total events 10 12

I T T
0.7 1.5

Appendix 14a

Heterogeneity: Not applicable o5 1 5
Test for overall effect: Z = 1.83 (P = 0.07) ) )
Favours experimental Favours control
9.10 Transition to psychosis (sensitivity analysis) (assessed using a categorical
model, to the predetermined threshold of positive psychotic symptoms)
CBT +risperidone SC Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
MCGORRY2002 17 31 23 28 100.0% 0.67 [0.46, 0.96]
Total (95% Cl) 31 28 100.0% 0.67[0.46, 0.96] = —
Total events 17 23
1 1 1 ]
Het ity: Not licabl f T T 1
eterogeneity: Not applicable s on i s )
Test for overall effect: Z = 2.18 (P = 0.03) .
Favours experimental Favours control
911 Number of participants requiring hospitalisation
risperidone + CBT SC Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
MCGORRY2002 5 24 7 17 100.0% 0.51[0.19, 1.33]
Total (95% CI) 24 17 100.0% 051019, 1.33] | ——
Total events 5 7
I ] ] ]
Het ity: Not applicabl ! ' ' '
eterogeneity: No ap.)p |ia e ] 05 07 1 s )
Testfor overall effect: Z = 1.38 (P = 0.17) Favours risperidone + CBT  Favours SC
10. Risperidone + CBT versus supportive counselling (SC): 156 to 208
’ .
weeks’ follow-up side effect outcomes
10.1 Leaving the study early for any reason
risperidone + CBT SC Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
MCGORRY2002 7 31 11 28 100.0% 0.57 [0.26, 1.28]
Total (95% CI) 31 28 100.0% 0.5710.26, 1.28] | NNET——
Total events 7 11
o ; f } } !
Heterogeneity: Not ap.)plliable . o5 07 i s 5
Test for overall effect: 2 = 1.36 (P = 0.17) Favours risperidone + CBT Favours SC
13



11. Risperidone + CBT versus placebo + CBT: 52 weeks post-treatment

efficacy outcomes

11.1 Mental state: mean endpoint total symptoms (BPRS)

risperidone + CBT placebo + CBT
Study or Subgroup Mean SD Total Mean SD Total Weight

Std. Mean Difference

1V, Fixed, 95% CI

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

PHILLIPS2009 14 9.3 24 165 111 27 100.0%

Total (95% CI) 24 27 100.0%

Heterogeneity: Not applicable
Test for overall effect: Z = 0.85 (P = 0.40)

-0.24[-0.79, 0.31]

-0.24[-0.79, 0.31]

r T T T
-1 -0.5 0 0.5

Favours risperidone + CBT  Favours placebo + CBT

11.2  Mental state: mean endpoint positive symptoms (BPRS-P)

risperidone + CBT placebo + CBT
Study or Subgroup Mean SD Total Mean SD Total Weight

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

Std. Mean Difference
IV, Fixed, 95% CI

PHILLIPS2009 2.6 25 24 28 29 27 100.0%

Total (95% CI) 24 27 100.0%

Heterogeneity: Not applicable
Test for overall effect: Z = 0.26 (P = 0.80)

-0.07 [-0.62, 0.48]

-0.07 [-0.62, 0.48]

-1 -0.5 0 0.5
Favours risperidone + CBT  Favours placebo + CBT

11.3 Mental state: mean endpoint negative symptoms (SANS)

risperidone + CBT placebo + CBT
Study or Subgroup Mean SD Total Mean SD Total Weight

Std. Mean Difference

1V, Fixed, 95% ClI

Std. Mean Difference
1V, Fixed, 95% ClI

PHILLIPS2009 178 138 24 163 116 27 100.0%

Total (95% CI) 24 27 100.0%

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

0.12 [-0.43, 0.67]

0.12 [-0.43, 0.67]

11.4 Mean endpoint psychosocial functioning (GAF)

risperidone + CBT placebo + CBT
Study or Subgroup Mean SD Total Mean SD Total Weight

Std. Mean Difference
IV, Fixed, 95% ClI

r T T T
-1 -0.5 0 0.5

Favours risperldone + CBT Favours placebo + CBT

Std. Mean Difference
IV, Fixed, 95% CI

PHILLIPS2009 -64.8 9 26 -66.8 7.7 26 100.0%

Total (95% CI) 26 26 100.0%

Heterogeneity: Not applicable
Test for overall effect: Z = 0.84 (P = 0.40)

11.5 Mean endpoint quality of life (QLS)

risperidone + CBT placebo + CBT
Study or Subgroup Mean SD Total Mean SD Total Weight

0.24[-0.31, 0.78]

0.24[-0.31, 0.78]

Std. Mean Difference
IV, Fixed, 95% CI

r T T T
-1 -0.5 0 0.5

Favours risperidone + CBT  Favours placebo + CBT

Std. Mean Difference

1V, Fixed, 95% CI

PHILLIPS2009 -86.8 17.7 25 -81.1 303 26 100.0%

Total (95% Cl) 25 26 100.0%

Heterogeneity: Not applicable
Test for overall effect: Z=0.80 (P = 0.42)

-0.23[-0.78, 0.33]

-0.23[-0.78, 0.33]

r T T T
-1 -0.5 0 0.5

Favours risperidone + CBT  Favours placebo + CBT

Appendix 14a
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11.6  Transition to psychosis (CAARMS)

risperidone + CBT  placebo + CBT

Risk Ratio Risk Ratio

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

PHILLIPS2009 7 43 7 44 100.0% 1.02 [0.39, 2.67] ¢ »
Total (95% CI) 43 44 100.0% 1.02[0.39, 2.67]

Total events 7 7

Heterogeneity: Not applicable
Test for overall effect: Z =0.05 (P = 0.96)

0.5 0.7 1 1.5 2
Favours risperidone + CBT  Favours placebo + CBT

12. Risperidone + CBT versus placebo + CBT: 52 weeks post-treatment

side effect outcomes

121 EPS (mean endpoint UKU scores)

risperidone + CBT placebo + CBT

Risk Ratio Risk Ratio

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

PHILLIPS2009 2 10 3 13 100.0% 0.87 [0.18, 4.24] ¢ >
Total (95% CI) 10 13 100.0%  0.87[0.18, 4.24] HEEEEE—
Total events 2 3

Heterogeneity: Not applicable
Test for overall effect: Z = 0.18 (P = 0.86)

12.2  Leaving the study early for any reason

risperidone + CBT  placebo + CBT

r T 1
0.5 0.7 1

T
1.5 2
Favours risperidone + CBT Favours placebo + CBT

Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
PHILLIPS2009 16 43 15 44 100.0% 1.09 [0.62, 1.92]

Total (95% CI) 43 44 100.0%  1.09[0.62, 1.92] ———e—
Total events 16 15

Heterogeneity: Not applicable
Test for overall effect: Z = 0.30 (P = 0.76)

I 1 1
0.5 0.7 1 15

Favours risperidone + CBT  Favours placebo + CBT

DIETARY INTERVENTIONS IN CHILDREN AND YOUNG PEOPLE

25 YEARS AND YOUNGER

13. Omega-3 fatty acids versus placebo: 12 weeks post-treatment

efficacy outcomes

13.1 Transition to psychosis (DSM-IV) (completer analysis)
Fish oil placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
‘—
AMMINGER2010 1 38 8 38 100.0% 0.13[0.02, 0.95]
Total (95% CI) 38 38 100.0% 0.13 [0.02, 0.95] NE=E——_—————
Total events 1 8
I ] ] ]
Heterogeneity: Not applicable f T T !
9 Y PP 0.5 0.7 1 1.5 2

Test for overall effect: Z = 2.01 (P = 0.04)

Favours fish oil Favours placebo

Appendix 14a
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13.2  Transition to psychosis (DSM-IV) (sensitivity analysis)

Fish oil placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
AMMINGER2010 4 41 10 40 100.0% 0.39[0.13, 1.14] ¢

Total (95% Cl) 41 40 100.0% 0.39[0.13, 1.14] N NEESS—

Total events 4 10
! ]

Heterogeneity: Not applicable
9 Y PP 05 07

Test for overall effect: Z=1.72 (P = 0.09)

T 1
1 15 2

Favours fish oil  Favours placebo

14.0mega-3 fatty acids versus placebo: 52 weeks’ follow-up efficacy

outcomes

141 Mental state: mean endpoint total symptoms (PANSS)

omega-3 fatty acids placebo Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% ClI 1V, Fixed, 95% CI
AMMINGER2010 -15.7 11.09 41 -4.4 5.87 40 100.0% -1.26 [-1.74, -0.78] ¢
Total (95% ClI) 41 40 100.0% -1.26 [-1.74, -0.78] o
1 1 1 ]
I T T 1

Heterogeneity: Not applicable 1 0s
Test for overall effect: Z = 5.15 (P < 0.00001) '

14.2 Mental state: mean endpoint positive symptoms (SAPS)

Favours omega-3 fatty acids

0 0.5 1
Favours placebo

omega-3 fatty acids placebo Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI
AMMINGER2010 -4.4 1.68 41 -15 0.98 40 100.0% -2.08 [-2.63, -1.54] {
Total (95% ClI) 41 40 100.0% -2.08[-2.63, -1.54] 4
1 1 1 ]
I T 1

Heterogeneity: Not applicable
Test for overall effect: Z = 7.48 (P < 0.00001)

-1 -0.5
Favours omega-3 fatty acids

14.3 Mental state: mean endpoint negative symptoms (SANS)

0

T
0.5 1
Favours placebo

omega-3 fatty acids placebo Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI IV, Fixed, 95% CI
AMMINGER2010 -3.9 1.78 41 -0.8 0.8 40 100.0% -2.22 [-2.77, -1.66] {
Total (95% ClI) 41 40 100.0% -2.22[-2.77,-1.66] {
! 1 1 ]
I T T 1

Heterogeneity: Not applicable
Test for overall effect: Z = 7.77 (P < 0.00001)

-1 -05
Favours omega-3 fatty acids

Appendix 14a
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0.5 1
Favours placebo
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14.4 Mental state: mean endpoint depression symptoms (MADRS)

omega-3 fatty acids placebo Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI IV, Fixed, 95% CI
AMMINGER2010 -8.1 5.41 41 -5.3 4.37 40 100.0% -0.56 [-1.01, -0.12]

Total (95% CI) 2 40 100.0%  -056[-1.01,-0.17] o ——

T
-1 -0.5 0 0.5 1
Favours omega-3 fatty acids Favours placebo

Heterogeneity: Not applicable
Test for overall effect: Z = 2.48 (P = 0.01)

14.5 Mean endpoint psychosocial functioning (GAF)

omega-3 fatty acids placebo Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI
AMMINGER2010 -17.7 9.68 41 72 6.17 40 100.0% -1.28[-1.76, -0.80] ¢
Total (95% CI) 41 40 100.0% -1.28 [-1.76, -0.80] ™=
! 1 1 ]
I T 1

Heterogeneity: Not applicable
Test for overall effect: Z = 5.22 (P < 0.00001)

T
-1 -0.5 0 0.5 1
Favours omega-3 fatty acids Favours placebo

14.6  Transition to psychosis (DSM-IV)

Fish oil placebo Risk Ratio Risk Ratio

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

AMMINGER2010 2 41 11 40 100.0% 0.18 [0.04, 0.75]

Total (95% CI) 41 40 100.0% 0.18 [0.04, 0.75] ™=

Total events 2 11
! 1 1 ]
T 1

Heterogeneity: Not applicable
Test for overall effect: Z = 2.35 (P = 0.02)

T T
0.5 0.7 1 1.5 2
Favours fish oil Favours placebo

15. Omega-3 fatty acids versus placebo: 52 weeks’ follow-up side
effect outcomes

151 Leaving the study early for any reason

omega-3 fatty acids placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
AMMINGER2010 3 a1 2 40 100.0%  1.46[0.26,8.30] ¢ »
Total (95% Cl) 41 40 100.0% 1.46 [0.26, 8.30] —
Total events 3 2
1 1 1 ]
1

Heterogeneity: Not applicable r T T
9 Y PP 0.5 0.7 1 15 2

Testfor overall effect: 2 = 0.43 (P = 0.67) Favours omega-3 fatty acids Favours placebo

17
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PSYCHOLOGICAL INTERVENTIONS IN CHILDREN AND
YOUNG PEOPLE 18 YEARS AND YOUNGER COMBINED WITH
THOSE AGED 25 YEARS AND YOUNGER

16. CBT versus supportive counselling (SC): post-treatment (within/at

16.1 Mental state: mean endpoint total symptoms (BPRS, SOPS, PANSS, CAARMS

SD Total Weight

Std. Mean Difference

IV, Random, 95% CI

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

26 weeks)
severity)
CBT
Study or Subgroup  Mean SD Total
ADDINGTON2011 5.8 5.508176
PHILLIPS2009 16.7 6.8

Total (95% ClI)

Heterogeneity: Tau? = 0.00; Chi2 = 0.40, df = 1 (P = 0.53); I = 0%

Test for overall effect: Z = 0.22 (P = 0.83)

42.6% -0.09 [-0.64, 0.46]
57.4% 0.14[-0.33, 0.61]
100.0% 0.04[-0.32, 0.40]

—
__._

T T 1 T
-1 -0.5 0 0.5 1

Favours CBT Favours SC

16.2 Mental state: mean endpoint positive symptoms (BPRS positive, SOPS

positive, PANSS positive)

CBT

Study or Subgroup Mean SD Total Mean

Std. Mean Difference
IV, Random, 95% ClI

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

ADDINGTON2011 6.4 52
PHILLIPS2009 28 23
VANDERGAAG2012 79 43
MORRISON2011 17.89 16.5
Total (95% ClI) 248

Heterogeneity: Tau? = 0.00; Chi2 = 0.60, df = 3 (P = 0.90); 12 = 0%

Test for overall effect: Z=1.35 (P = 0.18)

27
44

97 18.69 19.34

-0.23[-0.79, 0.32]
-0.21[-0.68, 0.27]
-0.15 [-0.45, 0.16]
-0.04 [-0.32, 0.24]

-0.12[-0.30, 0.06]

_—
_.__
_._

il

|
T T T T
-1 -0.5 0 0.5 1
Favours CBT Favours SC

16.3  Sensitivity analysis: mental state: mean endpoint positive symptoms (BPRS
positive, SOPS positive, PANSS positive) (without VANDERGAAG2012)

CBT

Study or Subgroup Mean SD Total

Std. Mean Difference
IV, Random, 95% CI

Std. Mean Difference
IV, Random, 95% CI

ADDINGTON2011 64 52 27
PHILLIPS2009 28 23 44
MORRISON2011 17.89 165 97
Total (95% Cl) 168

Heterogeneity: Tau? = 0.00; Chi2 = 0.57, df =2 (P = 0.75); I2 = 0%

Test for overall effect: Z = 0.98 (P = 0.33)

-0.23[-0.79, 0.32]
-0.21[-0.68, 0.27]
-0.04 [-0.32, 0.24]

-0.11[-0.33, 0.11]

_—

_—

|
T T T T
-1 -0.5 0 0.5 1
Favours CBT Favours SC
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16.4 Mental state: mean endpoint negative symptoms (SOPS negative, PANSS

negative)

CBT SC

Std. Mean Difference

Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% ClI IV, Random, 95% ClI
ADDINGTON2011 52 58 27 5 438 24  42.8% 0.04 [-0.51, 0.59]
PHILLIPS2009 20.3 11.3 44 171 13 28 57.2% 0.26 [-0.21, 0.74]
Total (95% ClI) 71 52 100.0% 0.17 [-0.19, 0.53]

Heterogeneity: Tau2 = 0.00; Chi2 = 0.38, df = 1 (P = 0.54); 2= 0%

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

-1
Favours CBT Favours SC

1 1 1 1
-0.5 0 0.5

16.5 Mental state: mean endpoint depression symptoms (Beck Depression
Inventory for Primary Care [BDI-PC], Calgary Depression Scale for

Schizophrenia [CDSS])

CBT SC Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% ClI IV, Random, 95% CI
ADDINGTON2011 2.9 4 27 21 33 24 18.9% 0.21[-0.34, 0.77]
MORRISON2011 56 4.72 92 561 4.79 93 30.2% -0.00 [-0.29, 0.29]
PHILLIPS2009 104 44 44 7.2 5 28 21.3% 0.68[0.19, 1.17] —
VANDERGAAG2012 15.2 105 80 174 144 90 29.6% -0.17 [-0.47, 0.13]
Total (95% CI) 243 235 100.0% 0.13[-0.20, 0.47]
Heterogeneity: Tau2 = 0.07; Chi2 = 9.01, df =3 (P = 0.03); 2= 67% I I J I I
-1 -0.5 0 0.5 1

Test for overall effect: Z=0.79 (P = 0.43)

Favours CBT Favours SC

16.6  Sensitivity analysis: mental state: mean endpoint depression symptoms (BDI-
PC, CDSS) (without VANDERGAAG2012)

CBT SC Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI 1V, Random, 95% CI
ADDINGTON2011 29 4 27 21 33 24 27.5% 0.21[-0.34, 0.77]
MORRISON2011 5.6 4.72 92 561 4.79 93 41.9% -0.00 [-0.29, 0.29]
PHILLIPS2009 104 4.4 44 7.2 5 28 30.7% 0.68[0.19, 1.17] —
Total (95% CI) 163 145 100.0% 0.27 [-0.15, 0.69]
Heterogeneity: Tau? = 0.09; Chi2 = 5.62, df = 2 (P = 0.06); I> = 64% I I ' I I
-1 -0.5 0 0.5 1

Test for overall effect: Z =1.24 (P = 0.21)

Favours CBT Favours SC

Appendix 14a

19



16.7 Mental state: mean endpoint social anxiety symptoms (Social Interaction

Anxiety Scale [SIAS])

CBT SC Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI
MORRISON2011 30.85 17.98 82 30.6 16.91 90 100.0% 0.01[-0.28, 0.31]
Total (95% CI) 82 90 100.0% 0.01[-0.28, 0.31]

Heterogeneity: Not applicable !

Test f Il effect: Z = 0.09 (P = 0.93 08 0 09
est for overall effect: Z = 0. =0.
( ) Favours CBT Favours SC
16.8 Mean endpoint psychosocial functioning (GAF)
CBT SC Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Random, 95% CI 1V, Random, 95% CI
ADDINGTON2011 -64.2 144 27 -61.3 9.9 24 18.7% -0.23 [-0.78, 0.32] bl
MORRISON2011 -59.3 16.21 97 -61.61 15.04 98 65.0% 0.15[-0.13, 0.43] ] .
PHILLIPS2009 -66.8 7.7 26 -64.6 13.6 19 16.3% -0.20 [-0.80, 0.39] "
Total (95% Cl) 150 141 100.0% 0.02 [-0.22, 0.26] ?
Heterogeneity: Tau2 = 0.00; Chi2 = 2.11, df =2 (P = 0.35); I2=5% f f T f
-1 -0.5 [0} 0.5

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

16.9 Mean endpoint quality of life (Manchester Short Assessment of Quality of Life

Favours CBT Favours SC

[MANSA], QLS)
CBT SC Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
MORRISON2011 -53.17 12.38 75 -53 11.45 66 37.1% -0.01 [-0.34, 0.32]
PHILLIPS2009 -79 15.7 44 -80.1 16.4 28 18.1% 0.07 [-0.41, 0.54]
VANDERGAAG2012 50 12.7 80 50 134 90 44.8% 0.00 [-0.30, 0.30]
Total (95% CI) 199 184 100.0% 0.01 [-0.19, 0.21]

Heterogeneity: Tau? = 0.00; Chi2 = 0.08, df = 2 (P = 0.96); 12 = 0%

!

T
-1
Test for overall effect: Z = 0.07 (P = 0.95)

1 1
T T T
-0.5 0 0.5
Favours CBT Favours SC

16.10 Sensitivity analysis: mean endpoint quality of life (MANSA, QLS) (without

CBT SC Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Random, 95% CI 1V, Random, 95% CI
MORRISON2011 -53.17 12.38 75 -53 11.45 66 67.2% -0.01 [-0.34, 0.32]
PHILLIPS2009 -79 15.7 44 -80.1 16.4 28 32.8% 0.07 [-0.41, 0.54]
Total (95% CI) 119 94 100.0% 0.01 [-0.26, 0.28]

Heterogeneity: Tau2 = 0.00; Chi2 = 0.08, df =1 (P = 0.78); 12 = 0% f
Test for overall effect: Z = 0.09 (P = 0.93)

} t }
-0.5 0 0.5
Favours CBT Favours SC
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16.11 Completer analysis: transition to psychosis (DSM-1V, PANSS, CAARMS,

PANSS)

CcBT scC Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
ADDINGTONZ2011A o 19 3 16 6.3% 0.12 [0.01, 2.19] < i
MORRISON2011 6 144 6 144 34.4% 1.00 [0.33, 3.03]
PHILLIPS2009 a 44 2 28 18.2% 1.27 [0.25, 6.50] < = >
VANDERGAAG2012 5 94 14 102 41.0% 0.39 [0.15, 1.03] w7
Total (95%0 CI) 301 290 100.0% 0.62 [0.29, 1.31] ‘»
Total events 15 25 ) ) )
T

Heterogeneity: Tauz = 0.10; Chiz2 = 3.60, df =3 (P = 0.31); 12 = 17%
Test for overall effect: Z = 1.26 (P = 0.21)

T T
0.5 0.7 1 1.5
Favours CBT Favours

16.12 Sensitivity analysis: transition to psychosis (DSM-IV, PANSS, CAARMS,

PANSS)

!
T
2
scC

CBT sC Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95%b CI
ADDINGTONZ2011A 8 27 11 24  46.0% 0.65 [0.31, 1.34] — &
MORRISON2011 6 144 6 144 19.8% 1.00 [0.33, 3.03]
PHILLIPS2009 4 44 2 28 9.1% 1.27 [0.25, 6.50] >
VANDERGAAG2012 5 97 14 104 25.1% 0.38 [0.14, 1.02] ——
Total (95% CI) 312 300 100.0% 0.66 [0.40, 1.08] ’
Total events 23 33
Heterogeneity: Tau2 = 0.00; Chi2 = 2.35, df = 3 (P = 0.50); 12 = 0% 0=2 0=5 1 ; =5
Test for overall effect: Z = 1.67 (P = 0.09) ) Favour.s CBT Favours SC
17. CBT versus supportive counselling (SC): post-treatment (leaving
the study for any reason)
17.1 Leaving the study early for any reason
CBT SC Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
I

ADDINGTON2011 8 27 8 24 13.2% 0.89 [0.39, 2.00] ¢ " g
MORRISON2011 47 144 45 144 76.5% 1.04 [0.75, 1.46]
PHILLIPS2009 9 44 6 28 10.3% 0.95[0.38, 2.39] * ' 4
Total (95% ClI) 215 196 100.0% 1.01 [0.75, 1.36] ‘
Total events 64 59

! | | |
Heterogeneity: Tau? = 0.00; Chi2 = 0.15, df =2 (P = 0.93); 2= 0% ! T T !

0.5 0.7 1 1.5 2

Test for overall effect: Z = 0.09 (P = 0.93)

Favours CBT Favours SC
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18. CBT versus supportive counselling (SC): 52 weeks” follow-up

18.1

Mental state: mean endpoint total symptoms (SOPS, CAARMS severity)

CBT SC Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Random, 95% CI IV, Random, 95% CI
PHILLIPS2009 16.5 11.1 27 153 10.1 18 28.9% 0.11 [-0.49, 0.71] -
ADDINGTON2011 4.8 5.355838 27 5.35 5.169623 24 34.0% -0.10 [-0.65, 0.45] —
MORRISON2004 49.4667 15.11322 35 474 13.12631 23 37.1% 0.14 [-0.38, 0.67] —
Total (95% CI) 89 65 100.0% 0.05 [-0.27, 0.37] ?
Heterogeneity: Tau? = 0.00; Chi = 0.45, df = 2 (P = 0.80); 12 = 0% : : ' : :

-1 -0.5 0 0.5 1

Test for overall effect: Z = 0.30 (P = 0.76)

Favours CBT Favours SC

18.2  Mental state: mean endpoint positive symptoms (SOPS positive)

CBT SC Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% ClI 1V, Random, 95% CI
PHILLIPS2009 2.8 2.9 27 3.1 3 18 8.9% -0.10 [-0.70, 0.50] - "
ADDINGTON2011 5.2 5.6 27 6.6 4.7 24  10.4% -0.27 [-0.82, 0.29] - = 1
MORRISON2004 10.5417 3.05001 35 10.9286 2.99908 23 11.4% -0.13 [-0.65, 0.40] - 1
VANDERGAAG2012 6.1 4.7 75 59 4.2 76 31.1% 0.04 [-0.27, 0.36] —
MORRISON2011 14.88 15.54 95 20.84 17.75 93 38.2% -0.36 [-0.64, -0.07] — &
Total (95% CI) 259 234 100.0% -0.17 [-0.35, 0.01] ’
Heterogeneity: Tau? = 0.00; Chi2 = 3.53, df = 4 (P = 0.47); I2= 0% : : : :
Test for overall effect: Z =1.90 (P = 0.06) N 05 0 05 !

Favours CBT Favours SC
18.3  Sensitivity analysis: mental state: mean endpoint positive symptoms (SOPS
positive) (without VANDERGAAG2012)

CBT SC Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% ClI IV, Random, 95% CI
PHILLIPS2009 2.8 29 27 31 3 18 12.9% -0.10 [-0.70, 0.50] T
ADDINGTON2011 5.2 56 27 6.6 47 24 151% -0.27 [-0.82, 0.29] - T |
MORRISON2004 10.5417 3.05001 35 10.9286 2.99908 23  16.6% -0.13 [-0.65, 0.40] L
MORRISON2011 14.88 15.54 95 20.84 17.75 93 55.4% -0.36 [-0.64, -0.07] _._
Total (95% Cl) 184 158 100.0%  -0.27 [-0.49, -0.06] ‘
Heterogeneity: Tau? = 0.00; Chi2 = 0.94, df = 3 (P = 0.82); I12= 0% I I I I

-1 -0.5 0 0.5 1

Test for overall effect: Z =2.48 (P = 0.01)

Favours CBT Favours SC

18.4 Mental state: mean endpoint negative symptoms (SOPS negative)

CBT SC Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% ClI 1V, Random, 95% CI
PHILLIPS2009 16.3 1.6 27 13.9 139 18 28.8% 0.19 [-0.41, 0.79]
ADDINGTON2011 4.4 51 27 4.1 5.6 24 34.0% 0.06 [-0.49, 0.61]
MORRISON2004 12.2917 5.53628 35 11.8182 4.64367 23 37.2% 0.09 [-0.44, 0.62]
Total (95% CI) 89 65 100.0% 0.11[-0.21, 0.43]

Heterogeneity: Tau? = 0.00; Chi2 = 0.11, df = 2 (P = 0.95); I2 = 0%
Test for overall effect: Z =0.65 (P = 0.52)

-1 -0.5 0 0.5
Favours CBT Favours SC
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18.5 Mental state: mean endpoint depression symptoms (CDSS, BDI-PC)

CBT SC Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% ClI 1V, Random, 95% ClI
ADDINGTON2011 33 46 27 25 37 24 13.2% 0.19 [-0.36, 0.74]
MORRISON2011 541 5.12 93 572 4.92 90 47.6% -0.06 [-0.35, 0.23]
VANDERGAAG2012 11.3 95 75 126 114 76 39.2% -0.12 [-0.44, 0.20]
Total (95% ClI) 195 190 100.0% -0.05 [-0.25, 0.15]

Heterogeneity: Tau2 = 0.00; Chi2 = 0.92, df = 2 (P = 0.63); 12= 0%

o _ -1 -0.5 0 0.5 1
Test for overall effect: Z = 0.52 (P = 0.60) Favours CBT  Favours SC
18.6  Sensitivity analysis: mental state: mean endpoint depression symptoms
(CDSS, BDI-PC) (without VANDERGAAG2012)
CBT SC Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% ClI 1V, Random, 95% CI
ADDINGTON2011 33 46 27 25 37 24 21.7% 0.19 [-0.36, 0.74]
MORRISON2011 541 5.12 93 5.72 4.92 90 78.3% -0.06 [-0.35, 0.23]
Total (95% CI) 120 114 100.0% -0.01 [-0.26, 0.25]
Heterogeneity: Tau? = 0.00; Chi2 = 0.61, df =1 (P = 0.43); 12= 0% I I T I I
-1 -0.5 0 0.5 1

Test for overall effect: Z = 0.06 (P = 0.95)

Favours CBT Favours SC

18.7 Mental state: mean endpoint social anxiety symptoms (SIAS)

CBT SC Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
MORRISON2011 32.51 17.08 91 29.99 16.6 87 100.0% 0.15[-0.15, 0.44]
Total (95% CI) 91 87 100.0% 0.15 [-0.15, 0.44]

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

18.8 Mean endpoint psychosocial functioning (GAF)

-1 -0.5 (o] 0.5 1
Favours CBT Favours SC

CBT SC Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Random, 95% CI 1V, Random, 95% CI
ADDINGTONZ2011 -62.7 123 27 -62.6 10.2 24 21.2% -0.01 [-0.56, 0.54] i
MORRISON2011 -60.74 16.69 95 -58.59 16.23 94 78.8% -0.13 [-0.42, 0.16] . I
Total (95% CI) 122 118 100.0% -0.10 [-0.36, 0.15]

Heterogeneity: Tau2 = 0.00; Chi2 = 0.15, df = 1 (P = 0.70); 12 = 0%
Test for overall effect: Z = 0.81 (P = 0.42)

r
-1

T T T
-0.5 0 0.5

Favours CBT Favours SC
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18.9 Mean endpoint quality of life (MANSA)

CcBT sc Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
MORRISON2011 53.38 12.6 66 54.65 11.75 68 40.9% -0.10 [-0.44, 0.24] —
PHILLIPS2009 -81.1 30.3 26 -84.4 22 18 13.0% 0.12 [-0.48, 0.72] —
VANDERGAAG2012 61.1 12.3 75 60.6 12.8 76 46.1% 0.04 [-0.28, 0.36]
Total (95% CI) 167 162 100.0% -0.01 [-0.23, 0.21]
Heterogeneity: Tauz = 0.00; Chiz = 0.56, df = 2 (P = 0.75); 12 = 0% t t T t t

-1 -0.5 o 0.5 1

Test for overall effect: Z = 0.08 (P = 0.94)

Favours CBT Favours SC

18.10 Sensitivity analysis: mean endpoint quality of life (MANSA) (without

VANDERGAAG2012)

CBT sC Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Random, 95% CI 1V, Random, 95% CI
MORRISON2011 53.38 12.6 66 54.65 11.75 68 75.9% -0.10 [-0.44, 0.24]
PHILLIPS2009 -81.1 30.3 26 -84.4 22 18 24.1% 0.12 [-0.48, 0.72]
Total (95% CI) 92 86 100.0% -0.05 [-0.35, 0.25]

Heterogeneity: Tauz = 0.00; Chi2 = 0.40, df =1 (P = 0.53); 12= 0%

Test for overall effect: Z = 0.33 (P = 0.74)

T T T T
-1 -0.5 [e] 0.5

Favours CBT Favours SC

18.11 Completer analysis: transition to psychosis (DSM-1V, PANSS)

|
T
1

CcBT scC Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
ADDINGTONZ2011A o 16 3 15 2.6% 0.13 [0.01, 2.40] ¢
MORRISON2004 2 35 5 23 9.1% 0.26 [0.06, 1.24] ¢
MORRISON2011 7 144 10 144 24.9% 0.70 [0.27, 1.79] ¢ -
PHILLIPS2009 7 a4 6 28 22.7% 0.74 [0.28, 1.98] ¢ =
VANDERGAAG2012 9 94 20 102 40.6% 0.49 [0.23, 1.02] — &
Total (95% CI) 333 312 100.0% 0.54 [0.34, 0.86] ‘
Total events 25 44

Heterogeneity: Tauz = 0.00; Chi2 = 2.51, df = 4 (P
Test for overall effect: Z = 2.60 (P = 0.009)

= 0.64); 12 = 0%

T T T T
0.5 0.7 1 1.5 2

Favours CBT Favours SC

18.12 Sensitivity analysis: transition to psychosis (DSM-IV, PANSS)

cBT sC Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
ADDINGTONZ2011A 11 27 iz 24 38.1% 0.81 [0.44, 1.49] < L]
MORRISONZ2004 2 37 5 23 5.8% 0.25 [0.05, 1.18] ©
MORRISONZ2011 7 144 10 144 15.9%0 0.70 [0.27, 1.79] <
PHILLIPS2009 7 a4 6 28 14.5% 0.74 [0.28, 1.98] <
VANDERGAAG2012 ) o7 20 104 25.8% 0.48 [0.23,1.01]
Total (95% CI) 349 323 100.0% 0.64 [0.44, 0.93] ‘
Total events 36 53

Heterogeneity: Tau? = 0.00; Chi2z = 2.80, df = 4 (P = 0.59); 12 = 0%

Test for overall effect: Z = 2.34 (P = 0.02)

t t t
0.5 0.7 1 1.5
Favours CBT Favours SC
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19. CBT versus supportive counselling (SC): 52 weeks” follow-up

(leaving the study for any reason)

19.1 Leaving the study early for any reason

CBT SC Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
ADDINGTON2011 11 27 9 24 11.5% 1.09 [0.55, 2.16] b ’
MORRISON2004 9 35 7 23 7.8% 0.84[0.37, 1.95] ¢ N
MORRISON2011 49 144 51 144 54.2% 0.96 [0.70, 1.32] —.—
PHILLIPS2009 15 44 9 28 11.9% 1.06 [0.54, 2.09] b ’
VANDERGAAG2012 20 95 15 101 14.7% 1.42[0.77, 2.60] " ’
Total (95% Cl) 345 320 100.0% 1.03 [0.82, 1.30] ‘
Total events 104 91

Heterogeneity: Tau? = 0.00; Chi2 = 1.50, df =4 (P = 0.83); 2= 0%
Test for overall effect: Z =0.28 (P = 0.78)

0.5

0.7 1 15
Favours CBT Favours SC

20. CBT versus supportive counselling (SC): follow-up of 78 weeks or

more
20.1

Mental state: mean endpoint total symptoms (SOPS, CAARMS Severity)

CBT SC Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
ADDINGTON2011 4.5 4.452527 27 4.7 4.738143 24 100.0% -0.04 [-0.59, 0.51]
Total (95% ClI) 27 24 100.0% -0.04 [-0.59, 0.51]

Heterogeneity: Not applicable
Test for overall effect: Z = 0.15 (P = 0.88)

1 1 1 1 1
-1 -05 0 05 1

Favours CBT Favours SC

20.2 Mental state: mean endpoint positive symptoms (SOPS Positive)

CBT SC Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
ADDINGTON2011 4.6 4.6 27 4.5 4.1 24 20.0% 0.02 [-0.53, 0.57] —
MORRISON2011 13.94 16.07 34 18.84 20.52 31 25.3% -0.26 [-0.75, 0.22] —
VANDERGAAG2012 4.1 4.2 71 4.9 3.5 69 54.7% -0.21 [-0.54, 0.13] _.__
Total (95% Cl) 132 124 100.0% -0.17 [-0.42, 0.07] ‘[
Heterogeneity: Chi2 = 0.66, df = 2 (P = 0.72); I = 0% = = J = =

-1 -05 0 05 1

Test for overall effect: Z = 1.39 (P = 0.16)

Favours CBT Favours SC
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20.3  Sensitivity analysis: mental state: mean endpoint positive symptoms (SOPS

Positive)
CBT SC Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI
ADDINGTON2011 4.6 4.6 27 45 4.1 24 44.2% 0.02 [-0.53, 0.57]
MORRISON2011 13.94 16.07 34 18.84 20.52 31 55.8% -0.26 [-0.75, 0.22]
Total (95% CI) 61 55 100.0% -0.14 [-0.50, 0.23]

Heterogeneity: Chi2 = 0.58, df = 1 (P = 0.45); 12 = 0%
Test for overall effect: Z =0.74 (P = 0.46)

1 1 1 1 1
-1 -05 0 05 1

Favours CBT Favours SC

204 Mental state: mean endpoint negative symptoms (SOPS Negative)

CBT SC

Std. Mean Difference

Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
ADDINGTON2011 44 43 27 49 53 24 100.0% -0.10 [-0.65, 0.45]
Total (95% ClI) 27 24 100.0% -0.10 [-0.65, 0.45]

Heterogeneity: Not applicable
Test for overall effect: Z=0.37 (P = 0.71)

1 1 1 1 1
-1 05 0 05 1

Favours CBT Favours SC

20.5 Mental state: mean endpoint depression symptoms (CDSS, BDI-PC)

CBT SC Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% ClI
ADDINGTON2011 26 35 27 19 42 24 20.2% 0.18 [-0.37, 0.73] e
MORRISON2011 4.85 4.49 33 6 4.77 28 24.0% -0.25 [-0.75, 0.26] L
VANDERGAAG2012 96 94 71 113 111 69 558%  -0.16[0.50, 0.17] ——
Total (95% Cl) 131 121 100.0%  -0.11[-0.36, 0.13] *
Heterogeneity: Tau? = 0.00; Chi2 = 1.44, df = 2 (P = 0.49); I2= 0% I I ) I I

-1 -0.5 0 0.5 1

Test for overall effect: Z = 0.91 (P = 0.37)

Favours CBT Favours SC

20.6  Sensitivity analysis: mental state: mean endpoint depression symptoms

(CDSS, BDI-PC)

CBT SC Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
ADDINGTON2011 26 35 27 19 42 24 46.5% 0.18 [-0.37, 0.73] L
MORRISON2011 4.85 4.49 33 6 4.77 28 53.5% -0.25[-0.75, 0.26] i
Total (95% ClI) 60 52 100.0% -0.05 [-0.46, 0.37] ’

I | | |
Heterogeneity: Tauz = 0.02; Chiz=1.24,df =1 (P =0.27); 12=19% ! T ) T 1
Test fi Il effect: Z = 0.23 (P = 0.82 08 0 05 !
estfor overall effect: 2 =0.23 (P = 0.82) Favours CBT Favours SC
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20.7 Mental state: mean endpoint social anxiety symptoms (SIAS)

CBT SC Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
MORRISON2011 27.81 17.3 32 36.42 19.48 26 100.0% -0.46 [-0.99, 0.06] B
Total (95% CI) 32 26 100.0% -0.46 [-0.99, 0.06] "

Heterogeneity: Not applicable

Test f Il effect: Z = 1.73 (P = 0.08 L0 ° 0% !
estfor overall effect: 2 = 1.73 (P = 0.08) Favours CBT Favours SC
20.8 Mean endpoint psychosocial functioning (GAF)
CBT SC Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
ADDINGTON2011 -60.2 17.9 27 -63.4 11 24 455% 0.21 [-0.34, 0.76] i
MORRISON2011 -64.12 17.71 34 -60.19 16.88 31 54.5% -0.22 [-0.71, 0.26] .
Total (95% CI) 61 55 100.0% -0.03 [-0.45, 0.40] ’
! Il Il ]
Heterogeneity: Tauz = 0.02; Chi2 =1.33, df =1 (P = 0.25); I2=25% f § i T !
Test f Il effect: Z = 0.13 (P = 0.90 08 0 0° !
est for overall effect: Z = 0.13 (P = 0.90) Favours CBT Favours SC
20.9 Mean endpoint quality of life (MANSA)
CBT SC Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Random, 95% CI IV, Random, 95% CI
MORRISON2011 56.78 10.55 27 52.33 11.32 21  24.9% 0.40 [-0.17, 0.98]
VANDERGAAG2012 57 12.2 71 555 144 69 75.1% 0.11 [-0.22, 0.44]
Total (95% CI) 98 90 100.0% 0.18 [-0.10, 0.47]
1 1 1 1
Heterogeneity: Tau2 = 0.00; Chi2 =0.73, df =1 (P = 0.39); 2= 0% T § ' T T
-1 -0.5 0 0.5 1

Test for overall effect: Z = 1.25 (P = 0.21)

20.10 Sensitivity analysis: mean endpoint qua

Favours CBT Favours SC

lity of life (MANSA)

CBT SC Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% ClI IV, Random, 95% CI
MORRISON2011 56.78 10.55 27 5233 11.32 21 100.0% 0.40 [-0.17, 0.98] ]
Total (95% CI) 27 21 100.0% 0.40[-0.17, 0.98] ’
]
T T

Heterogeneity: Not applicable
Test for overall effect: Z=1.37 (P = 0.17)

1

-1 -0.5 0 0.5
Favours CBT Favours SC

20.11 Completer analysis: transition to psychosis (DSM-IV, PANSS)

CBT SC Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
ADDINGTON2011A 0 15 3 13 2.5% 0.13[0.01, 2.22] * >
MORRISON2004 7 35 5 23 20.2% 0.92[0.33, 2.55] * = >
MORRISON2011 10 144 13 144 33.5% 0.77 [0.35, 1.70] ¢ L]
VANDERGAAG2012 10 94 22 102 43.7% 0.49[0.25,0.00] BH———
Total (95% CI) 288 282 100.0% 0.63 [0.40, 0.99] .’
Total events 27 43
Heterogeneity: Tauz = 0.00; Chiz = 2.50, df = 3 (P = 0.48); Iz = 0% 05.5 0?7 T 1?5 é
Test for overall effect: Z = 2.00 (P = 0.05) Favours CBT Favours SC
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20.12 Sensitivity analysis: transition to psychosis (DSM-IV, PANSS)

CcBT scC Risk Ratio Risk Ratio

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

ADDINGTONZ2011A 12 27 14 24 28.0% 0.76 [0.44, 1.31] \ =

MORRISON2004 7 37 5 23 20.8% 0.87 [0.31, 2.42] + = >

MORRISON2011 10 144 13 144 24.3% 0.77 [0.35, 1.70] + -

VANDERGAAG2012 10 94 55 102 27.0% 0.20 [0.11, 0.36] <

Total (95% CI) 302 293 100.0% 0.5510.25, 1.19] | E——

Total events 39 87

Heterogeneity: Tauz = 0.49; Chi2z = 14.48, df = 3 (P = 0.002); 12 = 79% f t t 1
0.5 0.7 1 1.5 2

Test for overall effect: Z = 1.52 (P = 0.13)

Favours CBT Favours SC

21. CBT versus supportive counselling (SC): follow-up of 78 weeks or
more (leaving the study for any reason)

211 Leaving the study early for any reason

CBT SC
Study or Subgroup Events Total Events Total Weight

Risk Ratio
M-H, Random, 95% ClI

Risk Ratio
M-H, Random, 95% CI

ADDINGTON2011 12 27 11 24 12.1%
MORRISON2004 18 35 13 23 19.1%
MORRISON2011 51 144 48 144 43.4%
VANDERGAAG2012 35 95 27 101 255%
Total (95% CI) 301 292 100.0%
Total events 116 99

Heterogeneity: Tauz = 0.00; Chi2 = 1.95, df = 3 (P = 0.58); I12= 0%
Test for overall effect: Z=0.80 (P = 0.42)

0.97 [0.53, 1.78]
0.91 [0.56, 1.47]
1.06 [0.77, 1.46]
1.38[0.91, 2.09]

1.09 [0.88, 1.35]

0.5

0.7 1 15

Favours CBT Favours SC

PSYCHOLOGICAL INTERVENTIONS IN CHILDREN AND
YOUNG PEOPLE 25 YEARS AND YOUNGER

22. Integrated psychological therapy (IPT) versus supportive
counselling (SC): 52 weeks post-treatment

221 Transition to psychosis (PANSS)

IPT SC
Study or Subgroup Events Total Events Total Weight

Risk Ratio
M-H, Random, 95% CI

Risk Ratio
M-H, Random, 95% CI

2

BECHDOLF2012 2 63 11 65 100.0%
Total (95% CI) 63 65 100.0%
Total events 2 11

Heterogeneity: Not applicable
Test for overall effect: Z = 2.24 (P = 0.03)

‘—
0.19 [0.04, 0.81]

0.19 [0.04, 0.81]
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23. Integrated psychological therapy (IPT) versus supportive
counselling (SC): 52 weeks post-treatment (leaving the study for

any reason)

231 Leaving the study early for any reason

IPT sSC Risk Ratio Risk Ratio

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

BECHDOLF2012 12 63 8 65 100.0% 1.55 [0.68, 3.53]
Total (95% CI) 63 65 100.0%  1.55[0.68, 3.53] e
Total events 12 8
! 1 1 ]
Heterogeneity: Not applicable f T T !
o 4 PP 0.5 0.7 1 1.5 2
Test for overall effect: Z = 1.04 (P = 0.30) Favours IPT Favours SC

24. Integrated psychological therapy (IPT) versus supportive
counselling (SC): 104 weeks’ follow-up

241 Transition to psychosis /subthreshold psychosis (PANSS)

IPT SC Risk Ratio Risk Ratio

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

BECHDOLF2012 4 63 13 65 100.0% 0.32[0.11, 0.92]

Total (95% CI) 63 65 100.0% 0.32[0.11, 0.92] | NENEEES——

Total events 4 13
! 1 1 |

Heterogeneity: Not applicable ! T T !

. 9 y” ” |-3p > 0.03 0.5 0.7 1 1.5 2
Test for overall effect: Z =2.11 (P = 0.03) Favours IPT Favours SC

25.Integrated psychological therapy (IPT) versus supportive
counselling (SC): 104 weeks’ follow-up (leaving the study for any

reason)

251 Leaving the study early for any reason

IPT sSC Risk Ratio Risk Ratio

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

BECHDOLF2012 23 63 25 65 100.0% 0.95 [0.61, 1.49]
Total (95% CI) 63 65 100.0% 0.95 [0.61, 1.49]
Total events 23 25

1 1 1 ]
Heterogeneity: Not applicable f T ' T !
Test f ; tyll £ F-)pz =0.23 (P =0.82 05 o7 t e 2
est for overall effect: Z = 0.23 (P = 0.82) Favours IPT Favours SC
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