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1.1 PSYCHOSOCIAL INTERVENTIONS AIMED AT CORE
FEATURES OF AUTISM (OVERALL AUTISTIC
BEHAVIOURS)

1.1.1 Behavioural interventions aimed at overall autistic behaviours as
an indirect outcome

Early Start Denver Model versus treatment-as-usual for overall autistic
behaviours as an indirect outcome

Overall autistic behaviours (ADOS severity)
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Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% Cl
DAWS0M2010 T 14 24 7.3 18 21 100.0% -0L16 [F0.74, 0.43]

Total (95% CI) 24 21 100.0% -0.16 [-0.75, D.43]

Heteroneneity: Mot applicable 5_2 51 5 15 25
Testfor averall effect: 7= 053 (P =060}

Favours experimental  Favours control

Autism DSM-IV diagnosis (improvement in diagnosis from autistic disorder to PDD-
NOS)

Favours experimental Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
DAWSONZ010 14 21 17 18 100.0% 0.12 [0.01, 1.07) 1
Total {95% Cl) 21 18 100.0% 0.12 [0.01, 1.07] ————
Total events 14 17

0.01 0.1 1 10 100
Favours expenmental Favours control

Heterogeneity: Mot applicable
Test for overall effect: Z = 1.90 (P = 0.06)

1.1.2 Educational interventions aimed at overall autistic behaviours as a
direct outcome

COMPASS versus treatment-as-usual for overall autistic behaviours as a
direct outcome

Experimental Control Std. Mean Difference Std. Mean Difference
Studyor Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI I, Fixed, 95% CI
RUBLE2010 319 141 17 1247 111 15 100.0% 1.42[0.63, 2.20]
Total (95% CI) 17 15 100.0% 1.42 [0.63, 2.20] ~l——
Heterogeneity: Mot applicakle 52 51 3 15 é
Testfor averall effect £= 3.53 (P = 0.0004)

Fawours contral  Favaurs experimenta

LEAP training versus manual-only control for overall autistic behaviours as
a direct outcome

Experimental Control Std. Mean Difference 5td. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% Cl
STRAINZOT1 328 39 177 346 42 117 1000% -0.42 [-0.66,-0.19]
Total (95% Cl) 177 117 100.0% -0.42 [-0.66, -0.19] -
Heterogeneity: Mot applicable 5_2 51 5 15 25
Testfor overall effect: Z= 350 (F = 0.0005)

Favours LEAP training  Favours manual-only

1.1.3 Parent training interventions aimed at overall autistic behaviours
as a direct or indirect outcome

Parent training versus treatment-as-usual for overall autistic behaviours as
an indirect outcome

Autism: the management and support of children and young people on the autism
spectrum 8



Overall autistic behaviours (DBC-ASA; 6-month follow-up; PEC+PEBM combined)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
TONGEZ006 22288971 8662124 68 2289 1042 35 100.0% -0.06 [-0.47,0.34]
Total (95% CI) 68 35 100.0% -0.06 [-0.47, 0.34]

Heterageneity: Mot applicable f t 1 | {

R B -2 R 0 1 2
Test for overall effect: 2= 0.31 (P = 0.78) Favours expetimental  Favours cantrol

Overall autistic behaviours (CARS)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% Cl I, Fized, 95% CI
2.2.1 CARS (6-month follow-up; PEBM)
TOMGEZO06 35.86 614 35 3873 B.73 35 BBa% -0.44 [0.92, 003 —l—
Subtotal {(95% CI) 35 35 68.5% -0.44 [-0.92, 0.03] e 2

Heterogeneity: Mot applicahle
Test for overall effect: Z=1.82 (F=0.07)

2.2.2 CARS (post-intervention)
PAJAREYAZO011 345 60111 16 37125 7419587 16 31.48% -0.38 [-1.08, 0,37

|

Subtotal (95% CI) 16 16  31.5% -0.38 [-1.08, 0.32] ~atili—

Heterogeneity: Mot applicahble

Test for overall effect: £=1.06 (F = 0.249)

Total (95% CI) 51 51 100.0% -0.42 [-0.81, -0.03] B

Heterogeneity: Chi*= 0.02, df=1 (P = 0.89); F= 0% 5_2 |1 B 1| 2|

Test for overall effect Z=210(F =0.04)

) . Fawours experimental Fawours cantral
Testfor subgroun differences; Chif=0.02, df=1 (P=0.89), F=0%

Parent and day-care staff training versus standard day-care for overall
autistic behaviours as a direct outcome

Experimental Control Std. Mean Difference Std. Mean Difference
Studyor Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% Cl
JOCELYM1938 4345 184 16 56.5 201 18 100.0% -0.40[-1.08, 0.27]
Total {(95% CI) 16 19 100.0% -0.40 [-1.08, 0.27]

Heterogeneity: Mot applicakle f 1 T }

e B -2 -1 ] 1 2
Testfor overall effect: Z=1.18 (P = 0.24) Fawours experimental  Favours cantral

1.1.4 Social-communication interventions aimed at overall autistic
behaviours as an indirect outcome

Child’s Talk versus treatment-as-usual for overall autistic behaviours as an
indirect outcome

Experimental Control 5td. Mean Difference 5td. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% CI IV, Fixed, 95% CI
ALDREDZO01 118 6.4 14 161 44 14 100.0% -0.76 [-1.53,0.01]
Total (95% CI) 14 14 100.0% -0.76 [-1.53, 0.01] L
L . 1 | | |
Heterogeneity: Mot applicahle o 5 b 1 ;

Testfor overall effect 2= 1.93 (F=0.059) Favours experimental  Favours contral

Autism: the management and support of children and young people on the autism
spectrum



1.2 PSYCHOSOCIAL INTERVENTIONS AIMED AT THE

CORE AUTISM FEATURE OF IMPAIRED RECIPROCAL

SOCIAL COMMUNICATION AND INTERACTION

1.2.1 AAC intervention aimed at the core autism feature of impaired
reciprocal social communication and interaction as an indirect

outcome

PECS training for teachers versus treatment-as-usual for the core autism
feature of impaired reciprocal social communication and interaction as an

indirect outcome

Communication (odds of being in a higher severity category on ADOS-G)

Risk Ratio
M-H, Fixed, 95% CI

Risk Ratio

M-H, Fixed, 95% CI

Favours experimental Control
Study or Subgroup Events Total Events Total Weight
DAWSON2010 17 24 23 24 100.0%
Total (95% CI) 24 24 100.0%
Total events 17 23

Heterogeneity: Mot applicable
Test for overall effect: Z=2.19 (P = 0.03)

Social interaction (odds of being in a higher severity category on ADOS-G)

0.74 [0.56, 0.97]

0.74 [0.56, 0.97]

N

05 07 1
Favours experimenta

15 2

Fawours control

Experimental Control Odds Ratio 0Odds Ratio
Study or Subgroup  log[Odds Ratio] SE Total Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
3.2.1 Post-intervention
HovwLIM2007 -0.597837 0.393022 a5 28 100.0% 0.585[0.25 1.20] 1‘
Subtotal (95% CI) il ] 28 100.0% 0.55[0.25,1.20]
Heterogeneity: Mot applicahle
Testfor overall effect. Z=150{P=013)
3.2.2 10-month post-intervention follow-up
HovWLIM 2007 -1.272096568 05984544 25 28 100.0% 0.28[0.09, 0.88] i
Subtotal {95% CI) 25 28 100.0% 0.28[0.09,0.88]

Heterogeneity: Mot applicahle
Testfor overall effect: Z=218 (P=0.03)

Testfor subgroup diferences: Chif= 091, df=1 (P =0.34), F=0%

Favours experimental  Favours control

0.01

01

10

1.2.2 Animal-based intervention aimed at the core autism feature of
impaired reciprocal social communication and interaction as a

direct outcome

Horseback riding versus waitlist control for the core autism feature of
impaired reciprocal social communication and interaction as a direct

outcome
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Experimental Cantrol Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
1.1.1 SRS Total

BASE2009 736 241 189 944 321 18 100.0% -0.73[1.43,-0.03] t
Subtotal (95% CI) 19 15 100.0% -0.73[-1.43, -0.03]

Heterogeneity: Mot applicakle
Testfor averall effect 2= 2.03 (P =0.04)

1.1.2 SRS Social cognition

BASE2009 161 4.8 19 189 66 15 100.0% -0.44 113, 0.24]
Subtotal (95% Cl) 19 15 100.0% -0.44 [-1.13, 0.24]

Heterogeneity: Mot applicable
Testfor averall effect 2=1.27 (P=0.21)

1.1.3 SRS Social awareness

BASE2009 99 27 19 111 32 15 100.0% -0.40[-1.08, 0.28] i__

Subtotal (95% CI) 19 15 100.0% -0.40[-1.08, 0.28]
Heterogeneity: Mot applicable
Testfor overall effect £=1.15 (P =0.29)

1.1.4 SRS Social motivation
BASS2009 125 459 19 162 &7 15 100.0% -0.58 [1.27,012] i—
Subtotal (95% CI) 19 15 100.0% -0.58 [-1.27,0.12] r
Heterogeneity: Mot applicakle

Testfor overall effect: Z=1.63 (F=0.10)

-2 -1 0 1 2
Favours experimental  Favours control

Testfor subgroup differences: Chif= 052, df= 3{P=091), F=0%

1.2.3 Arts-based intervention aimed at the core autism feature of
impaired reciprocal social communication and interaction as an
indirect outcome

RMT versus waitlist control for the core autism feature of impaired
reciprocal social communication and interaction as an indirect outcome

Experimental Control Std. Mean Difference Std. Mean Difference
Studyor Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI I, Fixed, 95% Cl
GATTIMGZ011 1224 1.54 12 11.92 1.24 12 100.0% 0.23 [-0.58 1.03]

Total (95% CI) 12 12 100.0% 0.23[-0.58, 1.03] -*—

Heterogeneity: Mot applicakle f 1 T } {

e B -2 -1 ] 1 2
Testfor overall effect: Z= 0.96 (P = 0.58) Fawours experimental  Favours cantral

1.2.4 Behavioural intervention aimed at the core autism feature of
impaired reciprocal social communication and interaction as a
direct or indirect outcome

RIT versus treatment-as-usual for the core autism feature of impaired
reciprocal social communication and interaction as a direct outcome

Examiner-child joint/shared attention (ESCS IJA)

Autism: the management and support of children and young people on the autism
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Experimental Cantrol Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
2.1.1 Post-intervention

INGERSOLL2012 479 571 14 092 1.44 13 100.0% 0.89[0.09, 1.68]

Subtotal (5% CIj 14 13 100.0% 0.89 [D.09, 1.68]

Heterogeneity: Mot applicable
Testfor averall effect 2= 218 (P =0.03)

2.1.2 2-3 month follow-up
INGERSOLL2012 5493 B.72 14 1468 2.1 13 1000% (.86 [0.06, 1.65] i
Subtotal (95% CI) 14 13 100.0% 0.86 [D.06, 1.65]
Heterogeneity: Mot applicakle
Testfor overall effect: Z=2.11 (F=0.03)
1

2 1 0 7
Fawours contral  Favaurs experimenta

Testfor subgroup diffierences: Chf=0.00, df=1 (F = 0.498), F=0%

Social and emotional development (Bayley-Social-emotional subscale)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean S0 Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
INGERSOLL2012 101.14 27.98 14 91.08 1873 13 100.0% 0.41 [-0.36,1.17] ]
Total {(95% CIy 14 13 100.0% 0.41[-0.36, 1.17] —-P—
Heterogeneity: Mot applicable 5_2 51 ) 15 25
Testfor averall effect Z2=1.04 (P = 0.30)

Favours control  Favours experimenta

P-ESDM versus treatment-as-usual for the core autism feature of impaired
reciprocal social communication and interaction as an indirect outcome

Social affect (ADOS-T)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
ROGERES2012 26.61 1014 49 2733 1062 49 100.0% -0.07 [0.46, 0.33]
Total (95% Cly 49 49 100.0% -0.07 [-0.46, 0.33]
Heterogeneity: Mat applicable 5_2 51 : 15 25
Testfor overall effect: Z=0.34 (P=0.73)

Favours experimental Fawours control

Imitation
Experimental Control Std. Mean Difference Std. Mean Difference
Studyor Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI I, Fixed, 95% Cl
ROGERS2012 458 345 49 376 3.44 48 100.0% 0.24 016, 0.63)
Total (95% CI) 19 49 100.0% 0.24 [-0.16, 0.63]
Heterogeneity: Mot applicable I_2 I1 3 1! 2:
Testfor averall effect Z=116 (P =024}

Favours control - Favours experimenta
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Orienting to social stimuli

Experimental Control Std. Mean Difference Std. Mean Difference
Studyor Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
ROGERS2012 0.47 0.28 49 043 035 48 100.0% 013 [0.27,0.52]
Total {(95% CI) 49 49 100.0% 0.13 [-0.27,0.52]

Heterogeneity: Mot applicahle f 1 T } {

e B -2 -1 ] 1 2
Testfor overall effect: 2= 0.62 (F = 0.54) Fawours contral  Favours experimenta

Orienting to joint attention

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
ROGERS2012 0.34 0.29 49 034 0.34 48 100.0% 0.00 [-0.40, 0.40]
Total (95% CI) 49 49  100.0% 0.00 [-0.40, 0.40]

Heterogeneity: Mot applicakle f 1 T } {

o _ -2 -1 0 1 2
Testior overall effect. 2= 0.00 (F = 1.00) Favours control - Favours experimenta

1.2.5 Cognitive interventions aimed at the core autism feature of
impaired reciprocal social communication and interaction as a
direct outcome

ERT versus treatment-as-usual for the core autism feature of impaired
reciprocal social communication and interaction as a direct outcome

Emotion recognition

Experimental Control Std. Mean Difference Std. Mean Difference
Studyor Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% Cl I, Fixed, 95% CI
BEALIMONT2008 1992 267 26 1973 28 23 46.2% 0.07 [-0.49, 0.63]
GOLANZO10 133 227 20 961 283 18 28.0% 1.42[0.70,2.14] —
RyARZ010 19 2.49 20 16.83 2.37 12 25.8% 0.86[0.11,1.62] —
Total {(95% CI) 66 53 100.0% 0.65 [0.27, 1.03] <P

Heterogeneity: Chi®= 8793, df= 2 (P=0.01); F=77% t f T f t

o : 2 a0 A 2
Testfor overall effect: Z = 3.35 (P = 0.0008) Favours contral  Favours experimenta

Recognising emotion from posture

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
BEAUMOMNTZ008 21.81 2.97 26 21.32 2.82 23 100.0% 017 [-0.40,0.73]
Total {(95% Cl) 26 23 100.0% 0.17 [-0.40, 0.73]

Heterogeneity: Mot applicable f 1 T } {

o _ -2 -1 0 1 2
Testfor overall effect: 2= 0.98 (P = 0.56) Fawours contral  Favours experimenta
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Emotion understanding (EmoVoc)

Experimental Control Std. Mean Difference Std. Mean Difference
Studyor Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
GOLANZOT0 128 3.09 200 911 3.448 18 100.0% 1.02[0.24,1.70]
Total {(95% CI) 20 18 100.0% 1.02 [D.34, 1.70] e
Heterogeneity: Mot applicable f t |

2 R 0 1 2

Testfor overall effect: 2= 2.83 (F = 0.003) Fawours contral  Favours experimenta

Emotion regulation

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5SD Total Mean SD Total Weight I, Fixed, 95% Cl I, Fixed, 95% CIl
1.4.1 Emotion regulation and social skills (ERSSQ)
BEAUMOMNTZ2008 A7.38 134 26 4014 1063 23 100.0% 1.39[0.76,2.02] i
Subtotal {95% CI) 26 23 100.0% 1.39 [0.76, 2.02]

Heterogeneity: Mot applicable
Testfor overall effect £=4.32 (P = 0.0001)

1.4.2 Anxiety coping skills {James and the Maths Test)

BEALUMCONTZ2008 508 223 26 264 146 23 100.0% 1.23[0.62,1.85] t
Subtotal (95% CI) 26 23 100.0% 1.23 [0.62, 1.85]

Heterageneity: Mot applicatle
Testfor overall effect £= 3.93 (P = 0.0001)

1.4.3 Bulhing coping skills {[ndan is Being Teased)

BEALIMCMTZ008 3.81 1.58 26 2 1M 23 100.0% 1.29 [0.67,1.91] t
Subtotal {95% CI) 26 23 100.0% 1.20[0.67, 1.91]

Heterageneity: Mot applicatle

Testfor overall effect £=4.07 (P = 0.0001)

2 a4 0 1 2
. ) Favours control - Favours experimenta
Testfor subgroup differences: Chi*= 012, df= 2 (P=0494), F=0%

Social skills (SSQ)

Experimental Cantrol Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
BEAUMOMNTZ008 3J8.08 9.84 26 2511 7.9 23 100.0% 1.42[0.79, 2.08]
Total {(95% Cl) 26 23 100.0% 1.42 [0.79, 2.05] sl
Heterogeneity: Mot applicable I I

3 0 1 2

Testfor overall effect. 2= 4.40 (P = 0.0001) Favours control  Favours experiments

FRT versus waitlist control for the core autism feature of impaired
reciprocal social communication and interaction as a direct outcome

Autism: the management and support of children and young people on the autism
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Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup  Mean S0 Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
2.1.1 Matching identity across masked features {percent correct)

TARNAKAZDTD 57.58 1839 41 5903 208 37 100.0% -0.07 [0.52, 0.37]

Subtotal (95% CI) 4 37 100.0% -0.07 [-0.52, 0.37]

Heterageneity: Mat applicahle
Testfor overall effect: Z=0.32 (P=0.75)

2.1.2 Featural and configural face dimensions {percent correct)

TAMNAKAZOTO 79.83 1386 41 8019 14558 37 100.0% -0.02 [-0.47, 0.42] i
Subtotal (95% CI) M 37 100.0% -0.02 [-0.47, 0.42]

Heterageneity: Mat applicahle
Testfor overall effect: Z=0.11 (P =0.41)

2.1.3 Matching identity across expression (percent correct)

TANAKAZOT0 51.3% 146 42 5374 19.55 37 100.0% -0.43 [-0.88, 0.02] i
Subtotal (95% CI) 42 37 100.0% -0.43 [-0.88, 0.02]

Heterogeneity: Mot applicable
Test for overall effect: £=1.88 (P = 0.06)

2.1.4 Partsiwhole identity (percent correct)
TANAKAZDTD F3.54 1084 41 B2T77 134 36 100.0% 0.06 [-0.35, 0.51] i
Subtotal (95% Cly 41 36 100.0% 0.06 [-0.39, 0.51]

Heterogeneity: Mot applicable

Testfor overall effect 2= 0.27 (P=0.78)

2.1.5 Immediate memory for faces (percent correct)

TANAKAZOTO 4347 17.2 41 48.41 2028 36 100.0% -0.26 FO.71, 0.19]
Subtotal (95% Cly 41 36 100.0% -0.26 [-0.71,0.19]
Heterogeneity: Mot applicable

Testfor averall effect 2= 1.14 (F=0.25)

-2 - 0 1 2
Favours cantral  Fawours experimenta

Testfor subgroup differences: Chif=3.01, df= 4 (P = 0.56), F=0%

ToM versus waitlist control for the core autism feature of impaired
reciprocal social communication and interaction as a direct outcome

Theory of Mind (ToM test, total score)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
BEGEERZ2011 58.21 4 19 A8 A.78 17 1000% 0.04 [-0.61, 0.70]
Total (95% CI) 19 17 100.0% 0.04 [-0.61, 0.70]

2 1 0 1 2
Favours control - Favours experimenta

Heterogeneity: Mot applicakle
Testfor averall effect: Z= 013 (P =0.90)

Empathy (Index of Empathy for Children and Adolescents)

Experimental Control Sid. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
BEGEER2011 4 262 19 441 211 17 100.0% -0.17 [0.82, 0.49]
Total (95% Cl) 19 17 100.0% -0.17 [-0.82, 0.49]

-2 - 0 1 2
Fawours contral  Favours experimenta

Heterogeneity: Mot applicable
Testfor overall effect £= 0.50 (P = 0.62)
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Emotional awareness (LEAS-C)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% Cl I, Fixed, 95% Cl
BEGEERZ2011 7T 1073 19 3347 B4 17 100.0% 046 [-0.20,1.13]

Total (95% CI) 19 17 100.0% 0.46 [-0.20, 1.13]
Heterogeneity: Mot applicahle I
Testfor overall effect: =137 (F=017)

22 -1 0 1 2
Favours contral  Favours experimenta

Maladaptive social behaviour (CSBQ)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% Cl IV, Fixed, 95% CI
BEGEERZ011 348 176 19 40 14454 17 100.0% -0.31 [-0.97, 0.349]
Total (95% CI) 19 17 100.0% -0.31[-0.97, 0.35]

-2 -1 0 1 2
Fawours experimental  Fawours contral

Heterogeneity; Mot applicable
Testfor overall effect £=0.93 (P =0.39)

Computer-based ERT versus software training (attention-placebo) for the
core autism feature of impaired reciprocal social communication and
interaction as a direct outcome

Emotion recognition

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
4.1.1 Ekman photographs (1Q <70 and >70 combined)
HOPKINS2011 43125 1.105441 24 3086 1376279 25 100.0% 0.96 [0.37, 1.56)

Subtotal {95% CI) 24 25 100.0% 0.96 [0.37, 1.56]
Heterogeneity: Not applicable
Test for overall effect: Z=3.18 (P = 0.001)

4.1.2 Study-specific emotion recognition in drawings (IQ <70 and >70 combined)

HOPKINS2011 3.868625 1299717 24 249 1162842 25 100.0% 1.10[0.50, 1.70) t
Subtotal (95% CI) 24 25 100.0% 1.10 [0.50, 1.70]

Heterogeneity: Not applicable

Test for overall effect: Z = 3.57 (P = 0.0004)

4.1.3 Composite score from Ekman emotion recognition photographs and study-specific emotion recognition from drawings test (IQ <70 and >70 combined)
HOPKINS2011 817875 231292 24 5576 2392795 25 100.0% 1.08 [0.48, 1.69)

Subtotal (95% CI) 24 25 100.0% 1.09 [0.48, 1.69]

Heterogeneity: Mot applicable

Test for overall effect: Z=3.53 (P = 0.0004)

2 1 1 2

Favours attention-placebo  Favours ERT
Test for subaroup differences: Chi* = 0.12, df = 2 (P = 0.94). I = 0% s

Face recognition
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Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI

4.2.1 Benton short form {1Q <70 and >70 combined)

HOPKINEZ2011 17.245417 4.596495 24 13476 3.818834 25 100.0% 0.88[0.28,1.47] i
Subtotal (95% CI) 24 25 100.0% 0.88 [0.29, 1.47]

Heterogeneity: Mot applicable
Test for overall effect Z= 293 (F = 0.003)

4.2.2 Benton long form (1Q <70 and >70 combined)

HOPKINEZ2011 36.973333 B.733997 24 301828 4973625 25 100.0% 1.13[0.583,1.74] i
Subtotal (95% CI) 24 25 100.0% 1.13[0.53, 1.74]

Heterogeneity: Mot applicable

Test for overall effect £= 3.66 (F = 0.0003)

-2 -1 0 1
. . Favours attention-placebo  Favours ERT
Testfor subaroup differences: Chi*= 034, df=1 (P = 0.56), F= 0%

Social skills (SSRS standardised score)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI IV, Fixed, 95% CI
4.3.110 <70
HOPEING2011 EB.64 5.83 11 5945 9449 14 48.2% 092008, 1.758] ——
Subtotal (95% Cl) 11 14 48.2% 0.92 [0.08, 1.75] —aai—

Heterogeneity: Mot applicable
Testfor overall effect: =214 (P =0.03)

4.3.21Q0 =70
HOPKIMS2011 £3.9 B8.24 13 6673 1068 1M1 51.8% -0.29 [1.09, 0.52] —T
Subtotal (95% CI) 13 1 51.8% -0.29 [-1.09, 0.52] =R

Heterogeneity: Mat applicahle
Testfor overall effect: £= 069 (F = 0.49)

Total (95% CI) 24 25 100.0% 0.29[-0.29, 0.88] -'P-
Heterogeneity: Chi*= 411, df=1 (P =0.04);, F=76%

-2 -1 0 1

Testfor overall effect Z=0.89 (F = 0.32) Favours attention-placebo  Favours ERT

Testfor subgroup differences: Chif= 411, df=1 (P=004) F=75.7%

Positive social interaction (behavioural observation)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI IV, Fixed, 95% Cl
4.4.1 Initiating'maintaining social interactions
HOPKINEZO11 TE968 1224274 25 B.7666G666T 1.797647 24 100.0% 0.60[0.02,1.17] i
Subtotal {95% CI) 25 24 100.0% 0.60 [0.02, 1.17]

Heterogeneity: Mot applicable
Testfor overall effect: Z= 2.04 (P = 0.04)

4.4.2 Social intention without initiating interaction {e.g. proximity)

HOPKINEZ2011 1.33875 0.7888952 24 1.4368 0.879839 25 100.0% -0.12 [F0.68, 0.45] i
Subtotal (95% CI) 24 25 100.0% -0.12 [-0.68, 0.45]

Heterogeneity: Mot applicable

Testfor averall effect: Z= 040 (P = 0.69)

2 1 0 1
) ; Favours attention-placebo Favours ERT
Testfor subaroup differences: Chi*= 3.03, df=1 (P =0.08), F=67.0%

Negative social interaction (behavioural observation)
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Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight I, Fized, 95% CI IV, Fied, 95% CI
HOPKIMNS2011 063125 0863339 24 15348 1131922 25 100.0% -0.88 [-1.47,-0.29]

Total (95% Cly 24 25 100.0%  -0.88[-1.47,.0.29] =i

Heterogeneity: Mot applicable f f ! |

-2 -1 1} 1 2

Test for overall effect: £=2 83 (P =0.003) Favours ERT Favours attention-plac

Enhanced ERT versus standard ERT for the core autism feature of impaired
reciprocal social communication and interaction as a direct outcome

Emotion recognition

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fized, 95% CI I, Fixed, 95% CI
5.1.1 Faces Task (Baron-Cohen et al., 1997)
YOUNG2012 14.08 359 13 833 405 12 100.0% 1.20[0.34, 2.07] i
Subtotal {95% CI) 13 12 100.0% 1.20 [0.34, 2.07]

Heterageneity: Mot applicable
Testfor averall effect. Z= 2.2 (P = 0.006})

5.1.2 Affect recognition subtest (MNEPSY-11)
YOLIMGZ2012 12 371 13 642 323 12 100.0% 1.55 [0.63, 2.46] i
Subrtotal (95% CI) 13 12 100.0% 1.55 [0.63, 2.46]

Heterogeneity: Mot applicable

Testfor overall effect Z= 3.32 (P = 0.00049)

-2 -1 i 1 :
. . Fawvours standard ERT Favours enhanced ERT
Testfor subgroup diferences: Chif= 029, df=1 (P =0.59), F= 0%

Positive social behaviours

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% C1 IV, Fixed, 95% CI
5.2.1 Social peer interest
TOUMGZ012 331 118 13 282 141 12 100.0% 0.33[-0.46,1.12] i
Subttotal (95% CI) 13 12 100.0% 0.33[-0.46, 1.12]

Heterogeneity: Mot applicable
Testfor overall effect Z=0.82 (F=0.41)

h.2.2 Eye contact

YOUNG2012 346 078 13 342 1.08 12 100.0% 0.04 [0.74, 0.53] i
Subtotal (95% CI) 13 12 100.0% 0.04 [-0.74, 0.83]

Heterogeneity: Mot applicable
Testfor overall effect £=010{F=0.92)

-2 -1 0 1 7
Favours standard ERT Favours enhanced ERT

Testfor subgroup diferences: Chif= 0.26, df=1 (P=061), F= 0%

Gaze aversion
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Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% C1 IV, Fixed, 95% CI
TOUMGZ012 285 048 13 3 1. 12 100.0% -0.14 [-0.93, 0.64]
Total {95% CI) 13 12 100.0% -0.14 [-0.93, 0.64]
Heterogeneity: Mot applicable I—2 I1 7 1! 2!

Testfor overall effect £=0.36 (F=0.72)

Favours enhanced ERT Favours standard ERT

1.2.6 Educational interventions aimed at the core autism feature of
impaired reciprocal social communication and interaction as an

indirect outcome

LEAP training versus manual-only control for the core autism feature of
impaired reciprocal social communication and interaction as an indirect

outcome
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
STRAIMNZO11 421 126 177 327 119 117 100.0% 0.76[0.52, 1.000
Total {95% CI) 177 117  100.0% 0.76 [0.52, 1.00] S
Heterageneity: Mot applicable 5_2 51 5 15 25

Test for overall effect; Z=6.17 (P = 0.00001)

Favaours manuakonly  Favours LEAP training

Combined TeachTown and IBI versus IBI-only for the core autism feature of
impaired reciprocal social communication and interaction as an indirect

Heterogeneity, Chi®=0.08, df=1 (P =081}, F=0%

outcome
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% C1 I, Fixed, 95% CI
41.1.1 Preschool
WHALEMZO010 N IrT 11 338 13 12 49.9% -0.18 [-1.00, 0.64] ——
Subtotal (95% Cl) 1 12 49.9% -0.18 [-1.00, D.64] —anii-—
Heterogeneaity: Mot applicable
Testfor overall effect: £=0.42 (P = 0.68)
1.1.2 K1
WHALEMZO010 153 196 11 459 166 12 &801% -0.03 [-0.85, 0.74] i
Subtotal (95% Cl) 1 12 50.1% -0.03 [-0.85, 0.79]
Heterogeneaity: Mot applicable
Testfor overall effect: £=0.08 (P =0.94)
Total (95% CI) 22 24 100.0% -0.10 [-0.68, D.48] -*—
o

Testfor overall effect Z=035 P =073

Test for subaroup differences: Chi*= 006, df=1 (P =081 F=0%

T
-2 1 2
Fawaurs [Bl-anly  Fawours CAl + B
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1.2.7 Parent training interventions aimed at the core autism feature of
impaired reciprocal social communication and interaction as a
direct or indirect outcome

Parent training versus treatment-as-usual for the core autism feature of

impaired reciprocal social communication and interaction as a direct
outcome

Reciprocal social interaction

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

4.1.1 Direct outcome (ADI-R)

DREWY2002 183 448 12 201 43 12 100.0% -0.38 [1.19, 0.43] i
Subtotal (95% CI) 12 12 100.0% -0.38 [-1.19, 0.43]

Heterogeneity: Mot applicahble

Testfor averall effect: 7= 091 (P =036

Total {95% CI) 12 12 100.0% -0.38[-1.19, 0.43]
Heterageneity: Mot applicable 5_2 4 1 15 25
Testfor averall effect: 2= 091 {F = 0.36)

A : Favours experimental  Favaurs control
Testfor subgroup differences: Mot applicable

Nonverbal communication

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean 5D Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% Cl

4.2.1 Direct outcome {(ADI-R)

DREW2002 11 28 12 118 18 12 1000%  -0.37 [-1.18, 0.44] i
Subtotal (95% CI) 12 12 100.0%  -0.37[-1.18, 0.44]
Heterogeneity: Mot applicahble
Testfor averall effect: Z=090{F =037}
1 0

Total {95% CI) 12 12 100.0% -0.37[-1.18,0.44]
Heterageneity: Mot applicable 5_2 15 25
Testfor overall effect: =090 {F =037}

A : Favours experimental  Favours control
Testfor subgroup differences: Mot applicable

Parent training versus treatment-as-usual for the core autism feature of

impaired reciprocal social communication and interaction as an indirect
outcome
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Experimental Control Std. Mean Difference Std. Mean Difference

Stuily or Subgroup  Mean SD Total Mean SD Total Weight IV, Fized, 95% CI I, Fized, 95% CI

4.3.1 Indirect outcome {Social skills questionnaire; post-intervention; combined workshop + individual sessions)

SOFROMOFF2004 BB 7897915 B 236 914 15 BE1% 0.958[0.34,1.61] ——
Subtotal (95% CI) 36 15 66.1% 0.98 [0.34, 1.61] —nlffiie-

Heterogeneity: Mot applicable
Test for overall effect: 2= 3.02 (F=0.003)

4.3.2 Indirect outcome {SIB-Social interaction)
WELTERLIMZO012 184 73 10 16 ] 10 3349% 0.37[-0.52,1.25] —
Subtotal (95% CI) 10 10 33.9% 0.37 [-0.52, 1.25] =R
Heterogeneity: Mot applicahle

Test for averall effect: Z=0.81 (F=042)

-1 0 2
Favours control  Favours expetimenta

Heterogeneity: Chi®=1.20,df=1 (F=027);F=16% I_2 t

Total (95% CIy 16 25 100.0% 0.77 [0.25, 1.28] i
|
1

Test for overall effect: 2= 2.93 (F=0.003)
Test for subgroup differences: Chi*=1.20,df=1{P=027), F=16.4%

1.2.8 Social-communication interventions aimed at the core autism
feature of impaired reciprocal social communication and
interaction as a direct outcome

Caregiver- or preschool-teacher- mediated social-communication
interventions versus treatment-as-usual for the core autism feature of
impaired reciprocal social communication and interaction as a direct
outcome

Social interaction

Experimental Control Std. Mean Difference Sti. Mean Difference
Studyor Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
2.1.1 Caregiver-mediated social communication intervention (ADOS social interaction)
ALDRED2001 F R 14 107 3.2 14 14.4% -0.82 [1.61,-0.04]
GREEMZ010 9.2 K] 7 98 24 7 B5E% -0.20 052,012 1—
Subtotal (95% CI) 01 89 100.0% -0.29 [-0.59, 0.00]

Heterogeneity: Chif=214,df=1 (P=0.14); F=53%
Testfor overall effect. £=1.94 (P =0.0%)

Total (95% Cly LN 89 100.0% -0.29 [-0.59, 0.00] -

Heterogeneity, Chi*= 214, df=1 (P=014), F=53% I_2 11 b 1
Testfor overall ef’fec_t: £=1.341P= D'DS.:' Favours experimental  Favours control
Testfor subgroup differences: Mot applicable

Communication
Experimental Cantrol Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% Cl I, Fixed, 95% CI
2.2.1 Caregiver-mediated social communication intervention (ADOS communication)
GREEMNZ010 6B 3.3 T B.Y 3.2 T 100.0% -0.03 [-0.35, 0.29]
Subtotal (95% Cl) I 75 100.0% -0.03 [-0.35, 0.29]

Heterogeneity: Mot applicahle
Testfor averall effect: Z=019 {F =089}

Total (95% CI) 77 75 100.0% -0.03 [-0.35, 0.29]
Heterogeneity: Mot applicahle

Testfor overall effect: =019 (F=0.85)

Testfor subaroun diferences: Mot applicable

-2 -1 0 1 2
Fawours experimental  Fawvours control
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Social interaction and communication

Experimental Control Std. Mean Difference Std. Mean Difference
Studyor Subgroup  Mean  SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
2.3.1 Caregiver-mediated social communication intervention (AD0S social interaction + communication)
CARTERZ2011 1556 456 25 136 489 25 244% 0.41 F0.15, 0.97] -
GREENZ010 15.7 & 77 165 57 75 T56% -0.14 [0.45, 0.15] —t
Subtotal (95% CI) 102 100 100.0% -0.00 [-0.28, 0.27]

Heterogeneity: Chi®=2.74, df=1 (F=010);, F=63%
Testfor averall effect, Z2=0.02 (F=0.93)

Total (95% CI) 102 100 100.0% -0.00 [-0.28, 0.27] ?
Heterogeneity: Chif= 2.74, di=1 (P = 0.10); F= B3% 5_2 51 p 15 25
Test for overall effect: Z=0.02 (F=0.93)

A ; Favours experimental  Favours contral
Testfor subaroup differences: Mot applicable

Parent-rated social-communication

Experimental Control Std. Mean Difference Std. Mean Difference
Studyor Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% CI IV, Fixed, 95% CI
2.4.1 Caregiver-mediated social communication intervention (CSBS DP - Social composite)
GREEMZ010 34 B2 T¥ 308 83 75 100.0% 0.39[0.08, 0.71] t
Subtotal {95% CI) 7 75 100.0% 0.39 [0.06, 0.71]

Heterogeneity: ot applicable
Test for overall effect Z= 236 (F=002%

Tatal (95% Cly 77 75 100.0% 0.39 [0.06, 0.71] -"-
Heterogeneity: Mot applicable 1_2 i1 5 1! 2:
Test for overall effect 2= 236 (F=002%

) : Favours contral  Fawours experimenta
Test for subgroup differences: Mot applicable

Communication acts

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% CI IV, Fixed, 95% CI
2.5.1 Caregiver-mediated social communication intervention {(behavioural ohservation or PCFP)
ALDREDZ001 are6 1041 14 2¥6 164 14 121% 0.71 [-0.08, 1.48] b
CARTER2011 16.96 1462 24 M6 27.A2 19 195% -0.20 F0.80, 0.41] — 7
GREEMZ010 4.5 197 T 26 1748 T8 BB4% 0.47[0.15, 0.80] ——
Subtotal (95% Cl) 115 108 100.0% 0.37 [0.10, 0.64] L 2

Heterogeneity: Chi®= 457, df=2 (P=010); F= 56%
Testfor overall effect £= 273 (P = 0.0086)

Total (95% CI) 115 108 100.0% 0.37 [0.10, 0.64] L 2

Heterageneity, Chi®= 4.57, df= 2 (P =0.10); F= 56% 5_2 I1 3 1! 2:
Testfor overall effec.t: £=273(P= D'DD_E) Favours cantrol  Favours experimenta
Test for subgroup differences: Mot applicable

Examiner-child joint/shared attention
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Experimental Control Std. Mean Difference Std. Mean Difference

Studyvor Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% Cl I, Fixed, 95% CI
2.6.1 Caregiver-mediated social communication intervention (ESCS LIA)

CARTERZ011 811 843 28 946 977 23 45.5% -0.12 [-0.68, 0.43] —
Subtotal {95% CIy 28 23 45.9% -0.12 [-0.68, 0.43] —agiiine-—
Heterogeneity: Mot applicable

Test for overall effect £2= 0.44 (P = 0.66)

2.6.2 Preschool-teacher-mediated social communication intervention (ESCS LJA)

KAALEZ012 16 28 33 16 22 27 541% 0.00[-0.581, 0.51] i
Subtotal {95% CI) 33 27 54.1% 0.00 [-0.51, 0.51]

Heterogeneity: Mot applicakle

Test for overall effect 2= 0.00{F=1.00)

Total (95% CIy 61 50 100.0% -0.06 [-0.43, 0.32] *
Heterogeneity: Chi*= 011, df=1 (P =0.75); F= 0% 5_2 51 1 15 25

Testfor overall effect 2= 0,30 (F=0.7&)

. . Favours contral  Fawours experimenta
Testfor subaroup differences Chi*= 011, df=1 {P=0.78), F=0%

Parent-child joint/shared attention

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fized, 95% CI I, Fixed, 95% Cl
2.7.1 Caregiver-mediated social communication intervention (hehavioural ohservation)
ALDRED 2001 FrE 178 14  B2E 327 14 91% 0.55[-0.20,1.31] —
GREENZ010 B4 257 T7 A5E 257 7a  A09% 0.33[0.01, 0.65] ——
KASARIZOM0 311 3 18 377 376 19 129% -0.18 [-0.82, 0.46] e —
SCHERTZ2013 327 3T 11 086 0.77 12 B.7% 1.03[0.145,1.81] D —
Subtotal (95% Cl) 121 120 79.6% 0.33 [0.07, 0.59] g

Heterogeneity: Chi*=5.21, df=3{F=016); = 42%
Testfor overall effect Z=2.52 (F=0.01)

2.7.2 Preschool-teacher-mediated social communication intervention (hehavioural ohservation)
KAALEZ012 24 36 34 18 32 27 20.4% 0.17 [-0.33, 0.68] T
Subtotal (95% Cl) 34 27 20.4% 0.17 [-0.33, 0.68] il
Heterogeneity: Mot applicable

Test for averall effect Z= 0.67 {F = 0.40)

Total {(95% CIj 155 147 100.0% 0.30 [0.07, 0.53] L 3

Heterogeneity: Chi®=5.51, df= 4 (P=024); F=27% I_2 I1 5 1! 2:
Testfor overall effec_t: I=155F =_ oot Fawours contral  Fawours experimenta
Testfor subgroup diferences: Chi#=0.29, df=1 {P=0.59), F=0%

Parent-child joint attention responses

Experimental Cantrol Std. Mean Difference Std. Mean Difference
Studyvor Subgroup Mean SD Total Mean SD Total Weight I, Fizxed, 95% Cl IV, Fixed, 95% CI
2.8.1 Caregiver-mediated social communication intervention (hehavioural ohservation)
KASARIZO10 07e 023 18 0058 023 19 47 6% 3A5[217, 413 —i—
SCHERTZ2013 6.29 543 11 0.58 0.68 12 52.4% 1.43[0.49, 2.37] ——
Subtotal (95% CI) 30 31 100.0% 2.25[1.57,2.93] L2

Heterogeneity: Chif= 617, df=1{F =001}, F= 34%
Test for overall effect £= 6.51 {F = 0.00001)

Total {(95% CI) 30 31 100.0% 2.25[1.57,2.93] -
Heterogeneity: Chi*= 617, df=1 {F = 0.013; F= 84% 54 52 3 é ji
Test for overall effect Z=6.51 (P = 0.00001)

Testfor subaroup differences: Mat apnlicable

Favours control - Favours experimenta
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Parent-child joint engagement

Experimental Control Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% CI

Std. Mean Difference
I, Fixed, 95% Cl

2.9.1 Caregiver-mediated social communication intervention (hehavioural ohservation)
KASARIZOTD 4285 1996 19 27.87 14.01 19 36.9% 0.85[0.18,1.52]
Subtotal {95% Cly 19 19 36.9% 0.85[0.18, 1.52]
Heterogeneity: Mot applicahle

Testfor overall effect. £= 2,50 {F = 0.01)

2.9.2 Preschool-teacher-mediated social communication intervention {behavioural ohservation)

KAALEZ012 873 228 34 492 1949 27 B3% 0.37 [-0.14, 0.88]
Subtotal (95% CI) 34 27 63.1% 0.37 [-0.14, 0.88]
Heterogeneity: Mot applicable

Testfor overall effect Z=143 (FP=0.15)

Total (95% CI) 53 46 100.0% 0.55 [0.14, 0.95]

Heterogeneity: Chi®=1.25, df=1 (P =0.26); F= 20%
Testfor overall effect: Z= 2 65 (P = 0.008)
Testfor subgroup differances: Chi®=1.25, df=1 (P =0.28), F=20.3%

Teacher-child joint/shared attention

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

_—

—eai——

i

-2

1
}
-1
Favours control

] 1 2
Favours experimenta

Std. Mean Difference

IV, Fixe

d, 95% CI

2.10.1 Preschool-teacher-mediated social communication intervention (behavioural observation)

KAMLEZ012 18 32 34 04 07 27 100.0% 0.57 [0.05, 1.08] i
Subtotal {95% CI) 34 27 100.0% 0.57 [0.05, 1.08]
Heterogeneity: Mot applicable
Test for overall effect; £2= 215 (P=0.03)
Total {95% CI) 34 27 100.0% 0.57 [0.05, 1.08] o
Heterageneite: Mat applicable 1_2 11 5 1= 21
Testfor overall efrec_t: Z=215(= D.DS) Favours contral  Favours experimenta
Test for subgroup differences: Mot applicable
Teacher-child joint engagement
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
2.11.1 Preschool-teacher-mediated social communication intervention (behavioural observation)
KAMLEZ012 56 222 34 627 204 27 100.0% -0.31 [-0.81, 0.20] 1—
Subtotal {95% CI) 34 27 100.0% -0.31[-0.81, 0.20] -
Heterogeneity: Mot applicable
Test for overall effect Z=1.18 (P=0.24)
Total {95% CI) 34 27 100.0% -0.31[-0.81, 0.20] -
Heterogeneits: Mat applicable |_2 _|1 3 15 2|

Test for overall effect: Z=118 (P=0.24)
Test for subgroup differences: Mot applicable

Behaviour requests

Favaurs control

Favours experimenta
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Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% CI IV, Fixed, 95% Cl
2.12.1 Caregiver-mediated social communication intervention (ESCS IBR, post-intervention)
CARTERZ2011 14.32 13.04 28 12322 BEs 23 100.0% 018 [-0.37,073]
Subtotal (95% Cl) 28 23 100.0% 0.18 [-0.37, 0.73]

Heterogeneity: Mot applicable
Testfor overall effect: Z=0658 (F=0.52)

2.12.2 Caregiver-mediated social communication intervention (ESCS 1BR, follow-up)

CARTERZ2011
Subtotal (95% CI)
Heterageneity: Mot applicahle

Test for overall effect; £= 0,26 {F = 0.80)

165 14.33
24

24 1548 132

249 100.0%
25 100.0%

0.07 [-0.49, 0.63]
0.07 [-0.49, 0.63]

-

-1 0 1 2

22
. . Favours control  Favours experimenta
Test for subgroup differences: Chif=007, df =1 (P=078), F=0%
Non-verbal communication
Experimental Control Std. Mean Difference Std. Mean Difference
Studyor Subgroup  Mean SD Total Mean SD Total Weight IV, Fized, 95% CI IV, Fized, 95% CI
2.13.1 Caregiver-mediated social communication intervention (PIA-CY, post-intervention)
CARTERZO11 278 0B 27 284 0.68 20 100.0% -0.09 [-0.67, 0.49]
Subtotal (95% CI) 27 20 100.0% -0.09 [-0.67, 0.49]
Heterogeneity: Mot applicable
Testfor overall effect: Z=0.31 (F=0.75)
2.13.2 Caregiver-mediated social communication intervention (PIA-CY, Tollow-up)
CARTERZO11 2.89 D67 23 2492 0EBA 24 100.0% -0.04 [0.62, 0.53] i
Subtotal (95% CI) 23 24 100.0% -0.04 [-0.62, 0.53]
Heterogeneity: Mot applicakle
Testfor averall effect 2= 015 (P =0.28)
‘2 R 0 1 2

Testfor subgroup differences: Chi=0.01, df=1 (FP=0891), F=0%

Favours cantral

Focusing on faces (behavioural observation; caregiver-mediated)

Favaurs experimenta

Experimental Cantrol Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
2.14.1 Post-intervention
SCHERTZ2013 1535 7.79 11 431 2.64 12 100.0% 1.87 [0.86, 2.88] i
Subtotal (5% CI) 11 12 100.0% 1.87 [D.86, 2.88]
Heterogeneity: Mot applicable
Testfor averall effect £= 3.62 (P = 0.0003}
2.14.2 Follow-up
SCHERTZ2013 14.85 B8.99 11 7.33 6.8 12 100.0% 0.91 [0.05, 1.78] i
Subtotal (95% CI) 1 12 100.0% 0.91[0.05, 1.78]

Heterogeneity: Mot applicakle
Test for overall effect: Z=2.07 (F=0.04)

Testfor subgroup differences: Chif=1.96, df=1 (F=018), F=458.9%

2 0
Favours cantral

Favaurs experimenta
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Turn-taking (behavioural observation; caregiver-mediated)

Experimental Control Std. Mean Difference Std. Mean Difference
Studyor Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI I, Fixed, 95% CI
2.15.1 Post-intervention
SCHERTZ2013 349 318 11 1.89 208 12 100.0% 0.F3[0.12,1.58] —t
Subtotal (95% CI) 11 12 100.0% 0.73[-0.12, 1.58] -

Heterogeneity: Mot applicakle
Testfor averall effect £=1.68 (P = 0.09)

2.15.2 Follow-up

SCHERTZZ013 247 247 11 2.85 3.06 12 100.0% -0.14 [-0.96, 0.68] i
Subtotal (95% Cl) 11 12 100.0% -0.14 [-0.96, 0.68]

Heterogeneity: Mot applicable
Testfor overall effect 2= 033 (P=0.74)

-2 -1 0 1 2
Favours control - Favours experimenta

Testfor subgroup differences: Chi®=2.07, df=1{P=015), F=451.6%

Peer-mediated (and/or therapist-mediated) social-communication
interventions versus treatment-as-usual for the core autism feature of

impaired reciprocal social communication and interaction as a direct
outcome

Peer-child joint engagement

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean 5D Total Mean SD Total Weight I, Fized, 95% CI I¥, Fized, 95% C1
3.1.1 Peer-mediated social communication intervention (hehavioural observations of social interactions with unfamiliar TD peer or % time in joint engagement in playaround)
KASARI2012 046 036 15 042 031 14 277% 012 FOE1, 0.84] I L —
ROEYERS1 998 024105 48 11919 F L% 092[0.47,1.37] ——
Subtotal (95% Clj 63 51 100.0% 0.70[0.31, 1.08] . =
Heterogeneity. Chi*= 3.38, df=1 (P = 0.07), P=70%
Testfor overall effect Z= 3.56 (P= 0.0004)
Total (95% CI) 63 a1 100.0% 0.70[0.31, 1.08] -
Heterogenaity Chi*= 3.38, df=1 (P=007); P=70% 5_2 11 15 25
Testfor overall efect Z= 3.56 (P = 0.0004)

. ) Favours control Favours experimenta
Testfar subaraun differences: Mot applicalile

Percentage of time jointly engaged during playground observations (post-
intervention)
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Experimental Control Std. Mean Difference 5td. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% CI IV, Fixed, 95% CI
3.2.1 Therapist-mediated social communication intervention
WKASARIZO12 043 0D.28 15 042 0.3 14 100.0% 0.03 [-0.70, 0.76]
Subtotal (95% CI) 15 14 100.0% 0.03 [-0.70, 0.76]
Heterogeneity: Mot applicakle
Testfor overall effect: Z=0.09 (F=0.493)
3.2.2 Peer-mediated social communication intervention
WKASARIZO12 046 D.36 15 042 0.3 14 100.0% 012 [-0.61, 0.84] i
Subtotal (95% CI) 15 14 100.0% 0.12 [-0.61, 0.84]

Heterogeneity: Mot applicakle
Testfor overall effect: Z=0.31 (F=0.76)

3.2.3 Both therapist-mediated and peer-mediated social communication intervention

KASARIZON 2
Subtotal (95% CI)
Heterogeneity: Mot applicable

Testfor overall effect. £= 0.00 (P =1.00)

042 0.27 14

15

0.42 0.3 14 100.0%

14 100.0%

Testfor subgroup differences: Chi*=0.05, df= 2 (P= 0597, F=0%

0.00[0.73,0.73]
0.00 [-0.73, 0.73]

[

-2

1
T
-1
Favours cantral

0 1 2
Favaurs experimenta

Percentage of time jointly engaged during playground observations (follow-up)

Experimental Control Std. Mean Difference Std. Mean Difference
Studyor Subgroup  Mean SD Total Mean SD Total Weight IV, Fized, 95% CI IV, Fized, 95% CI
3.3.1 Therapist-mediated social communication intervention
kKASARIZO12 0.31 0.26 15 0.28 018 15 100.0% 013 [-0.59, 0.85)]
Subtotal (95% CI) 15 15 100.0% 0.13[-0.59, 0.85]
Heterogeneity: Mot applicakle
Testfor averall effect 2= 036 (P=0.72)
3.3.2 Peer-mediated social communication intervention
KASARIZO12 047 03 14 028 018 15 100.0% 0.758 [-0.00,1.51] i
Subtotal (95% CI) 14 15 100.0% 0.75[-0.00, 1.51]

Heterogeneity: Mot applicakle
Testfor averall effect: Z=1.95 (P =0.08)

3.3.3 Both therapist-mediated and peer-mediated social communication intervention

WKASARIZO12
Subtotal (95% CI)
Heterogeneity: Mot applicakle

Testfor overall effect: Z=2.25(FP=0.02)

085 0.349 14

15

0.28 018 15 100.0%

15 100.0%

Testfor subgroup differences: Chi*= 226, df= 2 (P=032), F=11.4%

Child-initiated social interactions

0.66 [0.11, 1.62]
0.86 [0.11, 1.62]

—-—

-2

1
T
-1
Favours contral

0 1 2
Favours experimenta
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Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fized, 95% Cl IV, Fixed, 95% Cl
3.4.1 Peer. liated social c lication intervention {behavioural observation of interaction with familiar TD peer)
ROEYERS1996 737 B84 48 249 518 37 100.0% 0.65[0.21,1.09] t
Subtotal (95% CI) 48 37 100.0% 0.65 [0.21, 1.09]
Heterogeneity: Mot applicable
Testfor overall effect 2= 2.88 (P = 0.004)
3.4.2 Peer. liated social c lication intervention {hehavioural observation of interaction with unfamiliar TD peer)
ROEYERS1996 7848 9.37 48 249 518 37 100.0% 0.68[0.24, 113 i
Subtotal (95% Cl) 18 37 100.0% 0.68[D.24,1.12]

Heterogeneity: Mot applicable
Test for overall effect: 2= 3.01 (P =0.003)

Test for subaroup differences: Chif= 001, df=1(F=092), F=0%

Social network salience (SNS; post-intervention)

-2 a 1 2
Favours experimenta

-1
Favaurs cantral

Experimental Control Std. Mean Difference Std. Mean Difference
Studyor Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI I, Fixed, 95% CI
3.5.1 Therapist-mediated social communication intervention
KASARIZON 2 0.3 0.1 15 032 014 15 100.0% -0.05 [-0.77, 0.66]
Subtotal (95% CI) 15 15 100.0% -0.05 [-0.77, D.66]
Heterogeneity: Mot applicable
Testfor overall effect £= 015 (P =0.23)
3.5.2 Peer-mediated social communication intervention
KASARIZON2 0.41 0.25 18 032 0148 18 100.0% 0.42[-0.30,1.15] :t
Subtotal (95% CI) 15 15 100.0% 0.42 [-0.30, 1.15]

Heterogeneity: Mot applicable
Testfor averall effect Z=1.15 (P =0.29)

3.5.3 Both therapist-mediated and peer-mediated social communication intervention

KASARIZOT2 06 03 14 032 015 15 100.0%
Subtotal (95% Cl) 15 15 100.0%

Heterogeneity: Mot applicahle
Testfor averall effect £= 2.88 (P = 0.004)

Testfor subgroup differences: Chif=4 97, df= 2 (FP=008), F=553%

Social network salience (SNS; follow-up)

1.15[0.37,1.93]
1.15[0.37, 1.93]

2

- 0 1 2
Fawours cantral  Favaurs experimenta
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Experimental Control Sid. Mean Difference Std. Mean Difference
Studyor Subgroup Mean SD Total Mean SD Total Weight I, Fizxed, 95% CI I, Fizxed, 95% CI
3.6.1 Therapist-mediated social communication intervention
KASARIZO12 023 0149 14 036 0.29 15 1000% -0.81 [-1.25,0.23] —
Subtotal (95% CI) 14 15 100.0% -0.51[-1.25, 0.23]

Heterogeneity: Mot applicakle
Testfor overall effect: Z=1.35(F=0.18)

3.6.2 Both therapist-mediated and peer-mediated social communication intervention

WKASARIZO12 045 0.26 15 036 0.29 15 100.0%
Subtotal (95% CI) 15 15 100.0%
Heterogeneity: Mot applicakle

Test for overall effect: Z=0.86 (F=0.39)

3.6.3 Peer-mediated social communication intervention

KASARIZON 2 0.37 0.33 15 0.36 0.29 15 100.0%
Subtotal (95% CI) 15 15 100.0%

Heterogeneity: Mot applicable
Testfor overall effect £= 0.09 (P =0.93)

Testfor subgroup differences: Chi*=2.94, df= 2 (P=028), F=21.2%

0.32[-0.40,1.04]
0.32 [-0.40, 1.04]

0.03[-0.68, 0.758]
0.03 [-0.68, 0.75]

—

e

-2

1
T
-1
Favours cantral

Number of received friendship nominations (SNS; post-intervention)

0 1 2
Favaurs experimenta

Experimental Control Std. Mean Difference Std. Mean Difference
Studyor Subgroup  Mean SD Total Mean SD Total Weight IV, Fized, 95% CI IV, Fized, 95% CI
3.7.1 Therapist-mediated social communication intervention
kKASARIZO12 1.4 1.77 18 1.67 1.04 15 100.0% -018 [-0.90, 0.54]
Subtotal (95% CI) 15 15 100.0% -0.18 [-0.90, 0.54]
Heterogeneity: Mot applicakle
Testfor averall effect 2= 049 (P =0.62)
3.7.2 Peer-mediated social communication intervention
KASARIZO12 316 1 167 1.048 15 100.0% 096019, 1.72] i
Subtotal (95% CI) 15 15 100.0% 0.96 [0.19, 1.72]

Heterogeneity: Mot applicakle
Testfor averall effect 2= 2 46 (P =0.01

3.7.3 Both therapist-mediated and peer-mediated social communication intervention

WKASARIZO12
Subtotal (95% CI)
Heterogeneity: Mot applicakle

Testfor overall effect: Z=1.37 (F=017)

26 2249 14

15

1.67 1.05 15 100.0%

15 100.0%

Testfor subgroup differences: Chi*= 465, df=2(P=010), F=47.0%

Number of received friendship nominations (SNS; follow-up)

0.51 [0.22,1.24]
0.51 [0.22, 1.24]

—~—
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1
T
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Favours contral

0 1 2
Favours experimenta
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Experimental Control Sid. Mean Difference Std. Mean Difference

Studyor Subgroup Mean SD Total Mean SD Total Weight I, Fizxed, 95% CI I, Fizxed, 95% CI
3.8.1 Therapist-mediated social communication intervention

KASARIZO12 114 117 14 127 1.28 15 1000% -0.10 [-0.83, 0.63]

Subtotal (95% CI) 14 15 100.0% -0.10 [-0.83, 0.63]

Heterogeneity: Mot applicakle
Testfor overall effect: Z=0.28(F=0.78)

3.8.2 Peer-mediated social communication intervention
WKASARIZO12 1.8 1.78 15 127 1.28 15 100.0% 0.33 [-0.33, 1.08] —_t
Subtotal (95% CI) 15 15 100.0% 0.33 [-0.39, 1.05]

Heterogeneity: Mot applicakle

Testfor overall effect: Z=0.90 (F=0.37)

3.8.3 Both therapist-mediated and peer-mediated social communication intervention
KASARIZON 2 1.67 1.8 189 1.27 1.28 15 100.0% 0.25[-0.47, 0.97] ‘—t
Subtotal (95% CI) 15 15 100.0% 0.25 [-0.47, 0.97]

Heterogeneity: Mot applicable

Testfor overall effect £= 0.68 (P = 0.0}

-2 - 0 1 2
Fawours contral  Favours experimenta

Testfor subgroup differences: Chi*= 078, df= 2 (P = 068), F=0%

Number of times child identified as someone other children don't like to 'hang out
with' (SNS; post-intervention)

Experimental Cantrol Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fizxed, 95% CI I, Fizxed, 95% CI
3.9.1 Therapist-mediated social communication intervention
WKASARIZO12 231 325 13 1.21 1149 14 100.0% 044 [-0.32,1.21] —_t
Subtotal (95% CI) 13 14 100.0% 0.44 [-0.32, 1.21]

Heterogeneity: Mot applicakle
Testfor overall effect: Z=1.13 (F=0.26)

3.9.2 Peer-mediated social communication intervention
WKASARIZO12 28 147 15 121 1149 14 100.0% 094017 1.72] i
Subtotal (95% CI) 15 14 100.0% 0.94 [0.17, 1.72]

Heterogeneity: Mot applicakle

Testfor overall effect: Z=2.39 (F=0.02)

3.9.3 Both therapist-mediated and peer-mediated social communication intervention
KASARIZO12 1493 2449 1% 1.21 114 14 100.0% 0.35 [-0.38, 1.09] i
Subtotal (95% CI) 15 14 100.0% 0.35[-0.38, 1.09]

Heteroneneity: Mot applicahle

Testfor overall effect 2= 0.95 (P =0.34)

L 1
-2 -1 0 1 2
Fawours experimental  Favours cantral

Testfor subgroup differences: Chi*r=1.32, df= 2 {P=052), F=0%

Number of times child identified as someone other children don't like to 'hang out
with' (SNS; follow-up)
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5td. Mean Difference
IV, Fized, 95% CI

Experimental Control Sid. Mean Difference
Studyor Subgroup Mean SD Total Mean SD Total Weight I, Fizxed, 95% CI
3.10.1 Therapist-mediated social communication intervention
KASARIZO12 142 24 12179 1.81 14 100.0% -017 [-0.94, 0.61]
Subtotal (95% CI) 12 14 100.0% -0.17 [-0.94, 0.61]

Heterogeneity: Mot applicakle
Testfor overall effect: Z=0.42 (F=0.67)

3.10.2 Peer-mediated social communication intervention

KASARIZ012 2.07 204 14 1.79 1.81 14 100.0% 0.14 [-0.59, 0.87]
Subtotal (95% Cl) 15 14 100.0% 0.14 [-0.59, 0.87]

Heterogeneity: Mot applicakle
Testfor overall effect: Z=0.38(F=0.71)

3.10.3 Both therapist-mediated and peer-mediated social communication intervention

FASARIZOT2 273 249 19 1.79 1.3 14 100.0% 0.42[-0.32,1.18]
Subtotal (95% Cl) 15 14 100.0% 0.42 [-0.32, 1.15]

Heterogeneity: Mot applicable
Testfor overall effect £2=1.11 (P =0.27)

Testfor subgroup differences: Chi*=1.15, df= 2 (P = 0.56), F=0%

Teacher-rated social skills (post-intervention)

-

——

-2

-1

Favaurs experimental

0

1 2
Favaurs cantral

Std. Mean Difference
IV, Fized, 95% CI

Experimental Control Std. Mean Difference
Studyor Subgroup  Mean SD Total Mean SD Total Weight IV, Fized, 95% CI
3.11.1 Therapist-mediated social communication intervention
kKASARIZO12 23.23 375 13 2374 486 13 100.0% -0.11 [-0.88, 0.66)
Subtotal (95% CI) 13 13 100.0% -0.11 [-0.88, 0.66]

Heterogeneity: Mot applicakle
Testfor averall effect £= 029 {P=0.77)

3.11.2 Peer-mediated social communication intervention

KASARIZ012 25.38 411 14 2374 4.86 13 100.0% 0.36 [-0.39, 1.11]
Subtotal (95% Cl) 15 13 100.0% 0.36 [-0.39, 1.11]

Heterogeneity: Mot applicakle
Testfor averall effect 2= 093 (P =0.35)

3.11.3 Both therapist-mediated and peer-mediated social communication intervention

KASARIZ012 25 276 15 2374 486 13 100.0% 0.32 [-0.43, 1.08]
Subtotal (95% CI) 15 13 100.0% 0.32 [0.43, 1.06]

Heterogeneity: Mot applicakle
Testfor overall effect: Z=083 (F=0.41)

Testfor subgroup differences: Chi*=0.89, df= 2 (P=064), F=0%

Teacher-rated social skills (follow-up)

——

-2

1
T
-1
Favours contral

0

1 2
Favours experimenta
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Experimental Control Sid. Mean Difference Std. Mean Difference

Studyor Subgroup Mean SD Total Mean SD Total Weight I, Fizxed, 95% CI I, Fizxed, 95% CI
3.12.1 Therapist-mediated social communication intervention

KASARIZO12 23856 462 11 2364 458 14 100.0% -0.02 [-0.81, 0.77]

Subtotal (95% CI) 1" 14 100.0% -0.02 [-0.81, 0.77]

Heterogeneity: Mot applicakle
Testfor overall effect: Z=0.04 (F=0.497)

3.12.2 Peer-mediated social communication intervention
WKASARIZO12 2427 395 15 2364 458 14 100.0% 014 [-0.59, 0.87] i
Subtotal (95% CI) 15 14 100.0% 0.14 [-0.569, 0.87]

Heterogeneity: Mot applicakle

Testfor overall effect: Z=0.39 (F=0.70)

3.12.3 Both therapist-mediated and peer-mediated social communication intervention
KASARIZON 2 2564 347 15 23.64 458 14 100.0% 0.48 [-0.26,1.22] —t
Subtotal (95% CI) 15 14 100.0% 0.48 [-0.26, 1.22]

Heterogeneity: Mot applicable

Testfor overall effect £=1.27 (P=0.20)

-2 - 0 1 2
Fawours contral  Favours experimenta

Testfor subgroup differences: Chi*= 086, df= 2 (P=069), F=0%

Joint attention training and EBI/EIBI versus EBI/EIBI only for the core
autism feature of impaired reciprocal social communication and interaction
as a direct outcome

Examiner-child joint attention - Child-initiated JA (EScs, post-intervention)

Favours EBLVEIBI only Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD  Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
4.1.1 Coordinated JA looks
KASARIZ006 9.585 7.88 20 10,35 9.74 17 100.0% -0.09 [-0.74, 0.56]
Subtotal (95% CIy 20 17 100.0% -0.09 [-0.74, 0.56]

Heterogeneity, Mot applicable
Testfor averall effect 2= 027 (P = 0.749)

4.1.2 Showing
kASARIZO06 o.r 114 200 047 043 17 100.0% 0.85[F0.11,1.21] n
Subtotal {95% Cl) 20 17 100.0% 0.65[-0.11, 1.21] -

Heterogeneity, Mot applicahle
Testfor overall effect £=1.63(F=010)

4.1.3 Pointing
KASARIZ006 14.65 156 20 AT6 7.57 17 100.0% 0.69[0.02,1.36]
Subtotal {95% CIy 20 17 100.0% 0.69 [0.02, 1.36]

Heterogeneity: Mot applicahle
Testfor overall effect. £2=2.03 (F=0.04)

4.1.4 Giving
KASARIZ006 5.1 3.54 20 3453 24 17 100.0% 048018, 1.14] i
Subtotal (95% CIy 20 17 100.0% 0.48 [-0.18, 1.14] -

Heterogeneity: Mot applicable
Testfor overall effect. Z2=1.44 (P=0.15)

T

-2 -1 0 1 2
. ) Favaurs EIBl anly  Fawours EIBI & JA
Test for subgroup differences: Chi®= 318, df=3P=037.F=56%

Examiner-child joint attention- Child-initiated JA (CSBSDP)
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Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean S0 Total Mean SD Total Weight IV, Fixed, 95% CI I, Fixed, 95% Cl
4.2.1 Post-intervention

LARDAZO11 7T 833 24 5 7.91 24 100.0% 0.31 [-0.26, 0.88) —_t
Subtotal {95% CI) 24 24 100.0% 0.31 [-0.26, 0.88]

Heterogeneity: Hot applicable
Testfor overall effect: Z=1.06 (F=0.29)

4.2.2 6-month follow-up

LARDAZO11 8.83 1322 24 442 482 24 100.0% 0.44 -0.14,1.01] —t
Subtotal {95% CI) 24 24 100.0% 0.44 [-0.14, 1.01] -1
Heterogeneity, Mot applicable
Testfor overall effect Z=149F =014}

-2 R 0 1 2
Fawours EBI anly  Fawours J& & EBI

Testfor subaroup differences; Chi*= 010, df=1{P=078), F=0%

Examiner-child joint attention - Child responding to JA (EScs, post-intervention)

Favours EBI/EIBI only Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean sD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
KASARIZ006 16.55 664 20 935 6 17 100.0% 1.11 [0.41, 1.81]
Total {95% CI) 20 17 100.0% 1.11 [0.41, 1.81] —eogli——

Heterogeneity: Not applicable I t T } |

. -2 =1 0 1 2
Test for overall effect: Z = 3.11 (P = 0.002) Favours EIBl only Favours EIBI & JA

Examiner-child shared positive affect

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fizxed, 95% CI I, Fixed, 95% CI
4.4.1 Post-intervention
KASARIZO0G 365 5.03 20 488 765 16 426% -0.19 [-0.85, 0.47] —
LAMDAZOT1 G.B7 7.55 24 533 B.64 24 AT A% 0.21 [-0.35,0.78] —
Subtotal (95% Cly 44 40 100.0% 0.04 [-0.39, 0.47] B

Heterogeneity: Chi*= 083, df=1 (P=0.36); F=0%
Testfor overall effect: Z=0.19 (P = 0.848)

4.4.2 6-month follow-up

KASARIZO0G 615 672 200 306 4.38 16 41.8% 0.58 [-0.09, 1.26] -
LAMDAZOT1 7.87 876 24 4496 5.48 24 5B.32% 0.32 [-0.25, 0.84] ——
Subtotal (95% CI) 44 40 100.0% 0.43[-0.00, 0.87] i

Heterogeneity, Chi*= 033, df=1 (F=0.96); F=0%
Testfor overall effect: £=1.95 (P = 0.05)

4.4.3 12-month follow-up
KASARIZO0G 7ES BB 20 388 532 16 100.0% 0.60 [-0.08,1.27] -t
Subtotal (95% Cly 20 16 100.0% 0.60[-0.08, 1.27]

Heterageneity: Mot applicable

Testfor overall effect: Z=1.73 (P = 0.08)

-2 -1 0 1 2
Favours EEFEIEl only  Favours EBVEIB! & JA

Testfor subaroup differences: Chif= 248, df= 2 (P=0.29), F=186%

Examiner-child joint attention, shared positive affect & utterance (EScs)
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Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
4.5.1 Post-intervention

KASARIZ006 1.8 257 20 1.68 3.09 16 100.0% 0.04 [-0.62, 0.70]

Subtotal (95% CI) 20 16 100.0% 0.04 [-0.62, 0.70]

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

4.5.2 6-month follow-up
KASARIZ006 41 484 20 1.75 338 16 100.0% 0.56 [-0.12, 1.23) -t
Subtotal (95% CI) 20 16 100.0% 0.56 [-0.12, 1.23] -
Heterogeneity: Not applicable
Test for overall effect: Z = 1.62 (P = 0.10)

4.5.3 12-month follow-up
KASARIZ006 53 568 20 156 31 16 100.0% 0.77 [0.09, 1.48) i
Subtotal (95% CI) 20 16 100.0% 0.77 [0.09, 1.46]

Heterogeneity: Not applicable

Test for overall effect: Z =2.22 (P =0.03)

-2 -1 0 1 2
F ElBl only F EIBI & JA
Test for subaroup differences: Chi* =244, df =2 (P =0.29). = 18.1% VU orly ravodrs

Examiner-child socially engaged imitation (SEI)

Experimental Control Std. Mean Difference Std. Mean Difference
Studvor Subgroup Mean SD Total Mean 5D Total Weight I, Fixed, 95% CI I, Fixed, 95% Cl
4.6.1 Post-intervention
LAMDAZOT 042 0.24 24 035 023 24 100.0% 0.29 [-0.28, 0.86] —t
Subtotal (95% Cl) 24 24 100.0% 0.29[-0.28, 0.86]

Heterageneity: Mot applicahle
Test for overall effect: Z=1.01 (F=0.31)

4.6.2 6-month follow-up
LAMDAZOT 044 0.22 24 028 0 24 100.0% 073 [0.15,1.32) i
Subtotal (95% Cl) 24 24 100.0% 0.73[0.15, 1.32]

Heterageneity: Mot applicahle

Testfor overall effect: 7= 2 45 (F=0.01)

[ 1
-2 -1 0 1 2
Favours EBl anly  Fawours JA & EBI

Testfor subgroup differences: Chif=1.11, df=1{P=0.29), F=3.8%

Mother-child joint attention - Child-initiated JA (post-intervention)
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Experimental Control Std. Mean Difference 5td. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
4.7.1 Coordinated JA looks
KASARIZOO6 3485 538 20 1483 177 17 100.0% 048 [-0.18,1.13] —t
Subtotal (95% CI) 20 17 100.0% 0.48 [-0.18, 1.13] -
Heterageneity, Mat applicable
Testfor overall effect Z=1.42 (F=014)
4.7.2 Showing
KASARIZ006 265 308 20 123 23 17 100.0% 0.81 [-0.15,1.16] —t
Subtotal (95% CI) 20 17 100.0% 0.51[-D.15, 1.16] -1
Heterogeneity: Mot applicahle
Testfor overall effect Z=1.80(F=013)
4.7.3 Pointing
KASARIZO06 245 31 20 4453 7 17 100.0% -0.35 [1.04, 0.27] 1:
Subtotal (95% CI) 20 17 100.0% -0.39 [-1.04, 0.27]
Heterogeneity: Mot applicahle
Testfor overall effect: Z=116 (F =0.248)
4.7.4 Glving
KASARIZO06 325 2495 20 206 361 17 100.0% 0.36 [-0.30,1.01] —t
Subtotal (95% Cl) 20 17 100.0% 0.36 [-0.30, 1.01]

Heterogeneity: Mot applicahle
Testfor overall effect: Z=1.07 (F=0.28)

Testfor subaroup differences; Chi*= 473, df= 3 (P=019), F= 37.2%

-2 R 0

1 2

Favours EIBl anly  Favours EIEI & JA

Mother-child joint attention: Child-initiated JA (duration in seconds)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
4.8.1 Post-intervention
KASARIZ006 299 237 20 128 188 17 100.0% 0.77[0.10, 1.45)
Subtotal (95% CI) 20 17 100.0% 0.77 [0.10, 1.45] *—
Heterogeneity: Not applicable
Test for overall effect: Z = 2.26 (P = 0.02)
4.8.2 6-month follow-up
KASARIZ006 2449 18887 20 197.06 310.13 17 100.0% 0.19 [-0.46, 0.83] t
Subtotal (95% CI) 20 17 100.0% 0.19 [-0.46, 0.83]
Heterogeneity: Not applicable
Test for overall effect: Z = 0.56 (P = 0.57)
4.8.3 12-month follow-up
KASARIZ006 36355 31658 20 1294 22869 16 100.0% 0.81(0.13, 1.50] i
Subtotal (95% CI) 20 16 100.0% 0.81 [0.13, 1.50]

Heterogeneity: Not applicable
Test for overall effect: Z = 2.32 (P = 0.02)

Test for subaroup differences: Chi* = 219, df = 2 (P = 0.33). * = 8.6%

-2 =1 0

1

2

Favours EIBl only Favours EIBI & JA

Examiner-child and mother-child joint attention: JA initiation composite
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Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
4.9.1 Post-intervention
KASARIZ006 523 314 20 365 289 17 100.0% 0.51 [-0.15, 1.17] 't
Subtotal (95% CI) 20 17 100.0% 0.51 [-0.15, 1.17] -~
Heterogeneity: Not applicable
Test for overall effect: Z = 1.52 (P = 0.13)

4.9.2 6-month follow-up
KASARI2006 544 254 20 395 303 17 100.0% 0.53 [-0.13, 1.18] 't
Subtotal (95% CI) 20 17 100.0% 0.53 [-0.13, 1.18] -
Heterogeneity: Not applicable
Test for overall effect: Z = 1.56 (P = 0.12)

4.9.3 12-month follow-up
KASARI2006 6.44 289 20 291 412 16 100.0% 0.99[0.29, 1.69] i
Subtotal (95% CI) 20 16 100.0% 0.99 [0.29, 1.69]

Heterogeneity: Not applicable

Test for overall effect: Z=2.77 (P = 0.008)

2 A 0 1 )

Fawvours EIBl only Favours EIBI & JA
Test for subaroup differences: Chi* = 1.21, df =2 (P = 0.55). P = 0%

Examiner-child and mother-child joint attention: JA responses composite

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
4.9.1 Post-intervention
KASARIZ006 523 314 20 365 289 17 100.0% 0.51 [-0.15, 1.17] 't
Subtotal (95% CI) 20 17 100.0% 0.51 [-0.15,1.17] -

Heterogeneity: Not applicable
Test for overall effect: Z = 1.52 (P = 0.13)

4.9.2 6-month follow-up

KASARI2006 544 254 20 395 303 17 100.0% 0. 13, 1.18] 't
Subtotal (95% CI) 20 17 100.0% 0.53 [-0.13, 1.18] -
Heterogeneity: Not applicable

Test for overall effect: Z = 1.56 (P = 0.12)

4.9.3 12-month follow-up
KASARI2006 6.44 289 20 291 412 16 100.0% 0.99[0.29, 1.69] i
Subtotal (95% CI) 20 16 100.0% 0.99 [0.29, 1.69]

Heterogeneity: Not applicable

Test for overall effect: Z=2.77 (P = 0.008)

2 -1 0 1 2
Fawvours EIBl only Favours EIBI & JA

Test for subgroup differences: Chi* = 1.21, df = 2 (P =0.55). F = 0%

LEGO® therapy versus SULP for the core autism feature of impaired
reciprocal social communication and interaction as a direct outcome

Social interaction (GARS)
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Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
OWYENSZ008 744 22 16 927 266 15 100.0% -0.73 [-1.46,-0.00]

Total {95% CI) 16 15 100.0% 0,73 [-1.46, -0.00] —eougliiE——

Heterogeneity: Mot applicable I t {

2 K 0 1 2

Test for overall effiect Z=1.96 (P = 0.05) Fawours LEGO  Fawours SULP

Frequency of child-initiated social interactions with TD peers (behavioural
observation)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% Cl
OWWENSZ008 881 7.3z 11 7.2 Aa67 10 100.0% 023 [0.63,1.049]

Total (95% CI) " 10 100.0% 0.23 [-0.63, 1.09] -’-

Heterogeneity: Mot applicable T } {

Testfor overall effect Z= 0.53 (P = 0.58) 2 Fam[frs SULPD Famur; LEGO 2

Duration of all social interactions with TD peers (behavioural observation)

Experimental Control Stil. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean 5SD Total Weight IV, Fixed, 95% Cl I, Fixed, 95% Cl
CYWEMS2008 666 3.54 11 58 2.3 10 100.0% 027 089, 1.13]

Total (95% Cly 1 10 100.0% 0.27 [-0.59, 1.13] --P-—

Heterogeneity: Mot applicable f T } |

Test for overall effect Z= 062 (P = 0.53) 2 Famfrs SULPD qur; LEGO 2

Social skills group versus treatment-as-usual for the core autism feature of
impaired reciprocal social communication and interaction as a direct
outcome

Social skills (SSRS Assertion/Social skills standardized score or BASC-2-PRS)

Experimental Control 5td. Mean Difference Stod. Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% Cl
FRAMKELZO010 118 3.2 35 1048 32 33 51.3% 0.40 [-0.08, 0.58] ——
LALGESOMZ009 897 121 17 798 117 16 23.3% 0.81[0.10,1.52] . —
LOPATAZOTD 4139 727 18 3511 7.648 18 254% 0.82[0.14,1.51] —
Total {(95% CI) 70 67 100.0% 0.60 [D.26, 0.95] -
Heterogeneity: Chi®= 140, df=2 (P =0.50); F= 0% I ) } |

-2 -1 a 1 2

Test for overall effect: Z=3.44 (P = 0.0008) Favours contral Favours experimenta

Social impairment (SRS total)
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Experimental Control Std. Mean Difference Sti. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
LOPATAZO10 T36T 11.42 18 82453 1377 17 100.0% -0.69 [-1.37,-0.00]
Total (95% Cly 18 17 100.0% -0.69 [-1.37, -0.00] et -
Heterogeneity: Mot applicable :_2 :1 3 1: 2:

Test for overall effect: Z=1.87 (F=0.05)

Favours experimental

Adaptive social behaviour (SCI Pro-social index)

Fawours control

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
WKOEMIG2010 2.83 0.53 23 277 056 18 100.0% 011 [0.81,0.73]
Total {(95% CI) 23 18 100.0% 0.11[-0.51,0.73]
Heterogeneity: Mot applicable |_2 51 5 15 2|
Testfor overall effect: 2= 0.34 (F=10.73) Fawours contral  Favours experimenta
Capacity for social interactions (SCI Social initiation index)
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
WOEMIGZ010 2498 071 23 3 046 18 1000% -0.03 [-0.65, 0.58]
Total {(95% Cl) 23 18 100.0% -0.03 [-0.65, 0.58]
Heterogeneity: Mot applicable I_2 I1 3 1! 2:
Testfor overall effect: 2= 0.10 (P = 0.82) Favours control - Favours experimenta
Study-specific targeted social skills (ASC)
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean S0 Total Mean 5D Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
LOPATAZOMO 119.56 17.13 18 10372 17.23 18 100.0% 0.901[0.21, 1.59]
Total {95% Cl) 18 18 100.0% 0.90 [D.21, 1.59] i
Heterogeneity: Mot applicable 5_2 51 ) 15 25
Testfor overall effect 7= 2,86 (F = 0.01)

Social skills knowledge

Favours control  Favours experimenta
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Experimental Control Std. Mean Difference

Std. Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% CI IV, Fixed, 95% CI
6.6.1 Self-rated (TASSK)

LALGESOM2009 1868 14 17 133 3.8 16 39.7% 217 [1.29, 3.08] ——
Subtotal (95% CI) 17 16 39.7% 2.17 [1.29, 3.06] i
Heterogeneity: Mot applicable

Test for overall effect: £=4.83 (P = 0.000013

6.6.2 Researcher-rated (SKA)

LOPATAZOTD 5883 1145 18 43.31 1386 18 B0.2% 1.19[0.48,1.91] i
Subtotal (95% Cly 18 18 60.3% 1.19[0D.48, 1.91] L
Heterogeneity: Mot applicahle

Test for overall effect: £=3.26 (P =0.001)

Total {95% Cl) 35 34 100.0% 1.58 [1.03, 2.14] <4
Heterogeneity: Chi#= 2.87, df= 1 (P = 0.09); F= 65% 54 52 3 é i

Test for overall effect. £= 558 (P = 0.000013
Testfor subaroup differences: Chi®= 2,87, df=1 (P=0.09), F=65.1%

Feelings of loneliness (Loneliness Scale)

Fawvours cantral

Favours experiments

Experimental Control Std. Mean Difference Std. Mean Difference
Studyor Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI I, Fixed, 95% Cl
FRAMKELZO1O 4 85 3m 0 389 133 32 100.0% -0.67 [-1.16,-0.18]
Total {(95% CI) 35 32 100.0% -0.67 [-1.16, -0.18] -
Heterogeneity: Mot applicakle 51 3 15 25

Testfor averall effect £= 2.66 (P = 0.008)

Popularity (self-rated PHS popularity)

Favaurs experimental

Favaurs cantral

Experimental Cantrol Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl I, Fixed, 95% Cl
FRAMKELZ010 a 28 35 B4 24 33 100.0% 0.56 [0.07, 1.04]
Total (95% CI) 35 33 100.0% 0.56 [0.07, 1.04] s
Heterogeneity: Mot applicable I 51 5 15 25

Testfor overall effect: 7= 224 (P=002%

Number of times child invited to a play date (QPQ Guest)

Favours contral

Favours experimenta
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Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% Cl
6.9.1 Parent-rated

FRANKEL2010 2 24 35 1.2 15 28 B58% 0.37 012, 087 ——
LALIGESONZ004 1.7 1.8 17 1.1 1.6 16 34.2% 0.34 [-0.35,1.03] e
Subtotal (95% CI) 52 45 100.0% 0.36 [-0.04, 0.77] el

Heterogeneity: Chi=0.01, df=1{P=0%943; F=0%
Testfor averall effect: Z=1.77 (P =0.08)

6.9.2 Self-rated
LALIGESONZ004 14 14 17 21 34 16 100.0% -0.26 [-0.95, 0.47] 1—
Subtotal (95% Cl) 17 16 100.0% -0.26 [-0.95, 0.42]

Heterogeneity: Mot applicahle

Testfor overall effect; Z=0.758 (F=0.49)

-2 -1 0 1 7
Favours control - Favours experiments

Testfor subgroup differences: Chi*= 238, df=1 (P=012),F=581%

Time spent in interactive activities (QPQ Engage)

Experimental Cantrol Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% Cl I, Fixed, 95% CI
FRAMKELZ2010 T 22 35 4.3 1.7 27 100.0% 0.20 [-0.31, 0.70]

Total (95% CI) 35 27 100.0% 0.20 [-0.31, 0.70]
Heterogeneity: Mot applicahle I
Testfor averall effect: Z= 077 (F=0.44)

1
-2 -1 I 1 2
Favaurs contral  Favours expetimenta

Time spent in minimally interactive activities (QPQ Disengage)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl I, Fixed, 95% CI
FRAMKELZ010 23 1.7 35 4.8 21 27 100.0% -1.31 [1.87,-0.79]
Total (95% CI) 35 27 100.0% A3 [1.87,-0.75] el
Heterogeneity: Mot applicable f {

2 R 0 1 2

Testfor overall effect: Z= 4 .62 (P = 0.00001) Favours experimental Favours control

Quality of friendships (self-rated FQS)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl I, Fixed, 95% Cl
LALIGESONZ004 17.2 4 17 166 468 16 100.0% 0.14 [-0.55, 0.82]

Total (95% CI) 17 16 100.0% 0.14 [-0.55, 0.82]
Heterogeneity: Mot applicahle I
Testfor overall effect: Z= 039 {F =070}

-2 - 0 1 2
Favours contral  Fawaurs experimenta

Positive treatment response ('much improved/very improved' on CGI-improvement)
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Experimental Control Risk Ratio Risk Ratio

Study or Subgroup  Events  Total Events Total Weight  M-H, Fixed, 95% CIl M-H, Fixed, 95% CI
KOEMIG2010 16 23 1] 18 100.0% 26.13[1.67, 407.849]

Total (95% CI) 23 18 100.0% 26.13[1.67,407.99] ——aRRER—
Total events 16 0

Heterogeneity: Mot applicable D.D‘DS IZIH 1'IZI zlfltl

Testfor overall effect: £=2.33 (F = 0.02) Fawours control  Fawours experimenta

Emotion recognition (DANVA2)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
LOPATAZO10 99.03 11.44 18 91.86 19.38 18 100.0% 0.44 [-0.22,1.10] —
Total (95% Cly 18 18 100.0% 0.44 [-0.22, 1.10] e
Heterogeneity: Mat applicakle I t t {

-2 -1 a 1 2

Testfor overall effect: 2= 1.30 (P =0.19) Favours contral  Favours experimenta

Social skills group modified for autism versus standard social skills group
for the core autism feature of impaired reciprocal social communication and
interaction as a direct outcome

Social skills (SRS standardized change score)

SSGRIN-HFA SSGRIN Std. Mean Difference Sti. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI I, Fixed, 95% CI
7.1.1 Social Awareness
DEROSIERZ2011 -0.33 147 24 038 086 26 100.0% -0.68 [1.26,-0.11]
Subtotal (95% CIy 24 26 100.0% -0.68 [-1.26, -0.11]

Heterogeneity: Mot applicable
Testfor overall effect. £= 235 (F=0.02)

7.1.2 Social Cognition

DEROSIERZ011 -013 1.22 24 024 0897 26 100.0% -0.33 [F0.85, 0.23]
Subtotal (95% CI) 24 26 100.0% -0.33 [-0.89, 0.23]

Heterogeneity: Mot applicahle
Testfor overall effect £=116 (F=0.24)

7.1.3 Social Communication

DEROSIERZO11 -0.38 1.07 24 04 078 26 100.0% -0.93[1.52,-0.34]
Subtotal (95% CI) 24 26 100.0% -0.93 [-1.52, -0.34]

Heterogeneity: Mot applicable
Testfor overall effect, £= 311 {F=0.002)

7.1.4 Social Motrvation

DEROSIERZO1 -0.22 0.7 24 031 082 26 100.0% -0.66 [1.23,-0.08]
Subtotal (95% CI) 24 26 100.0% -0.66 [-1.23, -0.08]

Heterogeneity: Mot applicable
Testfor overall effect. £=2248 (F=002)

7.1.5 Autistic Mannerisms

DEROSIER2011 -0.35 1.18 24 035 086 26 100.0% -0.B7 [1.24,-010]
Subtotal (95% CIy 24 26 100.0% -0.67 [-1.24, -0.10]
Heterogeneity: Mot applicahle

Test for overall effect: £= 230 (F=0.02)

bk ko

-2 -1 0 1 7
Favours SEGRIN-HFA  Favours SSGRIN

Testfor subgroup differences: Chit= 215, df=4 (P=071), F=0%

Autism: the management and support of children and young people on the autism
spectrum 41



Social self-efficacy (self-rated Social Self-efficacy Scale; standardized change score)

SSGRIN-HFA SSGRIN Std. Mean Difference Std. Mean Difference
Studyor Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
DEROSIERZ011 -0.08 1.08 24 008 1 28 100.0% -012 FOET, 0.42]
Total (95% Cl) 24 28 100.0% -0.12[-0.67,0.42]
Heterogeneity: Mot applicable 5_2 51 3 15 25
Testfor averall effect Z=0.45 (P = 0.69)

Favours S5GRIMN  Favours SSGRIN-HFA

Feelings of loneliness (Social Dissatisfaction Questionnaire; standardized change
score)

SSGRIN-HFA SSGRIN Std. Mean Difference Sti. Mean Difference
Studyor Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% Cl I, Fized, 95% Cl
DEROSIERZ011 0os 1.23 24 -0.07 079 28 100.0% 015 [-0.40, 0.68]
Total (95% CI) 24 28 100.0% 0.15 [-0.40, 0.69]
Heterogeneity: Mat applicable 1_2 11 5 11 21
Testfor overall effect £= 052 (F = 0.60)

Favours S8GRIN  Favours SEGRIN-HFA

1.3 PSYCHOSOCIAL INTERVENTIONS AIMED AT THE
CORE AUTISM FEATURE OF RESTRICTED INTERESTS
AND RIGID AND REPETITIVE BEHAVIOURS

1.3.1 Behavioural interventions aimed at the core autism feature of
restricted interests and rigid and repetitive behaviours as an
indirect outcome

ESDM or P-ESDM versus treatment-as-usual for the core autism feature of
restricted interests and rigid and repetitive behaviours as an indirect
outcome

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% Cl I, Fixed, 95% CI
4.1.1 ESDM (RBS})
DAWSONZ010 167 131 24 22 163 21 31.0% -0.35 [-0.95, 0.24] —
Subtotal {95% CI) 24 21 31.0% -0.35 [-0.95, 0.24] e o
Heterogeneity: Mot applicakle
Testfor overall effect Z=1.18 {F=024)
4.1.2 P-ESDM {ADOS-T)
ROGERS2012 396 1.86 49 382 204 49 F9.0% 0.07 [-0.32,0.47] t
Subtotal {95% CI) 49 49 69.0% 0.07 [-0.32, 0.47]
Heterogeneity: kot applicable
Testfor overall effect Z=0.35(F=072%
Total {(95% Ch) 73 70 100.0% -0.06 [-0.39, 0.27] *

Heterogeneity: Chi®= 138 df=1 (P =024);F=27%
Testfor overall effect Z=036(F=072)
Testfor suharoup differences: Chi*=1.38, df=1 (P=024), F=27 4%

-2 R 0 1 7
Favours experimental  Favours control
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1.3.2 Cognitive intervention aimed at the core autism feature of
restricted interests and rigid and repetitive behaviours as an
indirect outcome

Enhanced ERT versus standard ERT for the core autism feature of restricted
interests and rigid and repetitive behaviours as an indirect outcome

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fized, 95% CI I, Fixed, 95% CI
YOUNG2012 215 1.07 13 25 1.09 12 100.0% -0.31 [1.10, 0.48]

Total (95% CI) 13 12 100.0% -0.31[-1.10, 0.48] —-q-—

Heterageneity: Mot applicable F } 1 } |

pplle B = R 0 1 2
Testfor overall effect: 2= 0.78 (F = 0.44) Favours enhanced ERT Favours standard ERT

1.3.3 Parent training intervention aimed at the core autism feature of
restricted interests and rigid and repetitive behaviours as an
indirect outcome

Combined parent training and antipsychotic versus antipsychotic-only for
the core autism feature of restricted interests and rigid and repetitive
behaviours as an indirect outcome

Comb. risperidone + PT Risperidone onhy Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD  Total Weight I, Fized, 95% CI I, Fixed, 95% Cl
AbiAR 2009 1011 3.83 55 11.86 447 40 100.0% -0.42 [-0.83,-0.01]
Total {95% CIj hi 40 100.0% -0.42[-0.83, -0.01] -
Heterogeneity: Mot applicable I f f |

-2 -1 0 1 2

Testfor overall effect £=2.01 (P=0.04) Gorb. risperidone + PT Risperidone only

1.3.4 Social-communication intervention aimed at the core autism
feature of restricted interests and rigid and repetitive behaviours as
an indirect outcome

Caregiver-mediated social-communication intervention (PACT) versus
treatment-as-usual for the core autism feature of restricted interests and
rigid and repetitive behaviours as an indirect outcome

Experimental Cantrol Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl I, Fixed, 95% Cl
GREEM2010 31T 77 35 18 T4 100.0% -0.30 F0.62, 0.02]
Total (95% CI) 77 75 100.0% -0.30 [-D.62, D.02] L 2
Heterogeneity: Mot applicable 5_2 51 5 15 25

Testfor overall effect: = 1.85 (P = 0.06) Favours experimental  Fawvours contral
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14 PHARMACOLOGICAL INTERVENTIONS AIMED AT
CORE FEATURES OF AUTISM (OVERALL AUTISTIC
BEHAVIOURS)

1.4.1 Anticonvulsants for overall autistic behaviours as an indirect
outcome

Divalproex sodium versus placebo for overall autistic behaviours as an
indirect outcome

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Ewvents Total Weight M-H, Fized, 95% Cl M-H, Fixed, 95% CI]
HOLLAMDERZD10 2 16 0 11 100.0%  353[0.19, 67.10]
Total (95% CIy 16 11 100.0% 3.53 [0.19, 67.10] — e ——
Total events 2 il
Heterageneity: Mot applicable I ; ; /
Test for averall effect, £=0.84 (P =040} 0.01 0.1 10 100

1.4.2 Antidepressants for overall autistic behaviours as an indirect
outcome

Fluoxetine versus placebo for overall autistic behaviours as an indirect
outcome

Fawours control  Favours experimenta

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% Cl I, Fixed, 95% CI
HOLLANDER 2005 2 3 18 321 26 20 100.0% -0.35 [-0.98, 0.28]
Total (95% CI) 19 20 100.0%

-0.35 [-0.98, 0.28]
Heterogeneity: Mot applicahle I

Testfor averall effect: 2=1.08 (F=0.28)

-2
Fawours experimental  Fawours contral

-1

0

1.4.3 Antihistamines for overall autistic behaviours as an indirect

outcome

1

2

Cyproheptadine and haloperidol versus placebo and haloperidol for overall

autistic behaviours as an indirect outcome

Experimental

Control

Std. Mean Difference

Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fizxed, 95% CI
ARHOMNDZADEHZ2004 -1.85 2.08 20 -0.37 048 20 100.0% -0.96 [-1.62,-0.30]

Total {95% CIy 20 20 100.0% -0.96 [-1.62, -0.30] el

Heterogeneity: Mot applicable 5_2 51 3 15 25
Testfor overall effect 2= 2.86 (P = 0.004) Favours cyp. + hal. Favours hal + placeho
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1.4.4 Antipsychotics for overall autistic behaviours as a direct or indirect
outcome

Risperidone versus placebo for overall autistic behaviours as a direct
outcome

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight  M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
1.1.1 Positive treatment response (>20% improvement on CARS)
MAGARAIZO06 12 19 0 20 100.0% 26,25 [1.66, 414.57] i
Subtotal {95% CI) 19 20 100.0% 26.25[1.66, 414.57]
Total events 12 a

Heterageneity: Mot applicable
Test far overall effect 2= 2.32 (P=0.02)

1.1.2 Positive treatment response (>20% improvement on Children's Global Assessment Scale)

MNAGARAJZO06 17 19 230 1000% .95 (238 3363 t
Subtotal (95% CI) 19 20 100.0%  8.95[2.38,33.62]
Total events 17 2

Heterageneity: Mot applicable
Test far overall effect: Z=3.24 (P =0.001)

0005 01 10 200
. . Favours cantral  Fawaurs experimenta
Test for subaroup differences: Chif=0.48,df=1 (P=0.49), F=0%

Risperidone versus placebo for overall autistic behaviours as a direct or
indirect outcome

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
1.2.1 Direct outcome (CARS)
LUIBYZ2006 33 4 11 3.5 51 12 11.0% 031 Fos1,1.14] e
Subtotal {(95% Cl) 1 12 21.0% 0.31[-0.51, 1.14] e

Heterogeneity. Mot applicable
Testfor overall effect Z=0.75 (P =0.48)

1.2.2 Indirect outcome {RF-RLRS)

RUPPRISPERIDONEZOM 045 03N 49 088 04 52 Ta.0% -1.19 1,81, -0.76] L 3
Subtotal (95% CI) 49 52 79.0% -1.19[-1.61, -0.76] L 2

Heterageneity: Mot applicable
Testfor overall effect: Z= 5449 (P = 0.00001)

Total (95% CI) G0 64 100.0% -0.87 [-1.25, -0.50] L 2
Heterogeneity: Chi*=10.08, df=1 (P=0001);, F=80% 14 52 D é i
Testfor overall effect: £=4.53 (P = 0.00001} Favours experimental Favours control

Testfar subgroup differences: Chif= 1008, df=1 (P =0001, F=901%

Risperidone versus haloperidol for overall autistic behaviours as a direct
outcome

Overall autistic behaviours (Turgay DSM-IV PDD Rating Scale)

Risperidone Haloperidol Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
MIRALZOOS 835 498 13 596 213 15 100.0% -0.35[-1.10, 0,400
Total {95% CI) 13 15 100.0% -0.35 [-1.10, 0.40]
Heterogeneity: Mot applicable I4 I;'_ 3 é i
Testior overall efiect: 2= 0.91 (P = 0.36) Favours Risperidone  Favours Haloperidol
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Overall autistic behaviours (RF-RLRS)

Risperidone Haloperidol Stil. Mean Difference Stdl. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% Cl I, Fixed, 95% Cl
2.2.1 Social subscale
MIRALZO08 -0.11 038 13 002 0587 15 100.0% -0.26 [-1.00, 0.49]
Subtotal {95% CI) 13 15 100.0% -0.26 [-1.00, D.49]

Heterogeneity: Mot applicable
Test for overall effect: Z=0.67 (F = 0.50)

2.2.2 Motor subscale
MIRALZO08 036 0.34 13 05 044 15 100.0% -0.34 [-1.09, 0.41]
Subtotal {95% CI) 13 15 100.0% -0.34 [-1.09, 0.41]

Heterogeneity: Mot applicable
Test for overall effect, 2= 090 (F=0.37)

2.2.3 Affective subscale
MIRALZ008 054 0.34 13 064 048 15 100.0% -0.23[-0.98,0.527]
Subtotal {(95% CI) 13 15 100.0% -0.23 [-0.98, D.52]

Heterageneity: Mot applicable
Test far overall effect Z=0.61 (FP=0.54)

2.2.4 Sensory subscale
MIFALZOOS 051 0.25 13 058 049 15 100.0% -0.17 [-0.92,0.57]
Subtotal {95% CI) 13 15 100.0% -0.17 [-0.92, 0.57]

Heterogeneity. Mot applicable
Test for overall effect: Z=0.45 (P = 0.65)

2.2.5 Language subscale

MIRALZ008 004 025 13 -005 05 15 100.0% 0.22[-0.53,0.96]
Subtotal {95% CI) 13 15 100.0% 0.22 [-0.53, D.96]
Heterogeneity: Mot applicakle

Test for overall effect, Z=0.57 (F=0.47)

o e e e

-4 -2 0 2 1
. . Favours Risperidone  Fawvours Haloperidol
Test for subaroup differences: Chif=1.31, df= 4 (P=0.86), F=0%

1.4.5 SNRIs for overall autistic behaviours as an indirect outcome

Atomoxetine versus placebo for overall autistic behaviours as an indirect
outcome

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
ELILILLY 2009 46.1 15.88 43 50.2 14.62 46 100.0% -0.27 [-0.68, 0.15) |
Total (95% CI) 43 46 100.0% -0.27 [-0.68, 0.15] .

Heterogeneity: Mot applicable I T t |

. 2 -1 0 1 2
Test for overall effect: Z = 1.25 (P = 0.21) Favours experimental Favours control
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1.5 PHARMACOLOGICAL INTERVENTIONS AIMED AT
THE CORE AUTISM FEATURE OF IMPAIRED
RECIPROCAL SOCIAL COMMUNICATION AND
INTERACTION

1.5.1 Antioxidants for the core autism feature of impaired reciprocal
social communication and interaction as an indirect outcome

N-acetylcysteine versus placebo for the core autism feature of impaired
reciprocal social communication and interaction as an indirect outcome

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
2.1.1 Total score
HARDAMZ012 938 267 14 985 378 18 100.0% -0.14 [0.87, 0.59]

Subtotal (95% CI) 14 15 100.0% -0.14 [-0.87, 0.59]

Heterogeneity: Mot applicakle
Testfor averall effect 2= 037 (P=0.71)

2.1.2 Social awareness

HARDANZ012 1145 33 14 134 47 15 100.0% -0.45[1.19,0.28]
Subtotal (95% Cl) 14 15 100.0% -0.45[-1.19, 0.29]

Heterogeneity: Mot applicahle
Testfor averall effect Z=1.20{P=0.23)

2.1.3 Social cognition

HARDANZ012 188 7 14 189 &6 15 100.0% -0.02[0.74,071] i

Subtotal (5% CI) 14 15 100.0% -0.02 [-0.74, 0.71]
Heterogeneity: Mot applicable
Testfor averall effect 2= 0.04 (P =0.97)

2.1.4 Social communication

HARDANZ012 333 1049 14 3445 1445 15 100.0% -0.09[-0.82, 0.64]
Subtotal (95% Cl) 14 15 100.0% -0.09 [-0.82, 0.64]

Heterogeneity: Mot applicable
Testfor averall effect 2= 0.24 (P =0.81)

2.1.5 Social motivation

HARDANZ012 13 47 14 145 7 15 100.0% -0.24 [-0.97, 0.48]
Subtotal (95% Cl) 14 15 100.0% -0.24 [-0.97, 0.49]

Heterogeneity: Mot applicable
Testfor overall effect £= 0.65 (P=0.92)

2.1.6 Autistic mannerisms
HARDAMNZ012 16 B 14 203 BY 15 100.0% -0.64 [-1.39, 0.11] i—
Subtotal (95% CI) 14 15 100.0% -0.64 [-1.39, 0.11]

Heterogeneity: Mot applicable

Testfor overall effect. 2= 1.67 (P = 0.09)

-2 -1 0 1 2
Fawours experimental  Favours control

Testfor subgroup differences: Chi*=2.00, df=5{P=089), F=0%
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1.6 PHARMACOLOGICAL INTERVENTIONS AIMED AT
THE CORE AUTISM FEATURE OF RESTRICTED
INTERESTS AND RIGID AND REPETITIVE
BEHAVIOURS

1.6.1 Antidepressants for the core autism feature of restricted interests
and rigid and repetitive behaviours as a direct outcome

SSRIs versus placebo for the core autism feature of restricted interests and
rigid and repetitive behaviours as a direct outcome

Global positive treatment response (‘'much improved/very improved' on CGI-
improvement)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total BEvents Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
KING2009 24 73 26 F6 100.0% 0.96 [0.61,1.51]
Total {95% CI) 3 F6 100.0%  0.96[0.61, 1.51]
Total events 24 26

Heterogeneity: Mot applicable I } } T t } |

S _ 0102 05 10 2 & 10
Testior overall effect 2= 0.17 (F = 0.86) Fawvours cantral  Favaurs experimenta

Global positive treatment response (>25% improvement on CYBOCS-PDD & 'much
improved/very improved' on CGI-improvement)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total BEvents Total Weight M-H, Fized, 95% Cl M-H, Fixed, 95% Cl
KIMG2009 15 T3 10 TE 100.0% 1.66 [0.75, 3.259] —
Total (95% CI) 73 76 100.0% 1.56 [0.75, 3.25] ~ii—
Total events 14 10
Heterogeneity: Mot applicahle 'D.'l sz EITE é é 10'

Testfor overall effect Z=1.18 (F=0.23 Favours control  Favours experimenta

Compulsions (CYBOCS-PDD)

Experimental Control Std. Mean Difference Std. Mean Difference
Studyor Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
HOLLAMWDER 2005 11.63 38 19 12495 32 200 204% -0.37 [-1.00, 0.26]
KIMG2009 131 ar T3 o131 32 TE  THE% 0.00[-0.32 0.32]
Total (95% CI) 92 96 100.0% -0.08 [-0.36, 0.21]
Heterageneity Chif=1.04, df=1 {P = 0.31%; F= 3% 5_2 51 7 15 25
Testfor averall effect £=0.52 (P = 061)

Fawaurs experimental Fawvours contral

Repetitive behaviour (RBS)
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Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% Cl

2.4.1 Compulsive

KING2009 52 44 73 4.8 41 TE 100.0% 0.09 [-0.23, 0.42]
Subtotal (95% CIy 73 76 100.0% 0.09 [-0.23, 0.42]

Heterogeneity: Mot applicahble
Testfor averall effect: Z= 0487 (P=0487)

2.4.2 Restrictive

KING2009 42 31 73 32 21 76 100.0% 0.34 [0.01, 0.66]
Subtotal (95% CI) 73 f6  100.0% 0.34 [0.01, 0.66]

Heterogeneity: Mot applicahle
Testfor averall effect: =204 (F=0.04)

2.4.3 Ritualistic

KINGZ2008 53 38 73 53 44 76 100.0% 0.00 [0.32, 0.37] t
Subtotal (95% Cl) 73 76 100.0% 0.00 [-0.32, 0.32]

Heterogeneity: Mot applicahle

Testfor overall effect; 2= 000 (F=1.00)

2.4.4 Sameness

KING2009 81 B4 73 7.8 B2 TE 100.0% 0.05 [-0.27, 0.37]
Subtotal (95% Cl) T3 76 100.0% 0.05 [-0.27, 0.37]
Heterogeneity: Mot applicahle

Testfor overall effect: Z=029(F=0.77)

2.4.5 Self-injurious

KING2009 24 27 73 2 26 TE 100.0% 015017, 0.47]
Subtotal (95% Cl) 73 76 100.0% 0.15[-0.17, 0.47]
Heterogeneity: Mot applicahble

Testfor averall effect: 7= 092 (P =036

2.1.6 Stereotyped
KIMGZ2009 ik} 4 73 a 39 TE 100.0% 0.13[-0.20, 0.44]
Subtotal (95% Cl) 73 76 100.0% 0.13 [-0.20, 0.45]

Heterogeneity: Mot applicahle
Testfor averall effect: Z= 077 (F=0.44)

-2 - 0 1 2
Fawours experimental  Favaurs contral

Testfor subgroup differences: Chif= 252, di= 4 (P=077), F=0%

1.6.2 Antioxidants for the core autism feature of restricted interests and
rigid and repetitive behaviours as an indirect outcome

N-acetylcysteine versus placebo for the core autism feature of restricted
interests and rigid and repetitive behaviours as an indirect outcome
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Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% Cl
3.1.1 Compulsive

HARDAMZ012 25 21 14 52 5 15 100.0% -0.68 [-1.43, 0.08] i_
Subtotal (95% Cl) 14 15 100.0% -0.68 [-1.43, 0.08]

Heterogeneity: Mot applicahble
Testfor averall effect: Z=1 76 (F=0.08)

3.1.2 Restrictive

HARDAMZ012 38 213 14 48 36 158 100.0% -0.42 1148, 033
Subtotal (95% CI) 14 15 100.0% -0.42 [-1.15, 0.32]
Heterogeneity: Mot applicahle

Testfor averall effect: Z=110{F =027}

3.1.3 Ritualistic
HARDANZ2012 43 34 14 56 49 15 100.0% -0.30 [-1.03, 0.44]
Subtotal (95% CI) 14 15 100.0% -0.30[-1.03, 0.44]

Heterogeneity: Mot applicahle
Testfor overall effect; Z=080(F=0.43)

3.1.4 Sameness

HARDAMNZ012 83 47 14 7.9 B2 15 100.0% -0.46 [-1.20, 0.28] i:
Subtotal (95% Cl) 14 15 100.0% -0.46 [-1.20, 0.28]

Heterogeneity: Mot applicahle

Testfor overall effect: Z=1.21 (F=0.23)

3.1.5 Self-injurious

HARDAMZ012 22 21 14 3 36 15 100.0% -0.26 [-0.99, 0.48]
Subtotal (95% Cl) 14 15 100.0% -0.26 [-0.99, D.48]
Heterogeneity: Mot applicahble

Testfor averall effect: 7= 068 (P =049}

3.1.6 Stereotyped

HARDAMZ012 46 34 14 B9 52 18 100.0% -0.51 [-1.25, 0.24]
Subtotal (95% Cl) 14 15 100.0% -0.51 [-1.25, 0.24]
Heterogeneity: Mot applicahle

Testfor averall effect: Z=1.33{F=018)

-2 - 0 1 2
Fawours experimental  Favaurs contral

Testfor subgroup differences: Chi*= 080, df= 4 (P =0488), F=0%

1.6.3 Antipsychotics for the core autism feature of restricted interests
and rigid and repetitive behaviours as an indirect outcome

Antipsychotics versus placebo for the core autism feature of restricted
interests and rigid and repetitive behaviours as an indirect outcome
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Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
3.1.1 Risperidone

RUPPRISPERIDONE 2001 11.65 402 49 1421 481 52 307%  -0.57 F0.97,-0.17] —a—
JOHNSONEJOHNSONZ11 11.6 457857 &8 133 33 34 267% -0.41 [0.83, 0.02] ——
Subtotal (95% CI) 107 86 S574%  -0.49[-0.79,-0.20] -

Heterogeneity: Chi®= 031, df=1{F=0.58), F= 0%
Testfor overall effect: £= 3.32 (P = 0.0009)

3.1.2 Aripiprazole
MARCUS2009 -2F21622 3256739 148 1.7 332 44 42 6% -0.31 [-0.65, 0.03] ——
Subtotal (95% CI) 148 44 42.6% -0.31[-0.65, 0.03] -
Heterogeneity: Mot applicahle

Test for overall effect: Z=1.80 (P = 0.07)

Total (95% CI) 255 130 100.0% -0.42 [-0.64, -0.20] <
Heterogeneity: Chi*= 0.96, df= 2 (P = 0621, F= 0% 5_2 51 7 ,i 25
Testror overall efrec_t: =370 (P:_ 0.0002) Fawours experimental  Favours contral
Test for subaroup differences: Chi*= 065, df=1 (P=042), F=0%

Low-dose antipsychotics versus placebo for the core autism feature of
restricted interests and rigid and repetitive behaviours as an indirect
outcome

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% C1 I, Fixed, 95% CI
4.1.1 Risperidone {0.125-0.175mgiday)
JOHMSOMEJOHNSOM 2011 122 479 24 133 33 34 41 0% -0.29 [-0.79, 0.21] ———
Subtotal {(95% CI) 29 34 41.0% -0.29 [-0.79, 0.21] e

Heterogeneity: Mot applicahle
Test for overall effect: Z=1.13 (F = 0.26)

4.1.2 Aripiprazole (5ma/day) - Change score

MARCIISI009 -2A 338 46 -1.7 332 44 A9.0% -0.27 [[0.68,0.14] —l
Subtotal (95% CI) 46 44 59.0% -0.27 [-0.68, 0.15] ~eaifft
Heterogeneity: Mot applicahle

Test for overall effect: Z=1.26 (F=021)

Total (95% Cl 75 78 100.0% -0.27 [-0.59, 0.04] -
Heterogeneity, Chif= 000, df=1 {P=0.95); F=0% 5_2 I1 1 1! 2!
Testfor overall effec.t: Z=183(P = 0.09) Favours experimental  Favours control
Test for subagroup differences: Chi*=0.00, df=1 {F = 0.95), F= 0%

1.7 BIOMEDICAL INTERVENTIONS AIMED AT CORE
FEATURES OF AUTISM (OVERALL AUTISTIC
BEHAVIOURS)

1.7.1 Complementary therapies for overall autistic behaviours as a direct
or indirect outcome

Acupressure versus waitlist for overall autistic behaviours as a direct
outcome
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Experimental Cantrol Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
1.1.1 Total score
CHAMZOOY 0.97 073 16 041 0.4 16 100.0% 0.92 [0.19, 1.66] i
Subtotal (95% CI) 16 16 100.0% 0.92 [D.19, 1.66]
Heterogeneity: Mot applicable
Testfor averall effect 2= 2.46 (P =0.01)
1.1.2 Language
CHAMZOOY 1.21 0.73 16 043 034 16 100.0% 1.33[0.55 2.10] i
Subtotal (95% CI) 16 16 100.0% 1.33 [0.55, 2.10]
Heterogeneity: Mot applicakle
Testfor overall effect: 2= 3.36 (F = 0.0008)
1.1.3 Social interaction
CHAMZODY 1.07 077 16 042 0449 16 100.0% 098 [0.24 1.72] i
Subtotal (95% CI) 16 16 100.0% 0.98 [D.24, 1.72]
Heterogeneity: Mot applicakle
Testfor averall effect: £= 2.60 (P = 0.009)
1.1.4 Stereotyped hehaviour
CHAMZOOY 0.5 1.08 16 0.34 0.67 16 100.0% 0.23[-0.47, 092 t
Subtotal (95% CI) 16 16 100.0% 0.23[-0.47,0.92]
Heterogeneity: Mot applicable
Testfor overall effect £= 0.64 (P =0.92)
1.1.5 Mator functioning
CHAMZODY 1.03 115 16 059 0.71 16 100.0% 0.45[-0.25,1.158] .—t
Subtotal (95% CI) 16 16 100.0% 0.45 [-0.25, 1.15]

Heterogeneity: Mot applicakle
Testfor overall effect: Z=1.258(F=0.21)

Testfor subgroup differences: Chf=560, df= 4 (FP=023), F=2853%

2 1
Favours cantral

0

1z
Favaurs experimenta

Acupuncture/electro-acupuncture and conventional educational programme
versus conventional educational programme only for overall autistic
behaviours as a direct outcome

Overall autistic behaviours (ATEC)

Autism: the management and support of children and young people on the autism

spectrum

52



Experimental Cantrol Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI

2.1.1 Total score

WOMNG2002 6167 17.504 18 144 198 18 100.0% 0.25[-0.41, 0.90]
Subtotal (95% CI) 18 18 100.0% 0.25 [-0.41, 0.90]

Heterogeneity: Mot applicable
Testfor averall effect £=0.74 {F = 0.46)

2.1.2 Communication and speech

WONG2002 0.444 28617 18 067 4.537 18 100.0% -0.06 [-0.71, 0.58]
Subtotal (95% CI) 18 18 100.0% -0.06 [-0.71, 0.59]

Heterageneity: Mot applicahle
Testfar overall effect Z=0.18 (F = 0.86)

2.1.3 Sociahility

WONG2008 1.944 728 18 089 7045 18 100.0% 014 [-0.51, 0.80] i
Subtotal (95% CIy 18 18 100.0% 0.14 [-0.51, 0.80]

Heterageneity: Mot applicahle

Testfor averall effect £=043{F = 0.67)

2.1.4 Sensory and cognitive awareness

WOMNG2002 1.611 6572 18 -0.89 4922 18 100.0% 0.42[-0.24,1.08]
Subtotal (95% CI) 18 18 100.0% 0.42 [-0.24, 1.08]

Heterogeneity: Mot applicable
Testfar overall effect Z=1.248(F=021)

2.1.5 Physical health and hehaviour

WONGZ008 2167 5833 18 078 8782 18 100.0% 018 [-0.47 084
Subtotal (95% CIy 18 18 100.0% 0.18 [-0.47, 0.84]
Heterageneity: Mot applicahle

Testfor averall effect =044 (F = 0.4&)

-2 - 0 1 2
Favaurs control  Favours experimenta

Testfor subgroup differences: Chif=1.08, df=4 (F=080, F=0%

Overall autistic behaviours (RLRS)
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Experimental Control . Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI IV, Fixed, 95% CI
2.2.1 Total score
WONG2002 01527 01823 15 -0.02 0.2624 14 42.8% 0.73[0.02, 1.49] -
WONGZ008 0143 0311 18 016 0.252 18 &7.2% -0.06 [F0.71, 0.59] t
Subtotal (95% CI) 33 32 100.0% 0.28[-0.21, 0.77]
Heterogeneity, Chi*= 242 df=1{P=012); F=549%
Testfor owerall effect Z=111 (F=0.27)
2.2.2 Motor
WONG2002 0.2487 05079 14 0.1 0294 18 45.0% 0.25 [0.37,1.07] —
WONG2008 0182  0.499 18 018 0.68 18 65.0% 0.00 [0.64, 0.66] t
Subtotal (95% CI) 33 33 100.0% 0.16 [-0.33, 0.64]
Heterogeneity, Chif= 048, df=1 (P =049 F= 0%
Testfor overall effect Z=0.64 (P =0.52)
2.2.3 Social
WONG2002 0.02867 0.3437 15 047 0.3871 15 45.0% -0.37 [1.09, 0.358] —
WONG2008 0.061  0.496 18 009 0341 18 85.0% -0.07 [0.72, 0.59] j
Subtotal (95% CI) 33 33 100.0% -0.20[-0.69, 0.28]
Heterogeneity: Chi®= 037, df=1 (P = 0.54), F= 0%
Testfor overall effect Z=0.82 (P=0.41)
2.2.4 Affective
WONGZ002 03727 0181 15 012 0rz 15 44.7% 0.47 [0.25,1.20] =
WONGZ008 0.222 0.489 18 026 05148 18 85.3% -0.07 [0.73, 0.58] t
Subtotal (95% CI) 33 33 100.0% 0.17 [-0.32, 0.66]
Heterogeneity: Chi*=1.20, df=1{P=027) F=17%
Testfor overall effect £= 0.69 (P = 0.49)
2.2.5 Sensory
WONG2002 0187 0281 15 -003 0.358 15 44.5% 0587 [F017,1.30] -
WONGZ008 015  0.325 18 025 0505 18 45.5% -0.23 [F0.89, 0.43] ——
Subtotal (95% CI) 33 33 100.0% 0.12 [-0.36, D.61] gl
Heterogeneity, Chi*= 242 df=1 {P=011} F=E60%
Testfor owerall effect: Z= 040 (F =062
2.2.6 Language
WONG2002 0.08667 0.3021 15 -0.07 0.3754 15 45.0% 0.45[0.28,1.17] —T
WONG2008 01 034 18 0 0.361 18 65.0% 0.28 [0.38, 0.54] ——
Subtotal (95% CI) 33 33 100.0% 0.35[-0.13, 0.84] e
Heterogeneity, Chif=011,df =1 (P=0.74) F= 0%
Testforoverall effect Z=143 (F=0.19)

22 -1 0 1 z

Test for subgroup differences: Chi*=3.00,df=5(P=070), F=0%

Overall autistic behaviours (CGI)

Favaurs cantrol

Fawours experimeanta
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Acupuncture/electro-acupuncture versus sham acupuncture/electro-
acupuncture for overall autistic behaviours as an indirect outcome

Overall autistic behaviours (RLRS; change scores)
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Experimental Control Std. Mean Difference Std. Mean Difference

Studyvor Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% Cl IV, Fixed, 95% CI
3.1.1 Total score

WONG20104 -0.4 038 25 -0.22 045 28 A73% -0.43 099, 0.14] ——
WORNG2010B -0 027 30 -0.08 0.26 28 8527% -018 [-0.72,0.39)] ——
Subtotal (95% CI) 55 50 100.0% -0.30 [-0.69, 0.09] -

Heterogeneity: Chi®= 037, df=1{F =094}, F= 0%
Testfor overall effect Z=1.582(F=013)

3.1.2 Motor

WONG20104 -0.28 0.85 25 -0.08 046 28 A7 4% -0.38 [-0.95,0.17] ——
WORNG2010B -0.06 0.36 30 -011 032 25 52E6% 0.14[-0.39, 0.68] —i—
Subtotal (95% CI) 55 50 100.0% -0.11[-0.49, 0.28] -

Heterogeneity: Chi®=1.83, df=1{F=018); F= 49%
Test for overall effect 2= 085 (P =043

3.1.3 Social

WONG20104 -0.3 076 25 -0.24 1 25 48.0% -0.07 [-0.62, 0.49]
WORNG2010B -0.11 0.33 30 -0.02 038 28 52.0% -0.25 [-0.78, 0.28]
Subtotal (95% CI) 55 50 100.0% -0.16 [-0.55, 0.22]

Heterogeneity: Chi®= 022, df=1{F =064}, F= 0%
Test for overall effect Z= 083 {F=041)

3.1.4 Affective
WONGZ20104 -0.62 0.549 25 -0.35% 076 25 A7 4% -0.38 [-0.95,0.17] ——
WORNG2010B -0.13 0.54 30 -0.08 0.39 25 52E6% -017 070, 0.37) ——
Subtotal (95% CI) 55 50 100.0% -0.27 [-0.66, 0.11] i
Heterogeneity: Chi®= 033, df=1{F =097, F= 0%
Test for overall effect Z=138{F =017
3.1.5 Sensory
WONGZ20104 -0.35 0.65 25  -03 033 25 47 8% -0.10 [-0.65, 0.46]
WORNG2010B -0.04 0.39 30 0 0349 28 52.1% -010[-0.63,0.43] ?
Subtotal (95% CI) 55 50 100.0% -0.10 [-D.48, 0.29]
Heterogeneity: Chi®= 000, df=1{F =0.99); F= 0%
Testfor overall effect Z=0480(F =083
3.1.6 Language
WONGZ20104 -0.44 0.28 25 -032 04 258 AT T% -0.34 [-0.90, 0.22] ——
WORNG2010B -0.13 0.3z 30 -0.03 035 28 523% -0.30 [-0.83,0.24] ——
Subtotal (95% CI) 55 50 100.0% -0.32 [-0.70, 0.07] i
Heterogeneity: Chi®=0.01, df=1{F =091}, F= 0%
Test for overall effect Z=161 {(F=011)

-2 R 0 1 2

. . Favours experimental  Favours control
Testfor subaroup differences Chi*=1.25, df= 5 {FP=094), F=0%

Positive treatment response (improvement in autistic behaviours; CGI-I)

Autism: the management and support of children and young people on the autism
spectrum 56



Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total BEwvents Total Weight M-H, Fized, 95% CI M-H, Fixed, 95% Cl
3.2.1 Much improvement

WONGZ201 0B 7 ao 1 25 1000% 583 [0.77, 44.28) l
Subtotal (95% CI) 30 25 100.0% 5.83[0.77, 44.28] -
Total events 7 1

Heterogeneity: Mat applicable
Test for overall effect Z=1.71 (F=0.09)

3.2.2 Minimal improvement

WONG2010B 20 20 14 25 1000%  1.19[0.77,1.53] !
Subtotal (95% Clj 30 25 1000%  1.19[0.77,1.83]
Total events 20 14

Heterogeneity: Mot applicahle
Testfor overall effect Z=080{F=0.43)

0.02 0.1 1 &0
. . Favours contral  Favours experimenta
Test for subgroup differences: Chi®= 226, df =1 (P=013), F=557%

Positive treatment response for social relatedness (study-specific parent-reported
'better than before')
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Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight  M-H, Fized, 95% CI M-H, Fixed, 95% CI
3.3.1 Social response
WORGZ010B 4 an ] 25 100.0% 067 [0.20, 2.22]
Subtotal (95% CI) 30 25 100.0% 0.67 [0.20, 2.22]
Total events 4 i
Heterogeneity: Mot applicable
Testfor overall effect £= 066 (F=0.481T)
3.3.2 Social initiation
WORGZ010B 7 an 1] 25 100.0% 12.58[0.75, 209.88] l
Subtotal (95% CI) 30 25 100.0% 12.58[0.75, 209.98] 1
Total events 7 1]
Heterogeneity: Mot applicable
Testfor overall effect £=1.76 (F = 0.08)
3.3.3 Eye contact
WONG2010B 7 a0 4 25 1000%  1.46(0.48,4.42] t
Subtotal (95% CI) 30 25 100.0% 1.46 [0.48, 1.42]
Total events 7 4
Heterogeneity: Mot applicable
Test for overall effect £= 0.67 (P =0.50)
3.3.4 Share
WORGZ010B 1] an 1 25 100.0% 0.28[0.01, 6.58] _+_
Subtotal (95% CI) 30 25 100.0% 0.28 [0.01, 6.58]
Total events i 1
Heterogeneity: Mot applicable
Testfor overall effect £=0.79 (F=0.43)
3.3.5 Curiosity
WORGZ010B 1] an 1 25 100.0% 0.28[0.01, 6.58] l
Subtotal (95% CI) 30 25 100.0% 0.28 [0.01, 6.58]
Total events i 1
Heterogeneity: Mot applicable
Testfor overall effect £=0.79 (F=0.43)
3.3.6 Patience
WORGZ010B 1 an 1] 25 100.0% 252011, 09.148] l
Subtotal (95% CI) 30 25 100.0% 2.52[0.11, 59.18]
Total events 1 1]

Heterogeneity: Mot applicable
Testfor overall effect Z= 057 (P =0.87)

0.005

Favours control

Testfor subgroup diferences: ChiF= 550, dfi= 8 (FP=0.36), F=9.1%

01

10 200
Favours experimenta

Positive treatment response for non-verbal and verbal communication (study-specific

parent-reported 'better than before')
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Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fized, 95% CI
J.4.1 Expressive language
WONG201 0B 11 a0 T 24 100.0% 1.26 [0.58, 2.759]
Subtotal (95% CI) 30 24 100.0% 1.26 [0.58, 2.75]
Total events 11 T
Heterogeneity: Mat applicable
Testfor averall effect Z= 0467 (P=0.47)
3.4.2 Receptive language
WONG2010B 17 30 5 25 100.0%  2.83[1.22,6.59] t
Subtotal (95% CI) 30 25 100.0%  2.83[1.22,6.599]
Total events 17 4
Heterogeneity: Mot applicahle
Testfor overall effect £= 242 (P=0.02)
3.4.3 Pointing
WONG2010B 1 30 0 25 100.0% 2.52(0.11,59.18] _+—_
Subtotal (95% CI) 30 25 100.0% 2.52[0.11,59.18]
Total events 1 il
Heterogeneity: Mot applicahle
Testfor averall effect £= 0487 (P=0.457)
3.4.4 Imitation
WORGZ01 0B 1 a0 il 25 1000% 252[0.11,59.18] l
Subtotal (95% CI) 30 25 100.0% 2.52[0.11, 59.18]
Total events 1 0

Heterogeneity: Mot applicahle

Test for averall effect £= 047 (P =057}

0.

Test for subgroup differences: Chi®=1.99, df= 2 (P=0.457), F= 0%

0z 04
Fawvou

10 &0

re control  Favours experimenta

Positive treatment response for stereotypy interest and behaviour (study-specific
parent-reported 'better than before')
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Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total EBEwvenis Total Weight M-H, Fized, 95% Cl M-H, Fixed, 95% CIl
3.5.1 Temper
WONG201 0B a a0 q 25 100.0% 1.33[0.50, 3.56)]
Subtotal (95% CI) 30 25 100.0% 1.33[0.50, 3.56]
Total events a 4
Heterogeneity: Mot applicahle
Testfor overall effect Z=057 (P=057)
3.5.2 Compulsive hehaviour
WONGZ01 0B 1 a0 1 25 100.0% 0.83[0.05 12.66) l
Subtotal (95% CI) 30 25 100.0% 0.83 [0.05, 12.66]
Total events 1 1
Heterogeneity: Mot applicahle
Testfor overall effect Z=0.13 (P =0.90)
3.5.3 Adaptation to change
WONGZ201 0B il ao 1 25 100.0% 0.28[0.01, 6.58) _+_
Subtotal (95% CI) 30 25 100.0%  0.28[0.01, 6.58]
Total events 1] 1

Heterogeneity: Mot applicahle
Testfor overall effect Z=073{(F=043

Testfor subagroup differences: Chi*=0.91, df= 2 (FP=064), F=0%

10 50
Favours experimenta

0.0z 01
Favours control

Positive treatment response for cognition (study-specific parent-reported 'better than

before')
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  FEvents  Total Bvents Total Weight M-H, Fized, 95% CI M-H, Fized, 95% CI
3.6.1 Memory
WONGZ010B 1 an 2 28 100.0% 0.42[0.04, 433 l
Subtotal {95% CI) 30 25 100.0% 0.42 [0.04, 4.33]
Total events 1 2
Heterogeneity: Mot applicahle
Testfor overall effect Z=0.73 (P = 0.46)
J.6.2 Learning ability
WORGZ010B 2 an 2 28 100.0% 0.83[0.13, 5.80] l
Subtotal (95% CI) 30 25 100.0% 0.83 [0.13, 5.50]
Total events 2 2

Heterogeneity: Mot applicahle
Testfor overall effect Z=0.19 (P = 0.85)

Testfor subagroup differences: Chi*=0.20, df=1 (P =065), F=0%

005 0.2 5 20
Favours control  Favours experimenta

Positive treatment response for motor abnormalities (study-specific parent-reported

'better than before')
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Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Bvents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
3.7.1 Motor skill
WORGZ010B 4 30 1] 25 1000% 9.23[0453159.14] l
Subtotal (95% CI) 30 25 100.0% 9.23[0.53, 159.14] —
Total events a 0
Heterogeneity: Mot applicable
Testfor overall effect =153 (FP=0.13)
3.7.2 Coordination
WORGZ010B a 30 2 25 1000%  3.331[0.73, 14.29] —t
Subtotal (95% Cl) 30 25 100.0% 3.33[0.78,14.29] .
Total events g 2
Heterageneity: Mot applicable
Testfor overall effect =162 (F=0.11)
3.7.3 Drooling
WO GZ010B 2 30 1 25 1000%  1.67 (016, 17.32) i
Subtatal (95% Cl) 30 25 100.0% 1.67 [0.16, 17.32]
Total events 2 1

Heterogeneity: Mot applicable
Testfor overall effect £= 043 (P = 0.67)

0.m

Testfor subgroup differences: Chif= 0,83, df= 2 (F = 0.6B), F= 0%

0.1 10 100
Fawours control  Favours experimenta

Positive treatment response for other parent-reported changes (study-specific parent-

reported 'better than before')
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Experimental Control Risk Ratio Risk Ratio

Study or Subgroup  Events  Total Events Total Weight  M-H, Fized, 95% CI M-H, Fixed, 95% CI
3.8.1 Appetite
WONG2010B 3 a0 1 25 100.0%  2.50(0.28, 22.56] i
Subtotal (95% CI) 30 25 100.0% 2.50[0.28, 22.56]
Total events 3 1
Heterogeneity: Mot applicable
Testfor overall effect Z=082 (F=0.41)
3.8.2 Attention span
WOMGZ01 0B ] 30 ] 25 100.0% 1594 [0.97, 260.91] l
Subtotal (95% CI) 30 25 100.0% 15.94[0.97, 260.91]
Total events ] 1]
Heterogeneity: Mot applicable
Testfor overall effect £=1.94 (P =0.09)
3.8.3 Sleeping pattern
WOMGZ01 0B 7 30 3 25 100.0% 1.94 [0.56, 6.749) :t
Subtotal (95% CI) 30 25 100.0% 1.94 [0.56, 6.75]
Total events 7 3
Heterogeneity: Mot applicable
Testfor overall effect Z=1.05 (P =0.29)
3.8.4 "Crafty"
WONG2010B 7 a0 1 25 1000%  1.67(0.16,17.32] i
Subtotal (95% CI) 30 25 100.0% 1.67 [D.16, 17.32]
Total events 2 1
Heterogeneity: Mot applicable
Testfor overall effect Z= 043 (P =0.67)
0005 0. 110 200

) ) Favours control  Favours experimenta
Testfor subgroup differences: Chi*=1.96, df= 3 (P =058}, F=0%

Qigong massage training versus waitlist for overall autistic behaviours as
an indirect outcome

Overall autistic behaviours

Experimental Control Std. Mean Difference Std. Mean Difference
Studyor Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% Cl I, Fixed, 95% CI
4.1.1 Teacher-rated ABC
SILWAZ009 339 186 25 594 354 21 BY.E% -0.91 [-1.52,-0.30] —i—
Subtotal {95% CI) 25 21  57.6% -0.91[-1.52, -0.30] —eo-—

Heterogeneity: ot applicable
Test for overall effect £= 292 (F=0004)

4.1.2 Parent-rated PDDBI

SILVAZ2011B 49 127 15 589 123 18 42.4% -0.77 [-1.449, -0.06] —
Subtotal {95% CI) 15 18 42.4% -0.77 [-1.49, -0.06] el
Heterogeneity: Mot applicakle

Test for overall effect £= 213 (F=003

Total {(95% CI) 40 39 100.0% -0.85[-1.32, -0.39] .
Heterogeneity: Chi®= 0.08, df=1 {P=0.78); F= 0% 5_2 51 1 15 25
Test for overall effect £= 3.60 (F=0.0003)
Testfor subagroup differences: Chi*= 008, df=1 {F=078), F=0%

Favours experimental  Favaurs control

Social, language, and communication abilities
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Experimental Cantrol Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI

4.2.1 Teacher-rated PDDBI

SILvAZ009 867 4.7 25 476 121 21 100.0% 0.82[0.22,1.43] i
Subtotal (95% CI) 25 21 100.0% 0.82 [0.22, 1.43]

Heterogeneity: Mot applicahle
Testfor averall effect £= 2.66 (P = 0.008)

4.2.2 Parent-rated PDDBI

SILvAZ009 g1.1 7 29 492 128 21 543% 1.16[0.53,1.79] —i—
SILvAZOT1E 506 104 19 531 122 18 457% -0.21 [-0.90, 0.47] ——
Subtotal (95% Cl) 40 39 100.0% 0.53 [0.07, 1.00] -

Heterogeneity: Chi*=8.34, df=1 (P = 0.004); 7= 88%
Testfor averall effect £= 2,25 (P =0.02)

-2 -1 0 1 2
Fawours contral  Favours experimenta

Testfor subgroup differences: Chi*= 056, df=1 (P =0.46), F=0%

Maladaptive behaviour

Experimental Control Std. Mean Difference Std. Mean Difference
Studyor Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI I, Fixed, 95% CI
4.3.1 Teacher-rated PDDBI
SILvAZ009 44 TE 25 4497 122 21 1000% -0.46 [-1.16, 0.03] i
Subtotal (95% CI) 25 21 100.0% -0.56 [-1.16, 0.03]

Heterogeneity: Mot applicakle
Test for overall effect: £=1.86 (P = 0.06)

4.3.2 Parent-rated PDDBI

SILvAZ004 456 1048 26 575 104 21 A73% -1 10 F1.73,-0.48] —i—
SILvAZ011B 487 1046 14 61.3 152 18 427% -0.92 [-1.65,-0.20] —
Subtotal (95% Cl) 40 39 100.0% -1.03 [-1.50, -0.55] -

Heterogeneity: Chi*=013, df=1 (P=0713 F=0%
Testfor overall effect: Z=4.24 (P = 0.0001)

-2 -1 ] 1 2
Favaurs experimental  Favours cantral

Testfor subgroup differences: Chf=1.43, dfi=1{F=023), F=259%

1.7.2 Hormones for overall autistic behaviours as a direct or indirect
outcome

Secretin versus placebo for overall autistic behaviours as a direct or indirect
outcome

Positive treatment response (decrease of >4.07 points CARS or parent-rated CGI
'much/very much improved')
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Experimental Control Risk Ratio Risk Ratio

Study or Subgroup  Events  Total EBEwvenis Total Weight M-H, Fized, 95% Cl M-H, Fixed, 95% CIl
1.1.1 Post-treatment

COMIGLIOZ001 11 28 T 29 100.0% 1.63[0.74, 3.60) i
Subtotal (95% CI) 28 29 100.0% 1.63 [D.74, 3.60]

Total events 11 T

Heterogeneity: Mot applicahle
Testfor overall effect Z=1.20{F=0.23

1.1.2 Follow-up

COMIGLIOZ00 10 28 a 28 520% 1.29 [0.60, 2.80] — i
SAMDLER1994 q 27 T 28 43.0% 1.19 052, 2.71] —i—
Subtotal (95% CI) Liti 54 100.0% 1.24 [0.71, 2.19] gl
Total events 19 14

Heterogeneity: Chi®*= 002, df=1 (P =0.88);, F=0%
Test for averall effect £=0.76 (P =049}

01 02 05 2 5 10
Fawvours cantral  Favours experimenta

Test for suboroup differences: Chi®= 0,29, df=1 (P =0.549), F= 0%

Overall autistic behaviours (CARS; endpoint or change scores)

Experimental Control Std. Mean Difference Std. Mean Difference
Studyor Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% Cl I, Fixed, 95% CI
DUNKGEIERZ000 -1.2 2086 47 14 277 48 B9.6% 012 [-0.28,0.52]
MOLLOY2002 382 43 19 383 52 23 304% 018 [-0.43,0.79
Total {(95% CI) 66 71 100.0% 0.14 [-0.20, 0.48]

-2 - 0 1 2
Favours experimental  Favaurs control

Heterogeneity: Chi*= 003, df=1 (P =087, F=0%
Testfor overall effect 2= 082 (F=041)

Overall autistic behaviours (ABC Total; change score)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fized, 95% CI
1.3.1 Post-intervention
DUMKGEIERZ000 =131 1744 45 -14 1871 48 B45% 0.05 [-0.36, 0.46]
SAMDLER199Y 44 17.18965 27 162 2034984 25 3545% -0.36 [-0.91, 0.19]
Subtotal (95% CI) 72 ¥3 100.0% -0.09[-0.42, 0.23]

Heterogeneity: Chi*=1.36, df=1{P=0.24), F= 26%
Testfor averall effect Z= 057 (P=0.47)

1.3.2 Follow-up
SAMDLER1999 5.9 2199264 27 178 1562577 25 100.0% -0.46 [-1.01,0.10] i‘
Subtotal (95% CI) 27 25 100.0% -0.46 [-1.01, 0.10]

Heterogeneity: Mot applicable
Testfor averall effect Z=1.62 (P=010)

-2 -1 a 1 2
Favours experimental  Favours control

Testfor subaroup differences: Chif=1.22, df=1 (P=0.27), F=18.3%

Sensory function (ABC sensory; change scores)
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Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% CI IV, Fixed, 95% Cl
1.4.1 Post-intervention

DUMMGEIERZO00 -24 5.25 43 47 6.04 45 B3I1% 0.05 [-0.37, 0.47]

SAMDLER1984 1.5 27806TY 27 28 4845199 25 368% -0.33[-0.88,0.22]

Subtotal {95% CI) 70 70 100.0% -0.09 [-0.42, 0.25]

Heterageneity: Chi*= 117, df=1 (P =028, F=14%
Testfor overall effect Z= 051 (F=061)

1.4.2 Follow-up
SAMDLER1984 1.7 3665441 27 4.3 4935364 25 100.0% -0.52 [-1.08, 0.03] i
Subtotal {95% CI) 27 25 100.0% -0.52[-1.08, 0.03]

Heterageneity: Mat applicable
Testfor overall effect Z=1.85 (F=0.08)

2 R 0 1 2
. ) Favours experimental Favours contral
Testfor subgroup differences: Chi*=1.75,df=1 (P =019, F=43.0%

Social relatedness (ABC social relatedness; change scores)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fized, 95% CI
1.5.1 Post-intervention
DUMKGEIERZO00 -348 6.63 44 -4 fi.86 47 B4.0% 0.01 [-0.40, 0.43]
SAMDLER1934 26 7204487 27 55 10174492 28 36.0% -0.33[-0.87, 0.27]
Subtotal (95% CI) 71 ¥2 100.0% -0.11 [-0.44, 0.22]

Heterogeneity: Chif= 095 df=1{P=033,F=0%
Testfor averall effect Z=0.64 (F=048%)

1.5.2 Follow-up
SAMDLER1999 23 8TMIAN 27 5 B.9A3619 25 100.0% -0.30 [-0.85, 0.25] 1—
Subtotal (95% CI) 27 25 100.0% -0.30 [-0.85, 0.25]

Heterogeneity: Mot applicable
Testfor overall effect Z=1.08 (F=0.28)

I 1
-2 - 0 1 2
Favours experimental  Favours control

Testfor subaroup differences: Chi*=0.35, df=1 (P=0.55), F=0%

Body and object use (ABC body and object use; change scores)

Experimental Control Std. Mean Difference Std. Mean Difference
Studhy or Subgroup  Mean SD Total Mean 5D Total Weight IV, Fixed, 95% Cl I, Fixed, 95% Cl
1.6.1 Post-intervention
DUMMGEIERZO00 -6 5.04 45 47 6.24 48 B4.2% 0.02 [-0.39, 0.43]
SAMDLER1984 24 A5R1358 27 3.6 8357964 25 358% -0A7 [-0.71,0.38]
Subtotal {95% CI) 72 73 100.0% -0.05 [-0.38, 0.28]

Heterogeneity: Chi*= 028, df=1 (P = 0.60); F= 0%
Testfor overall effect Z=030(F=077)

1.6.2 Follow-up
SAMNDLER1999 3.3 7457278 27 41 £.298759 25 100.0% -0.11 [-0.66, 0.43] i
Subtotal {95% CI) 27 25 100.0% -0.11 [-0L66, 0.43]

Heterogeneity: Mot applicable
Testfor overall effect Z=0.41 (F=0.68)

-2 -1 0 1 2
Favours experimental  Favours control

Testfor subgroup differences: Chi*= 004, df=1 (F=084), F=0%

Language (ABC language; change scores)
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Test for overall effect: Z = 0.86 (P = 0.39)

Favours control

Autism: the management and support of children and young people on the autism

spectrum

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% CI IV, Fixed, 95% Cl
1.7.1 Post-intervention
DUNMGEIER 2000 -0.9 3.89 42 -1.8 6.48 42 B2.0% 0.17 [-0.26, 0.60] —i—
SAMDLER1999 1.1 4.802991 27 26 5208539 25 3B.0% -0.30 [-0.84, 0.25] —
Subtotal (95% CI) 69 67 100.0% -0.01 [-0.35, 0.33] -
Heterogeneity, Chi*=1.70, df =1 (P=019); F=41%
Testfor overall effect Z=0.05 (F =098
1.7.2 Follow-up
SAMDLER1999 0.1 4802991 27 1.6 4431309 25 100.0% -0.32 [0.87,0.23] i—
Subtotal (95% CI) 27 25 100.0% -0.32 [-0.87, 0.23] -
Heterogeneity, Mot applicable
Testfor overall effect Z=1.14 (F =025
-2 -1 0 1 7
i . Favours experimental  Favours control
Testfor subaroup differences: Chi*= 0849, df=1 (F=0.38). F=0%
Socialization (ABC socialization; change scores)
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fized, 95% CI
1.8.1 Post-intervention
DUMNKGEIER 2000 -2.5 3.89 42 21 537 45 B2E% -0.08 [-0.50, 0.34]
SAMDLER1999 1.8 3665441 27 1.8 4191097 25 374% 0.00[-0.54, 0.54]
Subtotal (95% CI) 69 F0  100.0% -0.05 [-0.39, 0.28]
Heterogeneity: Chi*f= 006, df=1{P=081), F=0%
Testfor averall effect Z=0.31 (F=0.76)
1.8.2 Follow-up
SAMDLER1999 1.4 4044624 27 28 B.783279 25 100.0% -0.25 [-0.80, 0.30] 1—
Subtotal (95% CI) 27 25 100.0% -0.25 [-0.80, 0.30]
Heterogeneity: Mot applicable
Testfor overall effect Z=089 (F=0.37)
2 R 0 1 2
. . Favours experimental  Favours control
Testfor subaroup differences: Chi®= 036, df=1 (P=0.55), F=0%
Overall autistic behaviours (GARS)
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
MOLLOY2002 981 T8 19 949 B3 23 42.4% 0.39[-0.23, 1.00] L
OWLEY 1999 86.9 13.2 28 B25 152 28 5T76% 0.30 [-0.22, 0.83) T
Total {95% CI) 47 51 100.0% 0.34 [-0.06, 0.74] -
Heterogeneity: Chi* = 0.04, df =1 (P = 0.84); I*= 0% :2 1 5 1 2:
Test for overall effect: 7 = 1.67 (P =0.10) Favours experimental  Favours control
Overall autistic behaviours (CGI)
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
OWLEY 1999 29 08 28 27 09 28 100.0% 0.23 [-0.29, 0.76] -
Total (95% CI) 28 28 100.0% 0.23 [-0.29, 0.76]
Heterogeneity: Mot applicable ) y 5 P Py

Favours experimental
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Response to social interaction (CGI; change scores)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
1.11.1 Post-intervention
SaMODLERT994 01 1.39034 27 0.1 1.2113 25 100.0% 0.00[-0.54, 0.54]
Subtotal (95% CI) 27 25 100.0% 0.00 [-0.54, 0.54]
Heterogeneity, Mot applicahle
Testfor overall effect Z=0.00 (P =1.00)
1.11.2 Follow-up
SaMODLERT994 -0.2 1.69582 28 0.3 1184096 24 100.0% -0.34 [-0.50,0.23] i—
Subtotal (95% Cl) 25 24 100.0% -0.34 [-0.90, 0.23] -
Heterogeneity: Mot applicahle
Testfor overall effect Z=116 (P =024

-2 - 0 1 7
. i Fawours contral  Favours experimenta
Testfor subagroup differences: Chi= 070, df=1(F =040, F= 0%
Social initiation (CGI; change scores)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
1.12.1 Post-intervention
SAMDLER198Y 0.3 1011156 s 04 109017 25 100.0% -0.09 [-0.64, 0.45]
Subtotal {95% CI) 27 25 100.0% -0.09 [-0.64, 0.45]
Heterageneity: Mat applicable
Testfor overall effect Z=034 (F=074
1.12.2 Follow-up
SAMDLER1984 0.2 109017 25 0.2 1.0B5687 24 100.0% 0.00 [-0.56, 0.56] i
Subtotal {95% CI) 25 24 100.0% 0.00 [-0.56, 0.56]
Heterageneity: Mot applicable
Testfor overall effect Z=0.00(F=1.00)

-2 -1 0 1 7
. ) Favours contral  Favours experimenta
Testfor subgroup differences: Chi*= 006, df=1 (F=081), F=0%
Use of speech (CGI; change scores)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fized, 95% CI
1.13.1 Post-intervention
SAMNDLER1999 0.2 1.011158 27 0.4 0993266 25 100.0% -0.20 [-0.74, 0.39] 1—
Subtotal {95% CI) 27 25 100.0% -0.20[-0.74, 0.35]
Heterogeneity: Mat applicable
Testfor overall effect Z=0.71 (F=0.48)
1.13.2 Follow-up
SAMDLER1994 0.2 0.96904 25 0.2 0.828867 24 100.0% 0.00 [-0.58, 0.56] i
Subtotal (95% CI) 25 24 100.0% 0.00 [-0.56, 0.56]

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

Testfor subgroup differences: Chi*= 024, df=1 (P =062), F=0%

-2

1
-1 i} 1 2
Favours control  Favours experimenta
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Types of repetitive behaviour (CGI; change scores)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean 5D Total Mean 5D Total Weight IV, Fixed, 95% Cl I, Fixed, 95% CI
1.14.1 Post-intervention
SAMDLER1934 01 1.011156 27 0.3 1.2113 25 100.0% -018 072, 0.37]
Subtotal {95% CI) 27 25 100.0% -0.18 [-0.72, 0.37]
Heterogeneity: Mot applicable
Testfor overall effect Z= 064 (F=052)
1.14.2 Follow-up
SAMDLER1934 -0 1.2113 25 0.2 1.065687 24 100.0% -0.26 [-0.82, 0.30] 1—
Subtotal {95% CI) 25 24 100.0% -0.26 [-0.82, 0.30]

Heterogeneity: Mot applicable
Testfor overall effect Z=090(F=0.37)

K

-2 0 1 2
. ) Favours control  Favours experimenta
Testfor subgroup differences: Chis= 004, df=1 (F=084), F=0%
Behaviour problems (CGI; change scores)
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fized, 95% CI
1.15.1 Post-intervention
SAMDLER19349 0.4 1.011156 7 0 0.88804 25 100.0% 0.40 [-0.14, 0.95] —t
Subtotal {95% CI) 27 25 100.0% 0.40[-0.15, 0.95] -
Heterogeneity: Mot applicable
Testfor overall effect Z=1.42 (F=0.18)
1.15.2 Follow-up
SAMDLER198Y 06 1.33243 25 01 0947277 24 100.0% 0.42 [-0.14,0.98] —t
Subtotal {95% CI) 25 24 100.0% 0.42 [-0.14, 0.99] -
Heterogeneity: Mot applicable
Testfor overall effect Z=1.47 (F=014)
2 -1 0 1 2
i . Favours control  Favours experimenta
Testfor subgroup differences: Chi*= 000, df=1 (P =095, F=0%
Activity level (CGI; change scores)
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
1.16.1 Post-intervention
SAMDLER1984 01 0884762 27 -0.2 096904 25 100.0% 0.32 [0.23, 0.87] _—t
Subtotal {95% CI) 27 25 100.0% 0.32[-0.23, 0.87]
Heterageneity: Mat applicable
Testfor overall effect Z=1.14 (F=0.25)
1.16.2 Follow-up
SAMDLER1984 004 084791 25 -0.04 1.0B5EET 24 100.0% 0.08 [-0.48, 0.64] i
Subtotal {95% CI) 25 24 100.0% 0.08 [-0.48, 0.64]
Heterageneity: Mot applicable
Testfor overall effect Z=029(F =077
-2 -1 0 1 7

Testfor subgroup differences: Chi*= 035, df=1 (F=0.448), F=0%

Favours contral

Favours experimenta

Autism: the management and support of children and young people on the autism

spectrum

68



Sleep problems (CGI; change scores)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean 5D Total Mean 5D Total Weight IV, Fixed, 95% Cl I, Fixed, 95% CI
1.17.1 Post-intervention
SAMDLER1934 -0 133243 25 -0.3 1.1840496 24 100.0% 016 [-0.41,0.73]
Subtotal {95% CI) 25 24 100.0% 0.16 [-0.41, 0.72]

Heterogeneity: Mot applicable
Testfor overall effect Z=0.54 (F=0.59)

1.17.2 Follow-up

SAMDLER1934 -08 1420916 24 0.2 11840496 24 100.0% -0.23[-0.74, 0.34] 1—
Subtotal {95% CI) 24 24 100.0% -0.23[-0.79, 0.34]

Heterogeneity: Mot applicable

Testfor overall effect Z=0783 (F=044)

-2 - 0 1 2
Favours control  Favours experimenta

Testfor subgroup differences: Chis= 088, df=1 (P =035, F=0%

Digestive problems (CGI; change scores)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fized, 95% CI
1.18.1 Post-intervention
SAMDLER19349 -0.2 1.485484 26 004 1.065687 24 100.0% -018[-0.74,0.37]
Subtotal {95% CI) 26 24 100.0% -0.18 [-0.74, 0.37]

Heterogeneity: Mot applicable
Testfor overall effect Z= 064 (F=0523)

1.18.2 Follow-up

SAMDLER198Y -0.2 1.0B5887 4 02 0947277 24 100.0% 0.00 [-0.57, 0.57] i
Subtotal {95% CI) 24 24 100.0% 0.00 [-0.57, 0.57]

Heterogeneity: Mot applicable

Testfor overall effect Z=0.00(F=1.00)

-2 -1 0 1 2
Favours control  Favours experimenta

Testfor subgroup differences: Chi*= 020, df=1 (P =065, F=0%

Overall autistic behaviours (SOS total change score; porcine+synthetic groups
combined)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI IV, Fixed, 95% CI
1.19.1 Parent-rated
UMISzo0z2 -0.587872 0.833027 47 -05 1.090504 3 100.0% -0.10 [-0.56, 0.35]
Subtotal (95% CI) 47 31 100.0% -0.10 [-0.586, 0.35]

Heterogeneity: Mot applicable
Test for overall effect: Z=0.44 (P = 0.GE)

1.19.2 Teacher-rated

UMISZ002 -0.341176 1.432302 34 -06 1.578738 22 100.0% 047 [-0.37,0.71] i
Subtotal (95% CI) 34 22 100.0% 0.17 [-0.37, 0.71]

Heterogeneity: Mot applicable

Test for overall effect Z=062 (F=0.593

2 1 0 1 2
Favours experimental  Favours control

Test for subaroup differences: Chi*f= 058, df=1 (P=045), F=0%
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Social (SOS change score; porcine+synthetic groups combined)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean S0 Total Mean SD Total Weight I, Fized, 95% CI I, Fized, 95% CI
1.20.1 Parent-rated
UMISZ00z2 -0.791489 1.5979494 47 -0.8 1.226817 3 100.0% 0.07 [-0.38,0.83]
Subtotal (95% CI) 47 31 100.0% 0.07 [-0.38, 0.53]
Heterogeneity: Mot applicable
Test for averall effect Z=032 (P =079
1.20.2 Teacher-rated
UMIS2002 -0.5352584 1.5495549 34 -1 2142855 22 100.0% 0.25[-0.28,0.79] :t
Subtotal (95% CI) 34 22 100.0% 0.25[-0.28, 0.79]

Heterogeneity: Mot applicable
Testfor overall effect: Z=0.92 {F = 0.36)

Testfor subgroup differences: Chi= 025, df=1 (P =062}, F= 0%

-2 - 0 i 7
Favours experimental  Favours contral

Communication (SOS change score; porcine+synthetic groups combined)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total \Weight IV, Fixed, 95% CI I, Fixed, 95% CI
1.21.1 Parent-rated
UMIS2002 -0.544681 1.818008 a7 -1 1.772069 31 100.0% 0.25 [-0.20,0.71] t
Subtotal (95% Cl) 47 31 100.0% 0.25[-0.20,0.71]
Heterogeneity: Mat applicable
Testfor averall effect £2=1.08 (F = 0.28)
1.21.2 Teacher-rated
UMIS2002 0.0470538 2.224385 34 -1 1.804341 22 100.0% 0.50 [-0.05, 1.04] i
Subtotal (95% Cly 34 22 100.0% 0.50 [-0.05, 1.04]

Heterogeneity: Mot applicable
Testfor averall effect Z=1.73 (P =0.07)

Testfor subaroup differences: Chif= 047, df=1 (P =0.49), F=0%

2 1 0 1 2
Favours experimental  Favours contral

Repetitive behaviour (SOS change score; porcine+synthetic groups combined)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
1.22.1 Parent-rated
UMISZ002 -0.383617 21306549 47 0 1.635756 3 100.0% -0.20 [-0.65, 0.24] t
Subtotal (95% CI) 47 31 100.0% -0.20 [-0.65, 0.25]
Heterogeneity: Mot applicahle
Test for averall effect 2= 0.86 (P = 0.39
1.22.2 Teacher-rated
UMISZ002 -0.053824 1.864264 34 -04 163187 22 100.0% 018 [-0.36, 073 t
Subtotal (95% CI) 34 22 100.0% 0.18 [-0.36, 0.72]

Heterogeneity: Mot applicable
Test for overall effect 2= 066 (F=0.91)

Test for subaroup differences: Chif=112, df=1 (P=0.29, F=109%

-2 -1 0 i 2
Favours experimental  Favours contral

Digestive (SOS change score; porcine+synthetic groups combined)
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Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% CI IV, Fixed, 95% Cl
1.23.1 Parent-rated
UMIS2002 -0.3 11710345 47 -04 1226817 31 100.0% 0.08 [-0.37, 0.54]
Subtotal (95% CI) a7 31 100.0% 0.08 [-0.37, 0.54]
Heterogeneity: Mot applicable
Testfor averall effect Z= 036 (P=0.7%)
1.23.2 Teacher-rated
UMISZ002 -0.45 1.0839349 20 -1 2618361 15 100.0% 0.28 [-0.39, 0.96] —t
Subtotal (95% CI) 20 15 100.0% 0.28 [-0.39, 0.96]

Heterogeneity: Mot applicable
Testfor averall effect Z=083 (P=0.41)

I )
-2 -1 ] 1

2
. . Favours experimental  Favours control
Testfor subaroup differences: Chif=0.24, df=1 (P=063), F=0%
Mood (SOS change score; porcine+synthetic groups combined)
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
1.24.1 Parent-rated
UNIS2002 -0.3 1.473934 46 -0.2 2.044685 3 100.0% -0.06 F0.591, 0.40]
Subtotal (95% CI) 46 31 100.0% -0.06 [-0.51, 0.40]
Heterogeneity: Mot applicahle
Test far overall effect: Z=0.25(F = 0.80%
1.24.2 Teacher-rated
UMISZ002 -0181724 1.412288 28  -0.7 1.810361 18 100.0% 0.33 [-0.26, 0.93] —_t
Subtotal (95% CI) 29 18 100.0% 0.33 [-0.26, 0.93]
Heterogeneity: Mot applicable
Test for overall effect Z=110(F=0.27)
2 -1 0 1 2
. ) Favours expetimental  Fawours control
Test for subgroup differences: Chif=1.05, di=1 (P=0.31), F=47%
Sensory (SOS change score; porcine+synthetic groups combined)
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
1.25.1 Parent-rated
UrIS2002 -1.3 1.768722 46 -058 2:M732 31 100.0% -0.39 [-0.85, 0.07] i‘
Subtotal (95% CI) 46 31 100.0% 10,39 [-0.85, 0.07]
Heterogeneity, Mot applicable
Testfor overall effect Z=1.68 (F=0.09)
1.25.2 Teacher-rated
UrIS2002 -0.8 2730918 28 -0.8 2211997 18 100.0% 0.00 [-0.59, 0.59] i
Subtotal (95% CI) 28 18 100.0% 0.00 [-0.59, 0.59]
Heterogeneity, Mot applicable
Testfor overall effect Z=0.00(F=1.00)
2 R 0 1 2
. ) Favours experimental Favours control
Testfor subgroup differences: Chi*=1.06, df=1 (P=0.30), F=6.1%
Hyperactivity (SOS change score; porcine+synthetic groups combined)
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Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean 5D Total Mean SD Total Weight I, Fixed, 95% Cl I, Fixed, 95% CI
1.26.1 Parent-rated

UMIg2002 -0.45 2838117 46 -0.3 2.589594G 3 100.0% -0.05[-0.81, 0.400

Subtotal (95% Cl) 46 3 100.0% -0.05[-0.51, 0.40]

Heterogeneity: Mot applicable
Testfor overall effect Z=023 (P =082

1.26.2 Teacher-rated

UMIS2002 01888889 1.737565 27 -0 3494098 16 100.0% 0.14[-0.45, 0.76 i
Subtotal (95% Ch 27 16  100.0% 0.14[-0.48, 0.76]

Heterogeneity: Mot applicable

Testfor averall effect Z=0.44 (P = 0.6E)

-2 -1 0 1 2
Favours experimental  Favours control

Testfor subgroup differences: ChF=024, df=1 (F=0.62), F=0%

Lethargy (SOS change score; porcine+synthetic groups combined)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean S0 Total Mean SD Total Weight I, Fized, 95% CI I, Fized, 95% CI
1.27.1 Parent-rated
UMISZ00z2 -0 237017 46 -0.3 1.874634 30 100.0% 0.09 [-0.37, 0.55]
Subtotal (95% CI) 46 30 100.0% 0.09 [-0.37, 0.55]

Heterogeneity: Mot applicable
Test for averall effect Z=038 (P =070

1.27.2 Teacher-rated
UMIS2002 -0.BOTESZ 1.731276 26 -1.2 21BB918 15 100.0% 0.31 [-0.33,0.95] i
Subtotal (95% CI) 26 15 100.0% 0.31[-0.33, 0.95]

Heterogeneity: Mot applicable

Test for overall effect: Z=0.94 {F = 0.35)

-2 -1 0 1 2
Favours expetimental  Fawvours contral

Testfor subdgroup differences: Chi= 029, df=1 (P =059, F=0%

Sleep (SOS change score; porcine+synthetic groups combined)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fized, 95% CI
1.28.1 Parent-rated
UMIS2002 -0.846667 245388 45 -049 3407824 3 100.0% 0.02 [-0.44, 0.48]
Subtotal (95% Cli 45 31 100.0% 0.02 [-0.44, 0.48]

Heterogeneity: Mot applicable
Testfor owerall effect Z=0.08 (P =0.94)

-2 -1 a 1 2
Favours experimental Favours control

Testfor subaroup differences: Mot applicable

1.7.3 Medical procedures for overall autistic behaviours as a direct or
indirect outcome

Long-term chelation (7-rounds of DMSA therapy) versus short-term
chelation (1-round of DMSA therapy and 6-rounds of placebo) for overall
autistic behaviours as a direct outcome

Autism: the management and support of children and young people on the autism
spectrum 72



Overall autistic behaviours (ATEC)

Std. Mean Difference

IV, Fixed, 95% CI

Std. Mean Difference
IV, Fixed, 95% CI

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

1.1.1 Total score

ADAMSZ0094 6014 27.9 14
Subtotal (95% CI) 14
Heterogeneity: Not applicable

Test for overall effect: Z = 0.60 (P = 0.55)

1.1.2 SpeechiLanguage/Communication
ADAMSZ20094 10.6 7 25
Subtotal (95% CI) 25
Heterogeneity: Mot applicable

Test for overall effect: Z = 0.04 (P =0.97)

10.5

1.1.3 Sociability

ADAMSZ20094 121 65 25
Subtotal (95% CI) 25
Heterogeneity: Mot applicable

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

1.2

1.1.4 Sensory/Cognitive Awareness

ADAMSZ009A 117 78 25 96
Subtotal (95% CI) 25

Heterogeneity: Mot applicable
Test for overall effect: Z = 0.87 (P =0.39)

1.1.5 Health/Physical/Behavior
ADAMS20094 216 101 14
Subtotal (95% CI) 14
Heterogeneity: Not applicable

Test for overall effect: 2 =0.78 (P = 0.43)

18.3

534 235 10

100.0%
10 100.0%

8.9 15 100.0%
15 100.0%

6.5 15 100.0%
15 100.0%

59 15 100.0%
15 100.0%

9.2 10 100.0%
10 100.0%

Test for subgroup differences: Chi* = 0.53, df =4 (P =0.97), = 0%

Overall autistic behaviours (PDDBI)

Experimental

Control

0.25 [0.57, 1.06]
0.25 [-0.57, 1.086]

0.01 [-0.63, 0.65]
0.01 [0.63, 0.65]

0.14 [-0.51, 0.78]
0.14 [-0.51, 0.78]

0.28 [-0.36, 0.93]
0.28 [-0.36, 0.93]

0.33 [0.49, 1.14]
0.33 [-0.49, 1.14]

Std. Mean Difference

———

———
——
—~——
———

-2 1 0 1 2
Favours DMSA-T rounds Favours DMSA-1 round

Std. Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
ADAMS 20094 -73.3 679 25 .888 583 15 100.0% 0.24 [-0.41, 0.88)
Total (95% CI) 25 15 100.0% 0.24 [-0.41, 0.88] "‘

Heterogeneity: Not applicable
Test for overall effect: Z =0.72 (P =047)

Overall autistic behaviours (SAS)

2 -1 0 1 2
Favours DMSA-7 rounds  Favours DMSA-1 round

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
ADAMSZ008A 4.2 2 22 45 28 14 100.0% -0.13 [-0.80, 0.54]
Total (95% CI) 22 14 100.0% -0.13 [-0.50, 0.54]

Heterogeneity: Not applicable
Test for overall effect: Z = 0.38 (P = 0.70)

2 -1 0 1 2
Favours DMSA-T rounds  Favours DMSA-1 round
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HBOT versus placebo for overall autistic behaviours as a direct or indirect
outcome

Positive treatment response (improvement in ADOS diagnostic classification based
on total score)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Fvents Total Fvents Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
GRAMPEESHEHZ2010 A 18 4 16 100.0% 1.11[0.36, 3.44]
Total {95% CI) 18 16 100.0% 1.11[0.36, 3.44]
Total events A 4
e et B 05 NI N TR
estior overall effect 2= 0.18 (F = 0.85) Favours attention-placebo Favours HBOT
Overall autistic behaviours (ADOS total)
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI I, Fixed, 95% CI
ROSSIGHNOLZ009 1852 7.1 30 2069 ¥.27 26 1000% -0.16 [-0.69, 0.37]
Total (95% CI) 30 26 100.0% -0.16 [-0.69, 0.37]
Heterogeneity: Mot applicakle 5_2 51 3 15 2
Test for overall effect: £=0.89 (F=0.558)

Favours experimental  Favours control

Overall autistic behaviours (parent-rated ATEC)
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Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fized, 95% Cl
9.3.1 Total score
ROSSIGHOL2009 B589 164 3 FO01 Ma 26 48.9% -0.22 FOF4, 0.31]

SAMPANTHAVIVATZO12Z  A8.31 21.84 29 5586 24493 29 511% 010 [-0.41, 0.63]
Subtotal (95% CI) 50 55 100.0% -0.05 [-0.42, 0.32]
Heterogeneity: Chi*= 072, df=1 (P=040), F=0%

Testfor averall effect Z= 028 (P =078

9.3.2 Speech/Language/Communication

_.__
ROSSIGHOL2009 155 a1 o 154 B.G 26 491% 0.02 [-0.51, 0.44]
SAMPANTHAVIVATZONZ 1383 B4 289 1271 BTE 29 509% 018 [-0.33,0.70] ?
Subtotal (95% CI) 50 55 100.0% 0.10 [-0.27, 0.47]
Heterogeneity: Chi*= 020, df=1 (P=068), = 0%
Testfor averall effect Z= 0594 (P =099

9.3.3 Sociability

ROSEIGNOLZO09 145 G5 an 16 6.8 26 48.9% -0.22 [-0.75, 0.30] —
SAMPANTHAVIVATZO01Z 1345 644 29 1224 684 29 511% 018 [-0.34, 0.70] — i
Subtotal (95% CI) 59 55 100.0% -0.02 [-0.39, 0.35] -

Heterogeneity: Chi*=1.14, df=1 (P=0.28), F=13%
Testfor averall effect Z=0.09 (P =093

9.3.4 SensoryiCognitive Awareness

ROSSIGHOL2009 151 39 30 185 B2 26 4T E% -0.66 [-1.20,-012] ——

SAMPANTHAVIVATZONZ 1483 712 289 138 703 29 524% 013 [-0.39, 0.64] —

Subtotal (95% CI) 50 ha 100.0% -0.25 [-0.62, 0.13] i

Heterogeneity: Chi*= 4.28, df=1 (P=0.04), F=77%

Testfor averall effect Z2=1.29 (P =020

9.3.5 Health/PhysicalBehawior

ROSSIGMOL2009 208 ar o 202 7.3 26 49.0% 0.07 [-0.45, 0.60]

SAMPANTHAVIVATZONZ  16FE 824 28 17 943 29 51.0% -0.03 F0.a4, 0.449] %ﬁ

Subtotal (95% CI) 50 ha  100.0% 0.02 [-0.35, 0.39]

Heterogeneity: Chi*= 0.07, df=1 (P=0749) F=0%

Testfor averall effect Z=0.12 {P=0.91)
} t } |
-2 -1 a 1 2

) . Favours HEOT Fawours attention-place
Testfor subgroup differences: Chif=1.87, df= 4 (P=0.76), F=0%

Overall autistic behaviours (clinician-rated ATEC)
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Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight I, Fixed, 95% Cl I, Fixed, 95% CI
9.4.1 Total score
SAMPAMTHAWMATZONZ 8238 1811 29 52493 18493 29 100.0% -0.03 084, 0.449] i
Subtotal (95% CI) 20 20 100.0% -0.03 [-0.54, 0.49]
Heterogeneity: Mot applicable
Testfor overall effect Z=0.11 (P =0.91)
9.4.2 SpeechlLanguage/Communication
SAMPAMTHAWIMATZONZ 1366 724 29 13493 B47 29 100.0% -0.04 F0.85, 0.48] i
Subtotal (95% CI) 20 20 100.0% -0.04 [-0.55, 0.48]
Heterogeneity: Mot applicable
Testfor overall effect Z=0.14 (P = 0.89)
9.4.3 Sociahility
SAMPAMTHAWIMATZONZ 1486 652 29 1331 448 29 100.0% 0.27 [-0.258,0.749] —_t
Subtotal (95% CI) 20 20 100.0% 0.27 [-0.25, 0.79]
Heterogeneity: Mot applicable
Testfor overall effect Z=1.03 (P =0.30)
9.4.4 Sensory/Coghitive Awareness
SAMPAMTHAWIMATZOTZ 1383 554 29 1431 486 29 100.0% -0.07 F0.58, 0.44] t
Subtotal (95% CI) 20 20 100.0% -0.07 [-0.59, 0.44]
Heterogeneity: Mot applicable
Testfor overall effect Z=027 (P =0.78)
9.4.5 Health/Physical'Behaviour
SAMPAMTHAWMATZONZ 1079 534 29 1207 B.493 29 100.0% -0.20F0F2,0.31] 1—
Subtotal (95% CI) 20 20 100.0% -0.20[-0.72,0.31]
Heterogeneity: Mot applicable
Testfor overall effect Z=0.77 (P =0.44)
-2 - 0 1 2
) ) Favours HEBOT Favours attention-place
Testfor subgroun diferences: Chif=1.75,df=4P=078, F=0%
Global severity (CGI-S)
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
9.5.1 Parent-rated
SAMPANTHAWIWAT 2012 369 083 28 366 D86 29 100.0% 0.03[-0.48, 0.54]
Subtotal (95% CI) 24 29 100.0% 0.03 [-0.48, D.55]
Heterogeneity: Mot applicahble
Testfor overall effect: Z=0.13 (P = 0.90)
0.5.2 Clinician-rated
SAMPAMTHAWIVATZ2012 3.48 078 289 376 083 29 100.0% -0.34 [-0.86, 0.18] i—
Subtotal {(95% CI) 20 20 100.0% -0.34 [-0.86, 0.18] -
Heterogeneity, Mot applicable
Test for overall effect: Z=1.30 (P = 0.20)
2 -1 i 1 2z

Testfor subgroup differences: Chi=1.02, df =1 {P=031F=17%

Global improvement (CGI-I)

Favours HEOT Favours attention-place
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Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
9.6.1 Parent-rated
SAMPANTHAWIWAT 2012 234 061 28 255 083 29 100.0% -0.28 [-0.80, 0.23] 1:
Subtotal {(95% CI) 20 29 100.0% -0.28 [-0.80, 0.23]
Heterogeneity: Mot applicahble
Test for overall effect £=1.08 (P =0.28)
0.6.2 Clinician-rated
SAMPAMTHAWIVATZ2012 231 08 28 2¥2 048 29 100.0% -0.87 [[1.10,-0.04] i
Subtotal {(95% CI) 20 20 100.0% -0.57 [-1.10, -0.05]

Heterogeneity, Mot applicable
Test for overall effect Z=213 (P =0.03)

Testfor subagroup differences; Chi*= 058, df=1 (P=0.44), F=0%

-1 a 1 2
Favours HEOT Favours attention-place

1.7.4 Nutritional interventions for overall autistic behaviours as a direct

or indirect outcome

Multivitamin/mineral supplement versus placebo for overall autistic

behaviours as a direct outcome

Overall autistic behaviours (PGI-R)

Experimental Control Std. Mean Difference Std. Mean Difference
Studyor Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI I, Fixed, 95% CI
17.1.1 Average improvement
ADAMS 2011 0.67 D.B5 53 0.34 054 51 100.0% 055 [0.16, 0.94] t
Subtotal (95% CI) 53 51 100.0% 0.55 [D.16, 0.94]
Heterogeneity: Mot applicakle
Testfor averall effect: £= 274 (P = 0.006)
17.1.2 Overall improvement
ADAMS 2011 1.02 1 53 0.56 0.86 81 100.0% 0.49[0.10, 0.88] t
Subtotal (95% CIj 53 51 100.0% 0.49 [D.10, 0.88]

Heterogeneity: Mot applicable
Testfor overall effect £= 2,45 (P =0.01)

Testfor subgroup differences: Chi*r=0.04, df=1 {P=084), F=0%

Overall autistic behaviours (ATEC)

-2 -1

] 1 2

Favours control - Favours experimenta

Experimental Control Std. Mean Difference Std. Mean Difference

Studyor Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI

ADARMS 2011 a1 20 a3 an 2 a1 100.0% 0.04 [-0.34,0.43]

Total {95% CI} a3 51 100.0% 0.04 [-0.34, 0.43]

Heterogeneity: Mot applicable 5_2 51 3 15 25

Testforoverall effect 2= 1021 (P = 0.83) Fawaurs experimental Fawours control
Overall autistic behaviours (SAS)
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Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% Cl
ADAMSZ011 51 2.2 a3 82 28 41 100.0% -0.04 [-0.43, 0.34]
Total (95% CI) 53 51 100.0% -0.04 [-0.43, 0.34]
Heteroneneity: Mot applicable 5_2 51 5 15 25
Testfor overall efiect: Z=0.21 (P = 0.83) Favours experimental  Favours control
Overall autistic behaviours (PDDBI)
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
ADAMS 2011 -T8 A2 53 -78 68 51 100.0% 0.02 [-0.37, 0.40]
Total (95% CIy 53 51 100.0% 0.02 [-0.37, 0.40]
Heterogeneity: Mot applicable I_2 I1 7 1! 2:
Testfor overall effect 2= 0.08 (F = 0.93) Fawours experimental Fawours control
L-carnosine or L-carnitine supplement versus placebo for overall autistic
behaviours as a direct outcome
Global improvement (PGI-I)
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
CHEZ2002 16.39 436 14 1425 451 17 1000% 0.47 [0.25,1.19] ]
Total (95% CI) 14 17 100.0% 0.47 [-0.25, 1.19] -’-
Heterogeneity: Mot applicakle 5_2 51 3 15 25

Testfor overall effect: Z=1.28 (F=0.20)

Overall autistic behaviours (CARS)

Favours contral

Favours experimenta

Experimental Control Std. Mean Difference Std. Mean Difference

Studyor Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% Cl I, Fixed, 95% CI

CHEZ2002 29758 T.A3 14 3376 6454 17 851% -0.56 -1.28, 0.16] ——

FAHMY 2013 AT.06 588 14 3471 463 11 448% 0.42[-0.38,1.27] —

Total (95% Cl) 28 28 100.0% -0.12 [-0.65, 0.42] -*-—

Heterogeneity: Chi= 318, df=1({F =007, F= 9% 5_2 I1 b 1! 2!

Testfor overall effect 2= 0.43 (P = 0.67) Favours experimental  Favours control
Overall autistic behaviours (GARS)
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Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% Cl
CHEZ2002 4435 1483 14 48988 168 17 100.0% -0.34 [-1.05, 0.38]

Total {(95% Cly 14 17 100.0% -0.34 [-1.05, 0.38] *

Heterogeneity; Mot applicable I_2 I1 ) 1! 2!
Test for overall effect £= 0,93 {F = 0.29)

Favaurs experimental  Favours control

Omega-3 fatty acids versus placebo for overall autistic behaviours as an
indirect outcome

Experimental Control Std. Mean Difference Std. Mean Difference
Studyor Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% Cl IV, Fixed, 95% CI
JOHMSORMZ010 B4 E.45 1M 7115 7.43 13 100.0% -0.98 [-1.86,-0.10]
Total (95% Cl) 10 13 100.0% -0.98[-1.86, -0.10] —————
Heterogeneity: Mot applicable 5_2 51 3 15 25
Test far overall effect =218 F =003

Favours omenga-3  Favours healthy diet

Gluten-free and casein-free diet versus treatment-as-usual for overall
autistic behaviours as a direct outcome

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
KMNIVSBERG2002 5.6 24 10 112 5 10 100.0% -1.37 [-2.386, -0.37]
Total (95% CI) 10 10 100.0% =1.37 [-2.36, -0.37] "‘"
Heterogeneity: Not applicable . gz :1 é ‘:I é
Test for overall effect: Z = 2.69 (P = 0.007)

Favours experimental Favours control

1.7.5 Sensory interventions for overall autistic behaviours as a direct or

indirect outcome

Neurofeedback versus treatment-as-usual for overall autistic behaviours as

a direct outcome
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Experimental Cantrol Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
7.1.1 Parent-rated

KOUIZERZO10 58 4186 10 15.56 A.79 10 100.0% -1.85 [-2.94 -0.77] i

Subtotal (5% CIj 10 10 100.0% -1.85[-2.94, -0.77]

Heterogeneity: Mot applicable
Testfor averall effect £= 3.35 (P = 0.0008)

7.1.2 Teacher-rated
KOUIJZER 2010 103 554 10 12 554 10 100.0% -0.29[-1.18, 0.59] 1_—
Subtotal (95% CI) 10 10 100.0% -0.29[-1.18, 0.59]

Heterogeneity: Mot applicakle

Test for overall effect: Z=0.65 (F=0.481)

2 1 0 1z
) . Favours experimental  Favours contral
Testfor subgroup differences: Chf=4.78, df=1(F=003), F=751%

Auditory integration training versus attention-placebo (structured listening)

for overall autistic behaviours as an indirect outcome

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
2.1.1 1-month post-intervention follow-up
BETTISOMN19596 f4.55 2284 40 B2.28 2068 40 100.0% 0.10 [-0.34, 0.54]
Subtotal (95% Cly 40 40 100.0% 0.10 [-D.34, 0.54]

Heterogeneity: Mot applicable
Test for overall effect; 2= 0.46 (P = 0.64)

2.1.2 3-month post-intervention follow-up

BETTISOMN1996 64.78 21.M 40 5988 23.21 40 100.0% 0.22 [-0.22, 0.68]
Subtotal (95% CI) 40 40 100.0% 0.22 [-D.22, D.66]
Heterageneity: Mat applicahle

Testfor overall effect: 2= 088 (F=0.33)

LI

2.1.3 6-month post-intervention follow-up

EETTISON1996 58.08 1917 40 52.68 2318 40 100.0% 0.25 [-0.19, 0.69]
Subtotal (95% Cl) 40 40 100.0% 0.25 [-0.19, 0.69]
Heterogeneity: Mot applicable

Testfor averall effect Z=1.11 (F=0.27)

¥

2.1.4 12-month post-intervention follow-up

BETTISCOMN19596 B1.73 22585 40 5578 21.83 40 100.0% 0.27 017, 0.71]
Subtotal (95% CIy 40 40 100.0% 0.27 [-D.17,0.71]
Heterogeneity: Mot applicable

Testfor averall effect Z=1.18 (F=0.24)

v

22 -1 0 1
. . Favours experimental  Fawvours control
Testfor subaroup differences: Chif= 032 df=3(P=096), F=0%

1.8 BIOMEDICAL INTERVENTIONS AIMED AT THE CORE

AUTISM FEATURE OF IMPAIRED RECIPROCAL
SOCIAL COMMUNICATION AND INTERACTION
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1.8.1 Complementary therapies for the core autism feature of impaired
reciprocal social communication and interaction as an indirect
outcome

Electro-acupuncture and conventional educational programme versus
conventional educational programme only for the core autism feature of
impaired reciprocal social communication and interaction as an indirect
outcome

Communication (ADOS change score)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
WONG2008 0.167 1.689 18 0.5 1689 18 100.0% -0.19 [-0.85, 0.46]
Total (95% Cl) 18 18 100.0% -0.19 [-0.85, 0.46] gl

Heterogeneity: Not applicable s Y 3 'll 2:
Test for overall effect: Z = 0.58 (P = 0.56)

Favours control  Favours expenmental

Social interaction (ADOS change score)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
WONG2008 0 2.058 18 0 2.351 18 100.0% 0.00 [-0.85, 0.65] .
Total {95% CI) 18 18 100.0% 0.00 [-0.65, 0.65] el

L L ]
-2 =1 0 1 2
Favours control Favours experimental

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

1.8.2 Hormones for the core autism feature of impaired reciprocal social
communication and interaction as a direct outcome

Secretin versus placebo for the core autism feature of impaired reciprocal
social communication and interaction as a direct outcome

Communication
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Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
3.1.1 ADOS (endpoint and change scores)
OWLEY 1999 6.5 1.7 28 B3 22 28 4% 0.10 [-0.42, 0.62]
UNIS2002 -0.2 1.548616 52 0.2 1.833131 33 58.9% -0.24 [-0.68, 0.20]
Subtotal (95% CI) 80 61 100.0% -0.10 [-0.44, 0.24]
Heterogeneity: Chi* =094, df =1 (P = 0.33); I*= 0%
Test for overall effect: Z = 0.58 (P = 0.56)
3.1.2 GARS
OWLEY1929 9.2 3 28 8 33 28 100.0% 0.38 [-0.15, 0.90] -t
Subtotal (95% CI) 28 28 100.0% 0.38 [-0.15, 0.90] -

Heterogeneity: Not applicable
Test for overall effect: Z=1.39 (P = 0.16)

-2 A

0 1 2
Favours expenmental Favours control
Test for subgroup differences: Chi* = 2.20, df = 1 (P = 0.14), I = 54 6%
Social interaction
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
3.2.1 ADOS (endpoint and change scores)
OWLEY 1989 115 15 28 101 18 28  39.0% 0.83 [0.29, 1.38] —
UNIS2002 0 2228228 52 0.5 2256181 33 B1.0% 0.22 [-0.22, 0.66] T
Subtotal (95% CI) 80 61 100.0% 0.46 [0.12, 0.80] e
Heterogeneity: Chi® = 2,93, df =1 (P = 0.09); I* = 66%
Test for overall effect: Z = 2.64 (P = 0.008)
3.2.2 GARS
OWLEY 1989 7.3 2.7 28 6.2 25 28 100.0% 0.42[-0.11, 0.95] 't
Subtotal (95% CI) 28 28 100.0% 0.42 [-0.11, 0.95] .
Heterogeneity: Not applicable
Test for overall effect: Z = 1.54 (P =0.12)
-2 K 0 1 2
. ) Favours experimental Favours control
Test for subgroup differences: Chi* = 0.02, df = 1 (P = 0.89), I? = 0%
Communication and Social Interaction (ADOS; change score)
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean _ SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
OWLEY 1989 181 25 28 164 35 28 100.0% 0.55 [0.02, 1.08]
Total (95% CI) 28 28 100.0% 0.55 [0.02, 1.09] -
Heterogeneity: Mot applicable '2 il ) ‘:I é
Testior oversll effect: Z = 2.02 (P = 0.04) Favours experimental Favours control
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1.8.3 Medical procedures for the core autism feature of impaired
reciprocal social communication and interaction as a direct or

indirect outcome

Hyperbaric oxygen treatment (HBOT) versus attention-placebo for the core
autism feature of impaired reciprocal social communication and interaction

as a direct outcome

Positive treatment response (improvement in ADOS diagnostic classification based

on Communication domain)

Experimental Control Risk Ratio
Study or Subgroup Fvents Total Pvents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
GRAMPEESHEHZ2010 3 18 2 16 100.0% 1.33[0.24, 7.00]
Total {95% Cly 18 16 100.0%  1.33[0.25,7.00] ——e R ——
Total events 3 2
Heterogeneity: Mot applicahle f f } } f |
Testfor overall effect Z=0.34 (F=0.73) 0.1 0.2 0.5 < 5 10

Favours attention-placebo Favours HBOT

Positive treatment response (improvement in ADOS diagnostic classification based

on Socialization domain)

Experimental Control Odds Ratio
Study or Subgroup Events Total Bvents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
GRAMPEESHEHZ2010 3 18 2 16 100.0% 1.40[0.20, 9.66]
Total {95% CI) 18 16 100.0% 1.40 [0.20, 9.66] e ——
Total events 3 2
e et o5 07 XN EN B IR
estfor overall effect 2= 0.34 (F=0.73) Favours attention-placebo Favours HBOT

Social impairment (SRS change score)
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Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
10.3.1 Social Awareness
GRAMPEESHEHZO10 -314 141 14 -1.33 1662 15 100.0% -0.11 [-0.84, 0.62] i
Subtotal (95% CI) 14 15 100.0% -0.11[-0.84, 0.62]
Heterogeneity, Mot applicahle
Testfor overall effect Z=0.31 (P=0.76)
10.3.2 Social Cognition
GRANFEESHEHZO10 179 882 14 -533 1601 15 100.0% 0A3[-0.21,1.27] —t
Subttotal (95% Cly 14 15 100.0% 0.53[-0.21, 1.27] -
Heterogeneity: Mot applicahle
Testfor overall effect Z=1.40 (P = 0.16)
10.3.3 Social Communication
GRANMFEESHEHZO10 -1 13.06 14 313 1202 15 100.0% -0.32 [-1.08, 0.41] 1_—
Subtotal {(95% Cl) 14 15 100.0% -0.32[-1.05, 0.41]
Heterogenaity: Mat applicahla
Testfor overall effect 2= 086 (F = 0.39)
10.3.4 Social Motivation
GRAMPEESHEHZO10 -5.5 1245 14 -633 1312 15 100.0% 0.06 [-0.67, 0.79] i
Subtotal (95% CI) 14 15 100.0% 0.06 [-0.67, 0.79]
Heterogeneity, Mot applicahle
Testfor overall effect Z=017 (P=0.87)
10.3.5 Auttistic Mannerisms
GRAMPEESHEHZO10 1.64 14158 14 -333 1248 15 100.0% 0.36 [-0.38,1.09] i
Subttotal (95% Cly 14 15 100.0% 0.36[-0.38, 1.09]

Heterogeneity: Mot applicahle
Testfor overall effect Z= 095 (P =0.34)

Testfor subaroup differences: Chi*= 336, df= 4 (P =050, F= 0%

-2

1
-1 1] 1 2
Fawours HEBOT Favours attention-place

Appropriate vocalization (behavioural observation change score)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fized, 95% CI I, Fixed, 95% CI
GRAMPEESHEH2010  -1.99 1B6.36 18 -473 1596 16 100.0% 017 [0.51,0.84]
Total (95% CI) 18 16 100.0% 0.17 [-0.51, 0.84]
Heterogeneity: Mat applicahle 5 R b 1 7

Tastfor overall effect 2= 0.49 (P = 0.62)

Favours attention-placebo  Favours HBOT

Long-term chelation (7-rounds of DMSA therapy) versus short-term
chelation (1-round of DMSA therapy and 6-rounds of placebo) for the core
autism feature of impaired reciprocal social communication and interaction

as an indirect outcome

Social Pragmatic Problems (PDDBI)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
ADAMSZ0084A, 145 9.2 25 99 75 15 100.0% 0.52 [-0.13, 1.17] 1
Total {95% Cl) 25 15 100.0% 0.52 [-0.13, 1.17] e
Heterogeneity: Not applicable 3 R ) 1 2

Test for overall effect: Z=1.58 (P =0.12)

Favours DMSA-T rounds

Fawvours DMSA-1 round
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Social Approach Behaviours (PDDBI)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
ADAMSZ0084 70.8 238 25 728 202 15 100.0% -0.08 [-0.72, 0.56)
Total (95% Cl) 25 15 100.0% -0.08 [-0.72, 0.56] —~i—

1 L i
-2 -1 1] 1 2
Favours DMSA-T rounds  Favours DMSA-1 round

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

1.8.4 Nutritional interventions for the core autism feature of impaired
reciprocal social communication and interaction as a direct or
indirect outcome

Gluten-free and casein-free diet versus treatment-as-usual for the core
autism feature of impaired reciprocal social communication and interaction
as a direct or indirect outcome

Communication (direct outcome)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% Cl I, Fixed, 95% C|
39.1.1 ADOS {change score)
WHITELEY 2010 -0167148 0482 26 0083235 064 24 100.0% -0.42 094, 017] i—
Subtotal {(95% CI) 26 29 100.0% -0.42 [-0.95,0.12] B

Heterogeneity: Mot applicable
Testfor overall effect Z=152 (P=0.13)

39.1.2 GARS (change score)

WHITELEY2010 -1.23077 1.97 26 -051724 2186 28 100.0% -0.34 [-0.87,019] 1—
Subtotal {95% CI) 26 29 100.0% -0.34 [-0.87, 0.19]

Heterogeneity: Mot applicable

Test for overall effect Z=1.25({F =0.21)

-2 -1 0 1 2
Favours experimental Favours contral

Test for subgroup difierences: Chi*=0.04, df=1 (P=0.84), F=0%

Social Interaction (direct outcome)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl I, Fixed, 95% Cl
39.2.1 ADOS (change score)
WHITELEY2010 0.016807 0.52 26 0.02521 066 29 100.0% -0.01 [0.54, 0.52]
Subtotal (95% Cly 26 29 100.0% -0.01[-0.54, 0.52]

Heterogeneity: Mot applicable
Test for overall effect: £= 0.05 {F = 0.9E6)

39.2.2 GARS {change score)
WYHITELEY 2010 -1.07692 1.5 26 -0.06897 1.46 29 100.0% -0.67 [1.22,-0.13] i
Subtotal (95% Ch 26 29 100.0% -0L67 [-1.22, -0.13]

Heterogeneity, Mot applicahle
Test for overall effect: Z=2.42 (F=0.02)

-2 -1 0 1 2
Favours experimental Favours control

Test for subaroup differences: Chif= 2,88, df=1 (P=0.09), F= B5.3%
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Communication and interaction (DIPAB; indirect outcome)

Experimental

Control

Std. Mean Difference

Std. Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
ADAMS 20084 TO.E 238 25 T2 202 15 100.0% -0.08 [-0.72, 0.56)
Total (95% CI) 25 15 100.0% -0.08 [-0.72, 0.56]

Heterogeneity: Mot applicable
Test for overall effect: Z = 0.24 (P = 0.81)

-2 A

1 2

Favours DMSA-T rounds Favours DMSA-1 round

Resistance to communication and interaction (DIPAB; indirect outcome)

Experimental

Control Std. Mean Difference

Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI

KNIVSBERG2002 02 04 10 19 14 10 100.0% -1.58 [-2.61, -0.55]

Total (95% CI) 10 10 100.0% -1.58 [-2.61, -0.55] —

Heterogeneity: Mot applicable E'E :1 o ‘:I :2

Test for overall effect: Z = 3.00 (P = 0.003) Favours experimental Favours control
Social isolation (DIPAB; indirect outcome)

Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI

KNIVSBERG2002 3 14 10 62 29 10 100.0% -1.35[-2.34, -0.35]

Total (95% CI) 10 10 100.0% -1.35 [-2.34, -0.35] —aniii—

Heterogeneity: Mot applicable E'E :1 o ‘:I :2

Test for overall effect: Z = 2.66 (P = 0.008)

Favours experimental

Favours control

Omega-3 fatty acids versus placebo for the core autism feature of impaired
reciprocal social communication and interaction as an indirect outcome

Experimental Control Std. Mean Difference Std. Mean Difference
Studyor Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI I, Fixed, 95% Cl
BENT2011 7B.09 9.59 11 7745 937 11 1000% 0.06 [-0.77, 0.90]
Total (95% CI) 1" 11 100.0% 0.06 [-0.77, 0.90]
Heterogeneity: Mot applicakle 5_2 51 3 15 25

Testfor averall effect: Z= 0145 (P =0.88)

Favours experimental  Favours cantral

Omega-3 fatty acids versus healthy diet control for the core autism feature
of impaired reciprocal social communication and interaction as an indirect
outcome

Frequency of positive vocalizations (behavioural observation)
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Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
JOHMNSONZ010 16 11.02 10 1375 1014 13 100.0% 0.21 [F0.62, 1.03]
Total (95% CI) 10 13 100.0% 0.21[-0.62, 1.03] '*‘
Heterogeneity: Mot applicable 1_2 11 3 11 21

Test for overall effect Z=045 (P =0.63)

Frequency of social initiations (behavioural observation)

Favours healthy diet Favours omega-3

Experimental Control Std. Mean Difference Std. Mean Difference
Stucy or Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
JOHMSONZOT0 AE 572 10 342 3.452 13 100.0% 0.44 [-0.40, 1.27] —
Total {95% Cl) 10 13 100.0% 0.44 [-0.40, 1.27] -'P-
Heterogeneity: Mot applicahle |_2 -1 ﬁ 1. 2.

Testfor overall effect £=1.02 (F=0.31)

Favours healthy diet  Favours omega-2

Multivitamin/mineral supplement versus placebo for the core autism feature
of impaired reciprocal social communication and interaction as an indirect

outcome

Sociability improvement (PGI-R)

Experimental Control Sid. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
ADAMSZ2011 077 1 53 0.63 0.92 81 100.0% 0.14 [-0.24, 053]
Total (95% Cl) 53 51 100.0% 0.14 [-0.24, 0.53]
Heterogeneity: Mot applicable 5_2 51 ] 15 25

Testfor overall effect 2= 0.74 (P = 0.46)

Eye contact improvement (PGI-R)

Fawours contral  Favours experimenta

Experimental Control Std. Mean Difference Std. Mean Difference
Studyor Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI I, Fixed, 95% Cl
ADAMS 2011 0.66 0.58 a3 0.4 084 81 100.0% 0.28 [-0.11, 0.67]
Total {(95% CI) 53 51 100.0% 0.28 [-0.11, 0.67]
Heterogeneity: Mot applicakle 5_2 51 3 15 25

Testfor averall effect Z=1.43 (P=0.19)

Fawours contral  Favours experimenta

L-carnosine supplement versus placebo for the core autism feature of
impaired reciprocal social communication and interaction as an indirect

outcome

Communication (GARS)
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Experimental Cantrol Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
CHEZ2002 18.14 B.27 14 16.828 6.48 17 100.0% 0.19[-0.582, 0.90]
Total {(95% Cl) 14 17 100.0% 0.19 [-0.52, 0.90]

Heterogeneity: Mot applicable } } 1 }

T _ -2 -1 ] 1 2
Testfor overall effect: 2= 0.53 (P = 0.60) Fawours experimental  Favours cantral
Social interaction (GARS)
Experimental Control Std. Mean Difference Std. Mean Difference
Studyor Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
CHEZ2002 13.36 6.58 14 17.18 7.76 17 100.0% -0.81 [1.23,0.21] —.——
Total (95% CI) 14 17 100.0% -0.51[-1.23, 0.21] -*-—
Heterogeneity: Mot applicable I_2 i1 3 1! 2!
Testfor overall effect: Z=1.40 (F = 0.16) Fawours experimental  Favours cantral
1.8.5 Sensory interventions for the core autism feature of impaired
reciprocal social communication and interaction as an indirect
outcome
Neurofeedback versus treatment-as-usual for the core autism feature of
impaired reciprocal social communication and interaction as an indirect
outcome
Reciprocal social interaction (SCQ)
Experimental Control Std. Mean Difference Std. Mean Difference
Studyor Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI I, Fixed, 95% CI
8.1.1 Parent-rated
KOUIZERZO10 19 1.44 1M 533 264 10 100.0% -1.84 257, -0.482] i
Subtotal (95% CI) 10 10 100.0%  -1.54[-2.57,-0.52]
Heterogeneity: Mot applicakle
Testfor averall effect: £= 295 (P =0.003)
8.1.2 Teacher-rated
KOUIZERZO10 32 208 10 4.3 3186 10 100.0% -0.39 [1.28, 0.49] 1—
Subtotal (95% CIj 10 10 100.0% -0.39[-1.28, 0.49]
Heterogeneity: Mot applicable
Testfor overall effect £= 0.87 (P =0.33)
2 a1 0 1 2
) . Favours experimental  Favours control
Testfor subgroup differences: Chi*= 277, df=1 (P=010), F=63.9%
Communication (SCQ)
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Experimental Cantrol Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
8.2.1 Parent-rated
KOUIZERZO10 248 212 10 522 243 10 100.0% -1.14 [-2.10,-0.18] i
Subtotal (5% CIj 10 10 100.0% -1.14 [-2.10, -0.18]
Heterogeneity: Mot applicable
Testfor averall effect 2= 2.33 (P =0.02)
8.2.2 Teacher-rated
KOUIJZER 2010 4.2 229 10 46 1.77 10 100.0% -0.19 [-1.07, 0.69] i
Subtotal (95% CI) 10 10 100.0% -0.19 [-1.07, 0.69]

Heterogeneity: Mot applicakle
Testfor overall effect: Z=0.42 (P = 0.68)

2

Fawaurs experimental

Testfor subgroup differences: Chf=2.07, df=1 (P =014}, F=51 6%

Communication (CCC-2)

a0 1 2
Favaurs cantral

Experimental Control 5td. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% Cl I, Fixed, 95% Cl
8.3.1 Parent-rated
KOUIJZERZOD10D 86.8 2347 10 108.11 17.498 10 100.0% -0.88 [-1.81,0.04] i
Subtotal (95% CI) 10 10 100.0% -0.88 [-1.81, 0.04]
Heterogeneity, Mot applicahle
Testfor overall effect: Z=1.87 (F = 0.08)
8.3.2 Teacher-rated
KOUIJZERZOD10D 945 16849 10 954 1764 10 100.0% -0.05 [-0.93, 0.83] i
Subitotal (95% CI) 10 10 100.0% -0.05 [-0.93, 0.83]

Heterogeneity, Mot applicahle
Testfor overall effect Z=0.11 (P =0.91)

-2

-

0 1 2
, , Favours experimental Fawours contraol

Testfor subaroup differences: Chi®=1.64, df=1{P=020), F=39.1%

Social impairment (SRS)
Experimental Control Stil. Mean Difference Stid. Mean Difference

Study or Subgroup  Mean S0 Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI

8.4.1 Parent-rated

KOUIJZERZ2010 525 3307 10 88.22 4113 10 100.0% -0.892 [-1.85,0.02] i

Subtotal (95% Cl) 10 10 100.0% -0.92 [-1.85, 0.02]

Heterogeneity: Mot applicable

Testfor overall effect £=1.83 (F = 0.05)

8.4.2 Teacher-rated

KOUIJZER2010 636 281 10 B34 2234 10 100.0% 0.01 [-0.87, 0.88] i

Subtotal (95% Cly 10 10 100.0% 0.01 [-D.87, 0.88]

Heterogeneity: Mot applicable

Test for overall effect; 2= 0.02 (P = 0.93)

22 -1 0 1 2z
. . Favours experimental Fawours control

Testfor subgroup differences: Chif= 200, df= 1 (P=016), F=501%
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Social Awareness (SRS)

Experimental Control Std. Mean Difference Std. Mean Difference
Studyor Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI I, Fixed, 95% CI
8.5.1 Parent-rated
KOUIJZER 2010 84 4 10 1211 544 10 100.0% -0.64 [-1.55, 0.26] i—
Subtotal (95% CI) 10 10 100.0% -0.64 [-1.55, 0.26] —
Heterogeneity: Mot applicakle
Testfor averall effect Z=1.40 (P =0.16)
8.5.2 Teacher-rated
KOUIZERZO10 87 362 10 7.9 324 10 100.0% 0.22 [-0.66,1.10] ——t
Subtotal (95% CI) 10 10 100.0% 0.22 [-0.66, 1.10]

Heterogeneity: Mot applicable
Testfor overall effect: 2= 0.50 (P = 0.62)

-2 R

0 1 2
) . Favours experimental  Favours control
Testfor subgroup differences: Chi*=1.81,df=1 {P=018), F=44.9%
Social Cognition (SRS)
Experimental Control Std. Mean Difference Std. Mean Difference
Studyor Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
8.6.1 Parent-rated
KOUIZER 2010 88 485 10 18.44 811 10 100.0% -1.38 [-2.38,-0.38] t
Subtotal (95% CI) 10 10 100.0% -1.38[-2.38, -0.38]
Heterogeneity: Mot applicakle
Testfor averall effect 2= 2.71 (P = 0.007)
8.6.2 Teacher-rated
KOUIZERZO10 111 414 10 9.3 5449 10 100.0% 0.35[-0.593, 1.24] _—t
Subtotal (95% CI) 10 10 100.0% 0.35 [-0.53, 1.24]
Heterogeneity: Mot applicable
Testfor overall effect: Z=079 (F=0.43)
2 0 1 2
) . Favours experimental  Favours control
Testfor subgroup differences: Chf=6.49, dfi= 1 (F=001), F= 84 6%
Social Communication (SRS)
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
8.7.1 Parent-rated
KOUIJZERZ2010 17 12.02 10 2777 1437 10 100.0% -0.78 [1.70,0.14] i_
Subtotal (95% Cly 10 10 100.0% -0.78 [-1.70, 0.14] B
Heterogeneity: Mot applicable
Testfor overall effect Z=1.66 (F=010)
8.7.2 Teacher-rated
KOUIJZERZ2010 223 B.86 10 186 764 10 100.0% 0.45 [-0.40,1.38] i
Subtotal (95% Cl) 10 10 100.0% 0.49 [-D.40, 1.38]
Heterogeneity: Mot applicable
Testfor overall effect £=1.07 (P =0.28)
22 -1 0 1 2
. . Favours experimental Fawours control
Testfor subaroup differences; Chi*= 3.76, df=1 (FP=0.05), F=73.4%
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Social Motivation (SRS)

Experimental Control Std. Mean Difference Std. Mean Difference
Studyor Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI I, Fixed, 95% CI
8.8.1 Parent-rated
KOUIJZER 2010 10.2 B.EB 10 1466 7.14 10 100.0% -0.54 [-1.43, 0.36] i—_
Subtotal (95% CI) 10 10 100.0% -0.54 [-1.43, 0.36]
Heterogeneity: Mot applicakle
Testfor overall effect: Z=1.18 (F=0.24)
8.8.2 Teacher-rated
KOUIZERZO10 89 31 10 7.4 333 10 100.0% 0.45[-0.44, 1.34] —t
Subtotal (95% CI) 10 10 100.0% 0.45 [-0.44, 1.34]

Heterogeneity: Mot applicable
Testfor averall effect 2= 098 (P=0.33)

-2 -1 0 1

2
) . Fawours experimental  Favours cantral
Testfor subgroup diferences: Chi*= 233, df=1 {P=013 F=471%
Autistic Mannerisms (SRS)
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
8.9.1 Parent-rated
KOUWZERZOTO TH B6.36 10 16.33 1025 10 100.0% -0.98 [-1.92,-0.04] i
Subtotal {95% CI) 10 10 100.0% -0.98 [-1.92, -0.04]
Heterageneity: Mot applicatle
Testfor overall effect £= 2.04 (P =0.04)
8.9.2 Teacher-rated
KOUWZERZ010 B8 324 10 845 462 10 100.0% -0.41 [-1.30, 0.48] 1—
Subtotal {95% CI) 10 10 100.0% -0.41[-1.30, 0.48]
Heterogeneity: Mot applicable
Testfar overall effiect £= 0.90 (P =037}
2 -1 0 1 ?
. ) Fawours experimental  Fawours contral
Testfar subaroup differences: Chi*= 0.79, df=1 (F=0.39), F= 0%
Social relations (CCC-2)
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Experimental Cantrol

Std. Mean Difference

5td. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
8.10.1 Parent-rated

KOUIZERZO10 128 3.31 10 1422 3.49 10 100.0% -0.37 [1.26, 0.51] i—
Subtotal (5% CIj 10 10 100.0% -0.37 [-1.26, 0.51]

Heterogeneity: Mot applicable

Testfor averall effect 2= 0.82 (P =041}

8.10.2 Teacher-rated

KOUIJZER 2010 137 17 10 137 2749 10 100.0% 0.00 [-0.88, 0.88] i
Subtotal (95% CI) 10 10 100.0% 0.00 [-0.88, 0.88]

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

2 R

] 1 2
) . Fawaurs experimental  Favaurs cantral
Testfor subgroup diffierences: Chf=0.34, df=1 (P =0.48), F=0%
Interests (CCC-2)
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
8.11.1 Parent-rated
KOUIZERZO10 108 31 10 13.89 236 10 100.0% -1.18[2.15,-0.21] i
Subtotal (95% CIj 10 10 100.0% -1.18 [-2.15, -0.21]
Heterogeneity: Mot applicable
Testfor overall effect £= 2.39 (P =0.02)
8.11.2 Teacher-rated
KOUIJZER 2010 118 2.37 10 119 218 10 100.0% 0.00 [-0.88, 0.88] i
Subtotal (95% CI) 10 10 100.0% 0.00 [-0.88, 0.88]
Heterogeneity: Mot applicakle
Test for averall effect: 2= 0.00 (P =1.00}
2 1 0 1z
) . Fawours experimental  Favours cantral
Testfor subgroup differences: Chf=3.13, df=1(F=008) F=651%
Inappropriate initialization (CCC-2)
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
8.12.1 Parent-rated
KOUIZERZO10 10 3.46 10 13.67 3.04 10 100.0% -1.08 [-2.03,-0.13] i
Subtotal (95% CI) 10 10 100.0% -1.08 [-2.03, -0.13]
Heterogeneity: Mot applicable
Testfor overall effect £= 2,22 (P=0.03)
8.12.2 Teacher-rated
KOUIJZER 2010 11.4 254 10 11.8 2.52 10 100.0% -0.15[1.03,0.73] i
Subtotal (95% CI) 10 10 100.0% -0.15[-1.03, 0.73]
Heterogeneity: Mot applicakle
Testfor overall effect Z=034 (P=0.74)
} } } 1
-2 -1 ] 1 2
) . Fawours experimental  Favours cantral
Testfor subgroup differences: Chi=1.97 df=1 (P=016), F=45.2%
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Stereotyped conversation (CCC-2)

Experimental Control Std. Mean Difference Std. Mean Difference
Studyor Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI I, Fixed, 95% CI
8.13.1 Parent-rated
KOUIJZER 2010 11.2 376 10 13.33 3.57 10 100.0% -0.56 [-1.45, 0.34] i
Subtotal (95% CI) 10 10 100.0% -0.56 [-1.45, 0.34]
Heterogeneity: Mot applicakle
Testfor averall effect 2=1.22{P=0.22)
8.13.2 Teacher-rated
KOUIZERZO10 128 3.1 10 11.9 3.03 10 100.0% 0.31 [-0.598,1.19] —t
Subtotal (95% CI) 10 10 100.0% 0.31[-0.568, 1.19]

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

-2 R 0 1

2
) . Favours experimental  Favours control
Testfor subgroup differences: Chi*=1.81,df=1 {P=018), F=44.6%
Context use (CCC-2)
Experimental Control Std. Mean Difference Std. Mean Difference
Studyor Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
8.14.1 Parent-rated
KOUIZER 2010 12 424 10 1556 2.249 10 100.0% -1.00 [-1.94, -0.08] i
Subtotal (95% CI) 10 10 100.0% -1.00 [-1.94, -0.06]
Heterogeneity: Mot applicakle
Testfor averall effect 2= 2.08 (P = 0.04)
8.14.2 Teacher-rated
KOUIZERZO10 134 337 10 125 2.59 10 100.0% 0.29 [-0.60,1.17] i
Subtotal (95% CI) 10 10 100.0% 0.29 [-0.60, 1.17]
Heterogeneity: Mot applicable
Testfor overall effect: Z=0.64 (F=0.452)
-2 -1 0 1 7
) . Favours experimental  Favours control
Testfor subgroup differences: Chif=3.82, df=1 (P =005}, F=733%
Non-verbal communication (CCC-2)
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fizxed, 95% CI I, Fizxed, 95% CI
8.15.1 Parent-rated
KOUIZER 2010 118 315 10 1467 1.93 10 100.0% -1.08 [-2.00,-0.10] i
Subtotal (95% CI) 10 10 100.0% -1.05 [-2.00, -0.10]
Heterogeneity: Mot applicahle
Testfor averall effect 2= 217 (P =0.03)
8.15.2 Teacher-rated
KOUIZERZO10 136 245 m 127 20 10 100.0% 0.33[0.85,1.27] —_t
Subtotal (95% CI) 10 10 100.0% 0.33 [-0.55, 1.22]
Heterogeneity: Mot applicakle
Testfor overall effect: Z=0.74 (F=0.46)
2 1 0 1z
) . Favours experimental  Favours control
Testfor subgroup differences: Chf=4.39, df=1 (P =004}, F=77.2%
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Pragmatics (CCC-2)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% Cl I, Fixed, 95% Cl
8.16.1 Parent-rated
KOUIJZERZ010 45 13.44 10 6056 16.68 10 100.0% -0.98 [-1.92,-0.04] i
Subtotal (95% CI) 10 10 100.0% -0.98 [-1.92, -0.04]
Heterageneity: Mat applicahle
Test for overall effect: £= 2.05 (F=0.04)
8.16.2 Teacher-rated
KOUIJZERZ010 1.3 984 10 489 852 10 100.0% 0.24 [-0.64,1.13] —_t
Subtotal (95% CI) 10 10 100.0% 0.24 [-D.64, 1.13]

Heterageneity: Mat applicahle
Test for overall effect: 2= 0.54 (P =0.453)

Testfor subgroup differences: Chif= 349 df=1 (P=006) F=714%

-2 -1 0

1 2

Favours experimental  Fawours control

1.9 BIOMEDICAL INTERVENTIONS AIMED AT THE CORE
AUTISM FEATURE OF RESTRICTED INTERESTS AND
RIGID AND REPETITIVE BEHAVIOURS

1.9.1 Hormones for the core autism feature of restricted interests and
rigid and repetitive behaviours as an indirect outcome

Secretin versus placebo for the core autism feature of restricted interests and

rigid and repetitive behaviours as an indirect outcome

Experimental

Control

5td. Mean Difference

Std. Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
5.1.1 ADOS

OWLEY 1999 38 15 28 32 18 28 100.0% 0.36 [-0.17, 0.89]

Subtotal (95% CI) 28 28 100.0% 0.36 [-0.17, 0.89] *
Heterogeneity: Mot applicable

Test for overall effect: Z=1.32 (P =0.19)

5.1.2 GARS

OWLEY1999 76 3 28 74 29 28 100.0% 0.17 [-0.36, 0.69] t
Subtotal (95% CI) 28 28 100.0% 0.17 [-0.386, 0.69]

Heterogeneity: Mot applicable
Test for overall effect: Z = 0.62 (P = 0.53)

Test for subgroup differences: Chi* = 0.25, df =1 (P =0.62). 2= 0%

[
-2
Favours experimental

R 0

1 2

Favours control
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1.9.2 Medical procedures for the core autism feature of restricted
interests and rigid and repetitive behaviours as an indirect outcome

Long-term chelation (7-rounds of DMSA therapy) versus short-term
chelation (1-round of DMSA therapy and 6-rounds of placebo) for the core
autism feature of restricted interests and rigid and repetitive behaviours as
an indirect outcome

Sensory/Perceptual Approach Behaviours (PDDBI)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
ADAMSZ008A 17.8 139 25 137 134 15 100.0% 0.29 [-0.35, 0.94] 1
Total (95% CI) 25 15 100.0% 0.29 [-0.35, 0.94] ——oglii——

2 -1 0 1 2
Favours DMSA-T rounds Favours DMSA-1 round

Heterogeneity: Not applicable
Test for overall effect: Z = 0.89 (P = 0.37)

Ritualisms/Resistance to Change (PDDBI)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
ADAMS 20084 10 7.8 25 115 82 15 100.0% -0.18 [-0.83, 0.46] 1
Total (95% CI) 25 15 100.0% -0.158 [-0.83, 0.46] —ni—

Heterogeneity: Not applicable

. -2 -1 0 1 2
Test for overall effect: Z = 0.56 (P = 0.57)

Favours DMSA-T rounds  Favours DMSA-1 round

HBOT versus attention-placebo for the core autism feature of restricted
interests and rigid and repetitive behaviours as an indirect outcome

Vocal stereotypy (behavioural observation; change score)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fized, 95% CI I, Fixed, 95% CI
GRAMPEESHEHZ2010 .22 M.76 18 1214 17.75 16 100.0% -0.29 [-0.97, 0.39]

Heterogeneity: Mot applicable ; } |

HPIE ~ -2 -1 1 2
Testfor overall effect: Z=0.84 (P = 0.40) Favours atertion-placebn  Favaurs HEOT

Total (95% CI) 18 16 100.0% -0.29[-0.97,0.39] —*—
0

Physical stereotypy (behavioural observation; change score)
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Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% Cl

GRAMPEESHEHZ010  -4.18 187 18 467 2244 16 100.0% -0.42F1.10, 0.26] —.__

Total (95% CI) 18 16 100.0% -0.42 [-1.10, 0.26] —*—

Heterogeneity: Mot applicable I } T I |

e _ -2 -1 1] 1 2
Testfor overall effect: Z=1.21 (P = 0.23) Fawours attention-placeho  Favours HBOT

1.9.3 Motor intervention for the core autism feature of restricted
interests and rigid and repetitive behaviours as a direct outcome

Kata exercise training versus treatment-as-usual for the core autism feature
of restricted interests and rigid and repetitive behaviours as a direct
outcome

Experimental Cantrol Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
1.1.1 Post-intervention
BAHRAMIZO12 T.2 565 15 13.93 854 18 100.0% -0.90 [-1.66,-0.15] t
Subtotal (5% CIj 15 15 100.0% -0.90 [-1.66, -0.15]

Heterogeneity: Mot applicable
Testfor averall effect 2= 2.34 (P=0.02)

1.1.2 1-month follow-up

BAHRAMIZ012 8.07 582 15 134 T.EB 15 100.0% -0.76 [-1.51,-0.02] i
Subtotal (95% CI) 15 15 100.0% -0.76 [-1.51, -0.02]

Heterogeneity: Mot applicakle

Testfor overall effect: Z=2.01 (F=0.04)

-2 -1 ] 1 2
Fawaurs experimental  Favaurs cantral

Testfor subgroup diffierences: Chf= 007, dfi=1 (FP=078), F=0%

1.9.4 Nutritional interventions for the core autism feature of restricted
interests and rigid and repetitive behaviours as an indirect outcome

Gluten-free and casein-free diet versus treatment-as-usual for the core
autism feature of restricted interests and rigid and repetitive behaviours as
an indirect outcome

Unusual or bizarre behaviour (DIPAB)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
KMNIVSBERG2002 26 1.7 10 48 26 10 100.0% -0.96 [-1.9’0, -EI.I:IE]
Total (95% CI) 10 10 100.0%  -0.96 [-1.90, -0.02] -
Heterogeneity: Mot applicable ) M o 1 2

Test for overall effect: Z = 2.01 (P = 0.04) Favours experimental Favours control
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Repetitive Behaviours (change score; ADOS)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
WHITELEYZ2010 -0.14706 D.46 26 0.03431 0.61 29 100.0% -0.33 [-0.86, 0.20]
Total {95% Cl) 26 29 100.0% -0.33 [-0.86, 0.20]
Heterageneity: Mot applicable 5_2 51 5 15 25
Testfor overall effect Z=1.21 (F=0.23)

Favours experimental Favours control

Stereotyped behaviour (change score; GARS)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fized, 95% CI
WHITELEY2010 -0.96154 166 26 -07931 2.23 29 100.0% -0.08 [-0.61, 0.45]
Total {95% CI) 26 29 100.0% -0.08 [-0.61, 0.45]
Heterogeneity: Mat applicable 5_2 51 5 15 25
Testfor overall effect Z2=0.31 (P = 0.76)

Favours experimental  Favours cantral

L-carnosine supplement versus placebo for the core autism feature of

restricted interests and rigid and repetitive behaviours as an indirect
outcome

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
CHEZ2002 1286 5495 14 1582 7.74 17 1000% -0.41 [1.13,0.30] —.——
Total (95% CI) 14 17 100.0% -0.41[-1.13, 0.30] *
Heterogeneity: Mot applicakle 5_2 51 3 15 25
Testfor overall effect: Z=1.13 (F=0.26)

Favours experimental  Favours control

1.9.5 Sensory intervention for the core autism feature of restricted

interests and rigid and repetitive behaviours as an indirect outcome

Neurofeedback versus treatment-as-usual for the core autism feature of
restricted interests and rigid and repetitive behaviours as an indirect
outcome
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Experimental Cantrol

Std. Mean Difference

5td. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
9.1.1 Parent-rated

KOUIZERZO10 1.2 1.3 10 456 2.96 10 100.0% -1.41 [2.41,-0.40] i

Subtotal (5% CIj 10 10 100.0% -1.41[-2.41, -0.40]

Heterogeneity: Mot applicable

Testfor averall effect £= 2.75 (P = 0.006)

9.1.2 Teacher-rated

KOUIJZER 2010 2 218 10 1 1.05 10 100.0% 0.56 [-0.33, 1.46] :t
Subtotal (95% CI) 10 10 100.0% 0.56 [-0.33, 1.46]

Heterogeneity: Mot applicakle
Testfor overall effect: Z=1.23(F=022)

Testfor subgroup differences: Chf=8.23, df=1 (F=0.004), F= 87 9%

2 0 1 2
Fawaurs experimental  Favaurs cantral

1.10PSYCHOSOCIAL INTERVENTIONS AIMED AT

BEHAVIOUR THAT CHALLENGES

1.10.1 Animal-based intervention for behaviour that challenges as an

indirect outcome

Horseback riding versus waitlist control for behaviour that challenges as an

indirect outcome

Inattention/distractability (Sensory Profile)

Experimental Cantrol Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% Cl
EASS20049 27 46 19 214 44 15 100.0% 1.20 [0.46, 1.94]
Total (95% CI) 19 15 100.0% 1.20 [0.46, 1.94] — i
Heterogeneity: Mot applicable 5_2 51 5 15 25
Testfor overall effect Z= 317 (F = 0.002) Favours contral  Favours experimenta

Sedentary (Sensory Profile)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl I, Fixed, 95% CI
EASES2004 16 3.3 18 113 48 15 100.0% 1.14 [0.40, 1.88]
Total (95% CI) 19 15 100.0% 1.14 [0.40, 1.88] —eai i ——
Heterogeneity: Mot applicable 5_2 51 3 15 25

Testfor overall effect; Z2=3.04 (F=0.002)

Favaurs contral  Fawours experiments

1.10.2Behavioural interventions for behaviour that challenges as a direct

or indirect outcome

Behavioural and medical intervention versus medical intervention only for

behaviour that challenges as a direct outcome
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Experimental Control

Std. Mean Difference

Std. Mean Difference

Study or Subgroup  Std. Mean Difference SE Total Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
CARR2006 -1.64648386 0.50542511 10 11 100.0% -1.65 [2.64, -0.66]

Total {95% CI) 10 11 100.0% -1.65 [-2.64, -0.66] —enagi—

Heterageneity: Mot applicable 1 ! 1 !

Testfor overall effect: Z=3.26 (P = 0.001)

-2 -1 1] 1 2
Favours experimental  Favours control

EIBI versus parent training for behaviour that challenges as an indirect

outcome
Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% Cl
8.1.1 Parent-rated
SMITHZ2000 A6.11 9.1 15 5967 1041 13 100.0% -0.36 F1.10,0.39] t
Subtotal (95% Cl) 15 13 100.0% -0.36 [-1.10, 0.39]
Heterogeneity: Mot applicable
Testfor overall effect: £=0.93 (F=0.39)
8.1.2 Teacher-rated
SMITHZO000 G0 1081 15 5571 443 13 100.0% 0.47 [0.28,1.23] —_t
Subtotal {95% Cl) 15 13 100.0% 0.47 [-D.28, 1.23]

Heterageneity: Mot applicahle
Testfor overall effect £=1.23{F =022

Test for subgroup differences: Chif= 234, df=1 (P =013), F=57.2%

-2 -1 I 1 2
Favours EIBI Favours parent traini

1.10.3Cognitive-behavioural interventions for behaviour that challenges

as a direct or indirect outcome

CBT versus waitlist control for behaviour that challenges as a direct

outcome

Parent-reported instances of child anger

Experimental Cantrol Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% Cl I, Fixed, 95% CI
0.1.1 Post-intervention
SOFROMOFF2007 C A 24 7.8 51 21 100.0% -0.92 [-1.54,-0.30] i
Subtotal (95% Cl) 24 21 100.0% -0.92 [-1.54, -0.30]
Heterogeneity: Mot applicahle
Testfor averall effect: £= 291 (F=0.004}
9.1.2 6-week follow-up
SOFROMOFF2007 32 349 24 7.9 81 21 100.0% -1.03 [-1.65,-0.40] i
Subtotal (95% Cl) 24 21 100.0% -1.03 [-1.65, -0.40]

Heterogeneity: Mot applicahle
Testfor averall effect: £=3.21 (F=0.001}

Testfor subgroup differences: Chi*=0.06, df=1 (F=081), F=0%

Fawours expetimental

Parent confidence in child managing own anger

-2 R 0 1 2
Favours contral
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Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% Cl
9.2.1 Post-intervention

SOFRONOFF2007 41 1.7 24 289 22 21 100.0% 0.61 [0.00,1.21] i
Subtotal (95% Cl) 24 21 100.0% 0.61 [0.00, 1.21]

Heterogeneity: Mot applicahble
Testfor averall effect: Z=1 .98 (F=0.0%)

09.2.2 6-week follow-up
SOFROMOFF2007 52 149 24 29 22 21 100.0% 1.10[0.47,1.74] i
Subtotal (95% Cl) 24 21 100.0% 1.10[0.47, 1.74]

Heterogeneity: Mot applicahle

Testfor averall effect: £= 3.42 (P = 0.0006)

-2 - 0 1 2
Favours contral  Fawaurs experimenta

Testfor subgroup differences: Chi*=1.26,df=1 (P = 0.26), F=208%

CBT versus waitlist control for behaviour that challenges as an indirect
outcome

Experimental Control Std. Mean Difference Std. Mean Difference
Studyor Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI I, Fixed, 95% CI
3.1.1 Parent-rated (SDQ Externalising)
CHALFAMNTZ2007 3.82 312 28 B.32 492 19 100.0% -0.62 [-1.22,-0.03]
Subtotal (95% CI) 28 19 100.0% -0.62 [-1.22, -0.03]

Heterogeneity: Mot applicakle
Testfor averall effect 2= 2.05 (P =0.04)

3.1.2 Teacher-rated (SDQ Externalising)

CHALFAMNTZ2007 278 232 28 489 458 18 100.0% -0.62 [-1.21,-0.032] i
Subtotal (95% CI) 28 19 100.0% -0.62 [-1.21, -0.02]

Heterogeneity: Mot applicable

Testfor overall effect £= 2.03 (P =0.04)

-2 -1 0 1 2
Favours experimental  Favours control

Testfor subgroup differences: Chi#=0.00, df=1 (P =099, F=0%

1.10.4Parent training for behaviour that challenges as a direct or indirect
outcome

Parent training versus treatment-as-usual for behaviour that challenges as a
direct or indirect outcome

Frequency of problem behaviours
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Experimental Control Std. Mean Difference

Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
14.1.1 Direct outcome {post-intervention; combined workshop + individual sessions)

SCFROMOFF2004 105 5436676 36 17.63 564 15 100.0% -1.26 [1.91, -0.61]

Subtotal (95% CI) 36 15 100.0% -1.26 [-1.91, -0.61]

Heterogeneity; Mot applicable
Test for overall effect: Z= 377 (F = 0.0002)

14.1.2 Direct outcome {3-month follow-up; combined workshop + indridual sessions)
SOFROMOFF2004 10585 6.031024 36 182 621 15 100.0% -1.23 [1.88,-0.58]
Subtotal {95% CI) 36 15 100.0% -1.23[-1.88, -0.58]
Heterogeneity: Mot applicahle

Test for overall effect; 2= 3.71 (F = 0.0002)

o
-

I f
-2 -1

0 1 2
, . Favours experimental  Favours control

Test for subgroup differences: Chi*=0.00, df=1 (P = 0.96), F=0%

Intensity of problem behaviours
Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean S0 Total Weight I, Fixed, 95% CI I, Fixed, 95% CI

14.2.1 Direct outcome (post-intervention; individual sessions)

SOFROMOFF2004 110.66 19.85 18 148 3174 15 100.0% -1.41 [-2.18,-0.63] t

Subtotal (95% CI) 18 15 100.0% -1.41[-2.18, -0.63]

Heterogeneity, Mot applicahle

Testfor overall effect: Z= 356 (F = 0.0004)

14.2.2 Direct outcome (3-month follow-up; individual sessions)

SOFROMOFF2004 106.44 2299 18 1444 3185 15 100.0% -1.35[-2.12,-0.59] i

Subtotal (95% CIj 18 15 100.0% -1.35[-2.12, -0.59]

Heterogeneity: Mot applicahle

Testfor overall effect: Z= 3,45 {F = 0.00086)

14.2.3 Direct outcome (post-intervention; workshop)

SOFROMOFF2004 130.44 2554 18 148 31.75 15 100.0% -0.60 [-1.30,0.10] i‘

Subtotal (95% CI) 18 15 100.0% -0.60 [-1.30, 0.10]

Heterageneity: Mat applicable

Testfor overall effect 2= 1.68 (F = 0.04)

14.2.4 Direct outcome (3-month follow-up; workshop)

SOFROMOFF2004 129 1813 18 1444 3185 15 100.0% -0.89 [-1.30,0.11] i‘

Subtotal (95% CI) 18 15 100.0% -0.59 [-1.30, 0.11]

Heterogeneity: Mot applicahle

Testfor overall effect Z=1.66 (F=0.10)

2 a4 0 1 2
) ) Favours experimental  Favaurs cantrol

Testfor subaroup differences: Chif=4.33, df=3(P=0231F=307%
Problem behaviour (indirect outcome; DBC-TBPS; 6-month follow-up; PEC+PEBM
combined)

Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI

TONGE2006 55.386471 22.23158 68 63.83 27589 35 100.0% -0.35 [-0.76, 0.06)

Total (95% CI) 68 35 100.0% -0.35 [-0.76, 0.06] .

Heterogeneity: Mot applicable :_2 _:1 o _:I 2:

Test for overall effect; Z = 1.66 (P = 0.10) Favours experimental Favours control
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Combined parent training and antipsychotic versus antipsychotic-only for
behaviour that challenges as a direct outcome

Noncompliant behaviour in everyday circumstances (HSQ)

Comb. risperidone + PT Risperidone only Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
16.1.1 Post-intervention
AMAMNZ009 1.23 1.36 55 168 136 40 100.0% -0.33 [-0.74, 0.08) 1'
Subtotal (95% CI) 55 40 100.0% -0.33 [-0.74, 0.08]

Heterogeneity: Not applicable
Test for overall effect: Z = 1.57 (P =0.12)

16.1.2 One-year follow-up

AMANZ009 1.84 146 51 212 187 36 100.0% -0.17 [-0.60, 0.26) t
Subtotal (95% CI) 51 36 100.0% -0.17 [-0.60, 0.26]

Heterogeneity: Not applicable

Test for overall effect: Z=0.78 (P = 0.44)

-2 -1 0 1 2
) . Comb. risperidone + PT  Risperidone only
Test for subaroup differences: Chi? = 0.28, df = 1 (P = 0.60). F=0%

Noncompliant behaviour in everyday circumstances (Noncompliance index - Daily
Living Skills [VABS])

Comb. risperidone + PT Risperidone only Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD  Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
16.2.1 Post-intervention
AMAN2009 841 860 75 12.88 10.83 49 100.0%  -0.46 [-0.83, -0.10) t
Subtotal (95% CI) 75 49 100.0% -0.46 [-0.83, -0.10]

Heterogeneity: Not applicable
Test for overall effect: Z = 2.49 (P = 0.01)

22 -1 0 1 2
) . Comb. rspendone + PT  Rispendone only
Test for subaroup differences: Not applicable

Irritability (ABC)
Comb. risperidone + PT Risperidone only Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
16.3.1 Post-intervention
AMAMZ009 10.96 6.64 55 14.53 99 40 100.0% -0.43 [-0.85, -0.02) i
Subtotal (95% CI) 55 40 100.0% -0.43 [-0.85, -0.02]

Heterogeneity: Mot applicable
Test for overall effect: Z = 2.06 (P = 0.04)

16.3.2 One-year follow-up

AMANZ009 141 36 51 1525 3.36 36 100.0% -0.33 [-0.75, 0.10] 1'
Subtotal (95% CI) 51 36 100.0% -0.33 [-0.75, 0.10]

Heterogeneity: Not applicable

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

2 -1 0 1 2
) ) Comb. risperdone + PT  Risperidone only
Test for subgroup differences: Chi* = 0.13, df = 1 (P =0.72), F=0%

Lethargy/Social withdrawal (ABC)
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Comb. risperidone + PT Risperidone only

Std. Mean Difference
IV, Fixed, 95% CI

Std. Mean Difference
IV, Fixed, 95% CI

Study or Subgroup Mean sD Total Mean SD__Total Weight
16.4.1 Post-intervention

AMANZ009 4.26 517 55 644 716 40 100.0%
Subtotal (95% CI) 55 40 100.0%
Heterogeneity: Not applicable

Test for overall effect: £ = 1.70 (P = 0.09)

16.4.2 One-year follow-up

AMANZ009 4,65 521 51 739 6.83 36 100.0%
Subtotal (95% CI) 51 36 100.0%

Heterogeneity: Mot applicable
Test for overall effect: £ = 2.08 (P = 0.04)

-0.36 [-0.77, 0.06]
-0.36 [-0.77, 0.086]

=

-0.46 [-0.89, -0.03]
-0.46 [-0.89, -0.03]

=

-1

-2 0 1 2
Comb. risperidone + PT  Risperidone only
Test for subaroup differences: Chi* =0.11, df =1 (P = 0.74). F = 0%
Stereotypic behaviour (ABC)
Comb. risperidone + PT Risperidone only Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
16.5.1 Post-intervention
AMANZ009 32 400 55 625 568 40 100.0%  -0.63[-1.04,-021) t
Subtotal (95% CI) 55 40 100.0% -0.63 [-1.04, -0.21]
Heterogeneity: Mot applicable
Test for overall effect: Z = 2.95 (P = 0.003)
16.5.2 One-year follow-up
AMAN2009 406 367 51 561 531 36 100.0%  -0.35[-0.78, 0.08] i
Subtotal (95% CI) 51 36 100.0% -0.35 [-0.78, 0.08]
Heterogeneity: Mot applicable
Test for overall effect: Z = 1.58 (P = 0.11)
=2 -1 0 1 2
Comb. risperidone + PT  Risperidone only
Test for subgroup differences: Chi* = 0.84, df = 1 (P = 0.36). F=0%
Hyperactivity/Noncompliance (ABC)
Comb. risperidone + PT Risperidone only Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean sD Total Mean SD__Total Weight IV, Fixed, 85% CI IV, Fixed, 85% CI
16.6.1 Post-intervention
AMANZ009 15.38 10.23 55 2078 1238 40 100.0% -0.48 [-0.89, -0.07] t
Subtotal (95% Gl 55 40 100.0%  -0.48 [-0.89, -0.07]
Heterogeneity: Not applicable
Test for overall effect: £ = 2.27 (P = 0.02)
16.6.2 One-year follow-up
AMAN2009 1737 1178 51 1894 1142 36 100.0%  -0.13 [-0.56, 0.29] t
Subtotal (95% CI) 51 36 100.0% -0.13 [-0.56, 0.29]
Heterogeneity: Mot applicable
Test for overall effect: Z = 0.61 (P = 0.54)
-2 -1 0 1 2
Comb. risperidone + PT  Risperidone only
Test for subaroup differences: Chi* = 1.30, df = 1 (P = 0.25). I = 22.9%
Inappropriate speech (ABC)
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Comb. risperidone + PT Risperidone only Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean sD Total Mean SD__Total Weight IV, Fixed, 85% CI IV, Fixed, 85% CI
16.7.1 Post-intervention

AMAMZ009 2.56 293 55 33 366 40 100.0% -0.23 [-0.63, 0.18)

Subtotal (95% CI) 55 40 100.0% -0.23 [-0.63, 0.18]

Heterogeneity: Not applicable
Test for overall effect: £ = 1.08 (P = 0.28)

16.7.2 One-year follow-up

AMANZ009 327 277 51 322 336 36 100.0% 0.02 [-0.41, 0.44] t
Subtotal (95% CI) 51 36 100.0% 0.02 [-0.41, 0.44]

Heterogeneity: Mot applicable

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

-2 -1 0 1 2
) ) Comb. risperidone + PT  Risperidone only
Test for subaroup differences: Chi* = 0.64, df = 1 (P = 0.42). F = 0%

Combined parent training and early intervention centre programimne versus
early intervention centre programme only for behaviour that challenges as
an indirect outcome

Parent-reported behaviour that challenges (BSQ)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
17.1.1 Post-intervention (mixed ASD & DD sample)
RICKARDS2007 8 51 30 81 38 28 100.0% -0.02 [-0.54, 0.49]
Subtotal (95% CI) 30 28 100.0% -0.02 [-0.54, 0.49]

Heterogeneity: Mot applicable
Test for overall effect: £ = 0.08 (P = 0.93)

17.1.2 12-month post-intervention follow-up {mixed ASD & DD sample)

RICKARDS2007 782 46 27 852 42 23 100.0% .0.16 [-0.71, 0.40) t
Subtotal (95% Cl) 27 23 100.0%  -0.16 [-0.71, 0.40]

Heterogeneity: Mot applicable
Test for overall effect: £ = 0.55 (P = 0.58)

-2 -1 0 1 2
Favours experimental Favours contral

Test for subaroup differences: Chi* =012, df=1(P=0.73). 2= 0%

Teacher-rated behaviour that challenges (PBCL)
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Experimental

Control

Std. Mean Difference

Std. Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
17.2.1 Post-intervention (mixed ASD & DD sample)

RICKARDS2007 12 8.5 27 177 8.2 26 100.0% -0.67 [-1.23, -0.12)

Subtotal (95% CI) 27 26 100.0% -0.67 [-1.23, -0.12] -L
Hetercgeneity: Mot applicable

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

17.2.2 Post-intervention (ASD-only sample)

RICKARDS2007 137 83 16 212 67 18 1000%  -0.98 [-1.69, -0.26] i

Subtotal (95% CI) 16 18 100.0% -0.98 [-1.69, -0.26]

Heterogeneity: Mot applicable
Test for overall effect: Z = 2.67 (P = 0.008)

17.2.3 12-month post-intervention follow-up (mixed ASD & DD sample)

RICKARDS2007
Subtotal (95% CI)

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

926 52 23 99¢

23

6.8

23
23

100.0%
100.0%

-0.11 [-0.68, 0.47)
-0.11 [0.68, 0.47]

-

-2

Favours experimental

Test for subaroup differences: Chi* = 3.81, df = 2 (P =0.15). = 47.6%

=1 0 1
Favours control

1.10.5Social-communication interventions for behaviour that challenges

as an indirect outcome

Social skills group versus treatment-as-usual for behaviour that challenges

as an indirect outcome

Conflict (QPQ Conflict)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% Cl
11.1.1 Parent-rated
FRAMKELZ201D 19 248 35 33 3z 27 BEE% -0.45 [-0.97, 0.05] ——
LAUGESOMN2Z00Y 1.3 14 17 4.7 8.3 16 33.4% -0.87 [-1.59,-0.14] —
Subtotal (95% Cl) 52 43 100.0% -0.60[-1.01, -0.18] i
Heterogeneity: Chi==081,df=1{P=037); F=0%
Testfor averall effect: £= 283 (F=0.009)
11.1.2 Self-rated
LAUGESON2Z00Y 1.6 2.2 17 1.8 21 16 100.0% -0.09 [-0.77, 0.589] i
Subtotal (95% Cl) 17 16 100.0% -0.09 [-0.77, 0.59]

Heterogeneity: Mot applicahle
Testfor overall effect; 2= 026 (F=0.79)

-2

Fawours experimental

Testfor subdgroup differences: Chi*=1.55, df=1 (P=021), F=356%

Intrusive/aggressive behaviour

-1 0 1
Favours contral
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Experimental Control Stil. Mean Difference Sti. Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
11.2.1 Parent-rated (SSRS Externalizing/Problem Behaviours)
FRAMKELZ010 38 21 35 5.2 23 33 B9.E% -0.B3[1.12,-0.14] —il—
LALIGESOMZ009 1041 11.27 17 117 1114 16 30.2% -1.12[1.86,-0.38) ——— & —
Subtotal (95% Cl) 52 49 100.0% -0.78 [-1.19, -0.37] e
Heterogeneity: Chi*=1.19, df=1{P=0.28); F=16%
Testfor averall effect 2= 2.74 (F=0.0002)
11.2.2 Teacher-rated {PEl Aggression)
FRAMKELZ010 1 1.3 il 1.4 2 28 100.0% -0.24 [[0.75, 0.28] 1—
Subtotal (95% Cly 3 28 100.0% -0.24 [-0.75, 0.28]

Heterogeneity: Mot applicable
Testfor overall effect: Z= 080 (F=0.37)

Testfor subgroup differences: Chif= 263, df=1 (P=0100 F=620%

Social withdrawal

-2 -
Favours experimental

Il 1 2
Fawaurs contral

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% Cl IV, Fixed, 95% CI
11.3.1 Parent-rated (SSRS Internalizing BASC-2-PRS Withdrawal)
FRAMKELZO10 B4 21 35 T3 24 33 T0.0% -0.38 [0.87, 0.09] —
LOPATAZO1D 63.39 8.76 18 7683 1038 18 300% -1.37 F2.10,-0.63] —
Subtotal {95% CI) 53 51 100.0% -0.68 [-1.08, -0.28] €@
Heterogeneity: Chi*=4.81, df=1 (P=0.03); F=749%
Testfor overall effect £= 3.32 (P =0.0009)
11.3.2 Teacher -rated {PEI Withdrawal)
FRAMKEL2010 36 24 kil ar 21 28 100.0% -0.04 055, 0.47] t
Subtotal {95% CI) 31 28 100.0% -0.04 [-0.55, 0.47]

Heterogeneity: Mot applicable
Testfor overall effect Z=017 (P=0.87)

Testfar subaroup differences: Chi*= 3.69, df=1 (P=0.08), F=729%

2 -
Favours experimental

0 1 2
Fawvours cantral

LEGO therapy versus SULP for behaviour that challenges as an indirect

outcome
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
OWWENSZ008 13.81 523 16 1669 4579 15 100.0% -0051 [1.23,0.21] —
Total {(95% CI) 16 15 100.0% -0.51[-1.23, 0.21] e
Heterogeneity; Mot applicable 5_2 51 1 15 25

Testfar overall effect Z=1.39 (P =0.18)

Favours LEGO  Fawours SLILP
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1.11PHARMACOLOGICAL INTERVENTIONS AIMED AT
BEHAVIOUR THAT CHALLENGES

1.11.1 Anticonvulsants for behaviour that challenges as a direct outcome

Divalproex versus placebo for behaviour that challenges as a direct outcome

Irritability
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
1.1.1 ABC
HELLIMGS2005 18.17 8.78 16 1545 1038 14 538% 0.28 [-0.44,1.00] —
HOLLAMWDERZ2010 145 B.BT 16 177 7494 11 462% -0.43 F1.21,0.358] —
Subtotal {95% CI) 32 25 100.0% -0.05 [-0.58, 0.48] e

Heterogeneity: Chif=1.71,df=1 (P=01&);, F=41%
Testfor overall effect Z= 019 (P =0.89)

1.1.2 0AS
HOLLAMDERZ2O10 542 217 16 625 1.28 11 100.0% -0.43 [1.21,0.39)] i—_
Subtotal {95% CI) 16 11 100.0% -0.43[-1.21,0.35]

Heterageneity: Mot applicatle

Testfor overall effect Z=1.09 (P =0.23)

-2 -1 0 1 2
Favours experimental Fawours control

Test for subgroup differences: Chi*= 063, df=1 (P=043), F=0%

Aggression (OAS)
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
HELLINGS2005 586 3.84 16 572 462 14 100.0% 0.03 [-0.63, 0.75]
Total {(95% Cl) 16 14 100.0% 0.03 [-0.69, 0.75]
Heterogeneity: Mot applicable I_2 I1 ] 1! 2!
Testforoverall effect: 2= 0.09 (P =0.83) Favours experimental  Favours control

Global severity (CGI-S)

Experimental Control Std. Mean Difference Std. Mean Difference
Studyor Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI I, Fixed, 95% Cl
HELLINGES2005 445 0.84 16 4.5 1.06 14 100.0% 0.00[-0.72, 072
Total {(95% CI) 16 14 100.0% 0.00 [-0.72, 0.72]
Heterogeneity: Mot applicable I_2 I1 3 1! 2:
Testfor overall effect: Z= 0.00 (F = 1.00) Fawours experimental  Favours cantral

Global improvement (CGI-I)
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Experimental Cantrol Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
HELLIMNGS2005 286 073 16 2.893 0.93 14 100.0% -0.43 [1.16, 0.29] —
Total {95% Cl) 16 14 100.0% -0.43[-1.16, 0.29] -ﬁ-
Heterogeneity: Mot applicable 5_2 51 ] 15 25
Testfor overall effect: 2=1.17 (P =0.24) Fawours experimental  Favours cantral
Global improvement ('much improved/very improved' on CGI-improvement)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total BEvents Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
HOLLANMDER2010 10 16 1 11 100.0% B.88[1.02 46.28]
Total (95% CI) 16 11 100.0% 6.87 [1.02, 46.28] ——anii——
Total events 10 1
Heterogeneity: Mot applicahle 'D.IZI1 DH 1'IZI 1IZID'

Test for averall effect £=1.98 (P =0.09)

Fawvours cantral  Favours experimenta

Topiramate and risperidone versus placebo and risperidone for behaviour

that challenges as a direct outcome

Experimental Cantrol Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
2.1.1 Irritability
REZAEIZO10 82 244 20 148.3 4.64 20 100.0% -1.88 [2.63,-1.132] i
Subtotal (95% CI) 20 20 100.0% -1.88[-2.63,-1.12]
Heterogeneity: Mot applicable
Testfor averall effect: 2= 4.87 (P = 0.00001)
2.1.2 Lethargy'Social withdrawal
REZAEIZON10 1415 B.67 20 146 4.28 20 100.0% -0.25 [-0.88, 0.37] t
Subtotal (95% CI) 20 20 100.0% -0.25 [-0.88, 0.37]
Heterogeneity: Mot applicakle
Testfor overall effect: Z=080(F=042)
2.1.3 Stereotypic hehaviour
REZAEIZO10 34 1.04 20 B.09 304 20 1000% -2.02 [-2.80,-1.25] i
Subtotal (95% CI) 20 20 100.0% -2.02 [-2.80, -1.25]
Heterogeneity: Mot applicakle
Testfor averall effect: 2= 911 (P = 0.000013
2.1.4 HyperactivityNoncompliance
REZAEIZO10 TE 237 20 19.25 83 20 100.0% -1.87 [2.63,-1.132] i
Subtotal (95% CI) 20 20 100.0% -1.87 [-2.63, -1.12]
Heterogeneity: Mot applicable
Testfor overall effect. £= 4.85 (P = 0.00001)
2.1.5 Inappropriate speech
REZAEIZO10 393 217 20 424 1549 20 1000% -0.16 [-0.78, 0.46] t
Subtotal (95% CI) 20 20 100.0% -0.16 [-0.78, 0.46]

Heterogeneity: Mot applicakle
Test for overall effect: Z= 0.0 (F = 0.61)

Testfor subgroup diffierences: Chif=29.35, df= 4 (P = 0.000013, F=86.4%

Favaurs experimental

-2

1 2
Favaurs cantral

40
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1.11.2 Antidepressants for behaviour that challenges as an indirect

outcome

Citalopram versus placebo for behaviour that challenges as an indirect

outcome
Experimental Control Std. Mean Difference Std. Mean Difference
Studyor Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI I, Fixed, 95% CI
3.1.1 Irritability
KINGZ2008 101 43 73 102 84 TE 1000% -0.01 [-0.33, 0.31]
Subtotal (95% CI) 73 76 100.0% -0.01 [-0.33, 0.31]

Heterogeneity: Mot applicakle
Test for overall effect: Z=0.07 (F=0.95)

3.1.2 Lethargy/Social withdrawal

KIMG2008 21 81 73 82 T7A TE 100.0% -0.01 [F0.33, 0.31]
Subtotal (95% Cl) 73 76 100.0% -0.01 [-0.33, 0.31]

Heterogeneity: Mot applicakle
Testfor overall effect 2= 0.08 (P = 0.94)

3.1.3 Stereotypic behaviour

KIMGZ008 647 45 73 6.2 438 TE 100.0% 0.05[0.27,0.37]
Subtotal (95% Cl) 73 76 100.0% 0.05 [-0.27, 0.37]

Heterogeneity: Mot applicable
Testfor overall effect: Z=0.32 (F=0.75)

3.1.4 HyperactivityHoncompliance

KING 2009 185 128 73 174 115 76 100.0% 0.09 [-0.23, 0.41]
Subtotal (95% CI) 73 76 100.0% 0.09 [-0.23, 0.41]

Heterogeneity: Mot applicakle
Testfor overall effect: 7= 0485 (P =0.98)

3.1.5 Inappropriate speech

KIMGZ008 44 37 73 42 33 TE 100.0% 0.06 [-0.26, 0.38]
Subtotal (95% Cl) 73 76 100.0% 0.06 [-0.26, 0.38]

Heterogeneity: Mot applicable
Testfor averall effect 2= 035 {P=0.73)

Testfor subgroup differences: Chi*=0.30, df=4 (P=0.99), F=0%

L e

-2
Fawours experimental

-1

] 1 2

Favours contraol

1.11.3 Antihistamines for behaviour that challenges as a direct outcome

Cyproheptadine and haloperidol versus placebo and haloperidol for

behaviour that challenges as a direct outcome

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% Cl
ARKHOMDZADEH 2004 -10.8 T8 20 -37 T6 20 100.0% -0.98 [-1.64,-0.32]
Total (95% CI 20 20 100.0% -0.98 [-1.64, -0.32] et
Heterogeneity; Mot applicable I_2 I1 3 1! 2!
Testfor overall effect Z= 2.82 (F = 0.003) Fawours cyp. + hal. Fawours hal. + placebo
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1.11.4 Antioxidants for behaviour that challenges as a direct outcome

N-acetylcysteine versus placebo for behaviour that challenges as a direct
outcome

Behaviour that challenges (ABC)

Experimental Control Std. Mean Difference Std. Mean Difference

Studyor Subgroup Mean SD Total Mean SD Total Weight I, Fizxed, 95% CI I, Fizxed, 95% CI

1.1.1 Irritability

HARDAMNZ012 T2 a7 14 131 44 15 100.0% -0.70 [-1.46, 0.08] i

Subtotal (95% CI) 14 15 100.0% -0.70 [-1.46, 0.05]

Heterogeneity: Mot applicakle

Testfor averall effect £=1.83 (P =0.07)

1.1.2 Lethargy'Social Withdrawal

HARDAMNZ012 11 9.4 14 83 TT 15 100.0% 0.31 [0.43 1.04] —_t

Subtotal (95% CI) 14 15 100.0% 0.31[-0.43, 1.04]

Heterogeneity: Mot applicable

Testfor overall effect 2= 0.82 (P=0.41)

1.1.3 Stereotypic hehaviour

HARDANZ012 56 57 14 8 7 15 1000%  -0.36[1.10,0.37] i

Subtotal (95% CI) 14 15 100.0% -0.36 [-1.10, 0.37]

Heterogeneity: Mot applicakle

Testfor averall effect Z= 0487 (P=0.33

1.1.4 Hyperactivity

HARDAMNZ012 124 114 14 21 114 15 100.0% -0.73[1.49,0.03] i

Subtotal (95% CI) 14 15 100.0% -0.73[-1.49, 0.03]

Heterogeneity: Mot applicable

Testfor averall effect £=1.89 (P = 0.06)

1.1.5 Inappropriate speech

HARDAMZ012 25 28 14 36 36 15 100.0% -0.34 [-1.07, 0.40] 1_—

Subtotal (95% CI) 14 15 100.0% -0.34 [-1.07, 0.40]

Heterogeneity: Mot applicakle

Testfor overall effect: Z=0.90 (F=0.37)

2 1 0 1 7
) . Favours experimental  Favours control

Testfor subgroup differences: Chf=4.89, df= 4 (FP=030), F=18.3%

Global severity (CGI-S)
Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl I, Fixed, 95% Cl

HARDAMZ012 45 (.8 14 49 04 15 100.0% -0.46 [-1.19, 0.28] —.——

Total (95% CI) 14 15 100.0% -0.46 [-1.19, 0.28] *

Heterogeneity: Mot applicable 1_2 i1 5 1! 2:

Testfor overall efiect: =121 (F = 0.23) Favours experimental  Favours control
Global improvement (CGI-I)
Autism: the management and support of children and young people on the autism
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Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% Cl
HARDAMZ012 29 11 14 32 04 15 100.0% -0.29 [-1.02, 0.44]

Total (95% CIy 14

Heterogeneity: Mot applicahble
Testfor averall effect: Z=078 (P =044}

15 100.0% -0.29[-1.02, 0.44]

I t
-2 -1

Favours experimental

0

1 2
Favours contral

1.11.5 Antipsychotics for behaviour that challenges as a direct or indirect

outcome

Antipsychotic (risperidone or aripiprazole) versus placebo for behaviour
that challenges as a direct outcome

Positive treatment response (clinician-rated: >25% improvement on ABC-Irritability
with or without 'much improved/very improved' on CGI-improvement)

Experimental

Control Risk Ratio

Risk Ratio

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

JOHMNSON&JOHNSON2011 39 58 14 34 31.3% 1.63 [1.05, 2.54] L]
RUPPRISPERIDONEZ001 34 49 6 52 10.3% 6.01[2.77, 13.06) —
Subtotal (95% CI) 107 B6 41.6%  2.72[1.85, 3.99] s
Total events 73 20

Heterogeneity: Chi* = 9.18, df = 1 (P = 0.002); I = 89%

Test for overall effect: Z = 5.11 (P < 0.00001)

8.1.2 Aripiprazole

MARCUSZ009 8 164 17 49  464% 1.51 [1.00, 2.28] -
DWENZ2009 24 45 749 12.0% 3.65[1.74, 7 65] —_—
Subtotal (95% CI) 210 98 58.4% 1.95[1.37, 2.78] <

Total events 110 24

Heterogeneity: Chi* = 4.24 df =1 (P = 0.04); I* = T6%

Test for overall effect: Z = 3.70 (P = 0.0002)

Total (95% CI) 7 184 100.0% 2.27 [1.75, 2.94] &

Total events 183

44

Heterogeneity: Chi* = 13.58, df = 3 (P = 0.004); I* = 78%

Test for overall effect: Z = 6.19 (P < 0.00001)

Test for suboroup differences: Chi* = 1.55, df =1 (P = 0.21). |* = 35.3%

005 02
Favours control

Positive treatment response (parent-defined target symptoms)

1

5 20
Favours experimenta

Experimental Control Risk Ratio Risk Ratio
Studly or Subgroup Fvents Total Fvents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl
RUPFPRISFERIDONEZDO )| 14 9 43 100.0% 337 [1.83,68.21]
Total {(95% Cly 14 43 100.0% 3.37 [1.83, 6.21] i
Total events kil 9
Heterogeneity: Mot applicahle 'D.1 ng DTS ﬁ é 1|:|'

Test for averall effect: £= 389 {F = 0.0001)

Favours control

Fawvours experimenta
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Maladaptive behaviour (VABS)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
RUFFPRISFERIDOMEZO01 20034 ¥83 49 3027 887 a2 100.0% -1.17 [1.89,-0.74]
Total (95% Cl) 49 52 100.0% -1.17 [-1.59, -0.75] .
Heterogeneity: Mot applicable 5_2 51 p 15 25
Testfor averall effect Z= 4541 (P = 0.00001) Favours experimental Favaours control
Irritability (ABC)
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 85% CI IV, Fixed, 95% CI
8.4.1 Risperidone
JOHNSON&JOHNSONZ011 1765 B.815739 58 254 1205 34 25.0% -0.76 [-1.20, -0.32) —
RUPPRISPERIDONEZ001 11.3 74 43 219 a5 52 264% -1.23 [-1.66, -0.80) —
SHEAZD04 6.7 56 37 147 1146 38 21.3% -0.87 [-1.35, -0.40) —
Subtotal (95% CI) 144 124 72.7% -0.96 [-1.22, -0.71] <D
Heterogeneity: Chi® = 2.48, df =2 (P = 0.29); I*= 19%
Test for overall effect: Z = 7.35 (P < 0.00001)
8.4.2 Aripiprazole
OWEN2009 -12.9 9.5 46 -5 98 49 27.3% -0.81 [-1.23, -0.39) —
Subtotal (95% Cl) 46 49  27.3% -0.81 [-1.23, -0.39] g
Heterogeneity: Not applicable
Test for overall effect: Z = 3.79 (P = 0.0001)
Total (95% CI) 190 173 100.0% -0.92 [-1.14, -0.70] <
Heterogeneity: Chi* = 2.85, df = 3 (P = 0.42); I*= 0% =2 1 n 1 2=
Test for overall EHE'I:t Z=825 {P.‘: 0.00001) Favours experimental Favours control
Test for subaroup differences: Chi? = 0.37, df =1 (P = 0.54). F = 0%
Lethargy/Social withdrawal (ABC)
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
8.5.1 Risperidone
RUPPRISPERIDONE2001 8.9 6.4 49 12 83 52 236% -0.41 [-0.81, -0.02] — ]
SHEAZ004 5.1 472 38 B6 BE 38 17.8% -0.50 [-0.96, -0.05] —r
Subtotal (95% CI) 88 90 41.4% -0.45 [-0.75, -0.15] e
Heterogeneity: Chi* = 0.08, df = 1 (P = 0.77); F = 0%
Test for overall effect: Z = 2.97 (P = 0.003)
8.5.2 Aripirazole
MARCUS 2000 -6.154878 B8.375362 164 52 B4 49 36.0% -0.11 [-0.43, 0.21] — .
OWENZ2009 7.9 8.14 46 B2 7.7 49 226% -0.21 [-0.62, 0.19] _— T
Subtotal (95% CI) 210 98 58.6% -0.15 [-0.40, 0.10] <
Heterogeneity: Chi* = 0.14, df = 1 (P = 0.70); F = 0%
Test for overall effect: Z = 1.19 (P = 0.23)
Total (95% CI) 298 188 100.0% -0.28 [-0.47, -0.08] L 2
Heterogeneity: Chi? = 2.50, df = 3 (P = 0.48); 12 = 0% b 5 _l] s ] 2=
Test for overall effect: Z = 2.82 (P = 0.005) Favours expenmental Favours control
Test for subgroup differences: Chi* = 2.28, df =1 (P =0.13). I = 56.0%
Stereotypic behaviour (ABC)
Autism: the management and support of children and young people on the autism
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Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD_Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
8.6.1 Risperidone

RUPPRISPERIDONE2001 58 4.6 49 73 48 52 24.2% -0.32 [-0.71, 0.08] L
SHEAZ004 37 3.66 38 57 64 38 18.1% -0.38 [-0.83, 0.07] T
Subtotal (95% CI) 87 90  42.4% -0.34 [-0.64, -0.05] -

Heterogeneity: Chi* = 0.04, df =1 (P = 0.84), F=0%
Test for overall effect: Z = 2.27 (P = 0.02)

8.6.2 Aripiprazole

MARCUS2009 -4.392073 4.846254 184 -1.8 483 49  35.8% -0.53 [-0.86, -0.21] -
OWEN2009 -4.8 4.07 46 2 42 49 21.8% -0.67 [-1.09, -0.26] —_—
Subtotal (95% CI) 210 98 57.6% -0.59 [-0.84, -0.33]

Heterogeneity: Chi® = 0.26, df =1 (P = 0.61); B=0%
Test for overall effect: Z = 4.51 (P < 0.00001)

Total {95% CI) 207 188 100.0%  -0.48 [-0.68, -0.29] &>

Heterogeneity: Chi* = 1.78, df =3 (P = 0.62); F=0% Z n ) 1 2
Test for overall Eﬁef:t Z=490 (P.': 0.00001) Favours experimental Favours control
Test for subaroup differences: Chi* = 1.47, df = 1 (P = 0.23). I* = 32.0%

Hyperactivity (ABC)
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD_Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
8.7.1 Risperidone
RUPPRISPERIDONE2001 17 9.7 49 276 106 52  23.0% -1.03 [-1.45, -0.62] —_—
SHEAZDD4 12.4 7.82 38 235 13.07 37 17.1% -1.02 [-1.51, -0.54] —_—
Subtotal (95% CI) 87 89  40.0% =1.03 [-1.34, -0.71] e

Heterogeneity: Chi* = 0.00, df = 1 (P =0.97); F=0%
Test for overall effect: Z = 6.40 (P < 0.00001)

8.7.2 Aripiprazole

MARCUS2009 -14.49146 11.56846 164 7.7 11.9 49 38.0% -0.58 [-0.91, -0.26) ——
OWEN2009 2.7 1017 46 -28 105 49 220% -0.95 [-1.37, -0.52) -
Subtotal (95% CI) 210 98 60.0% -0.72 [-0.97, -0.486] -

Heterogeneity: Chi* = 1.82, df = 1 (P = 0.18); IF = 45%
Test for overall effect: Z = 5.45 (P < 0.00001)

Total (95% CI) 207 187 100.0%  -0.84 [-1.04, -0.64] &

Heterogeneity: Chi* = 4.10, df = 3 (P = 0.25); I* = 27% :2 b o ' 2:
Teost for oversll Eﬁef't £ =827 {P,‘ 0.00001) Favours experimental Favours control
Test for subaroup differences: Chi* = 2.27, df = 1 (P = 0.13). I* = 55.9%

Inappropriate speech (ABC)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
8.8.1 Risperidone
RUPPRISPERIDONEZ2001 3 31 49 58 38 52  23.0% -0.83 [-1.23, -0.42) —
SHEAZ004 1.9 212 39 32 348 38 18.6% -0.45 [-0.90, 0.00] -
Subtotal (95% CI) 88 a0 41.6% -0.66 [-0.96, -0.36)] -
Heterogeneity: Chi* = 1.48, df =1 (P =0.22); I*=32%
Test for overall effect: £ = 4.26 (P < 0.0001)
8.8.2 Aripiprazole
MARCUS2009 -2.025 3202893 164 1.1 348 48  36.6% -0.28 [-0.61, 0.04] —
OWENZ2009 2.5 27 46 04 28 49  21.9% -0.76 [-1.17, -0.34] —_—
Subtotal (95% CI) 210 97 58.4% -0.46 [-0.72, -0.20] -
Heterogeneity: Chi* = 3.09, df =1 (P = 0.08); I* = 68%
Test for overall effect: £ = 3.53 (P = 0.0004)
Total (95% CI) 298 187 100.0% -0.54 [-0.74, -0.35] L 2
Heterogeneity: Chi* = 5.54, df = 3 (P = 0.14); 12 = 46% I ' l i

-2 - 0 1 2

Test for overall effect: Z = 5.45 (P < 0.00001) Favours experimental Favours control

Test for subgroup differences: Chi® = 0.97, df =1 (P =0.33). P = 0%
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Parent-defined target symptoms

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
RUPPRISPERIDONEZ001 28 1.8 44 45 1.28 43 48.8% -1.38[-1.85,-0.91] —W—
SHEAZ2004 426 26 39 586 3033 37 51.2% -0.56 [-1.02, -0.10] ——
Total (95% CI) 83 80 100.0% -0.96 [-1.29, -0.63] e
Heterogeneity: Chi* = 5.96, df = 1 (P = 0.01); I* = 83% =_2 _=1 5 1 2=

Test for overall effect: Z = 5.74 (P < 0.00001) Favours experimental Favours control

Global state: Positive treatment response (CGI)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
JOHNSON&JOHNSON2011 24 60 5 34 474% 2.72[1.14, 6.47) —
SHEAZ004 21 39 7 38 52.6% 2.92 [1.41, 6.08] ——
Total (95% CI) a9 72 100.0% 2.83 [1.61, 4.95] .
Total events 45 12 . .

Heterogeneity: Chi® = 0.02, df =1 (P =0.90); I*= 0%

—t : | —r
Test for averall effect: Z = 3.63 (P = 0.0003) o102 05 1 2 5 10

Favours control Favours experimental

Global severity (CGI-S)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
8.11.1 Risperidone
JOHMSOMEJOHRMS0M 2011 435 0T7GE1643 58 46 1.04 34 403% -0.28 [-0.71,0.14] —
Subtotal {95% CIy 58 34 40.3% -0.28 [-0.71,0.14] -l

Heterogeneity. Mot applicahble
Testfor overall effect Z=1.31 (P =019}

8.11.2 Aripiprazole
MARCLS2008 -1 1141658 140 -06 128 41 53.7% -0.34 [-0.69, 0.01] ——
Subtotal (95% CI) 140 41 597% 034 [-0.69, 0.01] -
Heterogeneity, Mot applicakle

Testfar overall effect Z=1.90 (P = 0.06)

Total (95% CIy 1938 75 100.0%  -0.32 [-0.59, -0.05] <
Heterogeneity, Chi*=0.04, df=1 (F=0.284; F=0% I_2 I1 3 1! 2!
Testior averall effect. 2= 2.30 (P = 0.02) Favours experimental Favours contral

Testfor subgroup differences: Chi*=0.04, df=1 (F=084), F=0%

Global improvement (CGI-I)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
SHEAZ004 26 097 39 3.7 1.24 38 100.0% -0.98 [-1.45, -0.51)
Total {95% CI) 39 38 100.0% -0.98 [-1.45, -0.51] -
Heterogeneity: Not applicable :2 :1 5 ‘i 2:

Test for overall effect: Z = 4.05 (P < 0.0001) Favours experimental Favours control
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Low dose antipsychotic (risperidone or aripiprazole) versus placebo for
behaviour that challenges as a direct outcome

Positive treatment response (clinician-rated: >25% improvement on ABC-Irritability
with or without 'much improved/very improved' on CGI-improvement)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Fvents Total Weight M-H, Fized, 95% CI M-H, Fixed, 95% CI
9.1.1 Risperidone (0.125-0.175mg/day)
JOHMEOMEJOHMNSOM2011 15 29 14 3 424% 1.26[0.74, 2.14] —Ti—
Subtotal (95% Cl) 29 34 42.4% 1.26 [0.74, 2.14] gl
Total events 14 14
Heterogeneity: Mot applicable
Testfor overall effect £=0.84 (P =040}
9.1.2 Aripiprazole {(5mgiday)
MARCLIS2009 28 a2 17 49 AT E% 1.681 [1.02, 2.53] —il—
Subtotal {(95% CI) 52 40 57.6% 1.61[1.02, 2.53] il
Total events 29 17
Heterageneity: Bat applicable
Testfar overall effect Z=2.05 (P =0.04)
Total (95% CI) a1 83 100.0% 1.46 [1.03, 2.06] -
Total events 44 Kl
Heterageneity: Chi®= 048, di=1 (FP=049); F=0% 102 05 7 LT

Testfor overall effect Z=214 (P=0.03)

Testfor subgroup differences; Chi®= 048, df=1 (P =0.49), F=0%

Behaviour that challenges (ABC)

Favours contral  Fawaurs experimenta
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Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fized, 95% CI| I, Fized, 95% CI|
921 Irritability
JOHMS M EIOHRM SO 201 1 197 9.4 29 254 1208 34 100.0% -0.82 F1.02,-0.01] i
Subtotal (95% Cly 20 34 100.0% -0.542 [-1.02, -0.01]
Heterogeneity: Mot applicable
Testfor averall effect Z=2.02 (F=0.04)
0.2.2 Lethargy/Social withdrawal (change score)
WMARCLISZ009 -58 865 52 512 a4 49 100.0% -0.07 046, 0.32) t
Subtotal (95% Cly h2 409 100.0% -0.07 [-0.46, 0.32]
Heterogeneity: Mot applicable
Testfor overall effect Z=035(F=0.73)
9.2.3 Stereotypic behaviour {change score)
WMARCLISZ009 -4.5 49 52 1.8 483 49 100.0% -0.55 [F0.95 -0.14] i
Subtotal (95% Cly h2 409 100.0% -0.55 [-0.95, -0.15]
Heterogeneity: Mat applicahle
Testfor overall effect £2=2.71 (F = 0.007)
9.2.4 Hyperactivity (change score)
MARCLIS2009 -14 11.54 52 77114 43 100.0% -0.83 [F0.93 -0.14] t
Subtotal (95% CIy 52 49 100.0% -0.53 [-0.93, -0.14]
Heterageneity: Mot applicable
Test for overall effect 2= 2.63 (F = 0.008)
9.2.5 Inappropriate speech {change score)
MARCLIS2009 -2 3H 52 11 346 48 100.0% -0.25 065, 0.14] 1—
Subtotal (95% CIy 52 48 100.0% -0.25 [-0.6%, 0.14] -

Heterageneity: Mot applicable
Testfor averall effect Z=1.26 (F = 0.21)

Test for subgroup differences: Chi®=4.39, df= 4 (P = 0.36), F=8.9%

Global state: Positive treatment response (CGI)

-2 -

] 1 2

Favours experimental  Favours control

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Evenis Total Fvenis Total Weight M-H, Fixed, 95% Cl M-H, Fizxed, 95% Cl
JOHMSOMEJOHNS OM2011 ] a0 5 34 100.0% 1.131[0.36, 3.54]
Total {95% CI) 30 34 100.0% 1.13[0.36, 3.54]
Total events g A

Heterogeneity: Mot applicahle
Test for overall effect Z=022 (P =0.83)

Global severity (CGI-S)

0102 05
Fawours control

1

2 510
Fawours experimenta
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Experimental Control

Std. Mean Difference

Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI

9.4.1 Risperidone {0.125-0.17 5mgiday)

JOHMEOMEJOHMSOMNZ011 47 03 29 46 1.04 3 42E6% 0.10 [-0.39, 0.60]

Subtotal {95% CI) 29 J4  42.6% 0.10 [-0.39, 0.60]

Heterogeneity, Mot applicable

Test for overall effect: Z=0.41 (P = 0.68)

0.4.2 Aripiprazole (5mg/day) - Change scores

MARCLIS2009 -0.8 1.33 44 06 1.28 41 A7 A% -0.23 [-0.64, 0.20] ——

Subtotal {95% CI) a4 41 §57.4% -0.23 [-0.65, 0.20] -

Heterogeneity: Mot applicahle

Test for overall effect: £=1.05 (F = 0.30)

Total (95% CIy 73 75 100.0% -0.09 [-0.41, 0.24] *

Heterogeneity: Chi*= 089 df=1{P =032, F=0% =-2 I1 1 1! 2!

Testfor overall effec.t: Z=0.520F :_ 0.em Favours experimental Favours control

Testfor subgroup differences: Chi*=089, df=1(P=033, F=0%
Continued risperidone versus switch to placebo for behaviour that
challenges as a direct outcome
Relapse rate after discontinuation

Experimental Control Risk Ratio Risk Ratio

Studhy or Subgroup Fvents  Total Fvents Total Weight M-H, Fixed, 95% C1 M-H, Fixed, 95% CI

RLUFPRISFERIDOMEZODT 2 16 10 16 A56% 020005077 ——B—

TROOST2005 3 12 g 12 44.4% 0.38[0.13,1.08] ——

Total (95% Cly 28 28 100.0% 0.28 [0.12, 0.64] ~eonffi-—

Total events ] 18

I F- . —- - T L Il 1 |
?etf;ﬂgenemrl.l C;I LE_?:; ng_; EPD-DI;.;E), F=0% b5 02 L 20
estforoverall effect 2= 2.88 (F =10. ) Fawours experimental Favours control
Time to relapse after discontinuation (in weeks)
Experimental Control Std. Mean Difference Std. Mean Difference

Studyor Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI

TROOST2005 7 1 12 B 1 12 100.0% 0.97 [0.11,1.82]

Total (95% CIy 12 12 100.0% 0.97 [0.11, 1.82] ——eai——

Heterageneity: Mot applicable 5_2 51 7 15 25

Testfor averall effect £= 222 (P =003

Behaviour that challenges (ABC)

Favours cantral  Favaurs experimenta
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Experimental Cantrol Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI

10.3.1 Irritability

TROOST20045 126 498 12 203 102 12 100.0% -0.74 [-1.58, 0.09] i‘
Subtotal (95% CI) 12 12 100.0% -0.74 [-1.58, 0.09]

Heterogeneity: Mot applicable

Testfor averall effect £=1.75 (P = 0.08)

10.3.2 Lethargy'Social withdrawal

TROOST2004 28 31 12 48 34 12 100.0% -0.55[-1.40,0.24]
Subtotal (95% Cl) 12 12 100.0% -0.58 [-1.40, 0.24]

Heterogeneity: Mot applicakle
Testfor overall effect: Z=1.40 (F=0.16)

10.3.3 Stereoytpic hehaviour

TROOST2004 33 34 12 34 4 12 100.0% -0.02 [-0.82,0.78]
Subtotal (95% Cl) 12 12 100.0% -0.02 [-0.82, 0.78]

Heterogeneity: Mot applicakle
Testfor averall effect £= 0.06 (P = 0.99)

10.3.4 Hyperactivity

TROOST20045 18 11.8 12 208 121 12 100.0% -0.23[1.03, 0.58] 1—
Subtotal (95% CI) 12 12 100.0% -0.23[-1.03, 0.58]

Heterogeneity: Mot applicable

Testfor overall effect £= 0.55 (P = 0.98)

10.3.5 happropriate speech

TROOST2005 328 12 3 23 12 100.0% 0.00 [-0.80, 0.80]
Subtotal (95% CI) 12 12 100.0% 0.00 [-0.80, 0.80]
Heterogeneity: Mot applicakle

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

-2 -1 ] 1 2
Fawaurs experimental  Favaurs cantral

Testfor subgroup diffierences: Chif= 2.8, dfi= 4 (FP=063), F=0%

Risperidone versus haloperidol for behaviour that challenges as an indirect
outcome

Risperidone Haloperidol Stid. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% Cl I, Fixed, 95% Cl
MIRALZ008 368 138 13 458 202 15 100.0% -0.50 [-1.25, 0.26] —.——

Total (95% CI) 13 15 100.0% -0.50 [-1.25, 0.26] *

Heterogeneity: Mot applicahle f T T 1 |

e _ -2 -1 0 1 2
Testfor overall effect 2= 1.28 (F = 0.20) Favours Risperidone  Fawvours Haloperidol

1.11.6 Antivirals for behaviour that challenges as a direct outcome

Amantadine hydrochloride versus placebo for behaviour that challenges as a
direct outcome

Positive parent-rated treatment response (>25% improvement on ABC-Irritability
and/or hyperactivity)

Autism: the management and support of children and young people on the autism
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Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Evenis  Total BEwvenis Total Weight M-H, Fized, 95% CI M-H, Fixed, 95% Cl
KIMG 2001 g 14 T 19 100.0% 1.29[0.60, 274 —
Total (95% CI) 19 19 100.0% 1.29[0.60, 2.74] —~engii-—
Total events 9 T
Heterogeneity: Mot applicable ) } } t } |
Test for overall effect Z= 065 (F=0.41) 0.1 0.2 0.5 2 5 10

Favaurs control  Favours experimenta

Positive investigator-rated treatment response ('much improved/very improved' on

CGI-improvement)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Fvents  Total Bvents Total Weight M-H, Fized, 95% CI M-H, Fized, 95% CIl
KIMG 2001 10 19 A 20 100.0% 211 [0.88, 5.03] n
Total (95% CI) 19 20 100.0% 2.11[0.88, 5.03] el
Total events 10 4
Heterageneity: Mat applicable I ; ; 3 3 /
Testfor averall effect £=1.68 (P = 0.09) 0.1 02 0.5 2 5 10

Favours control

Favours experimenta

1.11.7Cognitive enhancers for behaviour that challenges as a direct
outcome

Piracetam and risperidone versus placebo and risperidone for behaviour that
challenges as a direct outcome

Experimental Control 5td. Mean Difference 5td. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% Cl
ARHOMDZADEHZO08  -11.9 378 20 -515 304 20 100.0% -1.83 268, -1.18] —.—
Total {(95% Cli 20 20 100.0% -1.93[-2.69, -1.16] -
Heterogeneity: Mot applicable 52 =1 1 15 é
Testfor overall effect: Z=4.95 (P = 0.00001)

Favours piracetam + risp. Fawours placehao + risp.

1.11.8Methylxanthines for behaviour that challenges as a direct outcome

Pentoxifylline and risperidone versus placebo and risperidone for behaviour
that challenges as a direct outcome
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Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight I, Fized, 95% CI I, Fixed, 95% CI
1.1.1 Irritahility
ARHOWDZADEHZ2010 740323 20 1165 172 20 100.0% -1 71 F2.44,-097]

Subtotal {95% Cl) 20 20 100.0% -1.71[-2.44, -0.97]
Heterogeneity: Mot applicable
Testfor overall effect: Z2=4.56 (P = 0.000013

1.1.2 Lethargy'Social withdrawal

ARHCOMDZADEH2010 a8.03 364 20 13058 1493 20 100.0% -1 B9 [2.42,-0.96] i
Suhtotal {95% Cl) 20 20 100.0% -1.69[-2.42, -0.96]

Heterogeneity: MNat applicahle

Test for averall effect: Z= 452 (P = 0.00001)

1.1.3 Stereotypic behaviour

ARHOMDZADEHZ2010 387 1.61 20 5459 082 20 100.0% -1.88 F2.27,-0.83]
Suhtotal {(95% Cl) 20 20 100.0% -1.55[-2.27, -0.83]
Heterogeneity: Mot applicable

Testfor owerall effect: 2= 4.24 (P = 0.0001})

1.1.4 HyperactivityHoncompliance

ARHCOMDZADEH2010 892 405 20 1249 186 20 100.0% -1 14 F1.81,-0.47]
Subtotal {95% Cl) 20 20 100.0% -1.14 [-1.81, -0.47]
Heterageneity: Mot applicable

Test for averall effect: Z=3.32 (P = 0.0003)

1.1.5 Inappropriate speech

ARHOMDZADEHZ2010 208 0494 20 373 04&5 20 100.0% -20F2.89,-1.31] i
Suhtotal {(95% Cl) 20 20 100.0% -2.10[-2.89, -1.31]

Heterogeneity: Mot applicable

Test for averall effect: =523 (P = 0.00001)

-2 -1 ] 1 2
Favours risp. + pentox.  Favours risp. + placebo

Testfor subagroup differences: Chif= 349, df=4 (P=048), F=0%

1.11.90pioid antagonists for behaviour that challenges as a direct
outcome

Naltrexone versus placebo for behaviour that challenges as a direct outcome

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total EBEwvenis Total Weight M-H, Fized, 95% Cl M-H, Fixed, 95% Cl
CAMPBELL1S853 13 23 7 18 100.0% 1.45[0.74, 2.87] —
Total {95% CI) 23 18 100.0% 1.45[0.74, 2.87] —~taiifie-—
Total events 13 T
Heterogeneity: Mat applicable "1 07 o' 1 L

Testfor overall effect 2= 1.08 (F = 0.28) Fawvours caontrol  Favours experimenta

1.11.10 Selective noradrenaline reuptake inhibitors (SNRIs) for
behaviour that challenges as an indirect outcome

Atomoxetine versus placebo for behaviour that challenges as an indirect
outcome

Autism: the management and support of children and young people on the autism
spectrum 120



Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
10.1.1 Irritability

ELILILLY2009 145 936 43 154 98 46 100.0% -0.09 [-0.51, 0.32]
Subtotal (95% CI) 43 46 100.0% -0.09 [-0.51, 0.32]

Heterogeneity: Mot applicable
Test for overall effect: Z = 0.44 (P = 0.66)

10.1.2 Lethargy/Social withdrawal

ELILILLY2009 111 934 43 115 817 46 100.0% -0.05 [-0.46, 0.37]
Subtotal (95% CI) 43 46 100.0% -0.05 [-0.46, 0.37]

Hetercgeneity: Mot applicable
Test for overall effect: 7 = 0.21 (P = 0.83)

10.1.3 Stereotypic behaviour

ELILILLY2009 36 401 43 36 412 46 100.0% 0.00 [-0.42, 0.42) t

Subtotal (95% CI) 43 46 100.0% 0.00 [-0.42, 0.42]
Heterogeneity: Mot applicable
Test for overall effect: Z = 0.00 (P = 1.00)

10.1.4 Hyperactivity/Nencompliance

ELILILLYZ2009 225 1105 43 246 1033 45 100.0% -0.19 [-0.61, 0.22]
Subtotal (95% CI) 43 45 100.0% -0.19 [-0.61, 0.22]
Heterogeneity: Mot applicable

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

10.1.5 Inappropriate speech

ELILILLY2009 3s 292 43 45 326 46 100.0% -0.22 [-0.64, 0.19]
Subtotal (95% CI) 43 46 100.0% -0.22 [-0.64, 0.19]
Heterogeneity: Mot applicable

Test for overall effect: £ = 1.05 (P = 0.29)

2 -1 0 1 2
Favours experimental Favours control
Test for subgroup differences: Chi* = 0.81, df = 4 (P = 0.84), P = 0% F

1.12BIOMEDICAL INTERVENTIONS AIMED AT
BEHAVIOUR THAT CHALLENGES

1.12.1Complementary therapies for behaviour that challenges as a direct
or indirect outcome

Thai massage and sensory integration therapy versus sensory integration
therapy only for behaviour that challenges as a direct outcome

Teacher-rated behaviour that challenges (CTRS)
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Experimental Cantrol Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
6.1.1 Conduct prohlem
FIRAVEJIZ009 0.64 0.35 o 071 026 30 100.0% -0.22 [[0.73,0.28]

i

Subtotal (95% CI) 3o 30 100.0% -0.22 [-0.73, 0.28]

Heterogeneity: Mot applicakle
Testfor averall effect £= 0.87 (P =0.39)

6.1.2 Hyperactivity
FIRAVEJZOOS 1.24 04 30 1.49 037 30 100.0% -0.86 [-1.08,-0.04]
Subtotal (95% CIj 30 30 100.0% -0.56 [-1.08, -0.04]

Heterogeneity: Mot applicable
Testfor averall effect 2= 213 {P=0.03)

6.1.3 Inattention-passnity

FIRAVEJIZO09 1.18 0.51 a0 1.34 0.36 30 100.0% -0.36 [-0.87,0.15]
Subtotal (95% Cl) 3o 30 100.0% -0.36 [-0.87, 0.15]

Heterogeneity: Mot applicable
Testfor overall effect £=1.37(P=0.17)

fi.1.4 Hyperactivity index

PIRAVEJZ009 11 0.48 o 1.28 04 30 100.0% -0.40[0.91, 0.11]
Subtotal (95% CI) 30 30 100.0% -0.40[-0.91, 0.11]
Heterogeneity: Mot applicakle

Testfor overall effect: Z=1.582(F=013)

L,

-2 R 0 1 2
) . Favours experimental  Favours cantrol
Testfor subgroup differences: Chi*=0.84, df=3{P=084), F=0%

Parent-rated behaviour that challenges (CPRS)
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Experimental Cantrol Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
6.2.1 Conduct prohlem
PIRAVEJIZ009 06 0.26 a0 063 033 30 1000% -0.10[-0.61, 0.41] i
Subtotal (95% CI) 30 30 100.0% -0.10 [-0.61, 0.41]
Heterogeneity: Mot applicakle
Testfor overall effect 2= 039 (P =070}
6.2.2 Learning problem
FIRAVEJIZO03 1.76 0.48 3o 1.87 053 30 1000% -0.21 [0.72,0.29] 1—
Subtotal (95% CI) 30 30 100.0% -0.21[-0.72,0.29]
Heterogeneity: Mot applicakle
Testfor averall effect 2= 0.83 (P =041}
6.2.3 Psychosomatic
FIRAVEJIZO0G 0.41 0.32 30 039 024 30 100.0% 0.07 [-0.44, 0.57] i
Subtotal (95% CI) 30 30 100.0% 0.07 [-0.44, 0.57]
Heterogeneity: Mot applicakle
Testfor overall effect: 2= 027 (P=0.79)
6.2.4 Impulsivity-hyper activity
FIRAVEJIZO0G 144 04 3o 1.69 0.57 30 100.0% -0.80 [-1.02, 0.01] i
Subtotal (5% CIj 30 30 100.0% -0.50 [-1.02, 0.01]
Heterogeneity: Mot applicahle
Testfor averall effect: 2= 1.91 {P = 0.06)
6.2.5 Anxiety
FIRAVEJIZO0G 0.62 0.56 o 073 04 30 100.0% -0.20 [-0.71, 0.30] 1—
Subtotal (5% CI) 30 30 100.0% -0.20[-0.71, 0.30]
Heterogeneity: Mot applicable
Testfor averall effect Z=0.79{P=0.43)
6.2.6 Hyperactivty
FIRAVEJIZO0G 1.32 0.41 a0 1.42 042 30 100.0% -0.24 [0.75, 0.27] 1—
Subtotal (95% CIj 30 30 100.0% -0.24 [-0.75, 0.27]

Heterogeneity: Mot applicable
Testfor averall effect £= 0.92 (P = 0.36)

-2 -

0 1 2
) . Fawours experimental  Favours cantral
Testfor subaroup differences: Chi*= 257, df= 5P =077 F=0%
Parent-rated sleep-related problems (sleep diary)
Experimental Control Std. Mean Difference Std. Mean Difference
Studyor Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI I, Fixed, 95% CI
PIRAVEJ2009 533 328 30 82 683 30 1000%  -0.53[1.04,-0.01]
Total (95% CI) 30 30 100.0%  -0.53[-1.04,-0.01] e
Heterogeneity: Mot applicakle 5_2 51 3 15 25
Testfor overall effect: 2= 2.01 (F=0.04) Favours experimental  Favours cantral
Electro-acupuncture versus sham electro-acupuncture for behaviour that
challenges as an indirect outcome
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Experimental Control Std. Mean Difference 5td. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fizxed, 95% CI I, Fizxed, 95% CI
7.1.1 Irritability
WORNGZ010B 12.23 9.14 30 10,76 7.07 25 100.0% 018 [-0.36,0.71]
Subtotal (95% CI) 30 25 100.0% 0.18 [-0.36, 0.71]
Heterogeneity: Mot applicable
Testfor averall effect 2= 0.65 (P =0.92)

7.1.2 Lethargy'Social withdrawal

WONG2010B 13.43 7.88 30 13.64 9.04 25 100.0% -0.02 [-0.56, 0.51]
Subtotal (95% Cl) 3o 26 100.0% -0.02 [-0.56, 0.51]

Heterogeneity: Mot applicakle
Testfor overall effect: Z=0.09 (F=0.493)

7.1.3 Stereotypic hehaviour

WOMG2010B 6.63 4.66 an 6.4 4649 25 100.0% 0.05[-0.48, 0.58] i

Subtotal (95% CI) 3o 25 100.0% 0.05 [-0.48, 0.58]

Heterogeneity: Mot applicakle
Testfor averall effect 2= 0.18 (P = 0.236)

7.1.4 Hyperactivity

WORNGZ010B 16 9.45 30 1612 822 25 100.0% -0.01 [0.54, 0.52]
Subtotal (95% CI) 30 25 100.0% -0.01[-0.54, 0.52]
Heterogeneity: Mot applicable

Testfor overall effect £= 0.05 (P = 0.96)

7.1.5 Inappropriate speech

WONGZ010B 233 275 a0 272 256 25 100.0% -0.14 [-0.68, 0.39]
Subtotal (95% CI) 30 25 100.0% -0.14 [-0.68, 0.39]
Heterogeneity: Mot applicakle

Testfor overall effect: Z=0.83 (F=0.89)

-2 -1 ] 1 2
Fawaurs experimental  Favaurs cantral

Testfor subgroup diffierences: Chf=0.74, df= 4 (P =045}, F=0%

Electro-acupuncture and conventional educational programme versus
conventional educational programme only for behaviour that challenges as
an indirect outcome
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Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
8.1.1 Total score

WONG2008 15.566 22.356 18 9.5 1747 18 100.0% 0.30 [-0.36, 0.95)

Subtotal (95% CI) 18 18 100.0% 0.30 [-0.36, 0.95]

Heterogeneity: Not applicable
Test for overall effect: Z = 0.88 (P = 0.38)

8.1.2 Irritability
WONG2008 4.389 7.261 18 181 5466 18 100.0% 0.42 [-0.24, 1.08]
Subtotal (95% CI) 18 18 100.0% 0.42 [-0.24, 1.08]

Heterogeneity: Not applicable
Test for overall effect: Z = 1.25 (P = 0.21)

8.1.3 Lethargy/Social withdrawal

WONG2008 3.056 6.991 18 144 6474 18 100.0% 0.23[-0.42, 0.89)
Subtotal (95% CI) 18 18 100.0% 0.23 [-0.42, 0.89]

Heterogeneity: Not applicable
Test for overall effect: Z = 0.70 (P = 0.48)

8.1.4 Stereotypic behaviour

WONG2008 2.306  3.035 18 1.44 2.854 18 100.0% 0.29 [-0.37, 0.94]
Subtotal (95% CI) 18 18 100.0% 0.29 [-0.37, 0.94]

Heterogeneity: Not applicable
Test for overall effect: Z = 0.86 (P = 0.39)

8.1.5 Hyperactivity

WONG2008 4639 7467 18 511 7.395 18 100.0% -0.06 [-0.72, 0.59]
Subtotal (95% CI) 18 18 100.0% -0.086 [-0.72, 0.59]
Heterogeneity: Not applicable

Test for overall effect: Z =10.19 (P = 0.85)

8.1.6 Inappropriate speech

WONG2008 1.168 1.654 18 -011 2541 18 100.0% 0.58 [-0.09, 1.25]
Subtotal (95% CI) 18 18 100.0% 0.58 [-0.09, 1.25]
Heterogeneity: Not applicable

Test for overall effect: Z = 1.71 (P = 0.09)

VL I

-2 -1 1] 1 2
Fawvours control  Favours expernmental

Test for subaroup differences: Chi* = 2.03, df =5 (P = 0.84), P = 0%
1.12.2Hormones for behaviour that challenges as an indirect outcome
Secretin versus placebo for behaviour that challenges as an indirect outcome

Behaviour that challenges (ABC total change score; porcine+synthetic groups
combined)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
8.1.1 Parent-rated
UMISZ002 -3.0125 1646534 48 -58 1748253 29 100.0% -0.13 [-0.58,0.33]
Subtotal (95% CI) 48 29 100.0% -0.13 [-0.59, 0.33]

Heterogeneity: Mot applicahle
Testfor averall effect 2= 055 (P =058

8.1.2 Teacher-rated

UNIS2002 -3.217948 1812521 38 -12 1547379 26 100.0% 0.51 [0.00, 1.01] i
Subtotal (95% CI) 39 26 100.0% 0.51 [0.00, 1.01]

Heterogeneity: kat applicable
Test for overall effect Z2=1.97 (F = 0.09)

-2 -1 0 i 2
Favours experimental  Favours contral

Test for subaroup differences: Chif= 3.33, df=1 (P=0.07), F=70.0%
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Irritability (ABC; endpoint and change scores)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 85% CI
8.2.1 Parent-rated
OWLEY 1983 101 10.2 28 109 8.1 28 43.7% -0.00 [-0.61, 0.44)
UMNIS2002 -2.133333 5.002897 48 1.5 5126457 29 56.3% -0.12 [-0.59, 0.34)
Subtotal (95% CI) 76 57 100.0% -0.11 [-0.45, 0.24]

Heterogeneity: Chi* = 0.01, df = 1 (P =0.91); I* = 0%
Test for overall effect: Z = 0.61 (P = 0.54)

8.2.2 Teacher-rated

UNIS2002 -0.215385 6.192379 39  -1.5 6.8084869 26 100.0% 0.20 [-0.30, 0.69) t
Subtotal (95% CI) 39 26 100.0% 0.20 [-0.30, 0.69]

Heterogeneity: Not applicable
Test for overall effect: £ =0.78 (P = 0.44)

I
2 -1 0 1 2
Favours experimental Fawvours control

Test for subgroup differences: Chi* = 0.97, df = 1 (P = 0.33). F=0%

Lethargy (ABC; endpoint and change scores)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 85% CI
8.3.1 Parent-rated
OWLEY 1983 10.2 59 28 78 71 28 43.2% 0.36 [-0.17, 0.89)
UMNIS2002 -2.445833 5914337 48 -2 4206324 29 56.8% -0.08 [-0.54, 0.38)
Subtotal (95% CI) 76 57 100.0% 0.11 [-0.24, 0.46)]

Heterogeneity: Chi® = 1.55, df = 1 (P = 0.21); 1* = 35%
Test for overall effect: Z = 0.62 (P = 0.54)

8.3.2 Teacher-rated (porcine secretin)

UNISZ002 0.5 4.849167 22 44 5446775 26 100.0% 0.74 [0.15, 1.33] i
Subtotal (95% CI) 22 26 100.0% 0.74 [0.15, 1.33]

Heterogeneity: Not applicable

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

8.3.3 Teacher-rated (synthetic porcine secretin)

UNISZ002 -4.1 5.445855 17 44 5446775 26 100.0% 0.05 [-0.56, 0.67) t
Subtotal (95% CI) 17 26 100.0% 0.05 [-0.58, 0.67]

Heterogeneity: Not applicable

Test for overall effect: £ =017 (P = 0.86)

\
2 -1 0 1 2
Favours experimental Fawvours control

Test for subaroup differences: Chi? = 3.67, df = 2 (P = 0.16). = 45.4%

Stereotyped behaviour (ABC; endpoint and change scores)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 85% CI
8.4.1 Parent-rated
OWLEY 1983 6.3 4.2 28 52 4.9 28 43.5% 0.24 [-0.29, 0.76)
UMNIS2002 -0.416667 2618423 48  -0.4 2366057 29 56.5% -0.01 [-0.47, 0.45]
Subtotal (95% CI) 76 57 100.0% 0.10 [-0.25, 0.45)]

Heterogeneity: Chi* = 0.47, df = 1 (P = 0.49); I* = 0%
Test for overall effect: Z = 0.56 (P = 0.57)

8.4.2 Teacher-rated

UNISZ002 -0.55641 3.364705 39 -1.6 2.847178 26 100.0% 0.33 [-0.17, 0.82) _t
Subtotal (95% CI) 39 26 100.0% 0.33[-0.17, 0.82]

Heterogeneity: Not applicable

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

I
2 -1 0 1 2
Favours experimental Favours control

Test for subgroup differences: Chi* = 0.53, df = 1 (P = 0.47). F=0%
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Hyperactivity (ABC; endpoint and change scores)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 85% CI
8.5.1 Parent-rated
OWLEY 1983 18.5 10.6 28 186 114 28 43.6% -0.01 [-0.53, 0.51)
UMNIS2002 -2.272017 5490126 45 22 8.2812 29 56.4% -0.01 [-0.47, 0.45]
Subtotal (95% CI) 76 57 100.0% -0.01 [-0.36, 0.34]
Heterogeneity: Chi* = 0.00, df = 1 (P = 1.00); I* = 0%
Test for overall effect: Z = 0.06 (P = 0.95)
8.5.2 Teacher-rated
UNIS2002 -0.120513 7.148993 39 3.7 5.818146 26 100.0% 0.53[0.03, 1.04] i
Subtotal (95% CI) 39 26 100.0% 0.53 [0.03, 1.04]

Heterogeneity: Not applicable
Test for overall effect: Z = 2.06 (P = 0.04)

B

K 0

1

Favours experimental Fawvours control
Test for subaroup differences: Chi# = 3.01, df = 1 (P = 0.08). P = 66.7%
Inappropriate speech (ABC; endpoint and change scores)
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
8.6.1 Parent-rated
OWLEY 1999 26 28 28 35 36 28 452% -0.28 [-0.80, 0.25] ——
UNIS2002 084375 2244518 48 0.6 2907074 27 54.8%  -0.49 [0.97, -0.01] —m—
Subtotal (95% CI) 76 55 100.0%  -0.39 [-0.75, -0.04] -
Heterogeneity: Chi* = 0.36, df =1 (P = 0.55); F=0%
Test for overall effect: Z = 2.18 (P = 0.03)
8.6.2 Teacher-rated
UNISZ2002 .02 231072 39 .08 1.856855 26 100.0% 0.28 [-0.22, 0.78] t
Subtotal (95% CI) 39 26 100.0% 0.28 [0.22, 0.78]
Heterogeneity: Mot applicable
Test for overall effect: Z = 1.09 (P = 0.28)
2 -1 0 1 2
Favours experimental Favours control
Test for subaroup differences: Chi* = 4.62, df = 1 (P = 0.03). P =T78.4%
1.12.3Medical procedures for behaviour that challenges as a direct or
indirect outcome
HBOT versus attention-placebo for behaviour that challenges as a direct or
indirect outcome
Behaviour that challenges
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Experimental Control Std. Mean Difference

Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
8.1.1 Direct outcome (ABC total)

ROSSIGNOL2009 464 247 o 455 173 26 B31% 0.04 [-0.48, 0.57]

Subtotal {95% Cl) 30 26 63.1% 0.04 [-D.48, 0.57]

Heterogeneity: Mot applicable

Test for overall effect: Z=0.15 (P = 0.88)

8.1.2 Indirect outcome {behavioural ohservation-Challenging behaviour change score)

GRAMPEESHEHZ010 -2.71 8454 18 1.11 432 16 36.9% -0.54 [-1.23,0.19] —
Subtotal (95% Cl) 18 16 36.9% -0.54 [-1.23, 0.15] . o
Heterogeneity: Mot applicahle

Testfor overall effect Z=154 (P=012)

Total {95% CI) 18 42 100.0% -0.17 [-D.59, 0.24]

-

Heterogeneity: ChiF=1.74, dfi= 1 (P = 0.19); F = 43% b

R 0 1 2

o - -2
Testfor averall eﬁec_t. Z=082F B 0.41) Favours HEBOT Favours attention-place
Test for subgroup differences: Chif=1.74, df=1 (P=019), F= 42.6%
Irritability (ABC; direct outcome)
Experimental Control Stid. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean 5SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
ROSSIGHNOLZ00Y 1048 7.4 30 113 64 26 100.0% -0.11 064, 0.41]
Total (95% Chy 30 26 100.0% -0.11 [-0.64, 0.41]
Heterogeneity: Mot applicable I_2 I1 5 1! 2!
Testfor overall effect: 2= 0.42 (P = 0.67) Favours HBOT Favours attention-place
Lethargy/Social withdrawal (ABC; direct outcome)
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean 5SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
ROSSIGHNOLZ00Y 9.3 6.7 30 849 56 26 100.0% 0.06 [-0.46, 0.59]
Total (95% Cly 30 26 100.0% 0.06 [-0.46, 0.59]
Heterogeneity: Mat applicakle |_2 51 5 15 2|
Testfor overall effect: 2= 0.24 (P = 0.81) Favours HBOT Favours attention-place
Stereotypy (ABC; direct outcome)
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fized, 95% Cl
ROSSIGHNOLZ009 6.2 a1 30 54 4 26 100.0% 0.17 [0.36, 0.70]
Total (95% Cly 30 26 100.0% 0.17 [-0.36, 0.70]
Heterogeneity: Mot applicable 5_2 51 : 15 25

Testfor overall effect: £= 064 (P =0.583)

Hyperactivity

Favours HEQOT Favours attention-place
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Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% Cl
8.5.1 Direct outcome {ABC)

ROSEIGHNOL2009 17.8 932 0 1648 T 26 B21% 012041, 0.64]

Subtotal {(95% Cl) 30 26 62.1% 0.12 [-0.41, DLG4]

Heterogeneity: Mat applicabla
Testfor overall effect: Z=043 (P=0E67)

8.5.2 Indirect outcome {behavioural ohservation-Hyperactivity change score)
GRANFEESHEHZO10 217 183 18 2945 1303 16 37.9% -0.04 [-0.72,063] i
Subtotal {(95% Cl) 18 16 37.0% -0.04 [-0.72, 0.63]
Heterogeneity: Mot applicahle
Testfor owerall effect: Z=0.12 (P =090
-?-
a

Total (95% Cly 18 42 100.0% 0.06 [-0.36, 0.47]
Heterogeneity: Chif= 013, df=1 (F=0.72) F= 0% |_2 _51 15 2’
Testfor owerall effect: Z= 026 (P =079

| ) Favours HEBOT Fawours attention-place
Testfor subgroup differences: Chi*=013,df=1 (FP=072), F=0%

Inappropriate speech (ABC; direct outcome)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% CI IV, Fixed, 95% Cl
ROSSIGNOL2Z009 2B 25 30 33 32 26 100.0% -0.24 FOFF, 0.28]
Total (95% Cly 30 26 100.0% -0.24 [-0.77,0.28]
Heterogeneity: Mat applicakle 5_2 51 5 15 25
Testfor overall effect 2= 0.80 (P =0.37)

Favaurs HBOT Fawours attention-place

Long-term chelation (7-rounds of DMSA therapy) versus short-term
chelation (1-round of DMSA therapy and 6-rounds of placebo) for behaviour
that challenges as an indirect outcome

Maladaptive Behaviours Composite (PDDBI)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
ADAMS20094 795 499 25 716 388 15 100.0% 0.17 [-0.47, 0.81] -

Total (95% CI) 25 15 100.0% 0.17 [-0.47, 0.81] ——ei——
Heterogeneity: Not applicable I + 1 + J

. 2 -1 0 1 2
Test for overall sffact: Z =0.51 (P = 0.61) Favours DMSA-7 rounds  Favours DMSA-1 round

Arousal Regulation Problems (PDDBI)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
ADAMSZ009A 795 499 25 716 388 156 100.0% 0.17 [-0.47, 0.81] -
Total (95% CI) 25 15 100.0% 0.17 [-0.47, 0.81] -~

Heterogeneity: Not applicable I t 1 : J

_ 2 -1 0 1 2
Test for overall sffact: Z =0.51 (P = 0.61) Favours DMSA-7 rounds  Favours DMSA-1 round

Aggressiveness (PDDBI)
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Experimental Control

Std.

Mean Difference Std. Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
ADAMSZ009A 79.5 499 25 718 388 15 100.0% 0.17 [-0.47, 0.81] 1
Total (95% CI) 25 15 100.0% 0.17 [-0.47, 0.81]

Heterogeneity: Not applicable
Test for overall effect: Z = 0.51 (P = 0.61)

2 A
Favours DMSA-T rounds

1 2
Favours DMSA-1 round

-.--
0

1.12.4Nutritional interventions for behaviour that challenges as a direct

or indirect outcome

Omega-3 fatty acids versus placebo for behaviour that challenges as a direct

outcome

Behaviour that challenges (ABC)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% CI IV, Fixed, 95% Cl
1.1.1 Irritability
BEMTZ011 1017 923 12 1082 6.78 12 100.0% -0.09 [-0.89, 0.71] i
Subtotal (95% CI) 12 12 100.0% -0.09[-0.89,0.71]
Heterageneity: Mot applicahle
Test for overall effect £= 022 {F =083
1.1.2 LethargySocial withdrawal
BEMTZ011 5.08 4.1 12 642 496 12 100.0% -0.28 [-1.09, 0.52] 1—_
Subtotal (95% CI) 12 12 100.0% -0.28 [-1.09, 0.52]
Heterageneity: Mot applicahle
Test for overall effect, £= 0,69 {F = 0.49)
1.1.3 Stereotypic behaviour
BEMTZ011 233 142 12 575 5.43 12 100.0% -0.81 [-1.65,0.03] i
Subtotal (95% CI) 12 12 100.0% -0.81[-1.65, 0.03]
Heterageneity: Mot applicahle
Test for overall effect: Z=1.90 {F = 0.06)
1.1.4 Hyperacivity
BEMTZ011 15.08 1249 12 18.92 9.71 12 100.0% -0.42 [-1.23,0.38] 1—
Subtotal (95% CI) 12 12 100.0% -0.42[-1.23,039]
Heterageneity: Mot applicahle
Testfor overall effect Z=1.01 {F = 0.31)
1.1.5 Inappropriate speech
BEMTZ011 242 284 12 448 3.03 12 100.0% -0.68 [-1.51,0.14] i—
Subtotal (95% CI) 12 12 100.0% -0.68 [-1.51,0.14] 3
Heterageneity: Mot applicahle
Testfor overall effect Z=1.62{F=0.11)

Testfor subaroun differences: Chif=197, df=4 (P=074), F=0%

Behaviour that challenges (BASC)

-2 - 0 1 2
Favaurs experimental  Favours control
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Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% CI IV, Fixed, 95% Cl
1.2.1 Externalizing
BEMNTZ011 8533 1243 12 G017 B.35 12 100.0% -0.44 [1.25, 0.37] i—_
Subtotal {95% Cl) 12 12 100.0% -0.44 [-1.25, 0.37]
Heterageneity: Mot applicahle
Test for overall effect: £=1.06 (F = 0.29)
1.2.2 Behavioural symptoms
BENTZ011 B3.42 11.51 12 E5.91 7.79 11 100.0% -0.24 [-1.06, 0.58] 1—
Subtotal (95% Cl) 12 11 100.0% -0.24 [-1.06, 0.58]
Heterogeneity: Mot applicable
Test for overall effect: £=0.98 (F = 0.56)
1.2.3 Hyperactiaty
BENTZ011 G208 1437 12 EB45 582 12 100.0% -0.15 [F0.99, 0.61] i
Subtotal {95% Cl) 12 12 100.0% -0.19 [-0.99, 0.61]

Heterageneity: Mot applicahle
Test for overall effect £= 0,46 (F = 0.64)

Testfor subaroun differences: Chif=020,df= 2 (P=090), F=0%

-2 - 0 1
Favaurs experimental  Favours control

Omega-3 fatty acids versus healthy diet control for behaviour that
challenges as a direct outcome
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Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
2.1.1 Total problem score
JOHMSOMN2010 3.3 11.28 G008 926 13 100.0% -0.17 [-0.99, 0.66] i
Subtotal (95% Cl) 13 100.0% -0.17 [-0.99, 0.66]
Heterogeneity: Mot applicable
Test for overall effect Z=0.40(F = 0.69)
2.1.2 Externalizing
JOHMNSONZ010 56 10.72 A715 1178 13 100.0% -0.10 [-0.92, 0.73] i
Subtotal (95% CI) 13 100.0% -0.10[-0.92, 0.73]
Heterogeneity: Mot applicable
Testfor overall effect Z=023(FP=0.82)
2.1.3 Emotional regulation
JOHMSOMN2010 a3.6 10.49 A9.62 1034 13 100.0% -0.09 [-0.92, 0.73] i
Subtotal (95% Cl) 13 100.0% -0.09 [-0.92, 0.73]
Heterogeneity: Mot applicable
Testfor overall effect Z=022 (F=082)
2.1.4 Withdrawn
JOHMNSOMNZ010 6159 341 BB.7T 1041 13 100.0% -0.81 [-1.67, 0.05] i
Subtotal (95% Cl) 13 100.0% -0.81 [-1.67, 0.05]
Heterogeneity: Mot applicable
Testfor averall effect £=1.84 (P =0.07)
2.1.5 Attention problems
JOHMSON2010 598 BT B377  T.36 13 100.0% -0.83 [-1.37, 0.31] i—
Subtotal (95% Cl) 13 100.0% -0.,53 [-1.37, 0.31] o
Heterogeneity: Mot applicable
Test for overall effect Z=124 (F=0.22)
2.1.6 Aggressive behaviours
JOHMSOMN2010 66 949 A6.62 993 13 100.0% -0.00 [-0.83, 0.82] i
Subtotal (95% Cl) 13 100.0% -0.00 [-0.83, 0.82]
Heterogeneity: Mot applicable
Testfor overall effect, £=0.00 (F =1.00)
2.1.7 ODD
JOHMNSONZ010 541 572 5438 B9 13 100.0% -0.04 [-0.87, 0.78] i
Subtotal (95% Cl) 13 100.0% -0.04 [-0.87, 0.78]

Heterogeneity: Mot applicable
Testfor overall effect Z=010(P=0.82)

Testfor subgroup differences: Chi*=2.94 df=6(F=082 F=0%

Ginkgo biloba and risperidone versus placebo

that challenges as a direct outcome

-2

R 0 1 2
Favaurs omeda-3  Favours healthy diet

and risperidone for behaviour
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Experimental Control Std. Mean Difference

Std. Mean Difference

Study or Subgroup Mean S0 Total Mean SD Total Weight I, Fixed, 95% Cl I, Fixed, 95% Cl
45.1.1 Irritability

HASANZADEH2012 1054 575 23 988 735 24 100.0% 010 [-0.47, 0.67]

Subtotal {95% CI) 23 24 100.0% 0.10 [-D.47, 0.67]

Heterogeneity: Mot applicable
Testfor overall effect =034 (F=0.74)

45.1.2 Lethargy'Social Withdrawal

HASANWZADEH2012  GA6 608 23 T.36 G614 24 100.0% -0.08 [-0.55, 0.48]
Subtotal (95% Cl) 23 24 100.0% -0.08 [-0.65, 0.49]

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

445.1.3 Stereotypic Behaviour

HASAMNZADEHZ012 4.7 2328 23 5 38 24 100.0% -0.02 [-0.59, 0.59]
Subtotal {95% Cl) 23 24 100.0% -0.02 [-0.59, 0.55]
Heterogeneity, Mot applicable

Test for averall effect: 2= 0.06 (P = 0.95)

45.1.4 Hyperactivity
HASANZADEH2012 1654 851 23 14.84 625 24 100.0% 0,22 [-0.35, 0.80]
Subtotal (95% CI) 23 24 100.0% 0.22 [0.35, 0.80]

Heterogeneity, Mot applicable
Testfor averall effect Z=0.77 (P = 0.44)

45.1.5 Inappropriate Speech

HASANZADEHZ012 209 1.63 23 244 158 24 100.0% -0.21 [-0.79, 0.36]
Subtotal (95% CI) 23 24 100.0% -0.21 [-0.79, 0.36]

Heterogeneity: Mot applicable
Testfor overall effect Z=0.73 (P = 0.46)

£
= =
= =
= =
= S

-2

Test for subgroup differences: Chif=1.32, df= 4 (P = 0.86), F= 0%

-1 0
Favours risp. + GE

1 2
Fawours rizp. + placeho

Dimethylglycine supplement versus placebo for behaviour that challenges as

a direct outcome

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Fvents  Total Bvents Total Weight M-H, Fized, 95% CI M-H, Fized, 95% CIl
KERMZ001 11 19 10 19 100.0% 1.10[0.62,1.958]
Total (95% CI) 19 19 100.0% 1.10[0.62, 1.95]
Total events 11 10

Heterogeneity: Mot applicahle
Testfor overall effect Z=033{(P=0.74)

01 02 05 1

Favours control

2 5 10
Favours experimenta

Multivitamin/mineral supplement versus placebo for behaviour that

challenges as an indirect outcome

Hyperactivity improvement (PGI-R)

Experimental Control Std. Mean Difference Std. Mean Difference
Studyor Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
ADAMS 2011 0.31 0.67 53 -0.06 0.55 81 100.0% 0.60 [0.20, 0.95]
Total {(95% CI) 53 51 100.0% 0.60 [D.20, 0.99] B
Heterogeneity: Mot applicable I_2 i1 3 1! 2!

Testfor averall effect £= 2.98 (P = 0.003)

Favours cantral

Favaurs experimenta
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Tantrumming improvement (PGI-R)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl I, Fixed, 95% CI
ADAMSZ011 0.4 1.08 a3 -01 0.8 a1 100.0% 0.52[0.13,0.91]
Total (95% CI) 53 51 100.0% 0.52[0.13, 0.91] .
Heterogeneity: Mot applicable 5_2 51 3 15 25

Testfor overall effect; 2= 261 (F=0.009)

Favaurs contral  Fawours experiments

Immunoglobulin (dosages combined) versus placebo for behaviour that

challenges as an indirect outcome

Stuchy or Subgroup

Control

Total Events Total

Risk Ratio

Weight M-H, Fized, 95% CI

Risk Ratio
M-H, Fixed, 95% CI

35.1.1 Clinician-rated {CGI)

HAMDEMZO004
Subtotal (95% CI)

Total events

Experimental
Events
17 a3
83
17

Heterogeneity: Mot applicahle

Testfor overall effect Z=2.04 (F=0.04)

35.1.2 Parent-rated (PGI)

HAMNDEMN2009
Subtotal (95% Clj

Total events

25

245

Heterogeneity: Mot applicahle

Testfor averall effect £= 286 (P=0.01)

Test for suboroup differences: Chif= 0.01, df=1 (P =091}, F= 0%

a3
83

11

11

16

16

28
28

29
29

100.0%
100.0%

100.0%
100.0%

0.52 [0.28, 0.87]
0.52 [0.28, 0.97]

0.55 [0.34, 0.87]
0.55[0.34, 0.87]

= =

B S

01 0.2

0
Favours contral

2 & 10
Favours experimenta

1.12.5Sensory interventions for behaviour that challenges as an indirect
outcome

Auditory integration training versus attention-placebo (structured listening)
for behaviour that challenges as an indirect outcome

Parent-rated behaviour that challenges (DBC)
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Experimental Control Stil. Mean Difference Sti. Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
3.1.1 1-month post-intervention follow-up
BETTISCOMN19596 5483 2528 40 53583 21.23 40 100.0% 0.06 [-0.38, 0.50] i
Subtotal (95% Cly 40 40 100.0% 0.06 [-0.38, 0.50]
Heterogeneity: Mot applicable
Testfor overall effect Z=0.27 (F=0.7%
3.1.2 3-month post-intervention follow-up
BETTISON1 9596 54.05 2346 40 498 1838 40 100.0% 0.20 [-0.24, 0.64] t
Subtotal (95% Cl) 40 40 100.0% 0.20 [-D.24, D.64]
Heterogeneity: Mot applicable
Testfor overall effect: Z= 088 (F=0.37)
3.1.3 6-month post-intervention follow-up
BETTISOMN1996 53.83 2588 40 4793 1929 40 100.0% 0.26 [-0.18, 0.70] :t
Subtotal (95% CI) 40 40 100.0% 0.26 [-0.18, 0.70]
Heterogeneity: Mot applicatile
Testfor overall effect: Z=1.14 (P =0.25)
3.1.4 12-month post-intervention follow-up
EETTISON1996 52,88 2493 40 472 1.7 40 100.0% 0.24 [-0.20, 0.68] —t
Subtotal (95% Ch 40 40 100.0% 0.24 [-D.20, 0.68]

Heterogeneity: Mot applicable
Testfor overall effect Z=1.07 (F=0.28

2

-1

I 1 2
. . Favours experimental Fawours control

Testfar subaroup diferences: Chif= 048, df=3(P=092) F=0%

Teacher-rated behaviour that challenges (DBC)
Experimental Control Stil. Mean Difference Stid. Mean Difference

Study or Subgroup  Mean S0 Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI

3.2.1 1-month post-intervention follow-up

BETTISON1 9596 3713 16892 40 4023 2077 40 100.0% -0.16 [F0.60, 0.28]

Subtotal (95% Cl) 40 40 100.0% -0.16 [-0.60, 0.28]

Heterogeneity: Mot applicable

Testfor overall effect Z= 072 (F=0.47)

3.2.2 3-month post-intervention follow-up

BETTISOMN1996 39.7 1865 40 42,83 22.58 40 100.0% -0.15 [0.59, 0.29] t

Subtotal (95% CI) 40 40 100.0% -0.15 [-0.59, 0.29]

Heterogeneity: Mot applicatile

Test for overall effect: Z= 0.66 (P =0.41)

3.2.3 6-month post-intervention follow-up

EETTISON1996 3765 2072 40 386 2113 40 100.0% -0.04 [-0.48, 0.349] t

Subtotal (95% Cly 40 40 100.0% -0.04 [-0.48, 0.39]

Heterogeneity: Mot applicable

Testfor overall effect £=0.20 (F=0.84)

3.2.4 12-month post-intervention follow-up

BETTISCOMN19596 40,33 2232 40 383 .23 40 100.0% 0.08 [-0.35, 0.53] t

Subtotal (95% Cl) 40 40 100.0% 0.09 [-0.35, 0.53]

Heterogeneity: Mot applicable

Test for overall effect: 2= 0.41 (P = 0.68)

-2 -1 0 1 2
. . Favours experimental Fawours control

Testfor subaroun differences: Chif= 083, df=3(P=084) F=0%
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1.13PSYCHOSOCIAL INTERVENTIONS AIMED AT
ADAPTIVE BEHAVIOUR

1.13.1Behavioural interventions for adaptive behaviour as a direct or
indirect outcome

EIBI or EBI (ESDM or P-ESDM) versus treatment-as-usual for adaptive
behaviour as a direct or indirect outcome

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
5.1.1 Composite score
DAVSOMZ010 3.7 1549 24 591 a8 21 301% 0.7200.11,1.33] e —
ROGERS2012 7743 859 49 8033 11.34 49 E9.9% -0.27 FOBT, 0.12] —
Subtotal (95% CI) 73 70 100.0% 0.03 [-0.31, 0.36] L 2

Heterageneity, Chi®=7.23, df=1 (P = 0007}, F= 86%
Testfor overall effect: Z=0.15 (P =0.88)

5.1.2 Daily living skills

DAWSOMNZ010 647 124 24 a8 2.1 21 30.3% 0.62[0.02,1.22] e
ROGERS2012 8225 1382 49 3404 134 489 B9.7% -013 053, 0.27] t
Subtotal (95% CI) 73 70 100.0% 0.10[-0.23, 0.43]

Heterogeneity: Chi*= 417, df=1 (P =0.04); 7= T6%
Testfor overall effect: £ = 0.8 (P = 0.46)

5.1.3 Socialization

DAWSONZ0T0 692 11.68 24 B3A 9.3 21 305% 0.57 [-0.03,1.16] e
ROGERS2012 7732 918 43 TFRET 1078 43 F9.9% -0.13 [0.593, 0.26] t
Subtotal (95% CI) 73 70 100.0% 0.08 [-0.25, 0.41]

Heterogeneity: Chi®= 3.65, df=1 (P = 0.0E);, F=73%
Testfor overall effect. £=0.47 (F=0.64)

A.1.4 Communication

DAWSONZ0T0 821 1.8 24 634 158 21 302% 0.65[0.05,1.29] —
ROGERS2012 7255 1206 49 7429 1455 49 69.8% -0.13[0.53,0.27] _.;
Subtotal (95% CI) 73 70 100.0% 0.11[-0.23, 0.44]

Heterogeneity. Chi*=4.47 df=1{P=003), F=73%
Testfor overall effect 2= 063 (P=0.43)

-2 -1 ] 1 2
Favours cantral  Favours experimenta

Testfor subgroup differences: Chif= 014, df= 3(P =099, F=0%

EIBI versus parent training for adaptive behaviour as a direct outcome
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Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% Cl
5.1.1 Composite score
SMITHZO000 61,19 2972 15 5848 1658 13 100.0% 0.11 [F0.64, 0.89] i
Subtotal {95% Cl) 15 13 100.0% 0.11 [-D.64, 0.85]
Heterageneity: Mot applicahle
Testfor overall effect £= 028 {F =078
5.1.2 Daily living skills
SMITHZO000 62.33 2476 15 63 16.97 13 100.0% -0.03 FO.F7, 0.71] i
Subtotal {95% Cl) 15 13 100.0% 003 [-0.77,0.71]
Heterageneity: Mot applicahle
Test for overall effect, £= 0.08 {F =0.84)
5.1.3 Socialization
SMITHZO000 GE6.33 2478 15 B8.92 16.94 13 100.0% -0.12 [FO0.86, 0.63] i
Subtotal {95% Cl) 15 13 100.0% -0.12 [-D.86, 0.63]
Heterogeneity: Mot applicable
Testfor overall effect: £=0.31 (F=0.76)
4.1.4 Communication
SMITHZ2000 BY.87 3008 15 BO.F7 17.26 13 100.0% 0.28 [F0.47 1.07] i
Subtotal (95% Cl) 15 13 100.0% 0.28 [-D.47, 1.02]
Heterogeneity: Mot applicable
Testfor overall effect: Z=0.72 (F=0.47)

-2 -1

a 1 2

Favours parenttraining Favours EIEI

Test for subgroup differences: Chif= 061, df= 3 (P=088), F=0%

Home-based EBI versus centre-based EBI for adaptive behaviour as a direct

outcome

Adaptive behaviour (VABS)

Experimental Control Std. Mean Difference Std. Mean Difference
Studyor Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
6.1.1 Socialization
ROBERTS2011 BG4 TTF 27OTE M2 29 100.0% -0.63[1.17,-0.09] i
Subtotal (95% CIy 27 29 100.0% -0.63 [-1.17, -0.09]
Heterageneity: Mot applicable
Testfor averall effect Z= 2. 30 (P =002
6.1.2 Communication
ROBERTS2011 634 156 26 761 174 28 100.0% -0.46 [-1.00, 0.07] i‘
Subtotal (95% CIy 26 29 100.0% -0.46 [-1.00, 0.07]

Heterogeneity: Mot applicable
Testfor overall effect; £=1.69 (P = 0.09)

-2 R
Fawours centre EBI

Testfor suhgroup differences: Chi®= 0189, df=1 (F = 0.66), F= 0%

Adaptive functioning and psychopathology (DBC total)

1]

1 7
Favours home EBI

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% CI IV, Fixed, 95% CI
ROBERTS2011 529 293 22 857 144 22 100.0% -0011 [0.70, 0.48]
Total (95% Cl) 22 22 100.0% -0.11[-0.70, 0.48]

Heterogeneity: Mot applicable
Testfor averall effect Z=0.37 (P =0.71)

-2 -1
Fawours hame EBI

0

1 2
Favours centre EEI
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1.13.2Cognitive-behavioural interventions for adaptive behaviour as an
indirect outcome

CBT versus waitlist for adaptive behaviour as an indirect outcome

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
DRAHOTAZO11 10963 18.2 20 988 15.65 20 100.0% 0.63 [-0.01, 1.26] I
Total (95% CI) 20 20 100.0% 0.63 [-0.01, 1.26] i
Heterogeneity: Not applicable _ :_2 _:1 é ':I 2:
Test for overall effect: Z = 1.93 (P = 0.05)

Favours control Favours experimenta

1.13.3Parent training for adaptive behaviour as a direct or indirect
outcome

Parent training versus treatment-as-usual for adaptive behaviour as a direct
or indirect outcome

Functional emotional development (direct outcome)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total WWeight I, Fixed, 95% Cl I, Fixed, 95% CI
8.1.1 Clinician-rated (FEAS)
FAJAREYAZO1 25625 1334104 16 28,375 1583614 16 100.0% -0.25[-0.95,0.44]
Subtotal (95% CIy 16 16 100.0% -0.25 [-0.95, 0.45]

Heterogeneity: Mot applicable
Testfor overall effect: Z=070(F =0.48)

8.1.2 Parent-rated {FEDQ)
PAJAREYAZO11 448125 1339761 16 48 172712 16 100.0% -0.20 [-0.80, 0.449] t
Subtotal (95% CIy 16 16 100.0% -0.20 [-0.90, 0.49]
Heterageneity: Mat applicable
Testforoverall effect Z=0.57 (P =087}
0

. . Favours contral  Favours experimenta
Testfar subaroup differences: Chit= 001, df=1 (P =042, F= 0%

Daily living skills (VABS; 6-month follow-up; indirect outcome)
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Experimental Control

Std. Mean Difference

Std. Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
8.2.1 PEBM

TONGEZ20086 6826 1646 35 60.09 1859 35 100.0% 0.46 [-0.01, 0.94] t
Subtotal (95% CI) 35 35 100.0% 0.46 [-0.01, 0.94]

Heterogeneity: Not applicable

Test for overall effect: Z = 1.80 (P = 0.08)

8.2.2 PEC

TONGEZ20086 5781 1398 33 60.09 1859 35 100.0% -0.14 [-0.61, 0.34) 1
Subtotal (95% CI) 33 35 100.0% -0.14 [-0.61, 0.34]

Heterogeneity: Not applicable
Test for overall effect: Z = 0.56 (P = 0.57)

Test for subgroup differences: Chi* = 3.02, df = 1 (P = 0.08). I* = 66.9%

Socialization (VABS; 6-month follow-up; indirect outcome)

'
=1
Favours control

0

1 2
Favours experimental

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
8.3.1 PEBM
TONGEZ2006 73.31 16.59 35 67.35 167 35 100.0% 0.35[-0.12, 0.83)
Subtotal (95% CI) 35 35 100.0% 0.35 [-0.12, 0.83]
Heterogeneity: Mot applicable
Test for overall effect: Z = 1.47 (P = 0.14)
8.3.2 PEC
TONGEZ2006 63.03 15.53 33 67.35 167 35 100.0% -0.26 [-0.74, 0.21] 1_
Subtotal (95% CI) 33 35 100.0% -0.26 [-0.74, 0.21]

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

Test for subaroup differences: Chi* = 3.26, df = 1 (P = 0.07). 17 = 69.3%

.
=1
Favours control

Communication (VABS; 6-month follow-up; indirect outcome)

0

1 2
Favours experimental

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
8.4.1 PEEM
TONGEZ20086 71.71 1983 35 6853 24.05 35 100.0% 0.10 [-0.37, 0.57]
Subtotal (95% CI) 35 35 100.0% 0.10 [-0.37, 0.57]
Heterogeneity: Not applicable
Test for overall effect: £ = 0.41 (P = 0.68)
8.4.2 PEC
TONGEZ006 58.03 15.71 33 69.53 24.05 35 100.0% -0.56 [-1.04, -0.07) i
Subtotal (95% CI) 33 35 100.0% -0.56 [-1.04, -0.07]

Heterogeneity: Not applicable
Test for overall effect: Z = 2.25 (P = 0.02)

Test for subaroup differences: Chi* = 3.61, df =1 (P = 0.06). P = 72.3%

2 -1

Favours control

0

1 2

Favours expenmental

Combined parent training and early intervention centre programme versus
early intervention centre programme only for adaptive behaviour as a direct

outcome
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Parent-reported adaptive behaviour (VABS)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
10.1.1 Post-intervention (mixed ASD & DD sample)
RICKARDS2007 643 204 30 592 147 28 100.0% 0.25[-0.27, 0.77)
Subtotal (95% CI) 30 28 100.0% 0.25 [-0.27, 0.77]

Heterogeneity: Mot applicable
Test for overall effect: Z = 0.95 (P = 0.34)

10.1.2 12-month post-intervention follow-up (mixed ASD & DD sample)

RICKARDS2007 6643 219 28 5383 19 23 100.0% 0.31 [-0.24, 0.87] —t
Subtotal (35% Clj 28 23 100.0% 0.31 [-0.24, 0.87]

Heterogeneity: Not applicable
Test for overall effect: Z = 1.11 (P = 0.27)

-2 - 0 1 2
Favours control  Favours experimental
Test for subaroup differences: Chi* = 0.03, df=1 (P =0.87). F= 0% P

Clinician-rated adaptive behaviour (Bayley BRS)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
10.2.1 Post-intervention (mixed ASD & DD sample)

RICKARDS2007 1058 13.2 29 100.8 11.2 28 100.0% 0.40 [-0.12, 0.93] .
Subtotal (95% CI) 29 28 100.0% 0.40 [-0.12, 0.93] ~

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

10.2.2 12-month post-intervention follow-up {(mixed ASD & DD sample)

RICKARDS2007 10917 13 24 9948 173 23 100.0% 0.62 [0.04, 1.21] t

Subtotal (95% CI) 24 23 100.0% 0.62 [0.04, 1.21]
Heterogeneity: Not applicable
Test for overall effect: Z = 2.09 (P = 0.04)

2 -1 0 1 2
Favours control  Favours expenmental

Test for subaroup differences: Chi* = 0.31, df = 1 (P = 0.58), I* = 0%

Parent and day-care staff training versus standard day-care for adaptive
behaviour as an indirect outcome

Experimental Control Std. Mean Difference Std. Mean Difference
Studyor Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI I, Fixed, 95% Cl
JOCELYN19898 354 161 16 3B 171 18 1000% -0.04 [-0.70, 0.63)

Total (95% CI) 16 19 100.0% -0.04 [-0.70, 0.63]
Heterogeneity: Mot applicable f } T } {

o _ -2 -1 ] 1 2
Testfor overall effect: 2= 0.10 (F = 0.82) Favours contral  Favours experimenta

Combined parent training and antipsychotic versus antipsychotic-only for
adaptive behaviour as an indirect outcome
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Comb. risperidone + PT

Risperidone only

Std. Mean Difference

Std. Mean Difference

Study or Subgroup Mean sSD Total Mean SD  Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
12.1.1 Composite score

AMANZ009 57.87 19.03 75 47.84 1581 49 100.0% 0.56€ [0.19, 0.93] t
Subtotal (95% CI) 75 49 100.0% 0.56 [0.19, 0.93]

Heterogeneity: Mot applicable

Test for overall effect: Z = 2.99 (P = 0.003)

12.1.2 Daily living skills

AMAN2009 55.65 21.86 75 4534 2048 49 100.0% 0.48 [0.12, 0.85) t
Subtotal (95% CI) 75 49 100.0% 0.48 [0.12, 0.85]

Heterogeneity: Mot applicable

Test for overall effect: Z = 2.58 (P = 0.010)

12.1.3 Socialization

AMANZ009 67.42  18.48 75 5659 17.38 49 100.0% 0.60 (0.23, 0.96] i
Subtotal (95% CI) 75 49 100.0% 0.60 [0.23, 0.96]

Heterogeneity: Mot applicable

Test for overall effect: Z = 3.18 (P = 0.001)

12.1.4 Communication

AMAN2009 63.9 2265 76 5357 2023 49 100.0% 0.47 [0.11, 0.84) t
Subtotal (95% CI) 75 49 100.0% 0.47 [0.11, 0.84]

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

Test for subgroup differences: Chi* = 0.31, df = 3 (P = 0.96). I* = 0%

2 A 0 1 2

Favours risperidone only  Favours risperidone + PT

1.13.4Social-communication interventions for adaptive behaviour as an

indirect outcome

Caregiver-mediated social communication intervention versus treatment-as-

usual for adaptive behaviour as an indirect outcome
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Experimental Control Std. Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight

IV, Fixed, 95% CI

Std. Mean Difference

IV, Fixed, 95% CI

9.1.1 Composite score

GREEN2010 60.3 15.2 77 628 1438 75 100.0%
Subtotal (95% CI) 77 75 100.0%

Heterogeneity: Mot applicable
Test for overall effect: Z = 1.02 (P = 0.31)

9.1.2 Daily living skills

CARTER2011 red4 707 18 7285 10.11 20 100.0%
Subtotal (95% CI) 19 20 100.0%

Hetercgeneity: Mot applicable
Test for overall effect: 7 = 1.67 (P = 0.09)

9.1.3 Socialization

CARTER2011 7142 707 18 707 689 20 100.0%
Subtotal (95% CI) 19 20 100.0%

Heterogeneity: Mot applicable
Test for overall effect: 7 = 0.32 (P =0.75)

9.1.4 Communication

ALDREDZ2001 B9 212 14 287 1686 14 11.2%
CARTER2011 76.14 13.85 21 76.43 14.05 21 17.3%
GREEN2010 64.3 7.7 7 877 175 75 62.3%
SCHERTZ2013 75.9 13.51 11 68.08 19.77 12 9.2%
Subtotal (95% CI) 123 122 100.0%

Heterogeneity: Chi* = 3.60, df = 3 (P =0.31); P = 17%
Test for overall effect: £ = 0.28 (P =0.78)

Test for subgroup differences: Chi* = 3.97, df = 3 (P = 0.27), P = 24 3%

-0.17 [-0.48, 0.15)
-0.17 [-0.48, 0.15]

0.55 [-0.09, 1.19]
0.55 [-0.09, 1.19)

0.10 [-0.53, 0.73]
0.10 [-0.53, 0.73]

2

-

0.42 [-0.33, 1.17) —_
-0.02 [-0.63, 0.58] —_—
018 [-0.51, 0.13) —
0.44 [-0.39, 1.27) S B
-0.04 [-0.29, 0.22] -
-2 -1 0 1 z

Favours control

Favours experimental

Social skills group versus treatment-as-usual for adaptive behaviour as an

indirect outcome

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl I, Fixed, 95% CI
FRAMKELZ010 122 249 35 101 37 33 100.0% 0.63[0.14,1.11]
Total (95% CI) 35 33 100.0% 0.63[0.14, 1.11] -
Heterogeneity: Mot applicable 5_2 51 3 15 25

Testfor overall effect: 2= 252 (F=0.01)

Favours control

Favours experimenta

LEGO® therapy versus SULP for adaptive behaviour as an indirect outcome

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
11.1.1 Socialization
CWWEMNS2008 7594 1486 16 71.33 1263 15 100.0% 0.32 [-0.39,1.03] —.t
Subtotal (95% Cly 16 15 100.0% 0.32 [-0.39, 1.03]

Heterogeneity: Mot applicable
Testfor overall effect Z=0.90(F =037

11.1.2 Communication

OWEMNS2008 91.88 18.83 16 8313 16.34 15 100.0%
Subtotal (95% CI) 16 15 100.0%

Heterogeneity: Mot applicable
Testfor averall effect £=1.32 P =019

Testfor subgroup differences: Chif= 009, df=1 (P =076), F=0%

0.43 [-0.23,1.20]
0.48 [-0.23, 1.20]

-

-2

t
-1 0

1

2|

Favours SULP  Favours LEGO
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1.14PHARMACOLOGICAL INTERVENTIONS AIMED AT
ADAPTIVE BEHAVIOUR

1.14.1 Antipsychotics for adaptive behaviour as an indirect outcome

Aripiprazole versus placebo for adaptive behaviour as an indirect outcome

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
17.1.1 Total score
MARCUS2009 14122556 155015 133 106 1582 37 64.3% 0.23 [-0.14, 0.59] -l
OWEMN2009 13.4 11.08 34 2 1124 39 357% 1.01 [0.52, 1.50] — &
Subtotal (95% CI) 167 76 100.0% 0.51 [0.21, 0.80] -

Heterogeneity: Chi? = 6.34, df = 1 (P = 0.01); F = 84%
Test for overall effect: £ = 3.39 (P = 0.0007)

17.1.2 Emotional functioning

MARCUS2009 14.486466 16.62227 133 99 1642 a7 62.5% 0.28 [-0.09, 0.64] Tl
OWEN2009 14.1 1516 34 45 1499 39 375% 0.63 [0.16, 1.10] —
Subtotal (95% CI) 167 76 100.0% 0.41 [0.12, 0.70] L 3

Heterogeneity: Chi? = 1.36, df = 1 (P = 0.24); I# = 26%
Test for overall effect: £ = 2.77 (P = 0.006)

17.1.3 Social functioning

MARCUS2008 90024812 21.03364 133 10 2128 37 63.3% -0.04 [-0.41, 0.32] ——
DWEN2009 102 1681 34 35 1686 39 36.7% 0.80 [0.32, 1.28] —a—
Subtotal (95% CI) 167 76 100.0% 0.27 [-0.02, 0.56] o

Heterogeneity: Chi* = 7.59, df = 1 (P = 0.008); I = 87%
Test for overall effect: Z = 1.81 (P = 0.07)

17.1.4 Cognitive functioning

MARCUS2009 18.086466 21.70222 133 11.2 21.29 37 B2.4% 0.32 [-0.05, 0.68] — il
OWEN2009 145 17.49 34 5 17.88 38 3T.6% 0.53 [0.06, 1.00] —
Subtotal (95% CI) 167 75 100.0% 0.40 [0.11, 0.69] -

Heterogeneity: Chi* = 0.49, df =1 (P = 0.48); F = 0%
Test for overall effect: Z = 2.70 (P = 0.007)

2 4 T 2
Fawvours control  Favours experimental
Test for subaroup differences: Chi® = 1.30, df = 3 (P = 0.73). P = 0%
Low dose aripiprazole versus placebo for adaptive behaviour as an indirect

outcome
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Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
17.1.1 Total score
MARCUS2009 14122556 155015 133 106 15.82 37 B4.3% 0.23[-0.14, 0.59] il
OWENZ2009 13.4 11.08 34 2 11.24 39 35.7% 1.01 [0.52, 1.50] —
Subtotal (95% CI) 167 76 100.0% 0.51 [0.21, 0.80] -
Heterogeneity: Chi? = 6.34, df =1 (P = 0.01); IF = 84%
Test for overall effect: Z = 3.39 (P = 0.0007)
17.1.2 Emotional functioning
MARCUS2009 14486466 1662227 133 9.9 1642 37 62.5% 0.28 [-0.09, 0.64] i
OWEN2009 14.1 15.16 34 45 1499 39 3T5% 0.63 [0.16, 1.10] —
Subtotal (95% CI) 167 76 100.0% 0.41 [0.12, 0.70] -
Heterogeneity: Chi* = 1.36, df = 1 (P = 0.24); IF = 26%
Test for overall effect: 2 = 2.77 (P = 0.008)
17.1.3 Social functioning
MARCUS2009 9.0924812 21.03364 133 10 21.29 37 63.3% -0.04 [-0.41, 0.32] ——
OWEMN2009 10.2 16.91 34 .35 1686 39 36.7% 0.80 [0.32, 1.28] —
Subtotal (95% CI) 167 76 100.0% 0.27 [-0.02, 0.56] -
Heterogeneity: Chi* = 7.59, df = 1 (P = 0.006); I* = 87%
Test for overall effect: Z = 1.81 (P = 0.07)
17.1.4 Cognitive functioning
MARCUS2009 18.086466 2170222 133 112 2129 37 624% 0.32 [-0.05, 0.68] —l—
OWEMN2009 14.5 1749 34 5 17.88 38 37.6% 0.53 [0.06, 1.00] —
Subtotal (95% CI) 167 75 100.0% 0.40 [0.11, 0.69] -
Heterogeneity: Chi? = 0.49, df = 1 (P = 0.48); F=0%
Test for overall effect: £ = 2.70 (P = 0.007)

2 A D 1 2

Favours control  Favours experimental
Test for subgroup differences: Chi* = 1.30, df = 3 (P = 0.73). I* = 0% P

1.15BIOMEDICAL INTERVENTIONS AIMED AT ADAPTIVE
BEHAVIOUR

1.15.1Complementary therapies for adaptive behaviour as an indirect
outcome

Acupuncture/electro-acupuncture versus sham acupuncture/electro-
acupuncture for adaptive behaviour as an indirect outcome

Adaptive behaviour (WeeFIM; change scores)
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Experimental Cantrol Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI

9.1.1 Total score

WORGZ010A 7.92 486 25  3.04 402 25 444% 1.06 [0.47, 1.66] ——
WONGZ010B 1.03 385 o0 -p.08 BT 25 A5 6% 0.21[-0.33,074] —i—
Subtotal (95% CI) 55 50 100.0% 0.59 [D.19, 0.98] -
Heterogeneity: Chi®=4.44, df=1 (P=0043; F=77%

Testfor overall effect: £= 290 (P = 0.004)

9.1.2 Self-care

WORGZ010A A 3.82 25 1.5 2.59 25 445% 1.04 [0.44 1.63] —a—
WONGZ010B 03 329 30 -0.36 3.93 25 554% 018 [-0.35, 0.71] —i—
Subtotal (95% CI) 55 50 100.0% 0.56 [0.17, 0.96] il
Heterogeneity: Chi®=4.43, df=1 (P=0043; F=77%

Testfor averall effect: £= 278 (P = 0.004)

9.1.3 Mobility

WORGZ010A 1.82 1.73 25 113 2.08 25 481% 0.20[-0.35, 0.76] —
WONGZ010B -017 0.75 30 04 236 25 5149% -0.33[0.87, 0.20] —

Subtotal (95% CI) 55 50 100.0% -0.08 [-0.46, 0.31] e

Heterogeneity: Chi®=1.86, df=1 {P=017), F= 46%
Testfor averall effect 2= 0.39 (P =0.70)

9.1.4 Cognition

WOMG2010A 1.28 1.37 24 042 1.6 25 46T% 0.67[0.10,1.24] —i—
WOMNG2010B 1.07 1.249 a0 056 1.92 25 533% 0.31 [-0.22, 0.85] —
Subtotal (95% Cl) 55 50 100.0% 0.48 [0.09, 0.87] e

Heterogeneity: Chi*=0.79, df=1 (P= 038}, F=0%
Testfor averall effect 2= 2.40 (P =0.02)

9.1.5 Comprehension

WOMNG2010B 0.2 047 a0 016 0.85 25 100.0% 0.51 [-0.03,1.08]
Subtotal (95% Cl) 3o 26 100.0% 0.51[-0.03, 1.05]

Heterogeneity: Mot applicable
Testfor overall effect. £=1.86 (P = 0.08)

9.1.6 Expression

WONG2010B 03 0.84 30 016 0.74 25 100.0% 017 [-0.36, 0.70]
Subtotal (95% Cl) 3o 26 100.0% 0.17 [-0.36, 0.70]

Heterogeneity: Mot applicakle
Test for overall effect: Z=0.64 (F=0.53)

9.1.7 Social interaction

WOMNG2010B 0.o0¥ 0452 an 0.2 058 25 100.0% -0.23 077, 0.30] 1_

Subtotal (95% CI) 3o 25 100.0% -0.23 [-0.77, 0.30]

Heterogeneity: Mot applicakle
Testfor averall effect £= 0.86 (P = 0.39)

9.1.8 Problem solving

WORNGZ010B -0.13 0.35 30 0o 25 100.0% -0.24 [0.77,0.30]
Subtotal (95% CI) 30 25 100.0% -0.24 [-0.77,0.30]
Heterogeneity: Mot applicable

Testfor overall effect £= 0.87 (P =0.39)

9.1.9 Memory

WONGZ010B 0.03 0.49 30 -0.04 054 25 100.0% 013 [-0.40, 0.6T]
Subtotal (95% CI) 30 25 100.0% 0.13 [-0.40, 0.57]
Heterogeneity: Mot applicakle

Testfor overall effect: 2= 0.0 (F=0.62)

2 1 0 1 2
Favours control - Favours experimenta

Testfor subgroup differences: Chf=16.76, df= 3 (P =0.03), F=52.3%

Adaptive behaviour (PEDI)
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Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
9.2.1 Self-care {functional skill)
WORGZ010B G0.33 1017 G256 974 25 100.0% -0.22 [0.75, 0.31] 1—
Subtotal (95% CI) 25 100.0% -0.22 [-0.75, 0.31]
Heterageneity: Mat applicahle
Testfor overall effect: Z=0.81 (P=0.42)
0,22 Self-care {(ndependence)
WYONGZ010B 287 823 3312 TN 25 100.0% -0.44 097, 0.10] i—
Subtotal (95% Cly 25 100.0% -0.44 [-0.97, 0.10] I
Heterogeneity: Mot applicatile
Testfor overall effect: Z=1.488 (F=011)
0.2.3 Mobhility {functional skill)
WYONGZ010B 575 143 A7.BB 177 25 100.0% -0.11 FO.64, 0.42] i
Subtotal (95% Cly 25 100.0% -0.11 [-0.64, 0.42]
Heterogeneity: Mot applicable
Test for overall effect: 2= 0.41 (P = 0.62)
9.2.4 Mobhility {independence)
WYOMNGZ010B 333 212 33.68 1.87 25 100.0% -0.19 [F0.72, 0.39] i
Subtotal (95% Ch 25 100.0% -0.19[-0.72, 0.35]
Heterogeneity: Mot applicable
Testfor overall effect £= 068 (F=0.4)
9.2.5 Social function (functional skill)
WOMNGZ010B 29.43 16.26 28.76 1414 25 100.0% 0.04 [-0.48, 0.57] i
Subtotal (95% Cl) 25 100.0% 0.04 [-0.49, 0.57]
Heterogeneity. Mot applicable
Testfor overall effect Z= 016 (F=0.87)
9.2.6 Social function {independence)
WIORG2Z010B 123 656 132 5482 25 100.0% -0.14 [0.67, 0.39] t
Subtotal (95% CI) 25 100.0% -0.14 [-0.67, 0.39]

Heterageneity: Mat applicahle
Test for overall effect: Z=0.52 (P = 0.60)

Testfor subaroup differences; Chif=1.65, df=5(P=0890), F=0%

2

R 0 1 2
Favours cantral  Favours experimenta

Acupuncture/electro-acupuncture and conventional educational programme
versus conventional educational programme only for adaptive behaviour as

an indirect outcome
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Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI

10.1.1 Total score

WONG2002 8 5.606 15 1 1.354 13 36.2% 1.61[0.74, 2.48] .
WONG2008 1.278 §.532 18 3.5 7.312 18  63.8% -0.27 [-0.93, 0.38] ——

Subtotal (95% CI) 33 31 100.0% 0.41[-0.11, 0.93] -

Heterogeneity: Chi* = 11.47, df = 1 (P = 0.0007}); I = 91%
Test for overall effect: Z = 1.53 (P = 0.13)

10.1.2 Self-care

WONG2002 4933 6.147 15 054 1.854 13 41.3% 0.91 [0.12, 1.70] —
WONG2008 0.5 6.366 18 275 553 18 58.7% -0.37 [-1.03, 0.29] ——

Subtotal (95% CI) 33 31 100.0% 0.16 [-0.35, 0.67] -
Heterogeneity: Chi* = 587, df =1 (P = 0.01); I = 83%

Test for overall effect: Z = 0.62 (P = 0.54)

10.1.3 Mobility

WONG2002 11.867 8.417 15 1 178 13 35.5% 1.68 [0.80, 2.56) —
WONG2008 0.306 2.674 18 081 2576 18 64.5% -0.11 [-0.77, 0.54] —i—

Subtotal (95% CI) 33 31 100.0% 0.52 [-0.00, 1.05] -
Heterogeneity: Chi* = 10.22, df =1 (P = 0.001); I* = 90%

Test for overall effect: Z = 1.95 (P = 0.05)

10.1.4 Cognition

WONG2002 8.533 6.534 15 146 2.025 13 37.9% 1.38 [0.54, 2.22] —
WONG2008 0472 3186 18 -0.14 4321 18 62.1% 0.16 [-0.50, 0.81] — il

Subtotal (95% CI) 33 31 100.0% 0.62 [0.10, 1.14] e

Heterogeneity: Chi* = 5.04, df =1 (P = 0.02); I = 80%
Test for overall effect: Z = 2.35 (P = 0.02)

10.1.5 Comprehension

WONG2008 -0.28 1.007 18 042 1.801 18 100.0% -0.47 [-1.13, 0.19] 1‘
Subtotal (95% CI) 18 18 100.0% -0.47 [-1.13, 0.19]

Heterogeneity: Not applicable

Test for overall effect: 7 = 1.39 (P = 0.17)

10.1.6 Expression

WONG2008 0 1.085 18 -D.36 0637 18 100.0% 0.40 [-0.26, 1.06]
Subtotal (95% CI) 18 18 100.0% 0.40 [-0.26, 1.06]
Heterogeneity: Not applicable

Test for overall effect: Z=1.17 (P = 0.24)

.

10.1.7 Social interaction

WONG2008 0222 1.114 18 D28 1.32 18 100.0% 0.40 [-0.26, 1.06]
Subtotal (95% CI) 18 18 100.0% 0.40 [-0.26, 1.06]
Heterogeneity: Not applicable

Test for overall effect: £=1.19 (P = 0.23)

b

10.1.8 Problem solving

WONG2008 0111 0.85 18 -0.22 1.0M 18 100.0% 0.33 [-0.32, 0.99]
Subtotal (95% CI) 18 18 100.0% 0.33 [-0.32, 0.99]
Heterogeneity: Not applicable

Test for overall effect: Z = 1.00 (P = 0.32)

.

10.1.9 Memory
WONG2008 0167 0786 18 031 1017 18 1000%  -0.15[-0.81, 0.50] t
Subtotal (95% CI) 18 18 100.0%  -0.15[-0.81, 0.50]

Heterogeneity: Not applicable
Test for overall effect: 7 = 0.46 (P = 0.64)

i L L I
| '
-2 -1 0 1 2
Favours control Fawvours experimental

Test for subaroup differences: Chi* = 9.80, df = 8 (P = 0.28). I = 18.3%

1.15.2Hormones for adaptive behaviour as an indirect outcome

Secretin versus placebo for adaptive behaviour as an indirect outcome

Autism: the management and support of children and young people on the autism
spectrum 147



Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
10.1.1 Composite score

OWLEY 1999 391 17.9 28 4086 18.1 28 100.0% -0.08 [-0.61, 0.44]

Subtotal (95% CI) 28 28 100.0% -0.08 [-0.61, 0.44]

Heterogeneity: Not applicable
Test for overall effect: Z = 0.31 (P = 0.76)

10.1.2 Daily living skills

OWLEY1989 436 184 28 417 17 28 100.0% 0.11 [-0.42, 0.63] i

Subtotal (95% CI) 28 28 100.0% 0.11 [-0.42, 0.63]
Heterogeneity: Not applicable
Test for overall effect: Z = 0.40 (P = 0.69)

10.1.3 Socialization

OWLEY 1989 3486 17.9 28 393 18.4 28 100.0% -0.26 [-0.78, 0.27]
Subtotal (95% CI) 28 28 100.0% -0.26 [-0.78, 0.27]

Heterogeneity: Not applicable
Test for overall effect: Z = 0.95 (P = 0.34)

10.1.4 Communication

OWLEY1939 38.3 247 28 M7 249 28 505% -0.14 [-0.66, 0.39] ——
SANDLER1999 -1.6 B.768321 28 21 B.639375 28 49.5% -0.42 [-0.95, 0.11] — &
Subtotal (95% CI) 56 56 100.0% -0.28 [-0.65, 0.10] -

Heterogeneity: Chi* = 0.56, df =1 (P = 0.46); I’ = 0%
Test for overall effect: Z = 1.45 (P = 0.15)

-2 -1 1] 1 2
Favours contral  Favours expernmental

Test for subaroup differences: Chi# = 1.57, df = 3 (P = 0.67). P =0%

1.15.3Medical procedures for adaptive behaviour as an indirect outcome

Long-term chelation (7-rounds of DMSA therapy) versus short-term
chelation (1-round of DMSA therapy and 6-rounds of placebo) for adaptive
behaviour as an indirect outcome

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean  SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
ADAMS20094 139 545 25 150 536 15 100.0% -0.20 [-D.84, 0.44)
Total (95% CI) 25 15 100.0% -0.20 [-0.84, 0.44] -q-—
Heterogeneity: Mot applicable :2 :'I 5 _i 2:
Test for overall effect: Z = 0.61 (P = 0.54) Favours DMSA-T rounds  Favours DMSA-1 round

HBOT versus attention-placebo for adaptive behaviour as an indirect
outcome

Adaptive behaviours (VABS; change scores)
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Study or Subgroup Std. Mean Difference

SE

Experimental Control

Total

Total

Weight

Std. Mean Difference Std. Mean Difference
IV, Fixed, 95% CI IV, Fized, 95% CI

12.1.1 Composite score

GRAMPEESHEHZ010
Subtotal {95% CI)

Heterageneity: Mot applicable

Testfor overall effect Z=051 (P=

12.1.2 Daily living skills

GRAMPEESHEHZ010
Subtotal {95% CI)

Heterageneity: Mot applicable

Testfor overall effect Z=0.32 (P=

12.1.3 Socialization

GRAMPEESHEHZ010
Subtotal {95% CI)

Heterogeneity: Mot applicable

Testfor overall effect Z=1.048 (P =

12.1.4 Communication

GRAMPEESHEHZ010
Subtotal {95% CI)

Heterogeneity: Mot applicable

Testfor overall effect Z= 066 (P=

-0.17523199

0.61)

0.10934948

0.78)

-0.37795135

0.28)

022677081

0.81)

034424863

0.34385074

0.346035962

0.34469025

Testfor subaroun diferences: Chi®=1.89 df= 3 (P = 0.60), F= 0%

18
18

18
18

18
18

18
18

16
16

16
16

16
16

16
16

100.0%
100.0%

100.0%
100.0%

100.0%
100.0%

100.0%
100.0%

-0.18 (085, 0.50]
-0.18 [-0.85, 0.50]

-0.38 [1.06, 0.30]
-0.38 [-1.06, 0.30]

0.23 [-0.45, 0.90]
0.23 [-0.45, 0.90]

0.11 [0.58, 0.78] i
0.11[.0.56, 0.78]

-2 - a 1 2
Favours HBOT Favours attention-place

Positive treatment response (‘'much improved/very improved' on CGI/PGI-
improvement for overall functioning)

Experimental

Study or Subgroup  Events

Control

Total Events Total

Weight

M-H, Fixed, 95% CI

Risk Ratio Risk Ratio

M-H, Fixed, 95% CI

12.2.1 Clinician-rated

ROSSIGMNAL2009
Subtotal (95% Cly

Total events

a 30
30

a

Heterogeneity: Mot applicable
Test for overall effect: £=1.85 (F = 0.06)

12.2.2 Parent-rated

ROSSIGNOL2009
Subtotal (95% Cly

Total events

a 30
30

a

Heterogeneity: Mot applicable
Testfor overall effect £Z=1.24 (F=0.21)

26
26

26
26

100.0%
100.0%

100.0%
100.0%

3,90 [0.92, 16.45]
3.00 [0.92, 16.45]

Testfor subgroup differences: Chif= 058, df=1 (P=045), F=0%

1.05 [0.68, 5.50]
1.95 [0.68, 5.60]

+—
B= =

005 02 5 20
Favours HEBOT Fawvours attention-place

1.15.4Nutritional interventions for adaptive behaviour as an indirect

outcome

Omega-3 fatty acids versus placebo for adaptive behaviour as an indirect

outcome
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Experimental Cantrol Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI

BEMTZ011 29.25 BA4Y 12 31 8.64 12 100.0% -0.20 [-1.00, 0.60]

Total (95% Cl) 12 12 100.0% -0.20 [-1.00, 0.60] -'*‘-

Heterogeneity: Mot applicable f 1 T } {

o _ -2 -1 0 1 2
Testfor overall effect: 2= 0.48 (P = 0.63) Fawours experimental  Favours cantral

Omega-3 fatty acids versus healthy diet control for adaptive behaviour as
an indirect outcome

Experimental Control Std. Mean Difference Std. Mean Difference
Studyor Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% Cl IV, Fixed, 95% Cl
JOHMSORMZ010 284 4495 10 2384 B.06 13 100.0% 0.65 [-0.20, 1.50] 7
Total (95% Cl) 10 13 100.0% 0.65 [-0.20, 1.50] e ——
Heterogeneity: Mot applicable f t f {

-2 -1 1] 1 2

Testfar overall effect Z=1.50 (F =0.13) Favours healthy diet Favours omega-3

Gluten-free and casein-free diet versus treatment-as-usual for adaptive
behaviour as an indirect outcome

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD  Total Mean SD Total Weight I, Fized, 95% CI IV, Fized, 95% CI
41.1.1 Daily living skills
WHITELEY2010 303846 12495 26 -1.64286 14566 28 100.0% 0.32[-0.21, 0.89] —t
Subtotal (95% CI) 26 29 100.0% 0.32 [-D0.21, 0.85] -

Heterogeneity: Mot applicahble
Test for overall effect Z=117 (P =0.24)

41.1.2 Socialization

WHITELEYZ010 1.53846 1039 26 092857 14138 29 100.0% 0.05 [-0.48, 0.58] i
Subtotal {(95% CI) 26 29 100.0% 0.05[-0.48, 0.58]

Heterogeneity, Mot applicable
Test for overall effect Z=0.18 (P = 0.86)

41.1.3 Communication

WHITELEY2010 023077 B8 26 125 933 29 100.0% 012 0,65, 0.41] i
Subtotal (95% CI) 26 20 100.0% 0.12 [-0.65, 0.41]

Heterogeneity: Mot applicahble
Test for averall effect Z=0.45 (P = 0.65)

-2 -1 0 1 2
Fawours control  Favours experimenta

Testfor subgroup differences: Chi=1.34, df= 2 {P=0481), F=0%

1.16PSYCHOSOCIAL INTERVENTIONS AIMED AT SPEECH
AND LANGUAGE

1.16.1AAC interventions for speech and language as a direct outcome

PECS training for teachers versus treatment-as-usual for speech and
language as a direct outcome

Spontaneous child communicative initiations (odds of being in a higher initiation
category)
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Experimental Control Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE Total Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
1.1.1 Post-intervention
HOWLIN2007 1.00430161 0.409733 56 28 100.0% 2.73[1.22, 6.09] i
Subtotal (95% CI) 56 28 100.0% 2.73[1.22, 6.09]
Heterogeneity: Not applicable
Test for overall effect: Z = 2.45 (P = 0.01)
1.1.2 10-month post-intervention follow-up
HOWLIN2007 0.07696104 0654324 25 28 100.0%  1.08 [0.30, 3.89] i
Subtotal (95% CI) 25 28 100.0% 1.08[0.30, 3.89]

Heterogeneity: Not applicable
Test for overall effect: Z = 0,12 (P =0.91)

Test for subgroup differences: Chi* = 1.44, df =1 (P = 0.23). I* = 30.T%

L | L 1
0102 05 1 2 5 10
Favours contral Fawvours experimenta

PECS use (odds of being in a higher category for rate of PECS use)

Experimental Control Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE Total Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
1.2.1 Post-intervention
HOWLINZ2007 1.36097655 0.408522 56 28 100.0%  3.90(1.75, 8.69] t
Subtotal (95% CI) 56 28 100.0% 3.90[1.75, 8.69]
Heterogeneity: Not applicable
Test for overall effect: Z = 3.33 (P = 0.0009)
1.2.2 10-month post-intervention follow-up
HOWLINZ007 0.44468582 0.623529 25 28 100.0%  1.56 [0.46, 5.30] —t
Subtotal (95% CI) 25 28 100.0% 1.56 [0.486, 5.30]

Heterogeneity: Not applicable
Test for overall effect: Z = 0.71 (P = 0.48)

Test for subaroup differences: Chi* = 1.51, df=1 (P = 0.22). 1 = 33.8%

L | L
0102 05 1 2 5 10
Favours control  Favours experimenta

Speech/vocalisation use (odds of being in a higher category for rate of

speech/vocalisation use)

Experimental Control Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE Total Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
1.3.1 Post-intervention
HOWLIN2007 0.09531018 0.443802 56 28 100.0%  1.10[0.48, 2.63)
Subtotal (95% CI) 56 28 100.0% 1.10 [0.46, 2.63]
Heterogeneity: Not applicable
Test for overall effect: Z =0.21 (P = 0.83)
Total (95% CI) 56 28 100.0% 1.10 [0.46, 2.63]

Heterogeneity: Not applicable
Test for overall effect: Z = 0.21 (P = 0.83)
Test for subaroup differences: Not applicable

[ i I i I i
0102 05 1 2 5 10
Favours control  Favours experimenta

Receptive language (odds of being in a higher category on BPVS)
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Experimental Control Odds Ratio Odds Ratio

Study or Subgroup log[Odds Ratio] SE Total Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
1.4.1 Post-intervention

HOWLIN2007 0.43178242 0552769 56 28 100.0%  1.54[0.52, 4.55] i
Subtotal (95% CI) 56 28 100.0% 1.54 [0.52, 4.55]

Heterogeneity: Not applicable
Test for overall effect: Z = 0.78 (P = 0.43)

Total (95% CI) 56 28 100.0% 1.54 [0.52, 4.55] —*—

Heterogeneity: Not applicable I t t T ' } |
Test for overall effect: Z = 0.78 (P = 0.43) 0102 05 4 2 5 10
Test for subaroup differences: Not applicable

Favours control  Favours experimenta

Expressive language (odds of being in a higher category on EOWPVT)

Experimental Control Odds Ratio Odds Ratio

Study or Subgroup log[Odds Ratio] SE Total Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
1.5.1 Post-intervention
HOWLIN2007 0.00995033 0.065382 56 28 100.0%  1.01 [0.88, 1.15]
Subtotal (95% CI) 56 28 100.0% 1.01[0.89, 1.15]
Heterogeneity: Not applicable
Test for overall effect: Z = 0.15 (P = 0.88)
Total (95% CI) 56 28 100.0% 1.01[0.89, 1.15]
::;T for overal 2;;:1??2"?5 lfs (P =0.88) o102 05 1 2 5 10

- . : Favours control Favours expenmenta

Test for subgroup differences: Not applicable

PECS versus RPMT for speech and language as a direct outcome

Frequency of nonimitative spoken acts

Experimental Control Std. Mean Difference 5td. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
2.1.1 Post-intervention
YODER20068 36 48 19 06 48 17 100.0%  0.61(0.06,1.28) t
Subtotal (95% Cl) 19 17 100.0% 0.61 [-0.06, 1.28]

Heterogeneity: Not applicable
Test for overall effect: Z = 1.78 (P = 0.07)

2.1.2 6-month post-intervention follow-up
YODER20068 55 32 19 54 32 17 100.0% 0.03 [-0.62, 0.68] t
Subtotal (95% CI) 19 17 100.0% 0.03 [-0.62, 0.68]

Heterogeneity: Not applicable

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

-2 R 0 1 2
Favours RPMT Favours PECS

Test for subgroup differences: Chi*= 147, df =1 (P=0.22). F=321%

Number of different nonimitative words
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Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 35% CI IV, Fixed, 95% CI
2.2.1 Post-intervention

YODERZ2008B 24 36 19 06 36 17 100.0% 0.49 [-0.18, 1.15] -t
Subtotal (95% Cl) 19 17 100.0% 0.49 [-0.18, 1.15] -

Heterogeneity: Mot applicable
Test for overall effect: £ = 1.44 (P = 0.15)

2.2.2 6-month post-intervention follow-up
YODERZ2006B 31 24 18 29 24 17 100.0% 0.08 [-0.57, 0.74] i
Subtotal (95% CI) 19 17 100.0% 0.08 [-0.57, 0.74]

Heterogeneity: Mot applicable

Test for overall effect: £ = 0.24 (P = 0.81)

-2 -1 0 1 2
Favours RPMT Favours FECS
Test for subagroup differences: Chi* = 0.73, df = 1 (P = 0.38). I’ = 0%
Number of picture exchanges (EScs-Abridged)
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
2.3.1 Post-intervention
YODER20068 384 45 19 106 1.3 17 100.0% 0.80 [0.12, 1.48] i
Subtotal (95% Cl) 19 17 100.0% 0.80 [0.12, 1.48]
Heterogeneity: Not applicable
Test for overall effect: £ = 2.30 (P = 0.02)
Total (95% CI) 19 17 100.0% 0.80 [0.12, 1.48] ~gi—
Heterogeneity: Mot applicable :2 :1 5 : 2:

Test for overall effect: £ = 2.30 (P = 0.02)
Test for subaroup differences: Mot applicable

- 1
Favours RPMT Favours PECS

1.16.2 Arts-based interventions for speech and language as a direct
outcome

Music therapy versus treatment-as-usual for speech and language as a direct
outcome

Verbal communication (CARS-BR)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
GATTIMOZ011 254 045 12 258 044 12 1000% -0.08 [-0.89, 0.71]
Total (95% CI) 12 12 100.0% -0.09 [-0.89, 0.71]

Heterogeneity: Mot applicakle f 1 T } {

e B -2 -1 ] 1 2
Testfor overall effect: 2= 0.21 (P = 0.83) Favours experimental  Favours cantral

Non-verbal communication (CARS-BR)
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Experimental Cantrol Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
GATTINGOZ011 248 037 12 233 054 12 100.0% 0.35[-0.45 1.16] I
Total {(95% Cl) 12 12 100.0% 0.35 [-0.45, 1.16] -*-—
Heterogeneity: Mot applicable I_2 I1 ] 1! 2!

Testfor overall effect £= 0.86 (P = 0.39)

Fawours experimental  Favours cantral

Expressive language (study-specific VPES)

Experimental Control Std. Mean Difference Stil. Mean Difference
Study or Subgroup Mean SD Total Mean S0 Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
1.3.1 Music therapy
L2010 13311 Fr.23 18 43.07 6398 14 100.0% 1.220.45,1.99] i
Subtotal (95% CI) 18 14 100.0% 1.22 [0.45, 1.99]
Heterogeneity: Mot applicahle
Testfor overall effect 2= 312 (F =0.002)
1.3.2 Speech therapy
L2010 125.83 81.03 18 43.07 6398 14 100.0% 1.08[0.33,1.84] i
Subtotal (95% CI) 18 14 100.0% 1.09 [0.33, 1.84]
Heterogeneity: Mot applicahle
Testfor overall effect £= 2.83 (P = 0.005)

Testfor subaroup differences: Chi®= 0.06, df=1(P=0.81), F=0%

-2

- i 1 2
Favours control  Favours experimenta

1.16.3Behavioural interventions for speech and language as an indirect

outcome

EIBI (ESDM) versus treatment-as-usual for speech and language as an

indirect outcome

Receptive language (MSEL)

2

-1

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
DAVSOMZ010 40 163 24 315 106 21 1000% 0.60 [-0.00,1.20]
Total (95% CI) 24 21 100.0% 0.60 [-0.00, 1.20] e e
Heterogeneity: Mot applicakle 5_2 51 3 15 25
Testior overall effect. 2= 1.86 (F = 0.05) Favours control - Favours experimenta

Expressive language (MSEL)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% Cl
DAWS0M2010 IBE 136 24 30 92 21 100.0% 0.585 [-0.04, 1.14] 1
Total (95% CI) 24 21 100.0% 0.55[-0.05, 1.15] e
Heteroneneity: Mot applicable I 5 1’ |

Testfor overall effect: =181 (F=007)

Favours control
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EBI (P-ESDM) versus treatment-as-usual for speech and language as an
indirect outcome

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean %D Total Mean SD Total Weight I, Fixed, 95% CI I, Fizxed, 95% CI
10.3.1 Phrases understood
ROGERSZ012 1273 9.1 4 1477 a.14 49 100.0% -0.23 063, 0.16] t
Subtotal {95% CI) 49 49  100.0% -0.23 [-0.63, 0.16]

Heterogeneity: Mot applicahle
Testfor overall effect. £2=1.16 (F=0.29)

10.3.2 Vocabulary comprehension

ROGERSZ012 10651 9681 49 12572 106.349 49 100.0% -018 058, 0.21] t
Subtotal {95 CI) 49 49 100.0% -0.19 [-0.58, 0.21]

Heterogeneity: Mot applicable

Test for overall effect: Z= 093 (F = 0.35)

10.3.3 Vocabulary production
ROGERS2012 42,27 B1.99 49 3887 T73IN 49 100.0% 0.05[-0.35 0.45] i
Subtotal {95% CI) 19 49 100.0% 0.05 [-0.35, 0.45]

Heterogeneity; Mot applicahle
Testfor overall effect: £=0.25(F=0.81)

10.3.4 Total gestures produced

ROGERS2012 28.02 1262 43 2879 1341 43 100.0% -0.13 [-0.53, 0.26] t
Subtotal (95% CI) 49 49 100.0% -0.13 [-0.53, 0.26]

Heterogeneity: Mot applicable

Test for overall effect: Z= 066 (F = 0.51)

-2 - 0 1 2
Favours contral - Favours experimenta

Testfor subgroup diferences: Chit=113, df=3(FP=077), F=0%

EIBI versus parent training for speech and language as an indirect outcome

Receptive language (Reynell Developmental Language Scale-Comprehension)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% Cl I, Fixed, 95% Cl
SMITHZ2000 4287 2229 15 33 16.86 13 100.0% 0.48 [0.28,1.23] —]
Total {95% CI) 15 13 100.0% 0.48 [-D.28, 1.23] -P—

Heterageneity: Mot applicahle f 1 t {

HPAE ~ 2 1 0 1 2
Testfor overall effect 2= 1.25 (P = 0.21) Fawours parenttraining  Fawours EIBI

Expressive language (Reynell Developmental Language Scale-Expressive)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl I, Fixed, 95% Cl
SMITHZ000 44 53 2348 15 3623 21149 13 100.0% 0.36 [-0.39, 1.11] —

Total {(95% CI) 15 13 100.0% 0.36 [-0.39, 1.11] ’-

Heterogeneity: Mot applicable f 1 } {

HPIE ~ -2 -1 0 1 2
Testfor overall effect 2= 0.94 (F = 0.33) Fawours parenttraining  Fawours EIBI

Receptive + Expressive language (Reynell Developmental Language Scale-
Comprehension+Expression)
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Experimental

Control

Std. Mean Difference

Stil. Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl I, Fixed, 95% Cl
SMITHZ000 874 4B 15 B1.33 31.88 13 100.0% 063 [0.13,1.349] I

Total {(95% Cly 15 13 100.0% 0.63[-0.13, 1.39] . oad
Heterogeneity: Mot applicahle |_2 51 ) 15 5
Test for overall effect £=1.61 F=0.11)

Fawours parenttraining  Fawours EIBI

Home-based EBI versus centre-based EBI for speech and language as an

indirect outcome

Receptive language (Reynell Developmental Language Scale-Comprehension)

Experimental Control Std. Mean Difference Std. Mean Difference
Studyor Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
RCOBERTS2011 174 B3 27237 144 26 100.0% -0.42 [-0.96, 0.13] -
Total (95% CIy 27 26 100.0% -0.42 [-0.96, 0.13] B
Heterogeneity: Mot applicable 5_2 51 3 15 25
Testfor overall effect Z=1.50 (P=0.13)

Fawours centre EBI Favours home EBI

Expressive language (Reynell Developmental Language Scale-Expressive)

Experimental Cantrol Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% CI IV, Fixed, 95% CI
ROBERTE2011 88 89 27 114 1049 26 100.0% -0.26 [-0.80, 0.29]
Total (95% Chy 27 26 100.0% -0.26 [-0.80, 0.28]
Heterageneity: Mot applicable 5_2 51 : 15 25
Testfor overall effect; 2= 093 (P =0.29)

Everyday language functioning (Pragmatics Profile)

Favours centre EEl Favours hame EEI

Experimental Control Std. Mean Difference Std. Mean Difference
Studyor Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl I, Fixed, 95% CI
ROBERTSZ2011 G628 194 27 T3 19 29 100.0% -0.52 [-1.08, 0.01]
Total (95% CI) 27 29 100.0% -0.52 [-1.06, 0.01] e
Heterageneity: Mot applicable 5_2 51 3 15 25
Testfor overall effect, Z=1.92 (P =0.09)

Fawours centre EBl Fawours home EEI

1.16.4Educational interventions for speech and language as a direct or

indirect outcome

Combined TeachTown and IBI versus IBI-only for speech and language as a

direct outcome

Receptive language (PPVT-III)
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Experimental Control Sti. Mean Difference Stid. Mean Difference

Study or Subgroup Mean 5SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
5.1.1 Preschool

WHALERZ2010 234 M7 11 149 196 12 49.7% 0.40[-0.43,1.22] —r
Subtotal (95% Cly 1 12 49.7% 0.40 [-0.43, 1.22] —ni——

Heterogeneity: Mot applicable
Testfor overall effect: Z=0.94 (P =0.35)

5.1.2K-1
WHALEMNZ2010 361 263 11 298 187 12 60.3% 0.27 [-0.55, 1.09] — T
Subtotal (95% Cly 11 12 50.3% 0.27 [-0.55, 1.09]

Heterogeneity: Mot applicable
Testfor overall effect: Z= 064 (P =0452)

Heterogeneity: Chi®=0.05, df=1 {F=083), F=0% o g 3 S

Favours [Bl-only  Fawaurs CAl + |BI

Total (95% CI) 22 24 100.0% 0.33 [-0.25,0.92] '*'
0

Testfor overall effect: F=112 (P =0.26)
Testfor subaroup differences: Chi*=0.05,df=1 {P=083, F=0%

Receptive language (Brigance Inventory of Child Development)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
5.2.1 Preschool
WHALERMZO10 343 187 11 347 174 12 501% -0.02 [-0.84, 0.80]
Subtotal (95% Clj 1 12 50.1% -0.02 [-0.84, D.80]

Heterageneity: kot applicahle
Testfor overall effect. £=0.05 (P = 0.06)

522K-1
WHALEMZO10 49 187 11 449 2.4 12 49.9% 0.20 [-0.62, 1.0 —m—
Subtotal (95% CI) 1 12 19.9% 0.20 [-0.62, 1.02] —~ean i

Heterageneity: kot applicahle
Testfor overall effect 2= 047 (P = 0.64)

Total (95% CI) 22 24 100.0% 0.09 [-0.49, D.67] -’—
Heterogeneity: Chi*= 014, df=1 (P=071);F=0% I_2 I1 3 1! 2!
Testfor averall effect: Z=029 (P =0.77) Favours IBlonly Favours CAl + IEI

Testfor subaroup differences: Chit=014, df=1(P=0711 F=0%

Expressive language (EVT)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI1 I, Fixed, 95% CI
5.3.1 Preschool
WHALEMZO10 219 167 11 161 173 12 498% 0.33[-0.40,1.149] — T
Subtotal (95% Cly 1 12 49.8% 0.33 [-0.50, 1.15] —og -

Heterogeneity: Mot applicable
Testfar overall effect: F=078 (P =043

5.3.2 K1

WHALEMZO10 32 156 11 284 163 12 &80.2% 0.22 [-0.60,1.04] — i
Subtotal (95% Cly 1 12 50.2% 0.22 [-0.60, 1.04] —eosi——
Heterogeneity: Mot applicable

Testfar averall effect: £ =052 (P = 0.6}

Total {95% CI) 22 24 100.0% 0.27 [-0.31, 0.85] -*—
Heterogeneity: Chi*=0.04, df=1 {P = 0.85) F=0% 5_2 51 D 15 25
Testfor overall effect: £=092 (P = 0.36) Favours [Bl-only Favours CAl + Bl

Testfor subdgroup differences: Chif=0.04, df=1 {P=0.85), F=0%
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Expressive language (Brigance Inventory of Child Development)

Experimental

Control

Std. Mean Difference

Std. Mean Difference

Studyor Subgroup  Mean 5D Total Mean SD Total Weight I, Fixed, 95% C1 I, Fixed, 95% CI
5.4.1 Preschool

WHALERMZO10 295 144 11 285 1349 12 50.0% 0.07 [-0.74, 0.89]

Subtotal (95% Cl) 1 12 50.0% 0.07 [-0.75, 0.89]

Heterogeneity; Mot applicable

Testfor overall effect Z=016 (P =0.87)

5.4.2 KA1

WHALERMZO10 351 18 11 36 18 12 50.0% -0.058 [-0.87, 0.77] i
Subtotal (95% Cl) 1 12 50.0% -0.05 [-0.87, 0.77]

Heterogeneity; Mot applicable

Testfor overall effect Z2=012 (P =0.81)

Total {95% CI) 22 24 100.0% 0,01 [-0.57, D.59]

Heterogeneity: Chi#=0.04, df=1 {F=0.84); F=0%
Testfor overall effect: Z=0.03 (P =0.487)
Testfor subaroup differences: Chi*=0.04, df=1 (P=084), F=0%

-2 -1 0 1 2
Fawours [Bl-only  Fawours CAl + |BI

LEAP training versus manual-only control for speech and language as an

indirect outcome

Total language score (PLS-4)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% Cl
STRAINZOT1 513 81 177 438 77 117 100.0% 094 [0.70,1.19]
Total {95% Cl) 177 117 100.0% 0.94 [0.70, 1.19] -
Heterogeneity: Mot applicahle 1_2 11 3 ,i 21

Test for overall effect. £=7.51 (P = 0.00001)

Receptive language (MSEL; language age in months)

Favours manual-only  Favours LEAF training

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% Cl IV, Fixed, 95% Cl
STRAINZOT1 4893 79 177 407 77 117 100.0% 1.10[0.85, 1.38]
Total {95% Cl) 177 117 100.0% 1.10[0.85, 1.359] -
Heterogeneity: Mot applicable 1_2 11 ] 11 21

Testfor overall effect: 2= 5.60 (F = 0.00001}

Expressive language (MSEL; language age in months)

Favours manual-only  Favours LEAP training

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean 5SD Total Weight I, Fixed, 95% Cl IV, Fixed, 95% Cl
STRAINZOT1 3|7 64 177 35859 44 117 1000% 0.491[0.25, 0.73]
Total {95% Cl) 177 117 100.0% 0.49[0.25, 0.73] <
Heterogeneity: Mot applicable 1_2 11 5 11 21

Testfor overall effect: Z= 4 06 (F = 0.00013

Favours manual-only  Favours LEAP training
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1.16.5Parent training for speech and language as a direct or indirect
outcome

Parent training versus treatment-as-usual for speech and language as a
direct or indirect outcome

Receptive language

Experimental Control Std. Mean Difference 5td. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
18.1.1 Direct outcome (MSEL)
WELTERLINZO12 60.9 261 10 581 308 10 15.1% 0.08 [-0.78, 0.97]
Subtotal (95% CI) 10 10  151% 0.09 [-0.78, 0.97] ——el———

Heterogeneity: Mot applicable
Test for overall effect: Z = 0.21 (P = 0.83)

18.1.2 Indirect outcome (CDI)

DREW2002 176.1 121.9 12 1003 802 12 16.9% 0.71[-0.12, 1.54] T
Subtotal (95% CI) 12 12 16.9% 0.71 [-0.12, 1.54] e
Heterogeneity: Mot applicable
Test for overall effect: £ = 1.68 (P = 0.09)
18.1.3 Indirect outcome (RDLS; 6-month follow-up; PEC+PEBM combined)
TONGE2008 0.8816176 16.50009 68 1918 2217 35 68.0% -0.50 [-0.91, -0.08] ——
Subtotal (95% CI) 68 35 68.0% -0.50 [-0.91, -0.08] -
Heterogeneity: Mot applicable
Test for overall effect: Z = 2.35 (P = 0.02)
Total (95% CI) a0 57 100.0% -0.20 [-0.54, 0.14] -q
Heterogeneity: Chi? = 7.01, df =2 (P = 0.03); F=T1% :2 :‘t 5 % 2:
Test for aversll B"E'I:t Z=1147 {pI: 0.24) Favours control - Favours experimental
Test for subaroup differences: Chi* = 7.01, df = 2 (P = 0.03). B =71.5%
Expressive language
Experimental Control Std. Mean Difference 5td. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
18.2.1 Direct outcome (MSEL)
WELTERLINZ012 58 219 10 624 3285 10 14.8% -0.15 [-1.03, 0.73] e
Subtotal (95% CI) 10 10  14.58% -0.15 [-1.03, 0.73] ——entli—

Heterogeneity: Mot applicable
Test for overall effect: Z = 0.34 (P = 0.73)

18.2.2 Indirect outcome (CDI)

DREW2002 96.6 118.8 12 44 50.2 12 17.1% 0.56 [-0.26, 1.38] -
Subtotal (95% CI) 12 12 171% 0.56 [-0.26, 1.38] —ali—
Heterogeneity: Not applicable

Test for overall effect: 2 =1.33 (P = 0.18)

18.2.3 Indirect outcome (RDLS; 6-month follow-up; PEC+PEBM combined)

TONGEZ2008 12.812059 15.50631 68 1824 2065 35 681% -0.31[-0.72, 0.10] —

Subtotal (95% CI) 68 35 68.1% -0.31 [-0.72, 0.10] e i
Heterogeneity: Mot applicable

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

Total (95% CI) 20 57 100.0% -0.14 [-0.48, 0.20] *
Heterogeneity: Chi* = 3.44, df =2 (P = 0.18); P =42% :.2 :1; lfl % 2:

Test for overall effect: Z = 0.80 (P = 0.42)
Test for subaroup differences: Chi* = 3.44, df =2 (P =0.18). F=41.9%

Overall language rating (ADI-R; indirect outcome)

Autism: the management and support of children and young people on the autism
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Experimental Control Risk Ratio Risk Ratio

Study or Subgroup  Events Total Bvents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
18.3.1 Hon-verhal (<5 words)

DREW2002 4 12 g 12 100.0%  0.44[0.19,1.08] 1
Subtotal (05% Clj 12 12 100.0% 0.44 [0.19, 1.05]

Total events 4 9

Heterogeneity: Mot applicable
Testfor overall effect £=1.84 (P =0.07)

18.3.2 Single word speech

DREW2002 5 12 3 12 1000%  1.67 [0.61,546] —t
Subtotal (95% CI) 12 12 1000%  1.67 [0.51, 5.46]

Tatal events A 3

Heterageneity: Mot applicable
Testfor overall effect: £=0.84 (P = 0.40)

18.3.3 Phrase speech

CREW2002 3 12 0 12 100.0% 7.00[0.40 122.44] l
Subtotal (95% Clj 12 12 100.0% 7.00[0.40,122.44] —

Total events 3 1]

Heterogeneity: Mot applicable
Testfor overall effect =133 (P =0.18)

ool 01 10 100
) . Favours experimental Favours control
Testfor subgroup differences: Chif= 545, df= 2 (P =007}, F=63.3%

Total gestures produced (CDI; indirect outcome)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
DREW2002 386 125 12 291 184 12 100.0% 0.58 [-0.24,1.40] ]
Total {(95% Cl) 12 12 100.0% 0.58 [-0.24, 1.40] —roniiiine-—
Heterogeneity: Mot applicable f t I {

-2 -1 ] 1 2

Testforoverall effect: Z=1.39 (P = 0.18) Favours control - Favours experimenta

Parent and day-care staff training versus standard day-care for speech and
language as an indirect outcome

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% Cl I, Fixed, 95% CI
JOCELYMN1358 0.2 1a 16 2189 96 19 100.0% 0.66 [-0.03, 1.34] 1
Total {95% CIj 16 19 100.0% 0.66 [-0.03, 1.34] e ———
Heterageneity: Mot applicable I t f {

-2 -1 a 1 2

Testfor overall effect 2= 1.88 (P = 0.08) Favaurs contral  Fawours experiments

1.16.6Social-communication interventions for speech and language as an
indirect outcome

Caregiver-mediated social communication intervention versus treatment-as-
usual for speech and language as an indirect outcome

Receptive language
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Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
14.1.1 Clinician-rated (PLS-3/MSEL/MSEL age [months])

CARTER2011 15.52 6.93 25 1748 833 25 221% -0.25 [-0.81, 0.30] —_—
GREEN2010 215 13 77203 128 75 B7.8% 0.00 [-0.23, 0.41]

SCHERTZ2013 2827 1135 11 2533 852 12 101% 0.28 [-0.54, 1.11]

Subtotal (95% CI) 113 112 100.0% 0.04 [-0.23, 0.30]

Heterogeneity: Chi? = 1.50, df = 2 (P = 0.47); I* = 0%
Test for overall effect: Z = 0.27 (P = 0.79)

14.1.2 Parent-rated (MacArthur CDI)

ALDRED2001 222.7 40431 14 1468 11,426 14 15.6% 0.00[-0.74, 0.74) I
GREEMN2010 2337 1298 77209 1313 75 B4.4% 0.19 [-0.13, 0.51] 't
Subtotal (95% CI) Ll 89 100.0% 0.16 [-0.13, 0.45]

Heterogeneity: Chi* = 0.20, df = 1 (P = 0.65); F = 0%
Test for overall effect: Z = 1.07 (P = 0.29)

-2 -1 0 1 2
Favours control  Favours expenmental

Test for subaroup differences: Chi* = 0.38, df =1 (P = 0.54), I = 0%

Expressive language

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
14.2.1 Clinician-rated (PLS-3/MSEL/MSEL age [months])
CARTER2011 16.2 7.23 25 1668 788 25  22.3% -0.06 [-0.62, 0.49]
GREEMN2010 20 11.2 77 20 113 75 67.8% 0.00 [-0.32, 0.32]
SCHERTZ2013 33.27 1579 11 2747 11.21 12 10.0% 0.43 [-0.40, 1.26)
Subtotal (95% CI) 113 112 100.0% 0.03 [-0.23, 0.29]

Heterogeneity: Chi* = 1.05, df = 2 (P = 0.59); I* = 0%
Test for overall effect: £ =0.22 (P =0.83)

14.2.2 Parent-rated (MacArthur CDI)

ALDRED2001 199.4 25606 14 331 683 14 156% 0.01 [-0.73, 0.75] I
GREEMN2010 171.9 1507 77 1638 1443 75 B44% 0.05 [-0.26, 0.37] t
Subtotal (95% CI) 91 89 100.0% 0.05 [-0.24, 0.34]

Heterogeneity: Chi* =001, df=1 (P =0.91); *=0%
Test for overall effect: Z = 0.32 (P = 0.75)

-2 -1 0 1 2
Fawvours control  Favours experimental

Test for subaroup differences: Chi* = 0.01, df =1 (P =0.93). F=0%

Social skills group versus treatment-as-usual for speech and language as an
indirect outcome

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
LOPATAZOTO 12.94 7.26 18 125 934 16 100.0% 0.05 [-0.62,0.73]
Total {(95% Cl) 18 16 100.0% 0.05 [-0.62, 0.73]

-2 - 0 1 2
Favours control - Favours experimenta

Heterogeneity: Mot applicable
Testfor overall effect: Z=0.15 (F=0.88)

Joint attention training and EBI/EIBI versus EBI/EIBI only for speech and
language as an indirect outcome
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Receptive language (Reynell or MSEL)

Experimental Control

Std. Mean Difference

Std. Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
16.1.1 Post-intervention
KASARIZ006 228 6.9 20 18.76 10.55 17 427% 0.45 [-0.20, 1.11) T
LANDAZ011 3317 13.02 24 3136 1471 24 57.3% 0.13 [-0.44, 0.69) _-:
Subtotal (95% CI) 44 41 100.0% 0.27 [-0.186, 0.69]
Heterogeneity: Chi* = 0.53, df =1 (P = 0.46); 1> = 0%
Test for overall effect: 7 =1.22 (P = 0.22)
16.1.2 6-month follow-up
KASARIZ006 27 T 20 24 1517 17 43.3% 0.26 [-0.39, 0.91) —r
LANDAZ011 33.35 1358 24 3064 1258 24 5B.T% 0.20 [-0.36, 0.77) —i—
Subtotal (95% CI) 44 41 100.0% 0.23 [-0.20, 0.65] -
Heterogeneity: Chi*=0.01, df =1 (P =0.91); I*= 0%
Test for overall effect: £ = 1.04 (P = 0.30)
16.1.3 12-month follow-up
KASARIZ006 31.85 921 20 27.31 1563 16 100.0% 0.36 [0.31, 1.02) :t
Subtotal (95% CI) 20 16 100.0% 0.36 [-0.31, 1.02]
Heterogeneity: Not applicable
Test for overall effect: Z = 1.05 (P = 0.29)
2 -1 0 1 2
) ) Favours EIBl only Favours EIBI & JA
Test for subgroup differences: Chi* = 010, df = 2 (P = 0.85), 2 =0%
Expressive language (Reynell or MSEL)
Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
16.2.1 Post-intervention

KASARIZ006 2315 643 20 2118 8911 17 43.2% 0.25 [-0.40, 0.90) T
LANDAZ2011 3408 1459 24 3192 1367 24  568% 0.15 [-0.42, 0.72) —il—
Subtotal (95% CI) 44 41 100.0% 0.19 [-0.23, 0.62] e
Heterogeneity: Chi* = 0,05, df = 1 (P = 0.82); F = 0%

Test for overall effect: Z = 0.88 (P = 0.38)

16.2.2 6-month follow-up

KASARIZ006 2735 T.3B 20 2418 11.32 17 432% 0.33 [-0.32, 0.98) L
LANDAZ2011 3452 1233 24 3136 1212 24  5B8% 0.25[-0.31, 0.82) —
Subtotal [95% CI) 44 41 100.0% 0.29[-0.14, 0.72] e
Heterogeneity: Chi* = 0,03, df = 1 (P = 0.86); I = 0%

Test for overall effect: Z=1.31 (P=0.19)

16.2.3 12-month follow-up

KASARIZ006 357 1257 20 2806 13.52 16 100.0% 0.57 [-0.10, 1.25) 't
Subtotal (95% CI) 20 16 100.0% 0.57 [-0.10, 1.25] -

Heterogeneity: Not applicable
Test for overall effect: Z = 1.68 (P = 0.08)

Test for subgroup differences: Chi® = 0.89, df = 2 (P = 0.64). 1* = 0%

-2

-1 0 1 2
Favours EBI/EIBI only Favours EBIEIBI & JA
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1.17BIOMEDICAL INTERVENTIONS AIMED AT SPEECH
AND LANGUAGE

1.17.1Complementary therapies for speech and language as a direct or
indirect outcome

Acupuncture/acupressure and language therapy versus language therapy only
for speech and language as a direct outcome

Language and attention (Arabic Language Test)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl I, Fixed, 95% CI
11.1.1 Receptive semantics
ALLAMZO08 94 31 10 T 38 10 100.0% 0.66 [-0.24,1.57] —t
Subtotal (95% Cl) 10 10 100.0% 0.66 [-0.24, 1.57] -

Heterogeneity: Mot applicahle
Testfor overall effect: Z=143(F=0.1%8)

11.1.2 Expressive semantics
ALLAMZ0O08 41 34 10 44 34 10 100.0% -0.08 [-0.96, 0.749] i
Subtotal (95% Cl) 10 10 100.0% -0.08 [-0.96, 0.79]

Heterogeneity: Mot applicable

Testfor overall effect: =019 {F =085}
11.1.3 Attention lewvel

ALLAMZOO08 31 0= 10 28 08 10 100.0% 0.36 [-0.53,1.24] —t
Subtotal (95% CI) 10 10 100.0% 0.36[-0.53, 1.24]

Heterogeneity: Mot applicahle

Testfor overall effect: Z=080F=0.43)

-2 R 0 1 2
Favaurs contral  Fawours experiments

Testfor subgroup differences: Chif=1.37, df= 2 (P =040}, F=0%

Positive treatment response (improvement in basic developmental assessment)
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Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Ewvents Total Ewvents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
11.2.1 Vocalisation
ZHOUZ2008 1 16 2 14 100.0% 0.44 [0.04, 4.32] l
Subtotal (95% CI) 16 14 100.0% 0.44 [0.04, 4.32]
Total events 1 2
Heterogeneity: Mot applicable
Test for overall effect: £ =0.71 (P =0.48)
11.2.2 Babbling
ZHOU2008 2 16 4 14 1000%  0.44([0.09, 2.04] 1—
Subtotal (95% CI) 16 14 100.0% 0.44 [0.09, 2.04]
Total events 2 4
Heterogeneity: Mot applicable
Test for overall effect: Z = 1.05 (P = 0.29)
11.2.3 Speech
ZHOU2008 8 16 2 14 100.0%  3.50(0.89, 13.82] t
Subtotal (95% CI) 16 14 100.0%  3.50 [0.89, 13.82]
Total events g 2

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

Test for subgroup differences: Chi* =4 72, df = 2 (P =0.09), I* = 57 6%

0.05 0.2 1
Favours control

5 20
Favours experimenta

Positive treatment response (number of participants improved on CRRC sign-

significance relations scale)
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Acupuncture/electro-acupuncture versus sham acupuncture/electro-
acupuncture for speech and language as an indirect outcome

Receptive language (RDLS; change score)

Experimental Control Stil. Mean Difference Std. Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fizxed, 95% CI I, Fizxed, 95% CI

12.1.1 Comprehension score

WORGZ010A 076 9.73 25 208 367 25 100.0% -0.18 [[0.73,0.38]

Subtotal (95% CIj 25 25 100.0% -0.18 [-0.73, 0.38]

Heterogeneity: Mot applicable

Testfor averall effect £= 062 (P=0.93)

12.1.2 Comprehension age {y)

WIOMGZ010A 021 019 25 0.06 0.28 25 4BT% 062 [0.05 1.19] —

WORNGZ010B 012 04 30 0.03 081 25 533% 0.20[-0.34,0.73] ——

Subtotal (95% CI) 55 50 100.0% 0.39 [D.00, 0.78] et

Heterogeneity: Chif=112, df=1 (F=0.29); F=11%

Testfor overall effect. £=1.98 (P = 0.049)
L 1 1 |
-2 1 0 1 2

Testfor subgroup diferences: Chi*= 271, df=1 (P=0100, F=63.1%

Expressive language (RDLS; change score)

Favours control - Favours experimenta

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI I, Fixed, 95% CI
12.2.1 Expression score
WIOMGZ010A 544 468 25 348 448 25 100.0% 0.42[-0.14, 098] —t
Subtotal (95% CI) 25 25 100.0% 0.42 [-0.14, 0.98] -
Heterogeneity: Mot applicakle
Testfor overall effect Z=147 (P=014)
12.2.2 Expression age {y)
WORGZ010A 0.2 03 25 0.2 0.26 25 4T T% 018 [-0.38 073] ——
WONGZ010B 0os oy 30 0.05 1.09 25 A523% 0.04 [-0.43, 0.57] t
Subtotal (95% CI) 55 50 100.0% 0.11[-0.28, 0.49]

Heterogeneity: Chi*=011, df=1 (P=074); F=0%
Testfor averall effect 2= 0.54 (P = 0.99)

Testfor subgroup differences: Chif= 082 df=1 (P=038), F=0%

] 1 2
Favaurs experimenta

Favours cantral

1.17.2Hormones for speech and language as an indirect outcome

Secretin versus placebo for speech and language as an indirect outcome

Receptive Language (PLS-3/MSEL/PPVT-III or MSEL)

Favours control Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
DUNMGEIER2000 1.5 3.98 44 0.6 2.68 45  4A7.8% 0.26 [-0.15, 0.88] i
MOLLOY2002 19 101 19 203 109 23 225% -0.12 [-0.73, 0.49] L
OWLEY1999 291 218 25 401 386 28 29.7% -0.40 [-0.93, 0.13] —
Total (95% CI) 91 96 100.0% -0.02 [-0.31, 0.27]

Heterogeneity: Chi* = 3.85, df =2 (P = 0.15); I* = 48%
Test for overall effect: Z = 0,14 (P = 0.89)

-2

1 2
Favours experimental

—

Favours control
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Expressive language (PLS-3 change score/MLU behavioural observation/EOWPVT-R
change score)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Fixed, 95% CI I, Fixed, 95% CI
DUNMGEIER 2000 0.6 259 42 0.6 265 44 41T% 000042 047
MOLLCY2002 1.2 1.28 19 1.24 1.24 23 202% -0.03 [-0.64, 0.58]
UMIS2002 0.2313725 3794916 51 21 5499393 33 3/A% -0.41 [-0.84, 0.03]
Total {95% CI) 112 100 100.0% -0.16 [-0.43, 0.11]
Heterogeneity: Chi®=1.93, df= 2 (P = 0.38) F= 0% 5_2 51 1 15 25
Test for overall effect Z=1 16 (F=0.25)

Favours control  Favours experimenta

Receptive and expressive language (PLS-3 total; change score)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
DUMKMGEIERZ000 24 512 41 1.1 3.88 44 100.0% 028015 0.71]
Total (95% CI) 1M 44 100.0% 0.28[-0.15, 0.71]
Heterogeneity: Mot applicakle 5_2 51 3 15 25
Testfor overall effect: Z=1.29 (F=0.20)

Favours control - Favours experimenta

Vocabulary (type-token ratio behavioural observation or CDI vocabulary)

Favours control Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD  Total Mean SD Total Weight IV, Fixed, 95% C| I, Fixed, 95% C1
MOLLOYZ2002 0.36 0.39 19 0.3 0.3z 23 3T1% 017 [-0.44, 0.78]
UMIS2002 14351163 52.09288 43 234 3668527 a0 B29% -0.19 [F0.66, 0.27]
Total {95% Cly 62 53 100.0% -0.06 [-0.43, 0.31]
Heterogeneity: Chi*= 0.84, df=1 (P = 0.36); IF= 0% 5_2 51 3 15 25
Testfor averall effect Z=0.31 (F=0.79)

Favours control  Favours experimenta

Positive treatment response (>=4 points improvement on PLS-3)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Ewvents Total Weight M-H, Fized, 95% Cl M-H, Fixed, 95% C]
DUNMGEIERZ2000 16 a7 10 48 100.0% 1.63[0.83,3.23] =
Total {95% CI) 47 48 100.0% 1.63[D.83, 3.23] sl
Total events 16 10
Heterogeneity: Mot applicahle 'D.1 sz D!S 3 é 1D'

Testfor overall effect 2=1.42 (P =0.16) Favours control  Favours experimenta

1.17.3Medical procedures for speech and language as an indirect outcome

Long-term chelation (7-rounds of DMSA therapy) versus short-term
chelation (1-round of DMSA therapy and 6-rounds of placebo) for speech and
language as an indirect outcome
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Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
6.1.1 Semantic pragmatic problems

ADAMS 20004 125 7.3 25 96 45 15 100.0% 0.44 [-0.20, 1.09) T l
Subtotal (95% CI) 25 15 100.0% 0.44 [-0.20, 1.09]

Heterogeneity: Mot applicable
Test for overall effect: Z = 1.34 (P = 0.18)

6.1.2 Expressive language

ADAMS2000A 436 274 25 513 315 15 1000%  -0.26[-0.91,0.38] i
Subtotal (95% CI) 25 15 100.0% -0.26 [-0.91, 0.38]

Heterogeneity: Not applicable

Test for overall effect: Z = 0.80 (P = 0.42)

6.1.3 Learning, memory, and receptive language

ADAMS 20094 254 87 25 265 89 15 100.0%  -0.12 [0.76, 0.52) i
Subtotal (95% CI) 25 15 100.0% =0.12 [-0.76, 0.52]

Heterogeneity: Mot applicable

Test for overall effect: Z =0.38 (P =0.71)

-2 .'1 Q 1 2
Favours DMSA-T rounds Favours DMSA-1 round

Test for subaroup differences: Chi*= 257 df=2 (P=0.28). F=221%

HBOT versus attention-placebo for speech and language as an indirect
outcome

Experimental Control Std. Mean Difference 5td. Mean Difference
Study or Subgroup Std. Mean Difference SE Total Total Weight I, Fixed, 95% CI IV, Fixed, 95% CI
GRAMPEESHEH2010 -0.4506424 039001585 14 13 100.0% -0.45 [1.22,0.31] _._—
Total (95% CI) 14 13 100.0% -0.45[-1.22,0.31] -*-—
Heterogeneity: Mot applicable 1_2 i1 p 1i 2‘

Testforoverall effact Z=1.16 (P = 0.25) Favours HEBOT Fawvours attention-place

1.17.4Nutritional interventions for speech and language as an indirect
outcome

Omega-3 fatty acids versus placebo for speech and language as an indirect
outcome

Receptive language (PPVT)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
BENTZ011 7485 2743 13 87.42 17.38 12 100.0% -0.82 [1.32,0.28] —-——

Total (95% CI) 13 12 100.0% -0.52 [-1.32, 0.28] 'ﬁ‘

Heterogeneity: Mot applicable I } {

HRILE ~ -2 R 0 1 2
Testfor overall effect: 2= 1.28 (P = 0.20 Favours cantral  Favours experimenta

Expressive language (EVT)
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Experimental Control Std. Mean Difference Sti. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
BENTZ011 T3 3535 13 9225 11.73 12 100.0% -0.68 [1.51,0.12] r
Total (95% Cly 13 12 100.0% -0.69 [-1.51,0.12] ——angii—
Heterageneity: Mat applicahle 5 R ) ] 3

Test for overall effect: Z=1.68 (F=0.03)

Favours contral  Favours experimenta

Omega-3 fatty acids versus healthy diet control for speech and language as

an indirect outcome

Receptive language (MSEL)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
JOHMSON2010 4.5 12.87 10 31 17.64 13 100.0% 0.21 [-0.61, 1.04]
Total (95% CI) 10 13 100.0% 0.21[-0.61, 1.04] -?—
Heterogeneity: Mot applicable 5_2 51 5 15 25
Testfor averall effect £=0.81 (P =0.61) Favours healthy diet Favours omega-3

Expressive language (MSEL)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean 5D Total Mean SD Total Weight I, Fixed, 95% Cl I, Fixed, 95% Cl
JOHMSON2010 338 11.78 10 2923 1264 13 100.0% 0.36 [-0.47,1.19] —
Total (95% CI) 10 13 100.0% 0.36 [-0.47, 1.19]

Heterogeneity: Mot applicable
Testfor overall effect Z=0.84 (F=0.40)

Multivitamin/ mineral supplement versus placebo for

an indirect outcome

Receptive language improvement (PGI-R)

-2 R 0 1 2
Favours healthy diet Favours omega-3

speech and language as

Experimental Control Std. Mean Difference Std. Mean Difference
Studyor Subgroup Mean SD Total Mean SD Total Weight I, Fizxed, 95% CI I, Fizxed, 95% CI
ADAMS 2011 091 1.01 53 0481 0.1 81 100.0% 0.43[0.04, 0.82]
Total {(95% CI) 53 51 100.0% 0.43 [0.04, 0.82] B
Heterogeneity: Mot applicable |_2 51 5 15 2|

Testfor averall effect 2= 218 (P =0.03)

Expressive language improvement (PGI-R)

Fawours contral  Favours experimenta

Experimental Control Std. Mean Difference Std. Mean Difference
Studyor Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI I, Fixed, 95% Cl
ADAMSZ011 1.09 1.11 53 071 082 A1 100.0% 0.37 [-0.02, 0.76)
Total (95% CI) 53 51 100.0% 0.37 [-0.02, 0.76] -
Heterogeneity: Mot applicakle 5_2 51 3 15 25

Testfor averall effect £=1.87 (P = 0.06)

Favours cantral  Favours experimenta
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L-carnosine supplement versus placebo for speech and language as an

indirect outcome

Receptive language (ROWPVT)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
28.1.1 Raw score
CHEZ2002 44 64 2656 14 3711 3089 17 100.0% 0.25 [-0.48, 0.96] —-t
Subtotal (95% Cly 14 17 100.0% 0.25 [-D.46, 0.96]
Heterogeneity: Mot applicable
Testfor overall effect Z=0.70 (F =045
28.1.2 Age adjusted score
CHEZ2002 47 BB 2837 14 41.65 3046 17 100.0% 0.20 [-0.50, 0.91] —_t
Subtotal (95% Cl) 14 17 100.0% 0.20 [-D.50, 0.91]

Heterogeneity: Mot applicable
Testfor overall effect £= 0.57 (P =0.47)

Testfor subaroup differences; Chif=0.01, df=1(P=093) F=0%

Expressive language (EOWPVT)

22 -1 0 1 2
Favours cantral  Favours experimenta

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
28.2.1 Raw score
CHEZ2002 37.28 256h 14 3165 2819 17 100.0% 0.20 [-0.51, 0.91]
Subtotal (95% Cl) 14 17 100.0% 0.20 [-D.51, 0.91]
Heterogeneity: Mot applicable
Test for overall effect: 2= 0.5 (P =0.458)
28.2.2 Age adjusted score
CHEZ2002 43,78 2822 14 3712 33.38 17 100.0% 0.21 [-0.50, 0.92] —_t
Subtotal (95% CI) 14 17 100.0% 0.21 [-0.50, 0.92]

Heterageneity: Mat applicahle
Testfor overall effect: 2= 0.7 (F=0.47)

Testfor subgroup differences: Chif= 000, df=1 (P=0498), F=0%

-2 - 0 1 2
Favours cantral  Fawours experimenta

1.17.5Sensory interventions for speech and language as an indirect

outcome

Auditory integration training versus attention-placebo (structured listening)
for speech and language as an indirect outcome
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Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
4.1.1 3-month post-intervention follow-up
BETTISCOMN19596 2583 2464 40 331 3418 40 100.0% -0.24 [[0.68, 0.20] i—
Subtotal (95% Cly 40 40 100.0% -0.24 [-0.68, 0.20]
Heterogeneity: Mot applicable
Testfor overall effect Z=1.08 (F=0.28
4.1.2 6-month post-intervention follow-up
BETTISOMN19596 27.38 2618 40 3745 36.02 40 100.0% -0.32 F0.76,0.12] i—
Subtotal (95% Cly 40 40 100.0% -0.32 [-0.76, 0.12]
Heterogeneity: Mot applicable
Testfor overall effect. 2= 1.41 (P =0.16)
4.1.3 12-month post-intervention follow-up
BETTISOMN1996 326 2211 40 47 34,22 40 100.0% -0.50 [-0.94, -0.04] t
Subtotal (95% CI) 40 40 100.0% -0.50 [-0.94, -0.05]

Heterageneity: Mat applicahle
Testfor overall effect: 2= 218 (F=0.03)

Testfor subgroup differences: Chif= 066, df= 2 (P=0721,

F=0%

-2 -1

Favours contral

Il 1 2
Fawours experimenta

Neurofeedback versus treatment-as-usual for speech and language as an

indirect outcome

Speech production (CCC-2)

Experimental Control Std. Mean Difference Std. Mean Difference
Studyor Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI I, Fixed, 95% CI
10.1.1 Parent-rated
KOUIJZER 2010 9> 282 10 10.56 3.97 10 100.0% -0.38 [1.26, 0.51] 1—
Subtotal (95% CI) 10 10 100.0% -0.38 [-1.26, 0.51]
Heterogeneity: Mot applicakle
Testfor overall effect: Z=0.84 (F=0.40)
10.1.2 Teacher-rated
KOUIZERZO10 12.4 365 10 9.8 2.93 10 100.0% 075 [-0.16, 1.67] —t
Subtotal (95% CI) 10 10 100.0% 0.75 [-0.16, 1.67] -1

Heterogeneity: Mot applicable
Testfor averall effect Z=1.61 (P=0.11)

Testfor subgroup diferences: Chi*= 3.03, df=1 (P=008), F=67.0%

Syntax (CCC-2)

-2 -
Fawours experimental

0 1 2
Favours contraol
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Experimental Cantrol Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
10.2.1 Parent-rated

KOUIZERZO10 107 3.74 10 1256 2.74 10 100.0% -0.54 [-1.44,0.35] i—_
Subtotal (5% CIj 10 10 100.0% -0.54 [-1.44, 0.35]

Heterogeneity: Mot applicable
Testfor averall effect Z=119{P=0.23)

10.2.2 Teacher-rated
KOUIJZER 2010 125 4.06 10 11.8 2.25 10 100.0% 0.20 [-0.68, 1.08] i
Subtotal (95% CI) 10 10 100.0% 0.20 [-0.68, 1.08]

Heterogeneity: Mot applicakle

Test for overall effect: 2= 0.46 (P = 0.64)

2 1 0 1 2
) . Favours experimental  Favours contral
Testfor subgroup differences: Chif=1.36, df=1 (P =024}, 7= 266%

Semantics (CCC-2)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
10.3.1 Parent-rated
KOUIZERZO10 9.7 348 10 12.33 2 10 100.0% -0.89[-1.82, 0.04] i
Subtotal (95% CIj 10 10 100.0% -0.89[-1.82, 0.04]

Heterogeneity: Mot applicable
Testfor overall effect. £=1.88 (P = 0.06)

10.3.2 Teacher-rated
KOUIZERZO10 127 182 10 101 2.55 10 100.0% 112[017, 2.08] i
Subtotal (95% CI) 10 10 100.0% 1.12 [0.17, 2.08]

Heterogeneity: Mot applicakle

Testfor averall effect: Z= 230 (P =002

2 0 1 2
) . Favours experimental  Favaurs cantral
Testfor subgroup differences: Chf=8.74, df=1 (F=0.003), F= 88 6%

Coherence (CCC-2)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
10.4.1 Parent-rated
KOUIZERZO10 11.2 3.55 10 1367 3.39 10 100.0% -0.68 [-1.59, 0.23] i—
Subtotal (95% CI) 10 10 100.0% -0.68 [-1.59, 0.23] -

Heterogeneity: Mot applicable
Testfor overall effect Z=1.47 (P=0.14)

10.4.2 Teacher-rated
KOUIZERZO10 132 229 10 108 284 10 100.0% 0.89 [-0.04,1.82] i
Subtotal (95% CI) 10 10 100.0% 0.89[-0.04, 1.82]

Heterogeneity: Mot applicakle

Testfor averall effect: £=1.88 (P = 0.068)

-2 - 0 1 2
. . Favours experimental  Favaurs cantral
Testfor subgroup differences: Chi*= 562, df=1 (P=002, F=822%
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1.18PSYCHOSOCIAL INTERVENTIONS AIMED AT IQ AND
ACADEMIC SKILLS

1.18.1Behavioural interventions for IQ and/or academic skills as a direct
or indirect outcome

EIBI or EBI (ESDM or P-ESDM) versus treatment-as-usual for I1Q as a direct
or indirect outcome

IQ (MSEL - Early-learning composite score; Developmental quotient)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
13.1.1 ESDM
DAWSOMNZ010 TEE 242 24 B3I 153 21 30.4% 059 [-0.01,1.19] T
Subtotal (95% Cly 24 21 30.4% 0.59 [-0.01, 1.19] |~~eni—
Heterageneity: Mot applicahle
Test for overall effect: Z=1.92 (F=0.05)
13.1.2 P-ESDM
ROGERS2012 Fa.82 1749 49 E7.92 1783 49 BY9.6% 011 [-0.28, 0.50] 1
Subtotal (95% CI 49 49 69.6% 0.11[-0.29, 0.50]
Heterageneity: Mot applicahle
Test for overall effect £=0.52 (P = 0.60)
Total {95% Cl) 73 70 100.0% 0.25 [-0.08, 0.58] -
Heterogeneity Chif=1.74, df= 1 (P=0.19); F= 42% 5_2 51 7 15 25

Testfor overall effect: Z=1.480(F=013)

Test for subgroup differences: Chif=1.74,df=1 (P=0149), F= 42 4%

Verbal developmental quotient (MSEL)

Favours control  Favours experimenta

Experimental Control Std. Mean Difference Sti. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
ROGERSZ012 56.65 2365 49 5435 21.54 49 100.0% 0.10 [-0.30, 0.50]
Total (95% Cly 49 49  100.0% 0.10 [-D.30, 0.50]
Heterogeneity: Mot applicable 5_2 51 1 15 25

Testfor overall effect: Z= 048 (P=062)

Non-verbal developmental quotient (MSEL)

Favours contral  Favours experimenta

Experimental Control Stil. Mean Difference Sti. Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
ROGERS2012 31.88 1482 49 8057 1845 49 100.0% 0.08 [-0.31, 0.48]
Total (95% Cl) 49 49 100.0% 0.08 [-0.31, 0.48]
Heterogeneity: Mat applicakle 1_2 =1 3 1= 21

Test for overall effect: 2= 0.41 (P = 0.68)

Favours cantral  Favours experimenta
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EIBI versus parent training for 1Q and academic skills as an indirect

outcome

IQ (Bayley Scales of Infant Development - Mental Development Index)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% Cl
SMITHZ000 GE.49 2408 15 4967 1974 13 100.0% 0.74 [-0.04,1.51] 1
Total {(95% Cly 15 13 100.0% 0.74 [-0.04, 1.51] |-
Heterogeneity: Mot applicable 5_2 51 : 15 25

Testfor overall effect: £=1.87 (F = 0.06)

Academic skills (WIAT total score)

Fawours parenttraining  Fawours EIBI

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean %D Total Mean SD Total Weight I, Fixed, 95% Cl I, Fixed, 95% Cl
SMITHZO000 T Bl 15 58.44 1843 13 100.0% 0.84 [0.06, 1.62]
Total {95% CI) 15 13 100.0% 0.84 [0.06, 1.62] ot
Heterogeneity: Mot applicable 5_2 51 : 15 25

Testfor overall effect: £= 210 (F = 0.04)

Favours parenttraining Favours EIEI

1.18.2Educational interventions for IQ as an indirect outcome

LEAP training versus manual-only control for IQ as an indirect outcome

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% Cl I, Fixed, 95% CI
STRAINZOT1 G5 FAa 177 614 9 117 1000% 087 [0.63,1.17
Total {95% CI) 177 117 100.0% 0.87 [0.63, 1.12] L 2
Heterogeneity: Mot applicable 5_2 51 T 15 25

Testfor overall effect: Z=7.00 (P = 0.00001)

Favours manual-only  Favours LEAF training

1.18.3Parent training for IQ as an indirect outcome

Parent training versus treatment-as-usual for I1Q as an indirect outcome

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
DREW2002 77.9 14.8 12 861 171 12 16.6% 0.71[-0.12, 1.54] -
TONGE2008 63.328235 2430453 68 EB7.72 2814 35 E8.6% -0.17 [-0.58, 0.24] ——
WELTERLINZ2O12 63.7 17.4 10 581 25 10 14.8% 0.25[-0.63, 1.13] e
Total {95% CI) 90 57 100.0% 0.04 [-0.30, 0.38]

Heterogeneity: Chi* = 3.75,df =2 (P =0.15); F=47%

Test for overall effect: £=0.22 (P = 0.82)

-
o1 2

Favours experimental

.
{
-1
Favours control

..2
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Combined parent training and early intervention centre programme versus
early intervention centre programme only for I1Q as an indirect outcome

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
23.1.1 Post-intervention (mixed ASD & DD sample)
RICKARDS2007 649 222 30 571 224 29 100.0% 0.35 [-0.17, 0.86]
Subtotal (95% CI) 30 29 100.0% 0.35[-0.17, 0.86]

Heterogeneity: Mot applicable
Test for overall effect: Z = 1.32 (P = 0.19)

23.1.2 Post-intervention (ASD-only sample)

RICKARDS2007 572 219 18 486 175 21 100.0% 0.43[-0.21, 1.07]
Subtotal (95% CI) 18 21 100.0% 0.43 [-0.21, 1.07]

Heterogeneity: Mot applicable
Test for overall effect: Z = 1.32 (P = 0.19)

b

23.1.3 12-month post-intervention follow-up (mixed ASD & DD sample)
RICKARDS2007 67 221 28 5865 227 26 100.0% 0.37 [-0.17, 0.91] —t
Subtotal (95% CI) 28 26 100.0% 0.37 [-0.17, 0.91]

Heterogeneity: Mot applicable

Test for overall effect: Z = 1.34 (P = 0.18)

-2 -1 0 1 2
Favours control  Favours experimental

Test for subgroup differences: Chi* = 0.04, df = 2 (P = 0.88), I’ = 0%

1.18.4Social-communication interventions for IQ as an indirect outcome

Caregiver-mediated social communication intervention versus treatment-as-
usual for IQ as an indirect outcome

Experimental Control Stil. Mean Difference Sti. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% C1 IV, Fixed, 95% Cl
CARTERZ2011 G3.88 184 24 B4.88 1354 25 100.0% -0.06 [F0.62, 0.50]
Total (95% Cl) 24 25 100.0% -0.06 [-0.62, 0.50]

Heterogeneity: Mot applicable I } } { !

o _ -2 -1 I 1 2
Testfor overall effect: 2= 0.21 (P = 0.83) Favours contral  Favours experimenta

Joint attention training and EIBI versus EIBI only for IQ as an indirect
outcome

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
KASARIZ006 71.54 20068 20 5868 26.11 16 100.0% 0.54 [-0.13, 1.21] T
Total (95% CI) 20 16 100.0% 0.54 [-0.13, 1.21] gl

Heterogeneity: Not applicable > . 3 1 5
Test for overall effect: £=1.58 (P =0.12) Favours EIBl only Favours EIBI & JA

Autism: the management and support of children and young people on the autism
spectrum 175



1.19PHARMACOLOGICAL INTERVENTIONS AIMED AT
ACADEMIC SKILLS

1.19.1 Antipsychotics for academic skills as an indirect outcome

Risperidone versus placebo for academic skills as an indirect outcome

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
RUFFRISFERIDOMEZODT 206 66 20 2663 18 18 100.0% -0.451.10,0.18] —.——
Total {95% Cl) 20 18 100.0% -0.45[-1.10, 0.19] et
Heterageneity: Mot applicable 5_2 51 5 15 25
Testfor overall effect Z=1.37 (F=0.17)

Fawours contral  Favours experimenta

1.20BIOMEDICAL INTERVENTIONS AIMED AT IQ

1.20.1Complementary therapies for IQ as a direct outcome

Acupuncture/electro-acupuncture versus sham acupuncture/electro-
acupuncture for 1Q as a direct outcome
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Experimental Control Stil. Mean Difference Sti. Mean Difference

Study or Subgroup  Mean SD Total Mean 5D Total Weight I, Fixed, 95% Cl IV, Fixed, 95% Cl
13.1.1 General guotient/FIQ (Griffiths Mental Development Scale or LIPS-R)

WYORGZ2010A 13.66 10.06 25 102 965 25 475% 0.35 [-0.21, 0.80] —1—
WYOMNGZ010B 4.6 1047 300 3.24 1046 28 82.5% 0.13 [-0.40, 0.66] t
Subtotal (95% Cl) 55 50 100.0% 0.23 [-0.15, 0.62]

Heterogeneity: Chi*=0.31, df=1 (P =0.58); F= 0%
Testfor overall effect Z=118 (F=0.24)

13.1.2 Mental age in months (Griffiths Mental Development Scale)

WONG20104 8.899 583 25 641 466 25 100.0% 0.43[-0.13, 0.549] —t
Subtotal (95% CI) 25 25 100.0% 0.43[-0.13, 0.99] 1

Heterogeneity: Mot applicable
Testfor overall effect: Z=1.51 (F=013)

13.1.3 Locomotor (Griffiths Mental Development Scale)

WONGZ010A 27 ars 24 39 594 29 100.0% -0.20 [-0.76, 0.39] i
Subtotal (95% CIy 25 25 100.0% -0.20 [-0.76, 0.35]

Heterogeneity: Mot applicable
Testfor overall effect Z=0.71 (F=0.48)

13.1.4 Personal-Social (Griffiths Mental Development Scale)

WONG20104 .43 662 25 612 476 25 100.0% 0.53 [-0.03,1.10]
Subtotal (95% CI) 25 25 100.0% 0.53 [-0.03, 1.10]

Heterogeneity: Mot applicable
Test for overall effect: £=1.85 (P = 0.06)

13.1.5 Hearing and speech (Griffiths Mental Development Scale)

WONGZ010A 6.43 4969 25 515 T4 29 100.0% 0.15[-0.40, 0.71]
Subtotal (95% CIy 25 25 100.0% 0.15 [-0.40, 0.71]

Heterogeneity: Mot applicable
Testfor averall effect 2= 0.94 (F = 0.9

13.1.6 Eye and hand coordination (Griffiiths Mental Development Scale)

WIORNGZ2010A 736 B.23 25 628 11.01 25 100.0% 0.12 [-0.44, 0.6T] i
Subtotal (95% Cly 25 25 100.0% 0.12 [-D.44, D.67]

Heterogeneity: Mot applicable

Testfor overall effect: 2= 042 (F=0.67)

13.1.7 Performance (Griffiths Mental Development Scale)

WONGZ010A 13.64 1334 25 872 1029 29 100.0% 0.41 [-0.15, 0.87]
Subtotal (95% CIy 25 25 100.0% 0.41[-0.15, 0.97]

Heterogeneity: Mot applicable
Testfor overall effect Z=1.42 (F=0.16)

13.1.8 Practical reasoning (Griffiths Mental Development Scale)

WIORNGZ2010A 1582 19.22 25 10 16.54 25 100.0% 0.32 [-0.23, 0.88]
Subtotal (95% Cly 25 25 100.0% 0.32 [-D.23, 0.88]
Heterogeneity: Mot applicable

Testfor overall effect: Z=1.14 (F=0.25)

13.1.9 Attention and memory (LIPS-R)

WYOMNGZ010B 0897 617 30 1.28 4978 25 100.0% -0.04 [0.57, 0.49]
Subtotal (95% Cl) 30 25 100.0% -0.04 [-0.57, 0.49]
Heterogeneity: Mot applicable

Testfor overall effect Z=0.14 (F= 0.8

22 1 0 1 2
Favours cantral  Favours experimenta

Testfor subaroup differences; Chif= 588, df= 8 (P= 069, F=0%

1.20.2Hormones for IQ as an indirect outcome

Secretin versus placebo for IQ as an indirect outcome

Autism: the management and support of children and young people on the autism
spectrum 177



Experimental Cantrol Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
MOLLOY2002 287 316 19 363 356 23 100.0% -0.31 [0.92, 0.30]
Total {(95% Cl) 19 23 100.0% -0.31[-0.92, 0.30]
Heterogeneity: Mot applicable 5_2 51 ] 15 25

Testfor overall effect 2= 0.98 (P=0.32)

Fawours contral  Favours experimenta

1.20.3Nutritional intervention for IQ as an indirect outcome

Multivitamin/ mineral supplement versus placebo for IQ as an indirect
outcome

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean 5SD Total Mean SD Total Weight IV, Fixed, 95% CI I, Fixed, 95% CI
ADAMSZ011 0.74 1.04 53 043 0584 A1 100.0% 0.32 [-0.06, 0.71] 1
Total (95% CI) 53 51 100.0% 0.32 [-0.06, 0.71] = g
Heterogeneity: Mot applicable 5_2 51 7 15 25

Testfor overall effect: Z=1.64 (F=0.10)

Favours contral

Favours experimenta

1.20.4Sensory intervention for IQ as an indirect outcome

Auditory integration training versus attention-placebo (structured listening)
for I1Q as an indirect outcome

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% Cl
£.1.1 3-month post-intervention follow-up
BETTISOMN1996 7465 3379 40 80.68 4007 40 100.0% -0.16 [0.60, 0.28]
Subtotal (95% Cl) 40 40 100.0% -0.16 [-0.60, 0.28]
Heterogeneity: Mot applicable
Testfor overall effect Z= 072 (P=0.47)
£.1.2 6-month post-intervention follow-up
EETTISON1996 TE.03 3733 40 82.83 3978 40 100.0% -0.17 FO.61, 0.26] t
Subtotal (95% Ch 40 40 100.0% -0.17 [-0.61, 0.26]
Heterogeneity: Mot applicable
Testfor overall effect Z=0.78 (F=0.44)
5.1.3 12-month post-intervention follow-up
BETTISCOMN19596 8313 2TH 40 89455 3075 40 100.0% -0.22 F0.66, 0.22] 1—
Subtotal (95% CIy 40 40 100.0% -0.22 [-0.66, 0.22]
Heterogeneity: Mot applicable
Testfor averall effect 2= 0.97 (F=0.33)

2 R 0 i 2

. . Favours control  Favours experiments
Testfor subaroup differences; Chif= 003, df=2(P=0498), F=0%
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1.21PSYCHOSOCIAL INTERVENTIONS AIMED AT
SENSORY SENSITIVITIES

1.21.1 Animal-based interventions for sensory sensitivities as an indirect
outcome

Horseback riding versus waitlist control for sensory sensitivities as an
indirect outcome

Sensory problems (Sensory Profile Total)

Experimental Control Std. Mean Difference Std. Mean Difference
Studyor Subgroup Mean SD Total Mean SD Total Weight I, Fizxed, 95% CI I, Fizxed, 95% CI
BASE2009 2694 516 19 2447 403 18 100.0% 0.45[0.23,1.14]
Total {(95% CI) 19 15 100.0% 0.45[-0.23, 1.14]
Heterogeneity: Mot applicable |_2 51 5 15 2|
Testfor averall effect £=1.29 (P =0.20)

Fawours contral  Favours experimenta

Sensory seeking (Sensory Profile)

Experimental Control Std. Mean Difference Std. Mean Difference
Studyor Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI I, Fixed, 95% Cl
BASS2009 G2 ] 19 532 104 15 100.0% 089017, 1.60]
Total (95% CI) 19 15 100.0% 0.89 [0.17, 1.60] i
Heterogeneity: Mot applicakle 5_2 51 3 15 25
Testfor averall effect 2= 2.44 (P =0.01}

Favours cantral  Favours experimenta

Sensory sensitivity (Sensory Profile)

Experimental Cantrol Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% Cl I, Fixed, 95% Cl
BASS2004 172 26 19 157 48 15 100.0% 0.39 [-0.29,1.08]
Total (95% CI) 19 15 100.0% 0.39[-0.29, 1.08]
Heterageneity: Mot applicable 5_2 51 5 15 25
Testfor averall effect: Z=1.13 {F = 0.26}

Favaurs contral  Favours expetimenta

1.21.2Educational interventions for sensory sensitivities as an indirect
outcome

Combined TeachTown and IBI versus IBI-only for sensory sensitivities as an
indirect outcome
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Experimental Control Sti. Mean Difference Stid. Mean Difference

Study or Subgroup Mean 5SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
9.1.1 Preschool

WHALERZ2010 a3 14 11 313 112 12 60.2% 013 [-0.64, 0.95]

Subtotal (95% Cly 1 12 50.2% 0.13 [-0.69, 0.95]

Heterogeneity: Mot applicable
Testfor overall effect: Z=0.31 (P =0.76)

9.1.2 K1
WHALEMNZ2010 3|BT 158 11 338 1741 12 498% 0.28 [-0.54, 1.11] —T
Subtotal (95% Cly 11 12 49.8% 0.29 [-0.54, 1.11] i —

Heterogeneity: Mot applicable
Test for overall effect: Z= 068 (P =0.50)

Total {(95% CI) 22 24 100.0% 0.21[-0.37,0.79] -*—
Heterogeneity: Chi®= 007, df=1{F=079); F=0% S B b 15 7
Testfor overall effect: =070 (F =048 Favours [Bl-only Favours CAl + Bl
Testfor subaroup differences: Chi*=0.07, df=1 {P=079, F=0%

1.22BIOMEDICAL INTERVENTIONS AIMED AT SENSORY
SENSITIVITIES

1.22.1Complementary therapies for sensory sensitivities as a direct
outcome

Qigong massage training versus waitlist for sensory sensitivities as a direct
outcome

Experimental Control Std. Mean Difference Std. Mean Difference
Studyor Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% Cl I, Fixed, 95% CI
14.1.1 Sensory score {parent-rated PDDBI)
SILWAZ009 46.2 841 25 853 10 21 BB.8% -0.94 [-1.55,-0.33] —i—
SILVAZ011B 488 114 15 556 10 18 43.2% -0.62 [-1.33,0.08] —i—
Subtotal {95% CI) 40 39 100.0% -0.80[-1.27, -0.34] -

Heterogeneity: Chif=044, df=1{F=0581); F=0%
Test for overall effect £= 3.40 (F=0.0007)

14.1.2 Sense scores (parent-rated S5C)

SILVAZO0G 108 56 25 187 6B 21 50.8% -1.28 [-1.92,-0.64] —i—
SILVAZONT1E 257 1241 23 394 126 18 49.2% -0.93 [-1.58,-0.248] —i—
Subtotal (95% CI) 48 39 100.0% -1.11 [-1.56, -0.65] -

Heterogeneity: Chi*= 0845, df=1 (P =0.46); F= 0%
Test for overall effect 2= 4.75 (P = 0.00001)

2 a0 A 2
Favours experimental  Favours control

Testfor subaroup differences: Chi*=0.85, df=1 {P=0.36), F=0%

1.22.2Sensory interventions for sensory sensitivities as a direct outcome

Auditory integration training versus attention-placebo (structured listening)
for sensory sensitivities as a direct outcome

Sound sensitivity (SSQ)
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Experimental Cantrol
Study or Subgroup Mean SD Total Mean SD Total

Weight

Std. Mean Difference 5td. Mean Difference
IV, Fixed, 95% CI IV, Fized, 95% CI

1.1.1 1-month post-intervention follow-up

BETTISOM1936 619 435 40 758 AT2 40
Subtotal (95% Cl) 40 40

Heterogeneity: Mot applicakle
Testfor averall effect 2=1.21 (P=0.23)

1.1.2 3-month post-intervention follow-up

BETTISOMN1936 £.85 575 40 763 5.88 40
Subtotal (95% Cl) 40 40

Heterogeneity: Mot applicable
Testfor averall effect 2= 0.59 (P = 0.99)

1.1.3 6-month post-intervention follow-up

BETTISOMN1936 773 693 40 695 BT 40
Subtotal (95% Cl) 40 40

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

1.1.4 12-month post-intervention follow-up

BETTISOM19496 8.84 7.43 40 7.45 B.44 40
Subtotal (95% Cl) 40 40

Heterogeneity: Mot applicakle
Testfor overall effect: Z=089 (F=0.37)

Testfor suboroup differences, Chi®=2.84, df=3(P=042), F=

Sound distress (SSQ)

Experimental Control
Studyor Subgroup Mean SD Total Mean SD Total

100.0%
100.0%

100.0%
100.0%

100.0%
100.0%

100.0%
100.0%

Weight

-0.27 F0.71,017]
-0.27 [-0.71, 0.17]

-013 057, 0.31]
-0.13 [-0.57, 0.31]

0.12 [-0.32, 0.56]

0.20 [-0.24, 0.64]
0.20 [-0.24, 0.64]

=
-
-

-2 R 0 1
Favours experimental  Favours control

Std. Mean Difference Std. Mean Difference
IV, Fixed, 95% CI IV, Fixed, 95% CI

1.2.1 1-month post-intervention follow-up

BETTISOM19496 4494 41 40 505 4.08 40
Subtotal (95% CI) 40 40

Heterogeneity: Mot applicakle
Test for averall effect: Z= 011 (P =091}

1.2.2 3-month post-intervention follow-up

BETTISOM1936 505 4749 40 508 4.3 40
Subtotal (95% Cl) 40 40

Heterogeneity: Mot applicakle
Testfor averall effect 2= 0.00 (P =1.00)

1.2.3 6-month post-intervention follow-up

BETTISOMN1936 £.28 5.69 40 4.2 266 40
Subtotal (95% Cl) 40 40

Heterogeneity: Mot applicable
Testfor averall effect: £=1.90 (P = 0.06)

1.2.4 12-month post-intervention follow-up

BETTISOMN1936 573 573 40 468 4.89 40
Subtotal (95% Cl) 40 40

Heterogeneity: Mot applicable
Testfor overall effect £= 0.87 (P =0.33)

Testfor subgroup diferences: Chi*= 2,63, df= 3 (P =045, F=

100.0%
100.0%

100.0%
100.0%

100.0%
100.0%

100.0%
100.0%

0%

-0.02 [0.46, 0.41]
-0.02 [-0.46, 0.41]

0.43[0.01,0.87]
0.43[-0.01, 0.87]

0.20[-0.24, 0.63]
0.20 [-0.24, 0.63]

0.00 [0.44, 0 44] t
0.00 [0.44, 0.44]

L 1
-2 -1 0 1
Fawours experimental  Favours control
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Sensory self-stimulation (SP)

Experimental Control Stil. Mean Difference Stid. Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
1.3.1 1-month post-intervention follow-up
BETTISON1 9596 18.35 13487 40 18.35 1254 40 100.0% 0.07 [-0.36, 0.51]
Subtotal (95% Cl) 40 40 100.0% 0.07 [-0.36, 0.51]

Heterogeneity: Mot applicable
Testfor overall effect: Z=0.33 (F=0.74)

1.3.2 3-month post-intervention follow-up

EETTISOMN1396 1918 123 40 17.98 1219 40 100.0% 0.10[-0.34,0.54] i

Subtotal (95% CI) 40 40 100.0% 0.10 [-0.34, 0.54]

Heterogeneity: Mot applicatile
Test for overall effect: 2= 0.43 (P = 0.66)

1.3.3 6-month post-intervention follow-up

BETTISON1996 19.38 11.78 a0 1875 1241 40 100.0% 0.05 [-0.35, 0.49]
Subtotal (95% CI} 40 40 100.0% 0.05 [-0.39, 0.49]

Heterogeneity: Mot applicable
Testfor overall effect Z=0.23 (F=082

1.3.4 12-month post-intervention follow-up

BETTISCOMN19596 181 1505 40 1525 8987 40 100.0% 0.22 [-0.22, 0.68]
Subtotal (95% Cl) 40 40 100.0% 0.22 [-D.22, D.66]
Heterogeneity: Mot applicable

Testfor overall effect 2= 0.89 (P=0.32)

v

-2 -1 0 1 2
Favours experimental Fawours control

Testfor subgroup differences: Chif= 034, df= 3(P=04945), F=0%

Sensory integration therapy versus treatment-as-usual for sensory
sensitivities as a direct outcome

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
FAZLIOGLUZ008 BES 114 15 973 178 15 100.0% -2.00[-2.90,-1.11]
Total {(95% Cl) 15 15 100.0% 2.00[-2.90,-1.11] —~oiim——
Heterogeneity: Mot applicable t t t

3 0 1 2

Testior overall efiect. 2= 4.37 (P = 0.0001) Favours experimental  Favours control

1.23PSYCHOSOCIAL INTERVENTIONS AIMED AT MOTOR
SKILLS

1.23.1 Animal-based interventions for motor skills as an indirect outcome

Horseback riding versus waitlist control for motor skills as an indirect
outcome
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Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% Cl
BASS2009 9.4 3 19 8.7 31 15 100.0% 0.22 [-0.45, 0.90]
Total {95% CI) 19 15 100.0% 0.22 [-0.45, 0.90]
Heteroneneity: Mot applicable 5_2 51 5 15 25
Testfor averall effect =068 (P=052

Favours control - Favours experiments

1.23.2Behavioural interventions for motor skills as an indirect outcome

EIBI (ESDM) versus treatment-as-usual for motor skills as an indirect

outcome

Fine motor skills (MSEL)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl I, Fixed, 95% CI
DAWVWSOR2010 338 122 24 285 445 21 100.0% 0.45[-0.14,1.04] -
Total (95% CI) 24 21 100.0% 0.45[-0.15, 1.04] i
Heterogeneity: Mot applicable 5_2 51 3 15 25
Testfor overall effect. 2= 1.47 (P=10.14) Favaurs contral  Fawours experiments

Motor skills (VABS)
Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% Cl
DAVSOMZ010 774 148 24 B4 123 21 1000% 078017, 1.349]
Total (95% CI) 24 21 100.0% 0.78 [0.17, 1.39] i
Heterogeneity: Mot applicakle 5_2 51 3 15 25
Test for overall effect: £=2.91 (F=0.01)

Favours control - Favours experimenta

1.23.3Educational interventions for motor skills as an indirect outcome

LEAP training versus manual-only control for motor skills as an indirect

outcome
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% Cl
STRAINZOT1 433 82 177 388 49 117 1000% 0.69[0.44, 0.93]
Total {95% Cl) 177 117 100.0% 0.69[0.45, 0.93] -
Heterogeneity. Mot applicable 5_2 51 3 15 25
Test for overall effect: 2= 561 (P = 0.00001)

Favours manual-only  Favours LEAP training

Autism: the management and support of children and young people on the autism

spectrum

183



1.23.4Parent training for motor skills as an indirect outcome

Parent training versus treatment-as-usual for motor skills as an indirect
outcome

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
TONGE2006 70176324 18.18039 68 6825 1713 35 100.0% 0.11 [-0.30, 0.52)
Total {95% CI) 68 35 100.0% 0.11 [-0.30, 0.52]
Heterogeneity: Mot applicable ) N o H >

Test for overall effect; Z = 0.52 (P = 0.61) Favours control  Favours experimental

Parent and day-care staff training versus standard day-care for motor skills
as an indirect outcome

Perceptual/Fine Motor Skills (EIDP/PSDP developmental age)

Experimental Control Std. Mean Difference Std. Mean Difference
Studyor Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI I, Fixed, 95% Cl
JOCELYM1938 36 131 16  35.9 147 18 100.0% 0.01 [-0.66, 0.67]
Total {(95% CI) 16 19 100.0% 0.01 [-0.66, 0.67]

Heterogeneity: Mot applicakle f 1 T } {

e B -2 -1 ] 1 2
Testfor overall effect: 2= 0.02 (F = 0.93) Fawours contral  Favours experimenta

Gross Motor Skills (EIDP/PSDP developmental age)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
JOCELYN1998 367 049 16 382 107 18 1000% -0.18 [-0.85, 0.48]
Total (95% CI) 16 19 100.0% -0.18 [-0.85, 0.48]

Heterogeneity: Mot applicakle f 1 T } {

o _ -2 -1 0 1 i
Testior overall effect. 2= 0.54 (P = 0.58) Favours control - Favours experimenta

1.23.5Social-communication interventions for motor skills as an indirect
outcome

Caregiver-mediated social-communication intervention versus treatment-as-
usual for motor skills as an indirect outcome

Fine motor skills (MSEL age [months])
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Experimental Cantrol Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
CARTERZ011 22 348 25 21.92 409 25 100.0% 0.02 [-0.53, 0.58]
Total {(95% Cl) 25 25 100.0% 0.02 [-0.53, 0.58]

Heterogeneity: Mot applicahle } } T } |

o _ -2 -1 0 1 2
Testfor overall effect: 2= 0.07 (P = 0.84) Fawours contral  Favours experimenta

Motor skills (VABS)

Experimental Control Std. Mean Difference Std. Mean Difference
Studyor Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% Cl
CARTERZO11 8316 7.36 19 81.55 9.28 20 100.0% 019 [-0.44, 0.82]
Total {(95% CI) 19 20 100.0% 0.19 [-0.44, 0.82]

Heterogeneity: Mot applicable f | 1 } |

e B -2 -1 ] 1 2
Testfor overall effect: 2= 0.59 (P = 0.56) Fawours contral  Favours experimenta

1.24BIOMEDICAL INTERVENTIONS AIMED AT MOTOR
SKILLS

1.24.1Hormones for motor skills as an indirect outcome

Secretin versus placebo for motor skills as an indirect outcome

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
OWLEY 1989 446 251 28 456 208 28 100.0% -0.04 [-0.57, 0.48)
Total (95% CI) 28 28 100.0% -0.04 [-0.57, 0.48]

Heterogeneity: Mot applicable L t {

: 1
. -2 =1 0 1 2
Test for overall effect: Z = 0.16 (P = 0.87) Favours control - Favours experimental

1.24.2Nutritional interventions for motor skills as an indirect outcome

Omega-3 fatty acids versus healthy diet control for motor skills as an
indirect outcome

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
JOHMNSONZ010 327 1276 10 3323 1625 13 100.0% -0.03 [-0.86, 0.79]
Total (95% CI) 10 13 100.0% -0.03 [-0.86, 0.79]

-2 - 0 1 2
Favours healthy diet Favours omega-3

Heterogeneity: Mot applicable
Test for overall effect Z=0.08 (F=0.83)

Gluten-free and casein-free diet versus treatment-as-usual for motor skills
as an indirect outcome
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Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
KNIVSBERG2002 263 115 10 278 122 10 100.0% -0.12 [-1.00, 0.76)

Total {95% CI) 10 10 100.0% -0.12 [-1.00, 0.76]

Heterogeneity: Not applicable :_2 _:1 5 ‘i 2:
Test for overall effect: Z = 0.27 (P = 0.79) Favours experimental Favours control

1.25PSYCHOSOCIAL INTERVENTIONS AIMED AT
COEXISTING MENTAL HEALTH PROBLEMS

1.25.1Cognitive-behavioural interventions for anxiety as a direct outcome
CBT versus treatment-as-usual for anxiety as a direct outcome

No longer meet anxiety disorder diagnosis

Experimental Control Risk Ratio Risk Ratio

Study or Subgroup  Ewvents Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
CHALFAMNT2007 20 28 0 19 25.8% 28.28[1.81, 440.96) .
DRAHOTA2011 ) 17 2 23 742%  6.00[1.50, 24.64) —l—
Total (95% CI) 45 42 100.0% 11.82 [3.14, 44.50] -
Total events 29 2

- 2 — - C1E = A I } } |
ooty 12512 19 S

est for overall effect: 2= 3.65 (P = 0. ) Favours control  Favours experimental

Improvement in anxiety symptoms (CGI- Improvement)

Experimental Control Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
DRAHOTAZ011 13 17 2 23 47T%  8.79([2.28 33.93 —
REAVENZ2012 10 20 2 23 523% 575143 23.20 —
Total {95% CI) 37 46 100.0%  7.20 [2.74, 18.91] -
Total events 23 4

o Chit = = = 2= 0 F } } J
Heterogeneity: Chi* = 018, df =1 (P = 0.67); F=0% 002 01 / 10 50
Test for overall effect: Z = 4.01 (P < 0.0001) Favours control  Favours experimenta

Anxiety
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Experimental Control

Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI

1.3.1 Self-reported (SCAS; MASC)

CHALFANT2007 13.79 10.96 28 4137 9.09 19 40.8% -2.64 [-3.45, -1.84] L

DRAHOTAZ011 46.93 14.76 14 465 1583 22 59.2% 0.03 [-0.64, 0.70] -

Subtotal (95% CI) 42 41 100.0% -1.06 [-1.58, -0.55] &

Heterogeneity: Chi? = 24 .92, df = 1 (P < 0.00001); I = 96%

Test for overall effect: Z = 4.04 (P < 0.0001)

1.3.2 Parent-reported (SCAS-P; MASC)

CHALFANT2007 13.96 5.1 28 4416 9.04 19 13.6% -4.27 [-5.34, -3.20] -

DRAHOTAZ011 58.48 14.72 14 76.57 1465 22 29.3% -1.21 [-1.94, -0.47] -

SOFRONCFF2005 34124783 15.36961 46 3561 13.34 20 57.0% -0.10 [-0.62, 0.43] . 5

Subtotal (35% CI) 88 61 100.0% -0.99 [-1.39, -0.60] L 3

Heterogeneity: Chi? = 4724, df = 2 (P < 0.00001); I = 96%

Test for overall effect: £ = 4.91 (P < 0.00001)

1.3.3 Clinician-rated anxiety (ADIS-PIC)

DRAHOTAZO011 2.36 1.15 14 477 081 22 1e% =247 [-3.37, -1.57] -

REAVENZ2012 225 0.91 20 283 098 23 6B4A% -0.60 [-1.21, 0.01] -

Subtotal (35% CI) 34 45 100.0% -1.19 [-1.70, -0.68)] <&

Heterogeneity: Chi? = 11.26, df = 1 (P = 0.0008); I = 91%

Test for overall effect: Z = 4.60 (P < 0.00001)
I L L I
4 2 0 2z 4

Favours experimental Favours control
Test for subaroup differences: Chi* = 0.37, df = 2 (P = 0.83). ¥ = 0%
Chronic anxiety (RCMAS)
Experimental Control Std. Mean Difference Std. Mean Difference

Studyor Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI I, Fixed, 95% CI

CHALFAMNTZ2007 493 255 28 16.74 4.63 18 100.0% -3.29[-4.19 -2.38]

Total {95% Cl) 28 19 100.0% -3.29[-4.19,-2.38] -

Heterogeneity: Mot applicakle t t

Testfor averall effect 2= 7.11 (P = 0.000013

4 20 2 4
Fawours experimental  Favours cantral

Social anxiety (ADIS-P or SCAS-P; post-treatment)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fized, 95% CI IV, Fized, 95% CI
REAVEMZO12 24 23 20 361 255 23 426% -0.49[-1.10,0.12]
SOFROMOFF2005 828 4430303 46 818 474 20 a74% 0.02 [-0.50, 0.55]
Total (95% Cly 66 43 100.0% -0.20 [-0.59, 0.20]
Heterogeneity: Chi*=1.54, df=1 (P=0.21); F= 35% 5_2 51 3 15 25

Testfor overall effect, £=0.96 {F = 0.34)

Favours experimental Favaurs contral

Separation anxiety (ADIS-P or SCAS-P; post-treatment)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
REAWENZ012 1.05 149 20 187 27 23 43.5% -0.34 [0.94, 0.28] —
SOFROMOFF2005 5.7TE087 3.6BG29 46 Td46 4.52 20 56.5% -0.42 [F0.95, 0.11] ——
Total (95% CI) G6 43 100.0% -0.39[-0.78, 0.01] -
Heterogeneity: Chif= 0.04, df=1 (P = 0.84); F= 0% |_2 |1 ] 1| 2|

Test for overall effect Z=1.90 (P = 0.06)

Favours experimental  Favours control
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Generalized Anxiety Disorder (ADIS-P or SCAS-P; post-treatment)

Experimental Control Std. Mean Difference Std. Mean Difference
Studyor Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% Cl I, Fixed, 95% CI
REAVEMZ012 2558 45 20 481 17 23 471% -0.96 [-1.59,-0.33] ——
SOFROMOFF2004 528 243 24 B42 3149 20 52.59% -0.39 [-0.949, 0.21] ——
Total {(95% Cly 44 43 100.0% -0.66 [-1.10, -0.22] -l
Heterogeneity: Chi®=1.61, df=1 (P = 0.200; F= 38% 5_2 51 1 15 25

Test for overall effect 2= 2.96 (P=0.003)

Anxiety relating to a specific phobia (ADIS-P)

Favours experimental  Favours control

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl I, Fixed, 95% CI
REAVERZ012 188 1.8 20 365 17 23 100.0% -0.99 [-1.63, -0.36]
Total (95% CI) 20 23 100.0% -0.99 [-1.63, -0.36] —ati—
Heterogeneity: Mot applicable 5_2 51 3 15 25

Testfor overall effect; 2= 305 (F=0.002)

Fawours experimental  Fawours contral

Panic (SCAS-P; child-only and child and parent combined)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
1.9.1 Post-treatment
SOFROMOFF2005 38169565 3.843613 46 325 321 20 100.0% 0.15 [-0.37, 0.68]
Subtotal (95% CI) 46 20 100.0% 0.15 [-0.37, 0.68]
Heterogeneity: Mot applicable
Testfor overall effect Z=057 (F=057)
1.9.2 6-week follow-up
SOFROMOFF2009 29813043 24976155 46 335 24F 20 100.0% -0.13 [-0.65, 0.40] i
Subtotal (95% CI) 46 20 100.0% -0.13 [-0.65, 0.40]

Heterogeneity: Mot applicable
Testfor averall effect Z= 047 (P = 0.64)

Testfor subaroup differences: Chi*=0.54, df=1 (P=046), F=0%

I 1
-2 -1 i} 1 2
Favours experimental  Favours contral

Fear of personal injury (SCAS-P; child-only and child and parent combined)
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Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI IV, Fixed, 95% Cl
1.10.1 Post-treatment

SOFROMOFF2009 593 3756434 46 a.18 344 20 100.0% 0.20 [-0.32,0.73]

Subtotal (95% CI) 46 20 100.0% 0.20[-0.32, 0.73]

Heterogeneity: Mot applicable
Testfor averall effect Z= 075 (P=0.45)

1.10.2 6-week follow-up

SOFROMOFF2005 41234783 31287849 46 al1y¥y 38 20 100.0% -0.31 [-0.84, 0.27] 1—

Subtotal (95% CI) 46 20 100.0% -0.31[-0.84, 0.22] -

Heterogeneity: Mot applicable

Testfor averall effect Z=1.1a (FP=0.25)
I 1 } |
-2 -1 a 1 2

. ’ Favours experimental Favours control
Testfor subaroup differences: Chif=1.81,df=1 (P=0.18), F= 44.8%

OCD (SCAS-P; child-only and child and parent combined)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Fixed, 95% Cl I, Fixed, 95% Cl
1.11.1 Post-treatrment
SOFROMOFF2005 3497 31476BY 46 a11 386 20 100.0% -0.33[-0.86, 0.19] i—
Subtotal (95% CI) 46 20 100.0% -0.33 [-0.86, 0.19] -

Heterogeneity: Mot applicable
Testfor averall effect Z=1.24 (FP=023)

1.11.2 6-week follow-up

SCOFROMOFF2005 25304348 2428174 46 a7 44 20 100.0% -1.00[1.55,-0.45] i
Subtotal {95% CI) 46 20 100.0% -1.00 [-1.55, -0.45]

Heterogeneity: Mot applicable

Testfor overall effect Z=3.54 (F=0.0004)

-2 - 0 1 2
. : Favours experimental Favours control
Testfor subdroup differences: Chi®= 290, df=1 (P =0.09), F=65.9%

Emotional symptoms

Favours experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
1.12.1 Parent-rated {SDQ Internalising)
CHALFAMNTZ007 275 1.38 28 821 1.03 19 100.0% -4.29 [5.37,-3.21] t
Subtotal (95% Cl) 28 19 100.0% -4.29 [-5.37, -3.21]

Heterogeneity, Mot applicahle
Test for overall effect: 7= 7.81 (P = 0.00001)

1.12.2 Teacher-rated (SDQ Internalising)

CHALFANTZO07 239 1.45 28 B89 1.82 19 100.0% -2.75 [3.87,-1.93] t
Subtotal (95% Cly 28 19 100.0% -2.75[-3.57,-1.93]

Heterageneity: Mot applicable
Test for overall effect; 2= 6.55 (F = 0.00001)

1 1
4 270 2 1
: ) Favours experimental Favours control
Testfar subaroup differences: Chit=4.94, df=1 (P=003) F=73.8%

Self-directed negative thoughts (CATS: internalising)
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Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% Cl IV, Fixed, 95% CI

CHALFANTZ2007 10.39 5.56 28 51 11.87 19 100.0% -4.61 [-5.75,-3.48]

Total (95% CIj 28 19 100.0% -4.61[-5.75, -3.48] -l
Heterogeneity; Mot applicable
Testfor overall effect £=7.97 (P = 0.00001%

4 2 0 2 4
Fawours experimental  Fawours contral

Outward-directed negative thoughts (CATS: Hostile Intent)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
CHALFAMNTZ2007 954 564 28 11.37 A8.24 18 100.0% -0.33[0.91, 0.26]
Total {(95% CI) 28 19 100.0% -0.33 [-0.91, 0.26]

Heterogeneity: Mot applicable f 1 T } {

o B -2 -1 ] 1 2
Testfor overall effect: Z=1.10 (F = 0.27) Fawours experimental  Favours cantral

1.26 PHARMACOLOGICAL INTERVENTIONS AIMED AT
COEXISTING MENTAL HEALTH PROBLEMS

1.26.1SNRIs for ADHD as a direct outcome

Atomoxetine versus placebo for ADHD as a direct outcome

Hyperactivity
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
1.1.1 Parent-rated (ABC)
ELILILLY 2009 225 1105 43 246 1033 45 100.0% -0.19 [-0.61, 0.22) l
Subtotal (95% CI) 43 45 100.0% -0.19 [-0.61, 0.22]

Heterogeneity: Not applicable
Test for overall effect: Z = 0.91 (P = 0.36)

1.1.2 Teacher-rated (Conners)

ELILILLY2009 76 554 36 83 563 36 100.0%  -0.12 [0.59, 0.34] t
Subtotal (95% CI) 36 36 100.0% -0.12 [-0.59, 0.34]
Heterogeneity: Not applicable
Test for overall effect: Z = 0.53 (P = 0.60)
2 -1 0 1 2

Favours experimental Favours control
Test for subgroup differences: Chi* = 0.05, df = 1 (P = 0.82), I* = 0%

ADHD symptoms
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Control Std. Mean Difference

Mean SD Total Weight

Experimental
Study or Subgroup  Mean SD Total

IV, Fixed, 95% CI

Std. Mean Difference
IV, Fixed, 95% CI

1.2.1 Parent-rated (DSM-IV rating scale)

ELILILLY2009 323 1097 43 373 957 47 1000% -0.48 [-0.90, -0.06]
Subtotal (95% CI) 43 47 100.0% -0.48 [-0.90, -0.06]
Heterogeneity: Not applicable

Test for overall effect: Z = 2.26 (P = 0.02)

1.2.2 Teacher-rated (Conners)

ELILILLY2009 158 985 36 17.2 869 36 100.0% -0.15 [-0.81, 0.31]
Subtotal (95% CI) 36 36 100.0% -0.15 [-0.61, 0.31]

Heterogeneity: Not applicable
Test for overall effect: Z = 0.63 (P = 0.53)

-

-

-2 -1 0 1

2
) ) Favours experimental Favours control
Test for subaroup differences: Chi* = 1.10, df = 1 (P = 0.29). |* = 8.9%
Inattention (Conners)
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
ELILILLY 2009 61 456 34 46 353 36 100.0% 0.37 [-0.11, 0.84) N
Total (95% CI) 34 36 100.0% 0.37 [-0.11, 0.84] e
Heterogeneity: Not applicable :2 :1 B 'i 2:
Test for ovarsll effect: Z = 1.51 (P = 0.13) Favours experimental  Favours control
Oppositional (Conners)
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean _ SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
ELILILLY2009 38 443 35 34 335 36 100.0% 0.10 [-0.36, 0.56)
Total {95% CI) 36 36 100.0% 0.10 [-0.36, 0.56]
Heterogeneity: Mot applicable :2 :1 5 _i 2:
Testfor oversll effect: Z =043 (P = 0.67) Favours experimental Favours control
Improvement in ADHD symptoms (CGI-ADHD-I)
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
ELILILLY2009 38 443 36 34 335 36 100.0% 0.10 [-0.36, 0.56)
Total (95% CI) 36 36 100.0% 0.10 [-0.36, 0.56]
Heterogeneity: Not applicable :2 :1 5 'i 2:
Test for overall effect: Z = 0.43 (P = 0.67) Favours experimental Favours control
Autism: the management and support of children and young people on the autism
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1.27BIOMEDICAL INTERVENTIONS AIMED AT
COEXISTING MENTAL HEALTH PROBLEMS

1.27.1Nutritional interventions for ADHD as an indirect outcome

Omega-3 fatty acids versus healthy diet control for ADHD as an indirect
outcome

Experimental Control Std. Mean Difference Std. Mean Difference
Studyor Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% Cl IV, Fixed, 95% Cl
JOHMSORMZ010 5749 9492 10 BOBZ 7.71 13 100.0% -0.30 113, 0.53]

Total (95% Cl) 10 13 100.0% -0.30 [-1.13, 0.53] -'q'-

Heterageneity: Mot applicable f 1 1 t {

o _ -2 -1 a 1 2
Testfor overall effect Z=0.71 (F = 0.48) Favours omenga-3  Favours healthy diet

Gluten-free and casein-free diet versus treatment-as-usual for ADHD as an
indirect outcome

Inattention (change score; ADHD-IV)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
WHITELEYZ010 -2.15385 467 26 031034 352 29 100.0% -0.59 [-1.13,-0.08]
Total {95% Cl) 26 29 100.0% -0.59[-1.13, -0.05] —aiglffan-
Heterogeneity: Mot applicable f f I |

-2 -1 0 1 2

Testforoverall effect 2= 2.14 (P = 0.03) Favours experimental Favours control

Hyperactivity (change score; ADHD-IV)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% Cl I, Fixed, 95% CI
WHITELEY2010 -2.03846 411 26 -017241 3.24 29 100.0% -0.50[-1.04, 0.04]
Total {95% CIy 26 29 100.0% -0.50 [-1.04, 0.04] B
Heterageneity: Mot applicable 5_2 51 ] 15 25

Testfor overall effect Z=1.82 (P = 0.07) Favours experimental Favours contral

1.27.2Nutritional interventions for anxiety as an indirect outcome

Omega-3 fatty acids versus placebo for anxiety as an indirect outcome

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight IV, Fixed, 95% CI I, Fixed, 95% CI
BENTZ011 44 11.38 12 a0 12.56 12 100.0% -0.48 [1.30,0.33] —.——

Total (95% CIy 12 12 100.0% -0.48 [-1.30, 0.33] *

Heterogeneity: Mot applicable 1 1 } {

HRILE ~ -2 -1 0 1 2
Testfor overall effect: 2= 1.16 (P = 0.24) Favours experimental Fawours control
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Omega-3 fatty acids versus healthy diet control for anxiety as an indirect
outcome

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

13.1.1 Internalizing

JOHMNSONZ010 A7 10.27 10 5885 978 13 100.0% -0.17 [-0.95, 0.6E]
Subtotal (95% CI) 10 13 100.0% -0.17 [-0.99, 0.66]
Heterogeneity: Mot applicable

Testfor overall effect Z=0.40 (P = 0.65)

13.1.2 Anxious/Depressed

JOHMSON2010 544 585 10 5608 8.05 13 100.0% -0.23 [-1.05, 0.60] 1——
Subtotal (95% Cl) 10 13 100.0% -0.23 [-1.05, 0.60]

Heterageneity: Mot applicakle

Test for overall effect Z=0.53 (F=0.59)

13.1.3 Affective
JOHMSOMN2010 439 5986 10 5831 6.9 13 100.0% 0.07 [-0.76, 0.849]
Subtotal (95% CI) 10 13 100.0% 0.07 [-0.76, 0.89]

Heterogeneity: Mot applicable
Testfor overall effect £=0.17 (P =0.87)

13.1.4 Anxiety

JOHMNSONZ010 6.3  B.62 10 58 1089 13 100.0% -0.16 [-0.95, 0.6E]
Subtotal (95% Cl) 10 13 100.0% -0.16 [-0.99, 0.66]
Heterogeneity: Mot applicable

Testfor overall effect Z=038(FP=0.70)

-2 - 0 1 7
Fawaurs amega-3 Favours healthy diet

e

Testfor subgroup differences: Chi*=0.29, df= 3 (P = 0.96), F=0%

1.27.3Medical procedures for anxiety as an indirect outcome

Long-term chelation (7-rounds of DMSA therapy) versus short-term
chelation (1-round of DMSA therapy and 6-rounds of placebo) for anxiety as
an indirect outcome

Experimental Control 5td. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
ADAMSZ0084 146 121 25 159 111 15 100.0% -0.11 [-0.75, 0.53)
Total (95% CI) 25 15 100.0% -0.11 [-0.75, 0.53] —

Heterogeneity: Mot applicable

Test for overall effect: Z =0.33 (P =0.74) -2 =1 0 1 2

Favours DMSA-T rounds Favours DMSA-1 round

1.28PSYCHOSOCIAL AND PHARMACOLOGICAL
INTERVENTIONS AIMED AT COEXISTING MEDICAL
OR FUNCTIONAL PROBLEMS

1.28.1Cognitive-behavioural interventions for sleep problems as a direct
outcome

CBT versus placebo for sleep problems as a direct outcome
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Sleep problems (actigraph)

Experimental

Study or Subgroup  Mean SD Total

Control

Mean %D Total

%td. Mean Difference
Weight IV, Fixed, 95% CI

Std. Mean Difference
IV, Fixed, 95% CI

1.1.1 Sleep onset latency

CORTESIZ012 5913 276 33
Subtotal (95% CI) 33

Heterogeneity; Mot applicable
Testfor averall effect: = 2 66 (P = 0.008)

1.1.2 Walke after sleep onset

CORTESI2012 B1.17 28.83 33
Subtotal (95% CI) 33

Heterogeneity: Mot applicable
Testfor overall effect £=0.98 (P =033

1.1.3 Nap time
CORTESI2012 12,29 24,24 33
Subtotal (95% Cly 33

Heterogeneity: Mot applicable
Testfor averall effect £= 314 (P = 0002

1.1.4 Bedtime
CORTESI2012 22585 1. KK|
Subtotal (95% Cl) 33

Heterogeneity, Mot applicable
Testfor overall effect: £= 3.41 (P = 0.0008)

79.6 31.84

7015 4276

23481 112

32
32

32

32
32

2
32

100.0% -0.68 [-1.18,-0.18]
100.0% -0.68[-1.18, -0.18]

100.0% -0.24 [F0.73, 0.24]
100.0% -0.24 [-0.73, 0.24]

100.0%  -0.81 [1.32,-0.30]
100.0%  -0.81[-1.32,-0.30]

100.0% -0.89 [-1.40,-0.38]
100.0% -0.89[-1.40, -0.38]

Testfor subgroup differences: Chif= 381, df=3(P=027), F=23.3%

Positive sleep behaviour (actigraph)

-
-

-

=

-2 -1 0 1 2
Fawours CBT Fawours placebao

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI IV, Fixed, 95% CI
1.2.1 Total sleep time
CORTESIZO0N2 44513 48.37 33 41623 436 32 100.0% 062012 1.17] t
Subtotal {95% CIy 33 32 100.0% 0.62 [0.12, 1.12]
Heterogeneity: kot applicable
Test for overall effect 2= 2.44 (F=0.01)
1.2.2 Sleep efficiency
CORTESIZ0M12 THA8 282 33 7193 482 32 1000% 1.98[1.38, 2.58] t
Subtotal {95% CI) 33 32 100.0% 1.98[1.38, 2.58]

Heterogeneity: kot applicable

Test for overall effect £=6.47 (F = 0.00001}

Test for subgroup differences: Chif=11.72, df =1 (P = 0.0008), F= 91 5%

Sleep problems (Childrens Sleep Habits Questionnaire)

2 1 0 1 2
Favours placeho Favours CET
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Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% Cl
1.3.1 Total score
CORTESIZ0N 2 BO.0E 471 33 E48 452 32 100.0% -1.01 [-1.43,-0.50]
Subtotal (95% CI) 33 32 100.0% -1.01 [-1.53, -0.50]
Heterogeneity: Mot applicakle
Testfor overall effect, £= 3.83 (P =0.0001}

1.3.2 Bed resistance

CORTESIZ0MZ 1162 222 33 141 183 32 100.0% -1.18 [1.71, -0.65]
Subtotal {95% CI) 33 32 100.0% -1.18[-1.71, -0.65]

Heterogeneity: Mot applicakle
Testfor overall effect, £= 4236 (P = 0.0001)

1.3.3 Sleep onset delay

CORTESIZ013 251 07 33 293 035 32 1000%  -0.04 [1.45,-0.43] t

Subtotal (95% CI) 33 32 100.0% 0,94 [-1.45, -0.42]
Heterogeneity: Mot applicable
Test for overall effiect 2= 3.58 (P = 0.0003)

1.3.4 Sleep anxiety

CORTESIZ012 717 148 33 783 199 37 100.0% -0.43[-0.92, 0.06]
Subtotal (95% CI) 33 32 100.0%  -0.43[-0.92, 0.06]

Heterogeneity: Mot applicable
Test for overall effiect Z=1.71 (P =0.09)

1.3.5 Hight-wakings

CORTESIZ012 706 1.06 33 TEBE 081 32 100.0% -0.84 [-1.34,-0.33]
Subtotal (95% Clj 33 32 100.0% -0.84 [-1.34, -0.33]
Heterogeneity: Mot applicable

Test for averall effect Z=3.22 (P =0.001)

1.3.6 Sleep duration

CORTESIZON 2 BEZ 1.16 33 G4 1.249 32 100.0% 023 [0.26,0.71]
Subtotal (95% CI) 33 32 100.0% 0.23 [-0.26, 0.71]
Heterogeneity: Mot applicahle

Testfar overall effect: Z=0.81 (P = 0.36)

1.3.7 Parasomnias

CORTESIZ0N 2 982 225 33 916 1.53 32 100.0% 034015 0.83] —t
Subtotal (95% CI) 33 32 100.0% 0.34 [-D.15, 0.83]

Heterogeneity: Mot applicakle

Testfar overall effect Z=1.30FP=018)

1.3.8 Sleep disordered hreathing

CORTESIZ0M2 32 04 33 32 044 32 100.0% 0.00[0.49, 0.49]
Subtotal (95% CI) 33 32 100.0% 0.00 [-D.49, 0.49]
Heterogeneity: Mot applicakle

Testfor overall effect, £=0.00 (P =1.00)

1.3.9 Daytime sleepiness

CORTESIZ012 1196 1.87 33 1286 1.87 32 100.0% -0.40 [-1.00,-0.01] i
Subtotal (95% CI) 33 32 100.0% -0.50 [-1.00, -0.01]

Heterogeneity: Mot applicable

Test for overall effect Z=1.99 (P = 0.05)

[ 1 1 |
-2 -1 0 1 7
Favours CET Favours placeho

Test for subgroup differences; Chif= 2811, df=8 (P = 0.00001%, F=79.0%

Positive treatment response
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Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI

1.4.1 Sleep onset latency (sleep onset latency <30 min or reduction of sleep onset latency =>50%)

CORTESIZ012 3 33 0 32 100.0% 6.79[0.36 126.590] ]
Subtotal (95% CI) 33 32 100.0% 6.79[0.36, 126.50] —
Total events 3 a

Heterogeneity: Mot applicahle
Testfor averall effect £=1.28 (P = 0.20)

1.4.2 Sleep efficiency ( =>85% for sleep efficiency)

- —

CORTESIZ012 3 33 0 37 100.0% 678 [0.36, 126.50] —i
Subtotal (95% CI) 33 32 100.0% 6.79 [0.36, 126.50]

Total events 3 a
Heterageneity: Mat applicable
Testfor overall effect: =128 (F=0.20)

ool 04

11

100

. ) Favours placebo  Favours CET
Testfor subaroup differences: Chi®=0.00, df=1 (P =1.000, F= 0%
1.28.2Melatonin for sleep problems as a direct outcome
Melatonin versus placebo for sleep problems as a direct outcome
Sleep problems (actigraph)
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI I, Fixed, 95% CI
2.1.1 Sleep onset latency
CORTESIZO12 4521 231 34 796 31.85 32 100.0% -1.23[1.74,-0.70] i
Subtotal {(95% Cl) 34 32 100.0% -1.23[-1.75, -0.70]
Heterogeneity: Mot applicahle
Testfor overall effect: 2= 444 (P = 0.00001)
2.1.2 Wake after sleep onset
CORTESIZO12 4221 22358 34 T01a 4276 32 100.0% -0.82[1.32,-0.31] i
Subtotal (95% Cl) 34 32 100.0% -0.82 [-1.32, -0.31]
Heterogeneity: Mot applicahle
Testfor overall effect, 2= 318 (P = 0.001)
2.1.3 Hap time
CORTESIZO12 17 3311 34 381 332 32 100.0% -0.57 [-1.06,-0.08] t
Subtotal (95% Cl) 34 32 100.0% -0.57 [-1.06, -0.08]
Heterogeneity: Mot applicable
Testfor overall effect, =226 (P=0.02)
2.1.4 Bed time
CORTESIZO12 223 1.1 34 2351 112 32 100.0% -1.08 [-1.60, -0.56] i
Subtotal (95% Cl) 34 32 100.0% -1.08 [-1.60, -0.56]
Heterageneity: Mat applicable
Testfor overall effect; £=4.07 (P = 0.0001}
-2 -1 0 1 7

Favours hMelatonin Favours Flaceho

Testfor subgroup differences: ChiF= 373, df =3P =029, F=197%

Positive sleep behaviour (actigraph)
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Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% C1 IV, Fixed, 95% C1
2.2.1 Total sleep time

CORTESIZON2 4811 4507 34 ME23 436 32 100.0% 1.45[0.50, 1.99] t
Subtotal {95% CI) 34 32 100.0% 1.45 [0.90, 1.99]

Heterogeneity: Mot applicahle
Testfor overall effect Z=519 (P = 0.00001)

2.2.2 Sleep efficiency
CORTESIZO12 8271 4 34 71.893 462 32 100.0% 247 [1.82,3.13] t
Subtotal {(95% Cl) 34 32 100.0% 2.47[1.82,3.12]

Heterageneity: Mat applicable
Testfor overall effect; £=7.46 (P = 0.00001)

4 -2 0 : 4
Favours Placebo  Favours Melatonin

Testfor subgroup differences: Chif= 462, df =1 (P=004, F=822%

Sleep problems (Children's Sleep Habits Questionnaire)
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Experimental Control Std. Mean Difference Std. Mean Difference

Studyor Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% Cl IV, Fixed, 95% CI
2.3.1 Total score

CORTESIZO12 a4.78 622 34 648 442 32 100.0% -1.81 [-2.349,-1.23] t

Subtotal (95% Cl) 34 32 100.0% -1.811[-2.39, -1.23]

Heterogeneity; Mot applicable
Testfor overall effect 2= 614 (P = 0.00001)

2.3.2 Bed resistance
CORTESIZO12 1048 2.2 34 141 193 32 100.0% S1.72[-2.249,-1.149] t
Subtotal (95% Cly 34 32 100.0% -1.72[-2.29,-1.15]

Heterogeneity: Mot applicable
Testfor overall effect 2= 591 (P = 0.00001)

2.3.3 Sleep onset delay

CORTESIZ012 21 068 34 2493 024 32 100.0% -1.88 F2.14,-1.03] t
Subtotal (95% CIy 34 32 100.0% -1.58 [-2.14, -1.03]

Heterogeneity, Mot applicable
Test for overall effect £= 957 (P = 0.00001)

2.3.4 Sleep anxiety
CORTESIZO12 721 187 34 783 1499 32 100.0% -0.37 [F0.86, 012 !
Subtotal (95% Cl) 34 32 100.0% -0.37 [-0.86, D.12]

Heterogeneity; Mot applicable
Testfor overall effect Z=148 (P=0.14)

2.3.5 Night-wakings

CORTESIZ012 503 11 34 7.86 081 32 100.0%  -2.88[3.58,-2.18] t
Subtotal (95% CI) 34 32 100.0%  -2.88[-3.58,-2.18]

Heterogeneity: Mot applicable
Test for overall effect £= 807 (P = 0.00001)

2.3.6 Sleep duration
CORTESIZO12 482 0494 34 64 1.29 32 100.0% -1.38 [-1.93,-0.85] !
Subtotal (95% Cl) 34 32 100.0% -1.39 [-1.93, -0.85]

Heterogeneity, Mot applicable
Testfor overall effect £= 503 (P = 0.00001}

2.3.7 Parasomnias

CORTESIZ012 .35 1.78 34 916 1.53 32 100.0% 0.11 F0.37, 0.60] !‘
Subtotal (95% CI) 34 32 100.0% 0.11[-0.37, 0.60]

Heterogeneity; Mot applicable
Test for overall effect 2= 046 (P = 0.65)

2.3.8 Sleep disordered hreathing

CORTESIZ012 314 048 34 32 044 32 100.0% -0.11 [-0.59, 0.38] !
Subtotal (95% CI) 34 32 100.0% -0.11 [-0.59, 0.38]

Heterogeneity: Mot applicable

Test for overall effect 7= 043 (P = 0.66)

2.3.9 Daytime sleepiness
CORTESIZO12 11.39 234 34 12486 197 32 100.0% S072-1.21,-0.22) t
Subtotal (95% Cl) 34 32 100.0% -0.72 [-1.21,-0.22]

Heterogeneity: Mot applicable
Testfor overall effect 2= 2.81 (P =0.005)

t t t
-4 -2 1] 2

4

Favours Melatonin  Favours Placebo

Test for subgroup differences: Chi®= 88.74, df=8(F = 0.000013, F=91.0%

Sleep onset latency (sleep diary)
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Experimental Contral Std. Mean Difference Std. Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI I, Fixed, 95% CI

GRINGRAZ2012 4713 44 25 886 A61.45 24 100.0% -0.76 [1.35,-0.18]

Total (95% Cly 25 24 100.0% -0.76 [-1.35, -0.18] -

Heterageneity: Mot applicable 5_2 51 ] 15 25

Testfor overall effect 2= 2.58 (P = 0.010) Fawours Melatonin  Favours Placeho
Total sleep time (sleep diary)

Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean 5D Total Weight I, Fixed, 95% CI IV, Fixed, 95% CI

GRINGRASZ2012 6736 Y385 23 65643 V3.487 24 100.0% 015043, 0.72]

Total (95% CI) 23 24 100.0% 0.15[-0.43, 0.72]

Heterogeneity: Mot applicable |_2 51 : 15 25

Testfor overall effect Z=0480(FP=0.62)

Favours Placebo  Favours Melatanin

Positive treatment response

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

M-H, Fized, 95% CI

Risk Ratio

2.6.1 Sleep onset latency (sleep onset latency <30 min or reduction of sleep onset latency =>50%)
CORTESIZO12 13 34 0 32 100.0% 25.46[1.58, 411.30]

Subtotal (9% CI) 34 32 100.0% 25.46 [1.58, 411.30]

Total events 13 0

Heterogeneity: Mot applicahle

Testfor overall effect Z=2 28 (F=0.02)

2.6.2 Sleep efficiency { =>85% for sleep efficiency)

CORTESIZO12 16 34 0 32 100.0% 31.11[1.54, 498.04]
Subtotal (95% CI) 34 32 100.0% 31.11[1.94, 498.04]
Total events 16 1]

Heterogeneity: Mot applicahle

Testfor overall effect Z=2 43 (F=0.02)

i
e

0.002
Testfor subgroup differences: Chif=0.01, df=1 (P =092, F=0%

Melatonin versus CBT for sleep problems as a direct outcome

Sleep problems (actigraph)

01

10
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Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup  Mean 5D Total Mean S0 Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
3.1.1 Sleep onset latency

CORTESIZ012 4521 23.21 34 8913 276 33 100.0% -0.54 [-1.03,-0.09] t
Subtotal (95% Cly 34 33 100.0% -0.54 [-1.03, -0.05]

Heterogeneity: Mot applicable
Testfor averall effect £= 217 (P= 003

3.1.2 Wake after sleep onset

CORTESI2012 4231 22.34 34 6117 2883 33 100.0% -0.731.22,-0.23) t
Subtotal (95% Cly 34 33 100.0% 073 [-1.22,-0.23]

Heterogeneity; Mot applicable

Testfor overall effect: 7= 287 (P=0004)

3.1.3 Nap time
CORTESIZ012 17 331 34 1229 2424 33 100.0% 016 [-0.32, 0.64] t
Subtotal (95% Cly 34 33 100.0% 0.16 [-0.32, 0.64]

Heterogeneity: Mot applicable
Testfor overall effect £=0.65 (F=051)

3.1.4 Bed time

CORTESI2012 223 1.1 34 2255 101 33 100.0% -0.23 071, 0.29] 1—
Subtotal (95% CI) 34 33 100.0% -0.23 [-0.71, 0.25]

Heterogeneity: Mot applicable

Testfor overall effect Z= 095 (F =034

-2 - 0 1 2
Fawvours Melatonin Fawvours CET

Testfor subgroup differences: Chif= 733, df= 3 (P =006), F=591%

Positive sleep behaviour (actigraph)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean 5D Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
3.2.1 Total sleep time
CORTESIZ0M12 4811 4507 34 44513 4837 33 1000% 0.76 [0.26, 1.26] t
Subtotal {95% CI) 34 33 100.0% 0.76 [D.26, 1.26]

Heterogeneity: Mot applicakle
Test for overall effect £= 3.00 (P =0.003)

3.2.2 Sleep efficiency
CORTESIZ012 82.71 4 34 7988 282 33 1000% 0.89 [0.39, 1.40] i
Subtotal (95% CI) 34 33 100.0% 0.89 [0.39, 1.40]

Heterogeneity: Mot applicable
Test for overall effect: 2= 3.47 (F=0.000%)

L | 1 1
-2 -1 0 1 2
Favours CET Favours Melatonin

Testfor subaroup differences: Chif= 013, di=1 {FP=072 F=0%

Sleep problems (Children's sleep habits questionnaire)

Autism: the management and support of children and young people on the autism
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Experimental

Control

Stil. Mean Difference

Stil. Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% Cl
3.3.1 Total score

CORTESIZ0N 2 5478 B.22 34 BOOE 471 33 100.0% -0.94 [-1.45,-0.44] t
Subtotal (95% CI) 34 33 100.0% -0.94 [-1.45, -0.44]

Heterogeneity: Mot applicakle

Test for averall effect £= 3.65 (P = 0.0003)

3.3.2 Bed resistance

CORTESIZ0M2 108 2.2 3 1182 2322 33 100.0% -0.50 [-0.949,-0.01] t
Subtotal (95% CI) 34 33 100.0% -0.50[-0.99, -0.01]

Heterogeneity: Mot applicakle

Testfor overall effect, £= 2.02 (P=0.04)

3.3.3 Sleep onset delay

CORTESIZ012 21 0.68 34 251 057 33 100.0% -0.65 [-1.14,-0.14] t
Subtotal (95% CI) 34 33 100.0% -0.65[-1.14, -0.15]

Heterogeneity: Mot applicable

Test for overall effect 2= 2.57 (P=0.01)

3.3.4 Sleep anxiety

CORTESIZ012 721 187 34 FAT 1.48 33 100.0% 0.02 [-0.46, 0.40] t
Subtotal (95% CI) 34 33 100.0% 0.02 [-D.46, 0.50]

Heterogeneity: Mot applicable

Testfor overall effect Z=010(P=092)

3.3.5 Hight-wakings

CORTESIZ0N 2 503 11 34 FO06 1.06 33 100.0% -1.86 [-2.44,-1.28] t
Subtotal (95% CI) 34 33 100.0% -1.86 [-2.44, -1.28]

Heterogeneity: Mot applicable

Test for overall effect Z=6.29 (P = 0.00001)

3.3.6 Sleep duration

CORTESIZON 2 482 0494 34 EEB 116 33 100.0% -1.74 2.3, -1.18] t
Subtotal (95% CI) 34 33 100.0% -1.74[-2.31,-1.18]

Heterogeneity: Mot applicahle

Test for averall effect Z=6.02 (P = 0.00001)

3.3.7 Parasomnias

CORTESIZ0N 2 935 1.78 34 982 2125 33 100.0% -023[071,0.29]

Subtotal (95% CI) 34 33 100.0% -0.23[-0.71, 0.25]

Heterogeneity: Mot applicakle

Testfar overall effect: £=0.84 (P =034)

3.3.8 Sleep disordered hreathing

CORTESIZ0M2 318 048 M 32 04 33 100.0% -0011 088, 0.37]

Subtotal (95% CI) 34 33 100.0% -0.11 [-0.59, 0.37]

Heterogeneity: Mot applicakle

Testfor overall effect, £= 0,445 (P = 0.65)

3.3.9 Daytime sleepiness

CORTESIZ012 11.39 234 34 1186 1.87 33 100.0% -026 [-0.74, 023 t
Subtotal (95% CI) 34 33 100.0% -0.26 [-0.74,0.22]

Heterogeneity: Mot applicable
Test for overall effect Z=1.06 (P = 0.29)

Testfor subgroup differences; Chif= 5041, df=8 (P = 0.00001%, F=841%

Positive treatment response

2 a4 0 1 3
Favours Melatonin Favours CET
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Experimental Control Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fized, 95% CI

Risk Ratio
M-H, Fixed, 95% CI

3.4.1 Sleep onset latency (sleep onset latency <30 min or reduction of sleep onset latency =>50%)

CORTESIZ012 13 34 3 33 100.0%  4.21[1.32,13.47]
Subtotal (95% CI) 34 33 100.0% 4.21[1.32,13.42]
Total events 13 3

Heterogeneity: Mot applicahle
Testfor averall effect =243 (P =0.02)

3.4.2 Sleep efficiency { ==85% for sleep efficiency)

CORTESI2012 16 34 3 33 1000% 518[1.66,16.13]
Subtotal (05% Cl) 34 33 100.0% 5.18[1.66, 16.13]
Total events 16 3

Heterageneity: Mat applicable
Test for overall effect: 2= 2.84 (P =0.0048)

Test for subgroup differences: Chi*=0.06, df=1 {(P= 080, F= 0%

= =

—

0.05 0.2 5 a0
Fawours CBT Favours Melatonin

1.28.3Combined cognitive-behavioural intervention and melatonin for

sleep problems as a direct outcome

COMB versus placebo for sleep problems as a direct outcome

Sleep problems (actigraph)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
5.1.1 Sleep onset latency
CORTESI2012 3369 144 35 Y96 3185 32 100.0% -1.86 [-2.44, -1.29]
Subtotal (95% Cl) 35 32 100.0% -1.86 [-2.44, -1.20]

Heterogeneity, Mot applicable
Testfor overall effect: £=6.31 (P = 0.000013

5.1.2 Wake after sleep onset

CORTESIZ 2 29.69 12.97 35 7015 4276 32 100.0% -1.29[-1.82,-0.76]
Subtotal (95% CI) 35 32 100.0% -1.29[-1.82, -0.76]

Heterogeneity: Mot applicable
Testfor averall effect: £=4.78 (P = 0.000013

5.1.3 Hap time
CORTESI2012 92 2248 35 361 332 32 100.0% -0.95 [-1.445,-0.44]
Subtotal (95% Cly 35 32 100.0% -0.95[-1.45, -0.44]

Heterogeneity; Mot applicable
Testfor averall effect £= 3.66 (P = 0.0003)

5.1.4 Bedtime
CORTESI2Z012 2206 1.05 35 23481 112 32 100.0% -1.32 [-1.85,-0.79]
Subtotal (95% Cly 35 32 100.0% -1.32 [-1.85, -0.79]

Heterogeneity: Mot applicable
Testfor overall effect £= 4.87 (P = 0.000013

Testfor subgroun differences; Chif= 550, df= 3 (P=014), F=45.4%

Positive sleep behaviour (actigraph)

8
b 3
B 3
B 3

2 a0 1 2
Favours COMBE  Fawours Flacebo
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Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
h.2.1 Total sleep time

CORTESIZ0N2 0601 31.18 35 M623 4386 32 100.0% 2.33[1.70, 2.96] t
Subtotal (95% CI) 35 32 100.0% 2.33[1.70, 2.96]

Heterogeneity: Mot applicable
Test for overall effect £= 727 (P = 0.00001)

h.2.2 Sleep efficiency
CORTESIZ012 84,46 423 35 71483 462 32 1000% 280212 3.49)]
Subtotal {(95% CI) 35 32 100.0% 2.80[2.12, 3.49]

Heterogeneity: ot applicable
Testfor overall effect: £=3.02 (F = 0.00001}

2 0 2 4
Favours Placebo  Favours COME

Testfor subgroup differences: Chif= 093, df =1 (F=033,F=0%

Sleep problems (Children's sleep habits questionnaire)

Autism: the management and support of children and young people on the autism
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Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% Cl
%.3.1 Total score

CORTESIZ0N 2 4784 294 35 E48 452 32 100.0% -4.44 [-5.35,-3.53] t

Subtotal (95% CI) 35 32 100.0% -1.44 [-5.35, -3.53]

Heterogeneity: Mot applicakle
Testfor overall effect, £= 9.4 (P = 0.00001)

%.3.2 Bed resistance
CORTESIZ0M2 a46 1.39 35 141 1.83 32 100.0% -3.34 [-4.04, -2.58] !‘
Subtotal (95% CI) 35 32 100.0% -3.34[-4.09, -2.58]

Heterogeneity: Mot applicakle
Testfor overall effect, £= 3,67 (P = 0.00001)

%.3.3 Sleep onset delay
CORTESIZO12 168 073 35 283 024 32 100.0% -2 [-2.82,-1.44)] !
Subtotal (95% CI) 35 32 100.0% -2.21[-2.82, -1.59]

Heterogeneity: Mot applicable
Test for overall effect Z=7.03 (P = 0.00001)

5.3.4 Sleep anxiety
CORTESIZ0Z 523 0494 3 783 1499 32 100.0% S T4 230,-117) !
Subtotal (95% Clj 35 32 100.0% 174 [-2.30, -1.17]

Heterogeneity: Mot applicable
Test for overall effect 2= 6.00 (P = 0.00001)

%.3.5 Hight-wakings

CORTESIZNZ 442 049 3 786 081 32 100.0% -3.96 [-4.80,-3.12] !
Subtotal (95% Cl) 35 32 100.0% -3.96 [-4.80, -3.12]

Heterogeneity: Mot applicable
Test for overall effect Z=9.23 (P = 0.00001)

f.3.6 Sleep duration
CORTESIZON 2 438 1.02 35 G4 1.249 32 100.0% -1.732.249,-1.16] !
Subtotal (95% CI) 35 32 100.0% 173 [-2.29, -1.16]

Heterogeneity: Mot applicahle
Testfar overall effect: Z= 588 (P = 0.000013

5.3.7 Parasomnias

CORTESIZ0MZ .82 1.38 35 918 1.453 32 100.0% -016 [F0.64, 0.32] ’
Subtotal {95% CI) 35 32 100.0% -0.16 [-0.64, 0.32]

Heterogeneity: Mot applicakle
Testfar overall effect Z= 067 (P=0451)

%.3.8 Sleep disordered hreathing

CORTESIZ012 322 0495 35 3.2 044 32 100.0% 003 [-0.45 0.51] !
Subtotal (95% CI) 35 32 100.0% 0.03 [-0.45, 0.51]

Heterogeneity: Mot applicakle

Testfor overall effect, Z=0.11 (P=0.81}

%.3.9 Daytime sleepiness
CORTESIZO12 10.84 1.68 35 1286 1.67 32 100.0% -1.16[-1.67,-0.63] !
Subtotal (95% CI) 35 32 100.0% -1.15[-1.67, -0.63]

Heterogeneity: Mot applicable
Test for overall effect 2= 4.33 (P = 0.0001)

4 3 0 2 4
Favours COMEB  Fawours Placeho

Testfor subgroup differences: Chif=172.49, df=8 (P = 0.00001), F=854%

Positive treatment response
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Experimental Control Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% CI

Risk Ratio
M-H, Fixed, 95% CI

5.4.1 Sleep onset latency (sleep onset latency <30 min or reduction of sleep onset latency =>50%)

CORTESIZ012 30 34 0 32 100.0% 55.92[3.56,8758.39]
Subtotal (95% CI) 35 32 100.0% 55.92[3.56, 878.39]
Total events 30 0

Heterogeneity: Mot applicahle
Testfor averall effect £= 2.86 (F = 0.004)

5.4.2 Sleep efficiency { ==85% for sleep efficiency)

CORTESI2012 22 35 0 32 100.0% 41.25[2.60, B53.27]
Subtotal (05% Cl) 35 32 100.0% 41.25[2.60,653.27]
Total events 22 a

Heterageneity: Mat applicable
Test for overall effect: 2= 2.64 (P =0.008)

Testfor subgroup differences: Chi*=0.02, df=1 {(P= 088, F=0%

= -

= =

0oz 0 10 500

Fawours Placebo  Favours COMB

COMB versus CBT-only for sleep problems as a direct outcome

Sleep problems (actigraph)

Experimental Caontrol Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
6.1.1 Sleep onset latency
CORTESI2Z012 3369 144 35 8913 276 33 100.0% -1.15 F1.67,-0.64] i
Subtotal (95% Cly 35 33 100.0% -1.15[-1.67, -0.64]

Heterogeneity: Mot applicable
Testfor averall effect £= 4.38 (P = 0.00013)

6.1.2 Wake after sleep onset

CORTESI2012 20069 1297 35 6117 2893 33 100.0% -1.40 [-1.94,-0.87]
Subtotal (95% CIy 35 33 100.0% -1.40[-1.94, -0.87]
Heterogeneity: Mot applicable

Testfor overall effect: Z=a14 (P = 0.000013

6.1.3 Nap time
CORTESI2Z012 92 2248 35 1229 2424 33 100.0% -0.13 061, 0.359]
Subtotal (95% Cly 35 33 100.0% -0.13 [-0.61, 0.35]

Heterogeneity: Mot applicable
Testfor overall effect Z=0.54 (P = 0.59)

6.1.4 Bed time
CORTESI2012 2206 1.08 35 2285 101 33 100.0% -0.47 [-0.95, 0.01]
Subtotal (95% Cly 35 33 100.0% -0.47 [-0.95, 0.01]

Heterogeneity: Mot applicable
Testfor averall effect: £=1.91 (P = 0.06)

Testfor subdgroup diferences: Chi®=15.86, df= 3 (F=0.001), F=811%

Positive sleep behaviour (actigraph)

=

=

-2

1
-1 ] 1 2
Favours COMB  Fawvours CET
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Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% C1 IV, Fixed, 95% Cl
f.2.1 Total sleep time

CORTESIZ012 505.01 31.18 35 44513 4837 33 100.0% 1.46 [0.93, 2.00] 1
Subtotal (95% CI) 35 33 100.0% 1.46 [0.93, 2.00]

Heterogeneity: Mot applicahle
Test for overall effect: £=%5.32 (P = 0.00001)

6.2.2 Sleep efficiency
CORTESI2Z012 8446 423 35 T958 282 33 100.0% 1.33[0.81, 1.86] t
Subtotal (95% Cly 35 33 100.0% 1.33 [0.81, 1.86]

Heterageneity: Mot applicahle
Test for overall effect. £=4.95 (P = 0.000013

2 -1 0 T
Fawours CET Favours COMB

P

Test for subgroup differences: Chf=011,df=1 (P=074), F=0%

Sleep problems (Children's sleep habits questionnaire)
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Experimental Control

Stil. Mean Difference

Stil. Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% Cl
6.3.1 Total score

CORTESIZ0N 2 4784 294 35 BOOE 471 33 100.0% -3103.81,-2.38) t
Subtotal (95% CI) 35 33 100.0% -3.101[-3.81, -2.38]

Heterogeneity: Mot applicakle

Test for averall effect £=8.47 (P = 0.00001}

6.3.2 Bed resistance

CORTESIZ0M2 a46 1.39 35 1162 222 33 100.0% -1.702.26,-1.14] !
Subtotal (95% CI) 35 33 100.0% -1.70[-2.26, -1.14]

Heterogeneity: Mot applicakle

Test for overall effect; £= 5.94 (P = 0.00001)

6.3.3 Sleep onset delay

CORTESIZ012 169 0.73 35 251 057 33 100.0% -1.231.75,-0.71] !
Subtotal (95% CI) 35 33 100.0% -1.23[-1.75, -0.71]

Heterogeneity: Mot applicable

Test for overall effect Z= 4.64 (P = 0.00001)

6.3.4 Sleep anxiety

CORTESIZ012 523 0495 3\ FAT 1.48 33 100.0% -1.A8 F210,-1.01] !
Subtotal (95% CI) 35 33 100.0% -1.55[-2.10, -1.01]

Heterogeneity: Mot applicable

Testfor overall effect. Z=5.57 (P = 0.00001)

6.3.5 Hight-wakings

CORTESIZ0N 2 442 049 35 F.O06 1.06 33 100.0% -2.66 [-3.32,-2.00] 1
Subtotal (95% CI) 35 33 100.0% -2.66 [-3.32, -2.00]

Heterogeneity: Mot applicable

Test for overall effect Z£=7.88 (P = 0.00001)

6.3.6 Sleep duration

CORTESIZON 2 438 1.02 35 EEB 116 33 100.0% -2.09 [-2.68,-1.459] t
Subtotal (95% CI) 35 33 100.0% -2.09[-2.68, -1.49]

Heterogeneity: Mot applicahle

Test for averall effect £=6.85 (P = 0.00001)

6.3.7 Parasomnias

CORTESIZ0N 2 892 1.38 35 982 2125 33 100.0% -0.48[-0.496, 0.00] !
Subtotal (95% CI) 35 33 100.0% -0.48 [-0.96, 0.00]

Heterogeneity: Mot applicakle

Testfor averall effect £=1.95 (P =0.0a)

6.3.8 Sleep disordered hreathing

CORTESIZ0M2 322 0495 35 32 04 33 100.0% 003 [0.45 0.50] !
Subtotal (95% CI) 35 33 100.0% 0.03 [-D.45, 0.50]

Heterogeneity: Mot applicakle

Testfor overall effect, Z=0.11 (P=0.81}

6.3.9 Daytime sleepiness

CORTESIZ012 1084 1.68 35 1186 1.87 33 100.0% -0.61 [-1.04,-0.12] !
Subtotal (95% CI) 35 33 100.0% -0.61 [-1.09, -0.12]

Heterogeneity: Mot applicable
Test for overall effect 2= 2.44 (P=0.01)

Testfor subgroup differences: Chi®= 9830, df= 8 (P = 0.00001%, F=91.9%

Positive treatment response

-4

Favours COME  Fawours CET

-2

1]

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

Risk Ratio
M-H, Fixed, 95% CI

6.4.1 Sleep onset latency (sleep onset latency <30 min or reduction of sleep onset latency =>50%)

CORTESIZ012 30 34 3 33 100.0% 9.43([3.18, 27.97]
Subtotal (95% CI) 35 33 100.0% 9.43[3.18, 27.97]
Total events 30 3

Heterogeneity: Mot applicahle
Testfor averall effect £=4.04 (P = 0.0001)

6.4.2 Sleep efficiency { ==85% for sleep efficiency)

CORTESI2012 22 35 3 33 100.0% 6.91[2.28, 20.495]
Subtotal (05% Cl) 35 33 100.0% 6.91[2.28, 20.95]
Total events 22 3

Heterageneity: Mat applicable
Test for overall effect: £=3.42 (F = 0.0008)

Testfor subgroup differences: Chif=015,df=1 {(P=07, F= 0%

=

= =

nos 0.2 & 10

Fawours CBT Favours COMB

COMB versus melatonin-only for sleep problems as a direct outcome

Sleep problems (actigraph)

Experimental Caontrol Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% Cl I, Fixed, 95% Cl
7.1.1 Sleep onset latency
CORTESIZ012 3369 144 38 4521 2321 34 100.0% -0.59 [-1.07,-0.11]
Subtotal (95% Cl) 35 34 100.0% -0.59 [-1.07, -0.11]

Heterogeneity: Mot applicahle
Testfor overall effect: Z=2 40 (F =002

7.1.2 Wake after sleep onset

CORTESIZ012 20069 1287 35 4221 2235 34 1000%  -D6GS[F1.47,-0.19]
Subtotal (95% CI) 35 34 100.0%  -0.68[1.17,-0.19]

Heterogeneity: Mot applicahle
Testfor averall effect: 2= 2.74 (F=0.006)

7.1.3 Hap time
CORTESI2Z012 9.2 2248 35 17 331 34 100.0% -0.27 [0.74, 0.20]
Subtotal (95% Cl) 35 34 100.0% -0.27 [-0.75, 0.20]

Heterogeneity: Mot applicahle
Testfor overall effect; Z2=1.13 (F = 0.26)

7.1.4 Bed time
CORTESI2Z012 2206 104 ;223 11 34 100.0% -0.22 [[0.649, 0.25]
Subtotal (95% CI) 35 34 100.0% -0.22 [-0.69, 0.25]

Heterogeneity: Mot applicahble
Testfor averall effect: 7= 091 (P =036

Testfor subgroup differences: Chi*= 2.61, df= 3 (F=046), F= 0%

Positive sleep behaviour (actigraph)

=
s =
-
-

2

R 0 1 2
Fawvours COMB  Favours helatonin
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Experimental Cantrol Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean S0 Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
7.2.1 Total sleep time

CORTESIZ012 a05.01 31.18 38 4811 4507 34 100.0% 0.61[0.13,1.10] i
Subtotal (5% CIj 35 34 100.0% 0.61 [0.13, 1.10]

Heterogeneity: Mot applicable
Testfor averall effect 2= 2.48 (P =0.01)

7.2.2 Sleep efficiency
CORTESIZO12 8446 423 35 8271 4 34 100.0% 0.42 [-0.08, 0.90] t
Subtotal (95% CI) 35 34 100.0% 0.42 [-0.06, 0.90]

Heterogeneity: Mot applicakle
Testfor overall effect: Z=1.72 (F=0.08)

-2 1 0 1 2
Favours Melatanin  Favours COMB

Testfor subgroup diffierences: Chf=0.31, df=1 (P =048, F=0%

Sleep problems (Children's sleep habits questionnaire)
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Experimental Control

Std. Mean Difference

Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% Cl
7.3.1 Total score

CORTESIZO12 4784 294 35 A478 A.22 34 100.0% -1.42[-1.95,-0.89] t
Subtotal (95% CI) 35 34 100.0% -1.42 [-1.95, -0.89]

Heterogeneity: Mot applicahble

Test for overall effect: =523 (F = 0.00001)

7.3.2 Bed resistance

CORTESIZOM2 846 1.38 I/ 1045 22 34 100.0% -1.10[-1.61,-0.59] i
Subtotal (95% CI) 35 34 100.0% -1.10[-1.61, -0.59]

Heterogeneity: Mot applicahle

Test for overall effect Z2=4.24 (P = 0.0001)

7.3.3 Sleep onset delay

CORTESIZON 2 1.689 073 35 2.1 0.68 34 100.0% -0.587 [-1.06,-0.09] t
Subtotal (95% CI) 35 34 100.0% -0.57 [-1.06, -0.09]

Heterogeneity: Mot applicable

Test for overall effect 2= 233 (F=0.02

7.3.4 Sleep anxiety

CORTESIZON 2 .23 045 3/ M 187 34 100.0% -1.33[-1.85,-0.80] i
Subtotal (95% CI) 35 34 100.0% -1.33[-1.85, -0.80]

Heterogeneity: Mot applicahle

Test for overall effect, £= 496 (F = 0.00001)

7.3.5 Hight-wakings

CORTESIZON 2 442 08 3/ a03 11 34 100.0% -0.60 [-1.08,-0.13] t
Subtotal (95% CI) 35 34 100.0% -0.60 [-1.08, -0.12]

Heterogeneity: Mot applicahble

Test far overall effect £= 2 44 (F = 0.01)

7.3.6 Sleep duration

CORTESIZO12 438 1.02 35 482 094 34 100.0% -0.44 [-0.92, 0.03] t
Subtotal (95% CI) 35 34 100.0% -0.44 [-0.92, 0.03]

Heterogeneity: Mot applicahble

Testfor averall effect: Z=1.82 (F=0.07)

7.3.7 Parasomnias

CORTESIZOM2 8492 1.38 35 9435 1.78 34 100.0% -0.27 074, 0.21] 1—
Subtotal (95% CI) 35 34 100.0% -0.27 [-0.74, 0.21]

Heterogeneity: Mot applicable

Testfor overall effect Z=111{F=0.27)

7.3.8 Sleep disordered breathing

CORTESIZON 2 322 0485 35 315 048 34 100.0% 0.09 [-0.38, 0.56] t
Subtotal (95% CI) 35 34 100.0% 0.09 [-0.38, 0.56]

Heterogeneity: Mot applicable

Test for overall effect Z=038{F =070

7.3.9 Daytime sleepiness

CORTESIZON 2 10.84 168 3501139 234 34 100.0% -0.27 074, 0.21] 1—
Subtotal (95% CI) 35 34 100.0% -0.27 [-0.74,0.21]

Heterogeneity: Mot applicahle
Testfor overall effect £= 111 (F=0.27)

2

Test for subgroup differences: Chi®= 3258, df=8 (P = 0.0001), F=75.4%

Positive treatment response

-1 0 1 2
Favours COMB  Favours Melatonin
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Experimental Control Risk Ratio
Study or Subgroup Events  Total Events Total Weight M-H, Fixed, 95% Cl

Risk Ratio
M-H, Fixed, 95% CI

7.4.1 Sleep onset latency (sleep onset latency <30 min or reduction of sleep onset latency =>50%)

CORTESIZ0Z2 30 35 13 34 100.0% 2.24[1.43 3.41]
Subtotal {(95% CI) 35 34 100.0%  2.24[1.43, 3.51]
Total events 30 13

Heterogeneity: Mot applicable
Testfor averall effect £= 3.3 (P =0.0004)

¥.4.2 Sleep efficiency { ==85% for sleep efficiency)

CORTESI2012 22 35 16 34 100.0% 1.34 [0.86, 2.07]
Subtotal (95% Cl) 35 34 100.0% 1.34 [0.86, 2.07]
Total events 22 16

Heterageneity: Mot applicakle
Test for overall effect Z=1.28(F=0.20)

0102 05
Fawours Melatonin  Fawours COME

Testfor subgroup differences: Chi*=2.62, df=1(P=011), F=E61.49%

1.28.4SNRIs for sleep problems as an indirect outcome

Atomoxetine versus placebo for sleep problems as an indirect outcome

Time to fall asleep

Favours experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
ELILILLY 2009 26 1.43 43 3 1.34 46 100.0% -0.29 [-0.70, 0.13] B
Total {95% CI) 43 46 100.0% -0.29 [-0.70, 0.13] -
Heterogeneity: Not applicable :2 :1 ) ‘:I 2:

Test for overall effect: £ =1.34 (P =0.18)

Total hours of sleep

Favours expenmental

Favours control

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
ELILILLY 2009 89 149 42 91 1.51 46 100.0% -0.13 [-0.55, 0.29]
Total (95% CI) 42 46 100.0% -0.13 [-0.55, 0.29]
Heterogeneity: Not applicable 2 y b 3 2

Test for overall effect: Z = 0.62 (P = 0.54)

Sleep problems

Favours control

Favours experimental
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Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
12.3.1 Difficulty falling asleep

ELILILLY 2009 36 18 43 33 184 46 100.0% 0.17 [-0.24, 0.59)

Subtotal (95% CI) 43 46 100.0% 0.17 [-0.24, 0.59]

Heterogeneity: Not applicable
Test for overall effect: Z = 0.81 (P = 0.42)

12.3.2 Quality of sleep

ELILILLY2009 142 308 43 149 286 46 100.0%  -0.23[-0.65,0.18] 1—_
Subtotal (95% CI) 43 46 100.0% -0.23 [-0.65, 0.18]

Heterogeneity: Mot applicable

Test for overall effect: Z = 1.10 (P = 0.27)

12.3.3 Functional outcome during day

ELILILLY2009 201 500 43 30 48 46 100.0%  -0.18[-0.60, 0.24] t
Subtotal (95% CI) 43 46 100.0%  -0.18 [-0.60, 0.24]

Heterogeneity: Mot applicable
Test for overall effect: Z = 0.85 (P = 0.40)

-2 -1 0 1 2

Favours control Favours experimental
Test for subaroup differences: Chi* = 2.16, df = 2 (P = 0.34), I? = 7.5%

1.29BIOMEDICAL INTERVENTIONS AIMED AT
COEXISTING MEDICAL OR FUNCTIONAL PROBLEMS

1.29.1Nutritional interventions for sleep problems as an indirect outcome

Multivitamin/mineral supplement versus placebo for sleep problems as an
indirect outcome

Experimental Cantrol Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
ADAMS 2011 03 087 53 013 099 A1 100.0% 0.18 [-0.20, 0.57]
Total {(95% Cl) 53 51 100.0% 0.18 [-0.20, 0.57]

Heterogeneity: Mot applicable f 1 T } {

o _ -2 -1 0 1 2
Testfor overall effect: 2= 0.92 (P = 0.36) Fawours contral  Favours experimenta

Omega-3 fatty acids versus healthy diet control for sleep problems as an
indirect outcome

Experimental Control Std. Mean Difference Std. Mean Difference
Studyor Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% Cl IV, Fixed, 95% CIl
JOHMSORMZ010 596 K74 10 5315 4.56 13 100.0% 111 [0.21, 2.00]
Total (95% Cl) 10 13 100.0% 1.11[0.21, 2.00] -~
Heterogeneity: Mot applicable 52 51 3 15 é

Testfor overall effect £=242 (F=002) Favours omega-3  Favours healthy diet
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1.29.2Hormones for gastrointestinal symptoms as an indirect outcome

Secretin versus placebo for gastrointestinal symptoms as an indirect
outcome

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
DUNMGEIER2000 -0.4 1.37 47 -0.2 064 48 100.0% -0.18[-0.589, 0.22]
Total {(95% Cl) 47 48 100.0% -0.18 [-0.59, 0.22]
Heterogeneity: Mot applicable 5_2 51 5 15 25
Testfor overall effect: Z=089 (F=0.37)

Favours experimental  Favours control

1.29.3Nutritional interventions for gastrointestinal symptoms as a direct
or indirect outcome

Immunoglobulin versus placebo for gastrointestinal symptoms as a direct
outcome

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total BEwvents Total Weight M-H, Fized, 95% CI M-H, Fixed, 95% Cl
HARMDEMZO04 Ky 494 14 3 100.0% 0.73[0.45,1.148] T
Total (95% CI) 04 31 100.0%  0.73[0.45, 1.18] i
Total events M 14
Heterogeneity: Mot applicable I } } t } |
Testfor overall effect Z=1.28 (F=0.20) 0.1 0.2 0.5 : 5 10

Fawvours cantrol

Favours experimenta

Multivitamin/ mineral supplement versus placebo for gastrointestinal
symptoms as an indirect outcome

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI I, Fixed, 95% CI
ADAMSZ011 068 1.11 53 035 1.049 A1 100.0% 0.30 [-0.09, 0.68] T
Total (95% CI) 53 51 100.0% 0.30 [-0.09, D.68] il
Heterogeneity: Mot applicakle 5_2 51 3 15 25
Testfor overall effect: Z=1.81(F=013)

Favours control - Favours experimenta
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1.30PSYCHOSOCIAL INTERVENTIONS AIMED AT
IMPROVING THE IMPACT OF AUTISM ON THE
FAMILY

1.30.1Behavioural interventions for improving the impact of autism on
the family as an indirect outcome

Home-based EBI versus centre-based EBI for improving the impact of autism
on the family as an indirect outcome

Family quality of life (Beach Family Quality of Life Questionnaire)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
16.1.1 Total score
ROBERTS2011 38 08 al 37 06 23 100.0% 016 [-0.43, 0.76]
Subtotal (95% CI) 21 23 100.0% 0.16 [-D.43, 0.76]

Heterogeneity: Mot applicahle
Test far averall effect £ =084 (P =0.459)

16.1.2 Family interaction

ROBERTS2011 39 086 1 38 08 23 100.0% 0.14[-0.45 0.73]
Subtotal (95% Ch 21 23 100.0% 0.14 [-0.45, 0.73]

Heterogeneity: Mot applicahle
Test for overall effect Z= 046 (P = 0.64)

16.1.3 Parenting

ROBERTS2011 a7 07 M 3T 08 23 100.0% 0.00 [-0.59, 0.59]
Subtotal (95% Cly 21 23 100.0% 0.00 [-0.59, 0.59]

Heterogeneity: Mot applicahle
Test for averall effect. £=0.00 (P =1.00)

16.1.4 Emotional wellbeing

ROBERTS2011 35 08 1 33 1 23 100.0% 0.22 [-0.38, 0.81]
Subtotal (95% CI) 21 23 100.0% 0.22[-0.38, 0.81]
Heterogeneity: Mot applicable

Test far averall effect Z=0.71 (P =0.48)

16.1.5 Physical wellheing

ROBERTS2011 3.9 1 al 3.9 08 23 100.0% 0.00 [-0.59, 0.59]
Subtotal (95% CI) 21 23 100.0% 0.00 [-D.59, 0.59]
Heterogeneity: Mot applicahle

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

16.1.6 Disability support

ROBERTS2011 38 11 Fal 37 08 23 100.0% 0.10[-0.49, 0.65]
Subtotal (95% CI) 21 23 100.0% 0.10 [-0.49, 0.69]
Heterogeneity: Mat applicahle

Test for averall effect £=034 (P =073

-2 -1
Favours centre EBl Favours home EEI

LU L A

Testfor subgroup differences: Chif= 043, df=5 (P =099, F= 0%

Parental coping skills (study-specific questionnaire)
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Experimental Control Std. Mean Difference Std. Mean Difference

Studyor Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% Cl IV, Fixed, 95% Cl
16.2.1 Total score

ROBERTS2011 A 23 38 06 23 100.0% -0.18[-0.73, 0.43]

Subtotal (95% CI) 23 23 100.0% -0.15[-0.73, 0.43]

Heterogeneity: Mat applicahle
Test far averall effect £= 091 (P = 0.61)

16.2.2 Confidence
ROBERTS2011 37 08 23 37 07 23 100.0% 0.00 [-0.58, 0.58] i
Subtotal (95% CI) 23 23 100.0% 0.00[-0.58, 0.58]

Heterogeneity; Mot applicable

Test far averall effect: £=0.00 (P =1.00)

16.2.3 Coping
ROBERTS2011 36 049 23 33 09 23 100.0% 0.33[-0.25, 0.91] —_t
Subtotal (95% CI) 23 23 100.0% 0.33 [-D.25, 0.91]

Heterogeneity: Mot applicahle

Test for overall effect Z=110(F =027}

16.2.4 Knowledge
ROBERTS2011 39 07 23 42 04 23 100.0% -0.52 [-1.11, 0.07] i‘
Subtotal (95% CI) 23 23 100.0% -0.52 [-1.11, 0.07]

Heterogeneity: Mot applicahle

Test for averall effect £=1.72 (P = 0.08)

16.2.5 Understanding

ROBERTS2011 39 018 23 41 07 23 100.0% -0.26 [-0.84, 0.37]
Subtotal (95% Cl) 23 23 100.0% -0.26 [-0.84, 0.32]

Heterogeneity: Mot applicable
Test far averall effect: £ =088 (P =0.38)

16.2.6 Family issues

ROBERTS2011 38 07 23 36 1 23 100.0% 0.23 [-0.35, 0.81] _—t
Subtotal (95% CI) 23 23 100.0% 0.23[-0.35, 0.81]

Heterogeneity: Mot applicahle

Test for overall effect Z=0.77 (P =0.44)

16.2.7 Planning

ROBERTS2011 36 1 23 3T 1.2 23 100.0% -0.09 [-0.67, 0.48)
Subtotal (95% CI) 23 23 100.0% -0.09 [-0.67, 0.49]
Heterogeneity: Mot applicahle

Test far averall effect. £= 030 (P = 0.76)

-2 R 0 1 2
Favours centre EBl Favours hame EEI

Testfor subagroup differences: Chi*= 847 df=6 (P =047), F=0%

Parental stress (PSI)
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Experimental Cantrol Std. Mean Difference Std. Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% CI IV, Fixed, 95% CI
16.3.1 Total score

ROBERTE2011 927 209 200 98.2 201 20 100.0% -0.26 [-0.89, 0.36]

Subtotal (95% CIy 20 20 100.0% -0.26 [-0.89, 0.36]

Heterageneity: Mot applicable
Testfor overall effect Z=0.83 (P=0.41)

16.3.2 Defensive responding
ROBERTS2011 1948 645 20 208 4549 20 100.0% -0.21 [0.83,0.42]
Subtotal (95% CIy 20 20 100.0% -0.21[-0.83, 0.42]

Heterageneity: Mot applicable
Testfor overall effect Z= 065 (P=052)

16.3.3 Parental distress

ROBERTEZ011 149 a3z 20 339 &7y 20 100.0% -0.22[-0.84, 0.40]
Subtotal (95% CI) 20 20 100.0% -0.22 [-0.84, 0.40]

Heterongeneity: Mot applicakle
Test for overall effect: Z=0.69 (P =0.49)

16.3.4 Parent-child dysfunctional interaction

ROBERTEZ011 T8 68 20 285 632 20 100.0% -015 07T, 0.47]
Subtotal (95% CI) 20 20 100.0% -0.15 [-0.77, 0.47]

Heterogeneity: Mot applicable
Testfor overall effect: Z= 047 (P=0.64)

16.3.5 Difficult child

ROBERTS2011 3m.4 101 20 384 G 20 100.0% -0.35 [0.98, 0.27]
Subtotal (95% CIy 20 20 100.0% -0.35 [-0.98, 0.27]
Heterogeneity: Mot applicable

Testfor overall effect Z=1.11 (P=0.27)

|

-2 1 0 1 7
Fawours hame EBl Favaurs centre EBI

Test for subaroup differences: Chi*= 023, df=4 (P =0499), F=0%

1.30.2Cognitive-behavioural interventions for improving the impact of
autism on the family as an indirect outcome

CBT versus waitlist for improving the impact of autism on the family as an
indirect outcome

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
DRAHOTAZ011 11.93 246 20 1353 215 20 100.0% -0.68 [-1.32, -0.04] -
Total (95% CI) 20 20 100.0% -0.68 [-1.32, -0.04] B
Heterogeneity: Not applicable t f : :

-2 =1 0 1 2

Test for overall effect: Z =2.08 (P = 0.04) Favours experimental Favours control

1.30.3Parent training for improving the impact of autism on the family as
a direct or indirect outcome

Parent training versus treatment as usual for improving the impact of
autism on the family as a direct or indirect outcome

Parental stress
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Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
27.1.1 Direct outcome: combined PEBM+PEC (stress thermometer; post-intervention)

TONGEZ006 1.8405882 0.925576 68 226 1.09 35 B9.7% -0.42 [-0.84, -0.01] —
Subtotal (95% CI) 68 35 69.7% -0.42 [-0.84, -0.01] .

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

27.1.2 Indirect outcome (Parenting Stress Inventory/PS1-3)

DREW2002 104.3 20 10 1121 201 10 15.1% -0.37 [-1.26, 0.51] -
WELTERLINZD12 2424 415 10 256.2 70 10 15.3% -0.23 [-1.11, 0.85] e
Subtotal (95% CI) 20 20 30.3% -0.30 [-0.93, 0.32] —eoniffii-—
Heterogeneity: Chi* = 0,05, df =1 (P = 0.82); F = 0%
Test for overall effect: Z = 0.94 (P = 0.35)
Total (95% CI) 88 55 100.0% -0.39 [-0.73, -0.04] e
Heterogeneity: Chi® = 0,15, df = 2 (P = 0.93); F = 0% =2 1 3 1 2=
Test for ovarall eﬁen:".t: £=2.20 {PI= 0.03) Favours experimental Favours control
Test for subagroup differences: Chi* = 0.10, df = 1 (P = 0.75). I = 0%
Parental mental health (GHQ-28)
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
27.2.1 Post-intervention (combined PEBM+PEC groups)
TOMNGEZ2006 18.558971 12.7821 68 21.69 102 35 100.0% -0.26 [-0.67, 0.15]
Subtotal (95% CI) 68 35 100.0% -0.26 [-0.67, 0.15]
Hetercgeneity: Mot applicable
Test for overall effect: Z = 1.24 (P = 0.21)
27.2.2 6-month post-intervention follow-up (combined PEEM+PEC groups)
TONGE2006 16.885294 9123229 68 21.46 11.94 35 100.0% -0.45 [-0.86, -0.03] i
Subtotal (95% CI) 68 35 100.0% -0.45 [-0.86, -0.03]
Heterogeneity: Mot applicable
Test for overall effect: Z = 2.12 (P = 0.03)
2 -1 0 1 2

. . Favours experimental Favours control
Test for subgroup differences: Chi* = 0.40, df = 1 (P = 0.53). I?= 0%

Parental somatic symptoms (GHQ-28)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
27.3.1 Post-intervention (combined PEBM+PEC groups)
TONGEZ2008 5.9352041 4576194 68 ©6.77 41 35 100.0% -0.19 [-0.60, 0.22]
Subtotal (95% CI) 68 35 100.0% -0.19 [-0.60, 0.22]

Heterogeneity: Not applicable
Test for overall effect: Z = 0.90 (P = 0.37)

27.3.2 6-month post-intervention follow-up (combined PEEM+PEC groups)

TONGE2008 49386765 3.296544 68 5.69 345 35 100.0% -0.22 [-0.63, 0.19] t
Subtotal (95% CI) 68 35 100.0% -0.22 [-0.63, 0.19]

Heterogeneity: Not applicable

Test for overall effect: Z = 1.07 (P =0.29)

Favours experimental Favours control
Test for subaroup differences: Chi* = 0.01, df =1 (P = 0.90). I*= 0%

Parental anxiety and insomnia (GHQ-28)
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Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
27.4.1 Post-intervention (combined PEBEM+PEC groups)
TONGEZ2008 56173529 4302236 68 ©6.26 3.3 35 100.0% -0.16 [-0.57, 0.25]
Subtotal (95% CI) 68 35 100.0% -0.16 [-0.57, 0.25]

Heterogeneity: Not applicable
Test for overall effect: Z = 0.77 (P = 0.44)

27.4.2 6-month post-intervention follow-up (combined PEEM+PEC groups)

TONGE2Z006 47294118 3.325824 68 691 515 35 100.0%
Subtotal (95% CI) 68 35 100.0%

Heterogeneity: Not applicable
Test for overall effect: Z = 2.54 (P = 0.01)

Test for subaroup differences: Chi* = 1.61, df = 1 (P = 0.20). I* = 38.0%

Parental social dysfunction (GHQ-28)

-0.54 [-0.95, -0.12]

-0.54 [-0.95, -0.12]

Favours experimental

Std. Mean Difference
IV, Fixed, 95% CI

Favours control

Std. Mean Difference
IV, Fixed, 95% CI

Experimental Control
Study or Subgroup Mean SD Total Mean SD Total Weight
27.5.1 Post-intervention (combined PEBM+PEC groups)
TONGEZ2008 54172059 3.320526 68 74 234 35 100.0%
Subtotal (95% CI) 68 35 100.0%

Heterogeneity: Not applicable
Test for overall effect: Z = 3.05 (P = 0.002)

27.5.2 6-month post-intervention follow-up (combined PEEM+PEC groups)
TONGEZ2008 5.8632353 2545006 68 ©6.85 2.85 35 100.0%
Subtotal (95% CI) 68 35 100.0%
Heterogeneity: Not applicable

Test for overall effect: Z = 1.78 (P = 0.08)

-0.65 [-1.07, -0.23]
-0.65 [-1.07, -0.23]

-0.37 [-0.78, 0.04]
-0.37 [0.78, 0.04]

-

<

-2 -1 0 1 2
Favours experimental Favours control
Test for subaroup differences: Chi* = 0.86, df = 1 (P = 0.35). I* = 0%
Parental severe depression (GHQ-28)
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
27.6.1 Post-intervention (combined PEBM+PEC groups)
TONGEZ2008 1.5526471 2.050361 68 131 253 35 100.0% 0.08 [-0.32, 0.49]
Subtotal (95% CI) 68 35 100.0% 0.09 [-0.32, 0.49]
Heterogeneity: Not applicable
Test for overall effect: Z = 0.41 (P = 0.68)
27.6.2 6-month post-intervention follow-up (combined PEBM+PEC groups)
TONGEZ2008 1.1663235 2731713 68 1.57 3.07 35 100.0% -0.14 [-0.55, 0.27] t
Subtotal (95% CI) 68 35 100.0% -0.14 [-0.55, 0.27]
Heterogeneity: Not applicable
Test for overall effect: Z = 0.67 (P = 0.50)
-2 -1 0 1 2
Favours experimental Favours control
Test for subaroup differences: Chi* = 0.59, df =1 (P = 0.44). = 0%
General family function (FAD)
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Experimental Control
Study or Subgroup Mean SD Total Mean SD Total Weight

Std. Mean Difference

IV, Fixed, 95% CI

Std. Mean Difference
IV, Fixed, 95% CI

27.7.1 Post-intervention (combined PEBM+PEC groups)
TONGE2006 1.7945588 0428783 68 1.94 0.52
Subtotal (95% CI) 68
Heterogeneity: Not applicable

Test for overall effect: Z = 1.50 (P = 0.13)

35 100.0%
35 100.0%

27.7.2 6-month post-intervention follow-up (combined PEEM+PEC groups)
TONGE2006 1.6554412 0.521641 68 1.74 073 35 100.0%
Subtotal (95% CI) 68 35 100.0%
Heterogeneity: Not applicable

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

-0.31 [0.72, 0.10]
-0.31 [-0.72, 0.10]

-0.14 [-0.55, 0.27]
-0.14 [-0.55, 0.27]

b

2 -1 0 1 2
Fawvours experimental Fawvours control
Test for subgroup differences; Chi* = 0.34, df = 1 (P = 0.56), = 0%
Parent and day-care staff training versus standard day-care for improving
the impact of autism on the family as an indirect outcome
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% Cl I, Fixed, 95% CI
29.1.1 Maternal stress
JOCELYN1998 549 7 16 6.3 6.1 19 100.0% -0.06 [-0.73, 0.61]
Subtotal (95% CI) 16 19 100.0% -0.06 [-0.73, 0.61]
Heterogeneity: Mot applicahle
Testfor overall effect Z=018 (F=0.86)
29.1.2 Maternal arousal
JOCELYM1998 g4 3T 16 a7 38 19 100.0% 0.18 [-0.48, 0.85] t
Subtotal (95% Cl) 16 19 100.0% 0.18[-0.48, 0.85]
Heterogeneity: Mot applicahle
Testfor overall effect: Z=054 (F=0.59)
29.1.3 Paternal stress
JOCELYN1898 44 53 16 3T 47 19 100.0% 0.14 [-0.53, 0.80] i
Subtotal (95% Cl) 16 19 100.0% 0.14 [-0.53, 0.80]
Heterogeneity: Mot applicahble
Testfor averall effect: 7= 040 (P = 069}
29.1.4 Paternal arousal
JOCELYMN1398 6.7 41 16 46 34 19 100.0% 081 016, 1.149] —t
Subtotal (95% CI) 16 19 100.0% 0.51[-0.16, 1.19] -
Heterogeneity: Mot applicable
Testfor averall effect: Z=149{F =014}
-2 - 0 1 2
. . Fawours experimental  Favaurs contral
Testfor subgroup differences: Chi*=1.45,df= 3 (P = 0649, F=0%
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1.31PHARMACOLOGICAL INTERVENTIONS AIMED AT
IMPROVING THE IMPACT OF AUTISM ON THE
FAMILY

1.31.1SNRIs for improving the impact of autism on the family as an
indirect outcome

Atomoxetine versus placebo for improving the impact of autism on the
family as an indirect outcome

Parental mental health (GHQ)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
ELILILLY2009 23 335 43 31 3 46 100.0% -0.24 [-0.66, 0.18)

Total (95% CI) 43 46 100.0% -0.24 [-0.66, 0.18]
Heterogeneity: Not applicable I t t

. -2 -1 0 1 2
Test for overall effect: Z =1.12 (P = 0.26) Favours experimental Favours control

Parental stress (NOSI)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
ELILILLY 2009 350 75.07 38 368.8 B1.83 39 100.0% -0.24 [-0.689, 0.21] |
Total {95% CI) 38 39 100.0% -0.24 [-0.69, 0.21] -~

Heterogeneity: Not applicable

Test for overall effect: Z = 1.04 (P = 0.30) 2 1 0 ! 2

Favours experimental Favours control

1.32BIOMEDICAL INTERVENTIONS AIMED AT
IMPROVING THE IMPACT OF AUTISM ON THE
FAMILY

1.32.1Complementary therapies for improving the impact of autism on
the family as an indirect outcome

Qigong massage training versus waitlist for improving the impact of autism
on the family as an indirect outcome
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Experimental Cantrol Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fizxed, 95% CI
SILvAZ011E 146 8458 230223 11 18 100.0% -0.78[1.42,-0.14]
Total {(95% Cl) 23 18 100.0% 0.78[-1.42, -0.14] —~at—
Heterogeneity: Mot applicable f t I

-2

Testfor overall effect £= 2.37 (P=0.02)

-1 ] 1

Fawours experimental  Favours cantral

1.33ADVERSE EVENTS ASSOCIATED WITH
PHARMACOLOGICAL INTERVENTIONS

1.33.1 Adverse events associated with anticonvulsants

Adverse events associated with divalproex versus placebo

Any adverse event

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Fvents  Total Bvents Total Weight M-H, Fized, 95% Cl M-H, Fized, 95% Cl
HELLIMGS2005 15 16 11 14 100.0% 1.19[0.88, 1.61]
Total (95% CI) 16 14  100.0% 1.19[0.88, 1.61]
Total events 14 11
Heterogeneity; Mot applicable I ! ! . I I |
o _ 01 0.2 na 1 2 5 10
Testfor overall effect Z=1.15 (P =0.25) Favours experimental Favours contral
More than one adverse event
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total BEvents Total Weight M-H, Fized, 95% Cl M-H, Fixed, 95% CI
HOLLAMDER2010 A 16 2 11 100.0% 1.72[0.40,7.32]
Total (95% CI 16 11 100.0%  1.72[0.40, 7.32] — e ——
Total events a 2
Heterogeneity; Mot applicable I ! ! I I |
o _ 01 0.2 0.4 2 a 10
Testfor overall efiect Z=0.73 (F = 0.46) Favours experimental Favours contral
Discontinuation due to adverse event
Experimental Control Risk Ratin Risk Ratin
Study or Subgroup  Events  Total Bvents Total Weight M-H, Fized, 95% CI M-H, Fixed, 95% CI
HELLIMNGS2005 1 16 il 14 4758% 265[012 60.21] |
HOLLAMDERZO010 1 16 il 11 82.8% 212[0.08, 47.68] L]
Total (95% CI) 32 25 100.0% 2.37[0.26, 21.43] ——apii———
Total events 2 1]
Heterogeneity: Chi®= 0.01, df=1 (P = 0.92%; F= 0% F ; ; /
Test far overall effect £=0.77 (P =0.44) 0.01 0.1 1o 100

Favours experimental

Favours control
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Weight gain (in kg or 1b)

Experimental Control Std. Mean Difference Std. Mean Difference
Studyor Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% Cl I, Fixed, 95% CI
HELLIMGS2005 1.98 1.88 16 11 11 14 52.3% 0.585[-0.19,1.28]
HOLLAMDERZ010 3.02 B 16 285 3.37 11 477% 0.01 [-0.76, 0.78]
Total {(95% Cly 32 25 100.0% 0.29 [-0.24, 0.82]
Heterogeneity: Chi®= 087, df=1 (P =032 F= 0% 5_2 51 1 15 25

Testfor overall effect: £=1.08 (F=0.28)

Favours experimental  Favours control

1.33.2 Adverse events associated with antidepressants

Adverse events associated with citalopram versus placebo

Any adverse event

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Fvents  Total Bvents Total Weight M-H, Fized, 95% Cl M-H, Fized, 95% CIl
KIMGZ2009 71 T3 a3 TE 100.0% 1.12[01.02,1.23]
Total (95% CI) T3 6 100.0% 1.12 [1.02, 1.23]
Total events 71 a3
Heterogeneity; Mot applicable ID ” IZI=2 EIIE } 5 é 1DI
Testfor overall effect Z=2.32 (P =0.02) Favours experimental Favours contral
Nightmares
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight  M-H, Fixed, 95% CIl M-H, Fixed, 95% CI
KING2009 a 7a 1] TE 100.0% 11.45[0.64, 203.28]
Total (95% CI) 73 76 100.0% 11.45[0.64, 203.38] e ———
Total events ] 0
Heterogeneity: Mot applicable =D 005 D=1 1=D 2IZIIZI=
Testfor overall effect 2= 1.68 (F = 0.10) Fawours experimental  Fawours cantral
Increased energy level
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Evenis  Total BEwvenis Total Weight M-H, Fized, 95% CI M-H, Fixed, 95% Cl
KIMG2009 28 T3 14 TE 100.0% 1.94[1.13,3.33]
Total (95% CI) T3 6 100.0% 1.94 [1.13, 3.33] -
Total events 28 148
Heterogeneity: Mot applicable ) } } t } |
Testfor overall effect Z=2.42 (F=0.02 0.1 0.2 0.5 2 5 10

Anger or irritability

Favaurs experimental  Favaurs control
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Experimental

Control Risk Ratio Risk Ratio
Study or Subgroup  Evenis  Total BEwvenis Total Weight M-H, Fized, 95% CI M-H, Fixed, 95% Cl
KINGZ009 18 T3 13 TE 100.0% 1.44 076, 2.73] -
Total {95% CIj 73 76 100.0% 1.44 [0.76, 2.73] i
Total events 18 13
Heterogeneity: Mot applicable ID ] EIIQ EIIS é é 1D=
Testfor overall efiect 2= 1.13 (F = 0.28) Favaurs experimental  Favaurs control
Aggression or hostility
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total EBEwvenis Total Weight M-H, Fized, 95% Cl M-H, Fixed, 95% Cl
KIMGZ009 17 73 13 TE 100.0% 1.36 [0.71, 2.60] 7
Total {95% CIj 73 76 100.0% 1.36 [0.71, 2.60] -
Total events 17 13
Heterageneity: Mat applicable ID ] EIIQ EIIS é é 1D=
Testfor overall effect 2= 0.84 (F = 0.33) Favours experimental  Favours contral
Headache or migraine
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Bwvents Total Weight M-H, Fized, 95% Cl M-H, Fixed, 95% Cl
KIMG2Z009 14 73 10 TE 100.0% 1.86 [0.75, 3.29] ]
Total {95% CI) 73 76 100.0% 1.56 [0.75, 3.25] —agiiiee-—
Total events 14 10
Heterogeneity: Mot applicable ID ] I:|=2 IZIIS é é 1D=
Testfor overall effect Z=1.19 (F=0.23 Favours experimental  Favours contral
Restlessness or difficulty settling down
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Ewvents Total Weight M-H, Fized, 95% Cl M-H, Fixed, 95% CIl
KIMNGZ009 13 T3 T TE 100.0% 193082, 457 T
Total {95% CI) 73 76 100.0% 1.93 [0.82, 4.57] —ren -
Total events 13 T
Heterageneity: Mot applicable ID ; DIQ DIS é é 1D=
Testroroverall effect 2=1.50 (F =013 Favaurs experimental  Favours control
Disinhibited, impulsive, or intrusive behaviour
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  FEvents  Total Bvents Total Weight M-H, Fized, 95% CI M-H, Fized, 95% CIl
KIMG2009 14 T3 ] TE 100.0% 28921111, 7.68]
Total {95% CI) 73 76 100.0%  2.92[1.11, 7.68] ——aniiin——
Total events 14 4
Heterogeneity: Mat applicable ; ; ; 3 3 /
Testfor averall effect £= 216 (P=0.03) 0.1 0.2 0.5 2 5 10

Favours experimental

Favours control
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Silliness

Favours experimental

Decreased attention and concentration

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total BEvents Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
KING2009 £ 73 10 TE 100.0% 0.94 [0.40,2.17]
Total {95% CI) 73 76 100.0%  0.94[0.40, 2.17]
Total events L] 10
Heterageneity: Mot applicable ID ; IZI=2 IZIIS 7 é é 1D=
Testfor overall effect 2= 0.15 (F = 0.88) Favours experimental  Favours contral
Anxiety
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Fvents  Total Bvents Total Weight M-H, Fized, 95% CI M-H, Fized, 95% CI
KINGZ009 a T3 g TE 100.0% 0.93[0.38, 2.27]
Total {95% CI) 73 76 100.0%  0.93[0.38, 2.27]
Total events g 4
Heterageneity: Mat applicable ID ; DIQ DIS 7 é é 1D=
Testfor overall effect 2= 0.17 (F=0.67) Favours expetimental  Favours contral
Mood lability
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  FEvents  Total Bvents Total Weight M-H, Fized, 95% Cl M-H, Fixed, 95% CIl
KIMG2009 7 T3 L] TE 100.0% 0.81 [0.32, 2.08]
Total {95% CI) 73 76 100.0%  0.81[0.32, 2.06]
Total events T 4
Heterogeneity: Mot applicable ID ” I:|=2 EIIE } 5 é 1D=
Testfor overall effect Z= 0.44 (P = 0.66) Favours experimental  Favours control
Increased speech
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fized, 95% CI
KINGZ009 a T3 1 TE 100.0% 2.08 [0.6B, 6.62]
Total {95% CIj 73 76 100.0%  2.08[0.66, 6.62] -~ ——
Total events g 4
Heterogeneity; Mot applicable I ! ! I I |
Testfor overall effect Z=1.24 (F=0.21) 0.1 0.2 05 2 5 10

Favaurs contral
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Experimental

Control Risk Ratio Risk Ratio
Study or Subgroup  Evenis  Total BEwvenis Total Weight M-H, Fized, 95% CI M-H, Fixed, 95% Cl
KINGZ009 L] T3 2 TE 100.0% 463 [1.08 20.96]
Total {95% CIj 73 76 100.0% 4.68 [1.05, 20.96] —en
Total events 9 2
Heterogeneity; Mot applicable 3 IIJS EIIE é EIIZI
Testfor overall efiect 2= 2.02 (F = 0.04) Favaurs experimental  Favaurs control
Hyperactivity
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total EBEwvenis Total Weight M-H, Fized, 95% Cl M-H, Fixed, 95% Cl
KIMGZ009 L] 73 2 TE 100.0% 4.63[1.08 20.96]
Total {95% CIj 73 76 100.0% 4.68 [1.05, 20.96] ——eE——
Total events 9 2
Heterageneity: Mat applicable 2 II:|5 EIIE é EIIZI
Testfor overall effect 2= 2.02(F = 0.04) Favours experimental  Favours contral
Stereotypy
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Bwvents Total Weight M-H, Fized, 95% Cl M-H, Fixed, 95% Cl
KIMG2Z009 a 73 1 TE 1000% 8.33[1.07 64.99]
Total {95% CI) 73 76 100.0% 8.33[1.07, 64.95] ——eaSiRee—
Total events 8 1
Heterageneity: Mot applicable DIDZ IZI=1 1=IZI SIIZI
Testfor overall effect 2= 2.02 (F=0.04 Favours experimental  Favours contral
Diarrhoea or loose stools
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Ewvents Total Weight M-H, Fized, 95% Cl M-H, Fixed, 95% C]
KIMNGZ009 19 T3 g TE 100.0% 2.20[1.08, 4.54]
Total {95% CI) 73 76 100.0%  2.20[1.06, 4.54] = —
Total events 14 q
Heterageneity: Mot applicable ID ; DIQ DIS é é 1D=
Testroroveral effect 2= 213 (F = 0.03) Favaurs experimental  Favours control
Abdominal discomfort
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  FEvents  Total Bvents Total Weight M-H, Fized, 95% CI M-H, Fized, 95% CI
KIMG2009 13 T3 L] TE 100.0% 1.60 [0.68, 3.30] 7
Total {95% CI) 73 76 100.0% 1.50 [D.68, 3.30] ~=auii—
Total events 13 9
Heterogeneity: Mat applicable ; ; ; 3 3 /
Testfor averall effect Z=1.02 (P=0.31) 0.1 0.2 0.5 2 5 10

Favours experimental

Favours control
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Vomiting or nausea

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total BEvents Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
KING2009 14 73 G TE 100.0% 2.43 (0498, 5.98] T
Total {95% CI) 73 76 100.0%  2.43[0.99, 5.98] — i RR—
Total events 14 3]
Heterageneity: Mot applicable ID ; IZI=2 IZIIS é é 1D=
Testfor overall effect 2= 1.83 (F = 0.0%) Favours experimental  Favours contral
Any insomnia
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Fvents  Total Bvents Total Weight M-H, Fized, 95% CI M-H, Fized, 95% Cl
KINGZ009 28 T3 17 TE 100.0% 1.71[1.03, 2.80]
Total {95% CI) 73 76 100.0% 1.71[1.03, 2.86] -l
Total events 28 17
Heterageneity: Mat applicable ID ; DIQ DIS é é 1D=
Testfor overall effect Z=2.07 (P =0.04) Favours experimental Favours control
Initial insomnia or difficulty falling asleep
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
KINGZ009 17 T3 T TE 100.0% 283 01.11,8749
Total {95% CIj 73 76 100.0%  2.53[1.11,574] o
Total events 17 T
Heterogeneity: Mot applicable ID ] IZI=2 EIIS é é 1D=
Testfor overall efiect Z=2.22 (F=0.03 Favours experimental Favours contral
Midcycle or other insomnia
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total EBEwvenis Total Weight M-H, Fized, 95% Cl M-H, Fixed, 95% Cl
KIMGZ009 13 73 L] TE 100.0% 1.80 [0.68, 3.30] —
Total {95% CI) 73 76 100.0% 1.50 [0.68, 3.30] —ouifien-—
Total events 13 9
Heterogeneity: Mot applicable ID ] I:|=2 IZIIS é é 1D=

Testfor overall effect Z=1.02 (F=0.31) Favours experimental

Cold, flu or other systemic infection

Favours cantrol
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Experimental Control Risk Ratio
Study or Subgroup  Evenis  Total BEwvenis Total Weight M-H, Fized, 95% CI

Risk Ratio

M-H, Fized, 95% Cl

KIMG2009 H T3 26 TE 100.0% 1.24[0.82,1.87]
Total (95% CI) T3 6 100.0% 1.24 [0.82, 1.87]
Total events M 26

Heterogeneity: Mot applicahle

01 02

0.

5 1 2 &

Testfor averall effect £=1.05 (P =0.30)

Favours experimental Favours contraol

Other skin or subcutaneous tissue disorder
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Testfor overall effect Z=1.03 (F=0.30) Favaurs experimental  Favaurs control
Decreased appetite
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Ewvenis Total Weight M-H, Fized, 95% Cl M-H, Fixed, 95% Cl
KIMG2009 11 T3 10 TE 100.0% 1.16[0.52, 2.53]
Total (95% CI) 73 76 100.0% 1.15[0.52, 2.53]
Total events 1 10
Heterogeneity: Mot applicable ID ] IZI=2 EIIS 3 é é 1D=
Testfor overall efiect 2= 0.33 (F=0.74) Favaurs experimental  Favaurs control
Increased appetite
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Bwvents Total Weight M-H, Fized, 95% Cl M-H, Fixed, 95% Cl
KIMG2009 7 73 a TE 100.0% 0.91 [0.35, 2.38)
Total {95% CI) 73 F6 100.0%  0.91[0.35, 2.38]
Total events 7 8
Heterageneity: Mot applicable ID ] IZI=2 IZIIS ] é é 1DI
Testfor overall effect 2= 0.18 (F = 0.83) Favours experimental  Favours contral
Rash
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Fvents  Total Bvents Total Weight M-H, Fized, 95% CI M-H, Fized, 95% CIl
KIMG2009 12 T3 a TE 100.0% 1.56 [0.68, 3.60] 7
Total (95% CI) 73 F6  100.0% 1.56 [0.68, 3.60] ~—auii—
Total events 12 a
Heterogeneity: Mat applicable =D ; D=2 D=5 é é 1D=
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Experimental

Control Risk Ratio Risk Ratio
Study or Subgroup  Evenis  Total BEwvenis Total Weight M-H, Fized, 95% CI M-H, Fixed, 95% Cl
KIMG2009 g T3 1 TE 1000% 937[1.22 7212
Total (95% CI) 73 76 100.0% 9.37[1.22,72.12] -~
Total events 9 1
Heterogeneity; Mot applicable ; | | j
Testfor overall effect Z=215{F=0.03 0.0z = D1 10 50

Favaurs experimental

Favaurs contral

Fatigue
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total BEwvents Total Weight M-H, Fized, 95% CI M-H, Fixed, 95% Cl
KIMG2009 10 73 10 TE 100.0% 1.04 [0.46, 2.35]
Total (95% CI) 73 F6 100.0% 1.04 [D.46, 2.35]
Total events 10 10
Heterogeneity: Mot applicable ID ] I:|=2 IZIIS 7 é é 1D=
Testfor overall effect Z=0.10 (F =0.92) Favours experimental  Favours contral
Allergies
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Fvents  Total Bvents Total Weight M-H, Fized, 95% CI M-H, Fized, 95% CIl
KIMG2009 15 T3 11 TE 100.0% 1.42[0.70, 2.88] ]
Total (95% CI) 73 F6  100.0% 1.42[0.70, 2.88] ~onii——
Total events 14 11
Heterogeneity: Mat applicable =D ; D=2 D=5 é é 1D=
Testror overall effect 2= 0.97 (P =0.33) Favours experimental  Favours control
Cough
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total BEvents Total Weight M-H, Fized, 95% Cl M-H, Fixed, 95% CI
KIMG2009 10 T3 a TE 100.0% 2.08[0.75, 5.80] —
Total (95% CI) 73 76 100.0%  2.08[0.75, 5.80] —n i ——
Total events 10 4
Heterogeneity; Mot applicable I ! ! I I |
Testfor overall effect Z=1.40(F=0.16) 0.1 0.2 0.5 : 5 10

Favours experimental

Any serious adverse event

Favaurs contral
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Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Evenis  Total BEwvenis Total Weight M-H, Fized, 95% CI M-H, Fixed, 95% Cl
KIMG2009 1 T3 il TE 1000% 312[013, 75.42)
Total (95% CIy 73 76 100.0% 312 [0.13, 75.42] — e ——
Total events 1 0
Heterogeneity: Mot applicahle D.hz IZI!1 1'IZI 5'IZI

Testfor overall effect Z=070{F =043

Favaurs experimental

Favaurs contral

1.33.3 Adverse events associated with antihistamines

Adverse events associated with cyproheptadine and haloperidol versus

placebo and haloperidol

Extrapyramidal symptoms

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Fvents Total Fvents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
ARKHOMNDZADEHZ004 2 20 f 20 100.0% 0.33[0.08, 1.46]
Total (95% CI) 20 20 100.0% 0.33 [0.08, 1.46] ——enn——
Total events 2 f
Heterogeneity: Nntappllcable . o5 03 z o0
Testfor overall ffect 2= 1.46 (P = 0.14) Favours cyp. + hal. Favours hal. + placeho
Trouble swallowing
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fized, 95% CI
AKHOMNDZADEHZ004 2 20 4 20 100.0% 050010, 2.43]
Total {95% CI) 20 20 100.0% 050 [0.10, 2.43] e —
Total events 2 4
Heterogeneity: Mot ap_]ph_cable ) -0.1 sz DTS é é 1IZI'
Test for overall effect: £=0.86 (P = 0.39) Favours cyp. + hal. Favours hal + placeho
Stiffness
Experimental Control Risk Ratio Risk Ratio
Studhy or Subgroup Fvents Total Fvents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
ARKHOMNDZADEHZ004 1 20 3 20 100.0% 0.33[0.04, 2.94]
Total (95% CI) 20 20 100.0% 0.33[0.04,2.94] e
Total events 1 3
Heterogeneity: Mot applicahle IZI.iZIS DTQ é 2-0

Testfor overall effect: Z=099 (F=0.32)

Favours cyp. + hal. Favours hal. + placeho
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Slow movement

Experimental Control Risk Ratio Risk Ratio
Studhy or Subgroup Fvents Total Fvents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
ARKHOMNDZADEHZ004 1 20 3 20 100.0% 0.33[0.04, 2.94]
Total (95% CI) 20 20 1000% 0.33[0.04,294] ———
Total events 1 3
Heterogeneity: Mot applicahle 0 i:|5 DI2 é 2=D
Test for overall effect Z=0899 (F=0.32) ’ Favours ;ZWJ. +hal. Favours hal. + placeho
Constipation
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
AKHONDZADEHZO004 4 20 2 20 100.0% 2.00[0.41,9.71]
Total {95% CI) 20 20 100.0%  2.00[0.41,9.71] ——e R ———
Total events 4 2
Heterogeneity: Mot applicakle =D " Dl2 D=5 é é 1D=
Testfor overall effect £=0.86 (F=0.39 ’ Favburs CW--’f hal. Favours hal. + placeho
Diarrhoea
Experimental Control Risk Ratio Risk Ratio
Studhy or Subgroup Fvents Total Fvents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
ARHOMNDZADEHZ004 2 20 3 20 100.0% 067 [0.12, 3.57]
Total (95% CI) 20 20 100.0%  0.67[0.12, 3.57] e ——
Total events 2 3
Heterogeneity: Mot applicahle ID ] DIQ EIIS 5 é 1IZII
Testfor overall effect: 2= 0.47 (P = 0.64) " Favours CWJ.." hal. Favours hal. + placeho
Increased appetite
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
AKHONDZADEHZO004 9 20 4 20 100.0% 2.25[0.83, 6.13] ]
Total {95% CI) 20 20 100.0%  2.25[0.83,6.13] e ———
Total events 9 4
Heterogeneity: Mot applicable =D ] Dl2 D=5 é é 1D=

Testfor overall effect £=1.459(F=011)

Morning drowsiness

Favours cyp. + hal. Favours hal. + placebo
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Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
AKHOMNDZADEHZ004 3 20 2 20 100.0% 1.50[0.28, 8.04]
Total (95% CI) 20 20 100.0% 1.0 [0.28, 8.04] e TR e —
Total events 3 2
Heterogeneity: Mot appllcable ) "1 02 0 7 LT
Testfor overall effect: £=0.47 (F = 0.64) Favours cyp. + hal. Favours hal. + placebo
Day time drowsiness
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Fvents Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
ARHOMNDZADEHZ004 1 20 2 20 100.0% 0.50[0.05, 5.08]
Total (95% CI) 20 20 100.0%  0.50 [0.05, 5.08]  — e e
Total events 1 2
Heterogeneity: Mot applicable ; ! 3 I
) n.0s 0.2 A 20
Test for overall effect: £=0.59 (P = 0.56) Favours cyp. + hal. Favours hal + placeho
Restlessness
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
AKHOMNDZADEHZ004 1 20 4 20 100.0% 0.25[0.03, 2.08]
Total {95% CI) 20 20 1000% 0.25[003,205] -——————
Total events 1 4
Heterogeneity: Nntappllcable . 0 0= : 20
Testfor overall effect: £=1.29 (F = 0.20) Favours cyp. + hal. Favours hal. + placebo
Fatigue
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fized, 95% CI
ARHOMNDZADEHZO004 3 20 2 20 100.0% 1.60[0.28, 8.04]
Total {95% CI) 20 20 100.0% 1.50 [0.28, 8.04] e ——
Total events 3 2
Heterogeneity: Mot applicable -0.1 sz DTS é é 1IZI'

Test for overall effect: £=0.47 (P = 0.64)

Favours cyp. + hal.

Favaurs hal. + placehn

1.33.4 Adverse events associated with antioxidants
Adverse events associated with N-acetylcysteine versus placebo

Any gastrointestinal side effect
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Experimental

Control Risk Ratio Risk Ratio
Study or Subgroup  Evenis  Total BEwvenis Total Weight M-H, Fized, 95% CI M-H, Fixed, 95% Cl
HARDARNZ012 11 14 T 15 100.0% 1.68[0.92, 3.09] T
Total (95% CI) 14 15 100.0% 1.68[D.92, 3.00] oo Ep.
Total events 1 T
Heterogeneity; Mot applicable ID ] EIIQ EIIS é é 1D=
Testfor overall effect Z=1.68 (F=0.09 Favaurs experimental  Favaurs control
Constipation
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total EBEwvenis Total Weight M-H, Fized, 95% Cl M-H, Fixed, 95% Cl
HARDARNZ012 3 14 2 15 100.0% 1.61[0.31,8.24]
Total (95% CI) 14 15 100.0% 1.61[0.31, 8.24] —
Total events 3 2
Heterogeneity: Mot applicable ID ] I:|=2 EIIS é é 1D=
Testfor overall effect Z=0.57 (F =0.57) Favours experimental  Favours contral
Nausea
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Ewvents Total Weight M-H, Fized, 95% Cl M-H, Fixed, 95% C]
HARDAMNZ012 f 14 3 15 100.0% 214 [0.66, 6.97)
Total {(95% CI) 14 15 100.0%  2.14 [0.66, 6.97] e ——
Total events i 3
Heterogeneity: Mot applicable ID ; DIQ IZIIS é é 1D=
Testfor overall effect Z=1.27 (F=0.21) Favaurs experimental  Favours control
Diarrhoea
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Fvents  Total Bvents Total Weight M-H, Fized, 95% Cl M-H, Fized, 95% CIl
HARDARNZ012 3 14 1 15 100.0% 321 [0.38, 27.40]
Total (95% CI) 14 15 100.0% 3.21[0.38, 27.40] ——e R R———
Total events 3 1
Heterogeneity; Mot applicable | ! I |
Testfor averall effect Z=1.07 (P =0.29) 0.05 0.2 5 20

Favours experimental

Increased appetite

Favours control
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Experimental

Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Bvents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
HARDAMZO012 2 14 0 15 1000% 5.33[0.28 102.26]
Total {95% Cl) 14 15 100.0% 5.33[D.28, 102.26] — e ———
Total events 2 0
Heterogeneity; Mot applicable |=:| a1 051 150 1DD=
Testfor overall effect Z=1.11 (F = 0.27) Favours experimental Fawvours contral
Loss of appetite
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total BEwvents Total Weight M-H, Fized, 95% CI M-H, Fixed, 95% Cl
HARDAMZ201 2 2 14 3 15 100.0% 0.71[0.14, 3.66]
Total {95% CI) 14 15 100.0%  0.71[0.14, 3.66]  —err R R ——
Total events 2 3
Heterageneity: Mot applicable ID ] IZI=2 IZIIS é é 1D=
Testior overall effect 2= 0.40 (F =0.69) Favours experimental  Favours control
Akathisia
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Fvents  Total Bvents Total Weight M-H, Fized, 95% CI M-H, Fixed, 95% CI
HARDAMZ012 1 14 1] 15 1000% 3.20[0.14, 72.62]
Total {95% CI) 14 15 100.0% 3.20 [D.14, 72.62] ——e——
Total events 1 1]
Heterogeneity: Mat applicable 3 iu DI1 1ID 5=D
Testor overall effect 2=0.73 (P =0.47) Favours experimental  Favours control
Increased motor activity
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
HARDAMZ01 2 2 14 K] 15 100.0% 0.71[0.14, 3.66]
Total {95% CIj 14 15 100.0%  O.71[0.14, 3.66] ——e R ———
Total events 2 3
Heterogeneity: Mot applicable ) } } t } |
Test for overall effect Z=0.40 (F = 0.69) 0.1 0.2 05 2 5 10

Favours experimental

Tremor

Favaurs contral
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Experimental

Control Risk Ratio Risk Ratio
Study or Subgroup  Evenis  Total BEwvenis Total Weight M-H, Fized, 95% CI M-H, Fixed, 95% Cl
HARDAMZ01 2 1] 14 1 15 100.0% 0.36 [0.02,8.07]
Total (95% CI 14 15 100.0%  0.36[0.02, 8.07] —e N —
Total events 0 1
Heterogeneity; Mot applicable DIDE IZI=1 1=IZI SIIZI
Testfor overall efiect 2= 0.65 (F = 0.52) Favaurs experimental  Favaurs control
Dizziness
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total BEwvents Total Weight M-H, Fized, 95% CI M-H, Fixed, 95% Cl
HARDAMZ201 2 1] 14 1 15 100.0% 0.36 [0.02,8.07]
Total (95% CIy 14 15 100.0%  0.36[0.02,6.07] —————
Total events 0 1
Heterageneity: Mot applicable DIDZ IZI=1 1=IZI SIIZI
Testfor overall effect 2= 0.65 (F = 0.52) Favours experimental  Favours contral
Excitement/agitation
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Fvents  Total Bvents Total Weight M-H, Fized, 95% CI M-H, Fized, 95% CI
HARDAMZ012 2 14 K] 15 100.0% 0.71[0.14, 3.66]
Total {95% CI) 14 15 100.0%  O.71[0.14, 3.66] e ——
Total events 2 3
Heterogeneity: Mat applicable ID " DI2 D=5 é é 1D=
Testfor overall effect 2= 0.40 (P =0.63) Favours experimental  Favours control
Depressed affect
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fized, 95% CI
HARDAMZ01 2 1 14 1] 15 1000% 3.20[0.14, 72.62]
Total {95% CIj 14 15 100.0% 3.20 [D.14, 72.62] —ee R ———
Total events 1 1]
Heterogeneity; Mot applicable ; | | j
Testfor overall effect Z=0.73 (F=047) 002 - 01 1a o0

Nasal congestion

Favours experimental

Favaurs contral
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Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Evenis  Total BEwvenis Total Weight M-H, Fized, 95% CI M-H, Fixed, 95% Cl
HARDAMZO1 2 4 14 G 14 100.0% 0.71[0.25, 2.01]
Total (95% CI) 14 15 100.0%  0.71[0.25, 2.01] —eeii——
Total events 4 3}
Heterogeneity; Mot applicable ID ] EIIQ EIIS é é 10
Testfor overall efiect 2= 0.64 (F =0.52) Favaurs experimental  Favaurs control
Increased salivation
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total BEwvents Total Weight M-H, Fized, 95% CI M-H, Fixed, 95% Cl
HARDAMNZO12 1] 14 2 15 100.0% 0.21 [0.01, 4.09]
Total (95% CI) 14 15 100.0%  0.21[0.01, 4.09] ——
Total events 0 2
Heterageneity: Mot applicable 2 IDE IZI=1 150 SIEI
Testfor overall effect 2= 1.03 (F =0.31) Favours experimental  Favours contral
Sweating
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Fvents  Total Bvents Total Weight M-H, Fized, 95% CI M-H, Fized, 95% Cl
HARDAMZ012 1] 14 1 18 100.0% 0.36 [0.02, 8.07]
Total (95% CI) 14 15 100.0% 0.36[0.02,8.07] s —
Total events 1] 1
Heterogeneity: Mat applicable ; ; ; y
Testfor overall effect Z= 065 (P=0.452) 0.0z 01 10 50

Favours experimental

1.33.5Adverse events associated with antipsychotics

Adverse events associated with antipsychotics versus placebo

Any side effect

Favours control
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Experimental Control Risk Ratio Risk Ratio

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

MARCUS2009 145 165 a7 51 365% 1.21 [1.01, 1.45] L

OWEN2009 43 47 36 50 22.5% 1.27 [1.05, 1.54] -

Subtotal (95% CI) 212 101 59.0% 1.23 [1.08, 1.41] L 3

Total events 188 73

Heterogeneity: Chi* = 0.13, df =1 (P =0.72); I*= 0%

Test for overall effect: Z = 3.11 (P = 0.002)

19.1.2 Haloperidol

CAMPBELL1978 16 20 5 20 32% 3.20 [1.45, 7.05] -
Subtotal (95% CI) 20 20 3.2% 3.20 [1.45, 7.05) —~ i
Total events 16 5

Heterogeneity: Mot applicable

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

19.1.3 Risperidone

JOHMNSON&JOHNSON2011 ] 61 21 35 17.2% 1.07 [0.77, 1.48) -

SHEAZ2004 40 40 k]| 39 208% 1.25 [1.06, 1.48) -

Subtotal (95% CI) 101 T4 37.8% 1.17 [0.98, 1.39] »>

Total events 79 52

Heterogeneity: Chi* = 1.02, df =1 (P =0.31); I*= 2%

Test for overall effect: Z = 1.78 (P = 0.07)

Total (95% CI) 333 195 100.0% 1.27 [1.14, 1.42] [ )

Total events 283 130

Heterogeneity: Chi* = .67, df = 4 (P = 0.15); I* = 40% :0.1 u?z u?s ; 2 5 m:

Test for overall effect: Z = 4.43 (P < 0.00001)

Favours experimental Fawvours control
Test for suboroup differences: Chi* = 598, df = 2 (P = 0.05). |* = 66.5% P

Discontinuation due to adverse events

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Ewents Total Ewents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
19.2.1 Aripiprazole
OWEMN2009 5 47 3 51 100.0% 1.81 [D.46, 7.16] l
Subtotal (95% CI) 47 51 100.0% 1.81 [0.48, 7.16]
Total events 5 3
Heterogeneity: Mot applicable
Test for overall effect: Z = 0.84 (P = 0.40)
Total (95% CI) 47 51 100.0% 1.81 [0.48, 7.16] —ee i ——
Total events 5 3
Heterogeneity: Mot applicable :D.1 Bi2 U?S 1 é é 1EI-:

Test for overall effect: Z = 0.84 (P = 0.40)

) A Favours experimental  Favours control
Test for subgroup differences: Not applicable

Discontinuation due to drooling
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Experimental Control

Stuchy or Subgroup  Evenis  Total Bvents Total Weight

Risk Ratio
M-H, Fixed, 95% CI

Risk Ratio
M-H, Fixed, 95% CI

17.3.1 Aripiprazole

MARCUS20049 3 165 1] a1 100.0%
Subtotal {95% CI) 165
Total events 3 0

Heterogeneity: Mot applicahle
Test for overall effect £=0.82 (F=0.60)

Total (95% CI) 165

Total events 3 1]
Heterogeneity: Mot applicahle

Testfor averall effect £= 0452 (P = 0.60)
Testfor subgroup differences: Mot applicahle

Discontinuation due to sedation

Experimental Control

Studhy or Subgroup  Evenis  Total Bvents Total Weight

51 100.0%

51 100.0%

2190012, 41.76]
2.19[0.12, 41.76]

+—

e ——

2.19[0.12, 41.76]

002 01 10 &0
Favours experimental Favours contral

17.4.1 Aripiprazole

MARCUS20049 7 165 1] 81 100.0%
Subtotal {95% CI) 165
Total events 7 0

Heterogeneity: Mot applicahle
Test for overall effect Z=1.07 (F=0.29)

Total (95% CI) 165

Total events 7 1]
Heterogeneity: Mot applicahle

Testfor averall effect Z=1.07 (P =0.29)
Testfor subgroup differences: Mot applicahle

Discontinuation due to tremor

Experimental Control

Stuchy or Subgroup  Evenis  Total Bvents Total Weight

51 100.0%

51 100.0%

Risk Ratio Risk Ratio
M-H, Fixed, 95% CI M-H, Fixed, 95% Cl
470(0.27, 80.89] l
4.70 [0.27, 80.88]
4.70 [0.27, 80.88] e ER———
0.01 01 10 100

Favours experimental Favours contral

Risk Ratio
M-H, Fixed, 95% CI

Risk Ratio
M-H, Fixed, 95% CI

17.5.1 Aripiprazole

MARCLIZ2009 4 165 1] 51 100.0%
51 100.0%

Subtotal {95% CI) 165

Total events 4 0
Heterogeneity: Mot applicahle

Testfor overall effect Z=070{F =043

Total (95% CI) 165

Total events 4 1]
Heterogeneity: Mot applicahle

Testfor overall effect Z=070 (P =0.48)
Testfor subagroup differences: Mot applicahle

Clinically relevant (>=7%) weight gain

51 100.0%

2.82 [0.15, 51.50]
2.82 [0.15, 51.50]

et

— e ——

2.82 [0.15, 51.50]

0.02 01 10 &0
Favours experimental Favours contral
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Experimental Control

Risk Ratio

Risk Ratio

Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
19.6.1 Aripiprazole
MARCUSZ2009 42 165 4 51 67.8% 3.25[1.22, 8.62) ——
OWEN2009 14 47 3 50 322% 4.96 (1.52, 16.18] —_—
Subtotal (95% CI) 212 101 100.0% 3.80 [1.79, 8.05] -
Total events 56 7
Heterogeneity: Chi* = 0,30, df =1 (P =0.59); F=0%
Test for overall effect: £ = 3.49 (P = 0.0005)
Total {95% CI) 212 101 100.0% 3.80 [1.79, 8.05] -
Total events 56 7
e it = = = L= 0y I I t |
-I;_Imﬂ:a-geneﬂyl. 2: -gS_Uédfg ::.[—FD U%DSEEL 1*=0% 005 02 / 5 20
estior overall E[."t' =349 (P=0. i ) Favours experimental Favours control
Test for subagroup differences: Mot applicable
Weight gain
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
19.7.1 Aripiprazole
MARCUS2008 7 165 1 51 301%  ZA6[0.27,17.17) -
Subtotal (95% CI) 165 51 30.1%  2.16 [0.27,17.17] ——eni———
Total events T 1
Heterogeneity: Mot applicable
Test for overall effect: Z = 0.73 (P = 0.47)
19.7.2 Risperidone
JOHNSONE&JOHNSON2011 7 61 2 35  50.0% 2.01 [0.44, 9.14) —
SHEAZO04 4 40 1 39 199%  3.90 [0.46, 33.36) i
Subtotal (95% CI) 101 T4 69.9% 2.55 [0.75, 8.66] el
Total events 11 3
Heterogeneity: Chi* = 0.25, df =1 (P = 0.62); 1= 0%
Test for overall effect: Z = 1.50 (P = 0.13)
Total (95% Cl) 266 125 100.0% 2.43 [0.85, 6.98] .
Total events 18 4
e PR = - - S = 0o } t } f
Heterogeneity: Chi® = 0.26, df = 2 (P = 0.88); I*=0% 005 02 3 : =0

Test for overall effect: Z = 1.65 (P = 0.10)
Test for subgroup differences: Chi* = 0.02, df=1 (P = 0.89), ?=0%

Weight gain (in kg)

Favours expenmental Favours control
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Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
19.7.1 Aripiprazole
MARCUS2009 7 165 1 51 30.1% 216 [0.27, 17.17] =
Subtotal (95% CI) 165 51 30.1% 216 [0.27,17.17] — e
Total events 7 1
Heterogeneity: Mot applicable
Test for overall effect: Z = 0.73 (P = 0.47)
19.7.2 Risperidone
JOHMNSON&JOHNSON2011 7 61 2 35  50.0% 2.01 [0.44, 9.14] —
SHEAZ004 4 40 1 39 19.9% 3.90 [0.46, 33.36) d
Subtotal (95% CI) 101 74  69.9% 2.55 [0.75, 8.66)] e
Total events 1 3
Heterogeneity: Chi* = 0.25, df =1 (P = 0.62); I*= 0%
Test for overall effect: Z = 1.50 (P = 0.13)
Total (95% CI) 266 125 100.0% 2.43 [0.85, 6.98)] o e
Total events 18 4
Heterogeneity: Chi* = 0.26, df = 2 (P = 0.88); I* = 0% a ‘:}5 0:2 ] I 2:0

Test for overall effect: Z = 1.65 (P = 0.10)
Test for subgroup differences: Chi* = 0.02, df = 1 (F = 0.89), | = 0%

BMI change (kg/m-squared)

Favours experimental Fawvours control

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fized, 95% CI
17.9.1 Aripiprazole
MARCUIS2009 0.BE54545 1486221 165 02 1.43 51 100.0% 0.31 [-0.00, 0.63] t
Subtotal (95% CI) 165 51 100.0% 0.31 [-0.00, 0.63]
Heterogeneity: Mot applicable
Testfor overall effect Z=1.96 (F=0.05)
Total (95% CI) 165 51 100.0% 0.31 [-0.00, 0.63] -
Heterogeneity: Mot applicable 5_2 51 ] ,i 25

Testfor overall effect Z=1.96 (F=0.05)
Testfor subaroup differences: Mot applicable

Favours experimental  Favours control

Clinically relevant prolactin elevation (above upper limit of normal for age & gender)

Experimental Control

Risk Ratio Risk Ratio

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

MARCUS2009 ] 165 2 81 56.7% 0.06 [0.00, 1.28) a

OWEN2009 1 47 3 50 43.3% 0.35 [0.04, 3.29) -
Subtotal (95% CI) 212 101 100.0% 0.19 [0.04, 0.98] gl

Total events 1 5

Heterogeneity: Chi* = 0.82, df =1 (P =0.37); = 0%
Test for overall effect: Z = 1.98 (P = 0.05)

Total (95% CI) 212

Total events 1 5
Heterogeneity: Chi* = 0.82, df =1 (P =0.37); = 0%
Test for overall effect: Z = 1.98 (P = 0.05)

Test for subgroup differences: Mot applicable

101 100.0%

0.19 [0.04, 0.98] .

0.005 0.1 1 10 200
Favours experimental Favours control
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Prolactin concentration (ng/ml)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fized, 95% Cl I, Fized, 95% Cl
17.11.1 Risperidone
LUBY2006 3338 1448 11 1111 1874 12 21.4% 1.27[0.36, 219] e —
RUFPFPRISPERIDOMEZOOT 3\ 1492 48 101 8.8 a2 THE% 1.94 [1.46, 2.47] —-—
Subtotal {95% Chy 60 G4 100.0% 1.80 [1.38, 2.27] <
Heterogeneity, Chi*=1.61, df=1 (P=021) F=38%
Testfor overall effect: £=8.34 (F = 0.00001)
Total {9%5% Cl) 60 64 100.0% 1.80 [1.38, 2.27] <
Heterogeneity, Chi=1.61, di=1 (P =0.21); F= 38% 52 =1 D 1= é

Testfor overall effect: Z=8.34 (F = 0.00001)

. ) Favours experimental  Fawours control
Testfor subgroup diferences: Mot applicable

Any treatment-emergent extrapyramidal symptom

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
19.12.1 Aripiprazole
MARCUS2009 37 165 6 51 70.3% 1.91 [0.85, 4.26) .
OWEN2009 T 47 4 50 28.7% 1.86 [0.58, 5.95) E——
Subtotal (95% CI) 212 101 100.0% 1.89 [0.98, 3.67] g
Total events 44 10

Heterogeneity: Chi* = 0,00, df =1 (P =0.97); *=0%
Test for overall effect: Z = 1.89 (P = 0.06)

Total events 44 10
Heterogeneity: Chi* = 0,00, df =1 (P =0.97); *=0%
Test for overall effect: Z = 1.89 (P = 0.06)

Test for subgroup differences: Mot applicable

Total (95% CI) 212 101 100.0% 1.89 [0.98, 3.67] |~ ——-

0102 05 1 2 5 10
Favours experimental Favours control

Extrapyramidal symptoms

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
17.13.2 Risperidone
JOHMSOMEJOHMEOM 2011 0 0133207 a8 03 1.06 34 100.0% -0.46 [-0.859,-0.03] t
Subtotal (95% Cly 58 34 100.0% -0.46 [-0.89, -0.03]

Heterageneity: Mot applicable
Testfor overall effect: £=2.09 (F = 0.04)

Total (95% CI) 58 34 100.0% -0.46 [-0.89, -0.03] i
Heterogeneity: Mot applicable I_2 i‘l B 1: 2:
Testfor overall effect: Z=2.09 (F = 0.04)

A : Fawours experimental  Favours control
Testfor subaroup differences: Mot applicable

Extrapyramidal disorder
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Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
19.14.1 Aripirazole
MARCUSZ2009 12 165 0 51 B1.1%  7.83[0.47,130.01) |
OWEN2009 1 47 0 50 389% 3.19(0.13, 76.36) =
Subtotal (95% CI) 212 101 100.0%  6.02 [0.70, 51.91] "*"
Total events 13 0
Heterogeneity: Chi* =019, df =1 (P = 0.66); I* = 0%
Test for overall effect: £ =163 (P=0.10)
Total {95% CI) 212 101 100.0%  6.02 [0.70, 51.91] "*"
Total events 13 0

o ChiE = = = 1= 0y t f f y
:Ier.?:u-geneﬂyl.l C: ) 021_91 {2‘3 ;[—PD ICSEE], I*= 0% 001 01 / 10 100
estior overall elect. £~ = 1. (P=0.10) Favours experimental Favours control
Test for subagroup differences: Mot applicable
Fasting glucose (mg/dL) change score
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fized, 95% CI I, Fized, 95% CI
17.15.1 Risperidone
JOHMSOMEJOHMEQMN2011 -0.2 9.286649 6 -04 82 22 100.0% 0.02[-0.49 053]
Subtotal (95% Cl) 16 22 100.0% 0.02 [-0.49, 0.53]
Heterageneity: Mat applicable
Testfor overall effect: 2= 009 (F =0.93)
Total {95% Cly 16 22 100.0% 0.02 [-0.49, 0.53]
Heterogeneity: Mot applicable I2 I1 D 1: 2:
Testfar overall eﬁec_t: Z=0.09(F= 0'93_) Favours experimental  Fawours control
Testfor subgroup diffierences: Mot applicable
Fasting glucose (=>115 mg/dL)
Experimental Control Risk Ratio Risk Ratio

Study or Subgroup  Events Total Ewvents Total Weight

M-H, Fixed, 95% CI

M-H, Fixed, 95% CI

19.16.1 Aripiprazole

MARCUS2009 2 165 0 51 100.0% 1.57 [0.08, 32.11] .

OWENZ009 0 a7 0 50 Mot estimable

Subtotal (35% CI) 212 101 100.0%  1.57 [0.08, 32.11] — e
Total events 2 0

Heterogeneity: Mot applicable

Test for overall effect: 2 =0.29 (P =0.77)

Total {95% CI) 212 101 100.0%  1.57 [0.08, 32.11] e —
Total events 2 0

Heterogeneity: Mot applicable 5 I:ZIE ﬂ:z 3 é 2:0

Test for overall effect: Z=0.29 (P =0.77)
Test for subaroup differences: Mot applicable

Favours experimental Favours control

Fasting triglycerides (=>120 mg/dL for females or 160 mg/dL for males)
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Experimental Control Risk Ratio Risk Ratio

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

MARCUSZ009 17 185 2 51 387%  263[063, 10.99) =
OWEN2009 B 47 5 50 61.3% 1.28 [0.42, 3.90) —
Subtotal (95% CI) 212 101 100.0% 1.80 [0.74, 4.35] et
Total events 23 7

Heterogeneity: Chi* = 063, df =1 (P =0.43); F=0%

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

Total {95% CI) 212 101 100.0% 1.80 [0.74, 4.35] et
Total events 23 7

Heterogeneity: Chi* = 063, df =1 (P =0.43); F=0%
Test for overall effect: £=1.30(P=0.19)
Test for subaroup differences: Not applicable

005 02 1 5 20
Favours experimental Favours control

Insulin resistance (HOMA-IR) change score

Experimental Control Stid. Mean Difference Stid. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI I, Fixed, 95% CI
17.18.1 Risperidone
JOHMSOMNEJOHNSOMN2011 01813953 1.429781 43 036 1.58 22 100.0% -0.12 [-0.63, 0.40]
Subtotal {95% CIy 43 22 100.0% -0.12 [-0.63, 0.40]

Heterageneity: Mot applicable
Testfor overall effect Z=0.45 (P = 0.65)

Total {95% Cl) 43 22 100.0% -0.12 [-0.63, 0.40]
Heterogeneity: Mot applicable I_2 11 3 4 2:
Test for overall effect 2= 0.44 (P = 0.65)

; ; Favours experimental  Favours control
Testfor subdgroup differences: Mot applicable

Leptin (mg/L) change score

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subygroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% C1
17.19.1 Risperidone
LUBYZ2006 066 087 11 -0.35 0.91 12 202% 1.04[0.15,1.93] —_—
RUPPRISPERIDONEZDD1 B8 125 41 L] 40 79.8% 0.54 [0.10, 0.99] —.—
Subtotal (95% CI) 52 52 100.0% 0.64 [0.24, 1.04] .
Heterogeneity: Chi*=0.87, df=1{P=0.33);*F=0%
Testfor overall effect. Z= 317 (P=0.002)
Total {(95% CI) 52 52 100.0% 0.64 [0.24, 1.04] e
Heterogeneity: Chi= 0.97, df=1 (P =033} F=0% 5_2 51 p 15 25

Test for overall effect 2= 317 (P =0.002

) . Fawaurs experimental  Favours contral
Testfor subaroun differences: Mot applicable

Diastolic blood pressure (mm Hg) change scores
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Experimental Control

Std. Mean Difference

Std. Mean Difference

Study or Subgroup  Mean _ SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
19.20.1 Risperidone
SHEAZ004 0.7 8.1 40 -0.7 88 38 100.0% 0.15 [-0.289, 0.60)
Subtotal (95% CI) 40 38 100.0% 0.15 [-0.29, 0.60]
Heterogeneity: Mot applicable
Test for overall effect: Z = 0.68 (P = 0.50)
Total (95% CI) 40 38 100.0% 0.15 [-0.29, 0.60]
Heterogeneity: Mot applicable :2 :1 ) ':l 2:
Testfor oversll effect: Z = 068 (P = 0.50) Favours experimental Favours control
Test for subgroup differences: Not applicable
Systolic blood pressure (mm Hg) change scores
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean _ SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
19.20.1 Risperidone
SHEAZ004 0.7 8.1 40 0.7 88 38 100.0% 0.15 [-0.28, 0.60]
Subtotal (95% CI) 40 38 100.0% 0.15 [-0.29, 0.60]
Hetercgeneity: Mot applicable
Test for overall effect: Z = 0.68 (P = 0.50)
Total {95% CI) 40 38 100.0% 0.15 [-0.29, 0.60]
Heterogeneity: Mot applicable :2 :1 o ':I 2:
Test for oversll effect: 7 = 0.68 (P = 0.50) Favours experimental Favours control
Test for subgroup differences: Not applicable
Pulse (bpm) change score
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean _ SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
19.22 1 Risperidone
SHEA2004 89 139 40 06 131 38 100.0% 0.70 [0.24, 1.15] t
Subtotal (95% CI) 40 38 100.0% 0.70 [0.24, 1.15]
Heterogeneity: Mot applicable
Test for overall effect: Z = 2.98 (P = 0.003)
Total (95% CI) 40 38 100.0% 0.70 [0.24, 1.15] -
Heterogeneity: Mot applicable :_2 _:1 > ':I 2:
Testfor overall effact: Z = 2.96 (P = 0.003) Favours experimental  Favours control
Test for subgroup differences: Not applicable
Somnolence/Drowsiness
Autism: the management and support of children and young people on the autism
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Experimental Control Risk Ratio Risk Ratio

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

MARCUS2009 14 165 2 51 201% 216 [0.51, 9.20] —_—
OWEN2009 8 47 2 50 12.8% 426 [0.95, 19.02) |
Subtotal (95% CI) 212 101 32.9% 2.98 [1.07, 8.31] i
Total events 22 4

Heterogeneity: Chi* = 0.41, df =1 (P = 0.52); I = 0%
Test for overall effect: Z = 2.08 (P = 0.04)

19.23.2 Risperidone

JOHNSOMEJOHNSON2011 T 61 1 35 84%  4.02[0.52 31.31)

RUPPRISPERIDONE2001 24 49 6 51 38.7% 4.16 [1.86, 9.30] — i
SHEAZ2004 29 40 3 39 20.0%  9.43[3.13, 28.42) _—
Subtotal (95% CI) 150 125 67.1%  5.71[3.08, 10.60] -
Total events 60 10

Heterogeneity: Chi* = 1.50, df =2 (P = 0.47); I = 0%

Test for overall effect: Z = 5.53 (P < 0.00001)

Total (95% CI) 362 226 100.0% 4.81 [2.85, 8.13] 4

Total events a2 14

Heterogeneity: Chi® = 2.78, df = 4 (P = 0.60); I* = 0%
Test for overall effect: Z = 5.88 (P < 0.00001)
Test for suboroup differences: Chi* =114, df =1 (P = 0.29), #=12.2%

i L
0.05 0.2 1 5 20
Favours expermental Favours control

Fatigue
Experimental Control Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
19.24.1 Aripiprazole
MARCUS2008 25 165 0 51 4.2% 15.98 [0.09, 257 89|
OWENZ2009 10 47 2 50 10.7% 5.32[1.23, 23.02] —
Subtotal (95% CI) 212 101 14.9%  8.33[2.11, 32.90] -
Total events 35 2

Heterogeneity: Chi* = 0.57, df = 1 (P = 0.45}); I*= 0%
Test for overall effect: Z = 3.02 (P = 0.003)

19.24.2 Risperidone

JOHNSON&JOHNSON2011 1 61 0 35 35% 1.74 [0.07, 41.64]

RUFPRISPERIDONEZ2001 29 49 14 51 759% 2.16[1.30, 3.57) . 3
SHEAZ2004 4 40 1 38 56% 3.90 [0.46, 33.36] I e —
Subtotal (95% CI) 150 125 85.1% 2.25[1.38, 3.68) &

Total events 34 15

Heterogeneity: Chi? = 0.31, df = 2 (P = 0.86); I*= 0%
Test for overall effect: Z = 3.25 (P = 0.001)

Total (95% CI) 362 226 100.0% 3.16 [1.95, 5.13] &»
Total events 69 17
Heterogeneity: Chi* = 4.18, df = 4 (P = 0.38); I* = 4%

Test for overall effect: Z = 4.65 (P < 0.00001)

Test for subaroup differences: Chi* = 3.08, df = 1 (P = 0.08), I = 67.5%

0005 0.1 1 10 200
Favours experimental Favours control

Lethargy
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Experimental Control

Risk Ratio

Risk Ratio

Study or Subgroup  Events Total Bvents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
17.25.1 Aripiprazole
MARCLSZ009 10 165 0 51 100.0% 6.58[0.39,110.39] l
Subtotal (95% Cl 165 51 100.0% 6.58[0.39, 110.35]
Total events 10 0
Heterogeneity: Mot applicable
Testfor overall effect £2=1.31 (P=0.19)
Total (95% Cl) 165 51 100.0% 6.58[0.39, 110.35] —eeen N R—
Total events 10 1]
e o1 ool fo
Bsl1or overall & E':_' =13 (P=0 ) Fawours experimental  Favours control
Testfor subgroup differences: Mot applicable
Sedation
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
19.26.1 Aripirazole
MARCUS2009 3@ 165 351 741%  4.02[1.30, 12.46] |
OWEN2009 5 47 1 50 15.7% 532 [0.65, 43.86) =
Subtotal (95% CI) 212 101 89.8% 4.25 [1.57, 11.51] -‘-
Total events 44 4
Heterogeneity: Chi* = 0.05, df = 1 (P = 0.82); * = 0%
Test for overall effect: Z = 2.84 (P = 0.005)
19.26.2 Risperidone
JOHNSOMN&JOHNSON2011 2] 61 0 35 10.2% 11.03[0.66, 183.98]
Subtotal (95% CI) 61 35 10.2% 11.03 [0.66, 183.98] --*'_
Total events 2] a
Heterogeneity: Mot applicable
Test for overall effect: Z = 1.67 (P =0.09)
Total (95% CI) 273 136 100.0% 4.94 [1.94, 12.58] -‘-
Total events 53 4
o R = - - 2= A } f f t
I.I-Iele:eargenmb,rl. C: - thi_fa df —é EPD_UC‘;?:]' 1= 0% 0.01 o1 ) o 100
estfor overall effect: £=3.35 (P = 0. ) Favours experimental Favours control
Test for subaroup differences: Chi* = 0.39, df =1 (P =0.53). = 0%
Upper respiratory tract infection
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Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
19.27.1 Aripiprazole
MARCUS2009 5 165 1] 51 51% 3.45[0.19, 61.28]
OWEN2009 1 47 5 50 32.5% 0.21 [0.03, 1.75] —_—
Subtotal (95% CI) 212 101 37.6% 0.65 [0.16, 2.58] —~i—
Total events 6 5
Heterogeneity: Chi* = 2.37, df =1 (P = 0.12); I* = 58%
Test for overall effect: Z = 0.61 (P = 0.54)
19.27.2 Risperidone
JOHMSON&JOHNSON2011 4 61 1 35 B5% 2.30[0.27,19.73) [
RUPPRISPERIDONEZ2001 5 49 2 51 131% 2.60 [0.53, 12.79] N
SHEAZ2004 15 40 6 39 40.7% 2.44[1.05, 5.63] —
Subtotal (95% CI) 150 125 62.4% 2.45[1.21, 4.986] -
Total events 24 9
Heterogeneity: Chi* = 0.01, df =2 (P = 1.00); I* = 0%
Test for overall effect: Z = 2.49 (P = 0.01)
Total (95% CI) 362 226 100.0% 1.78 [0.97, 3.25] -
Total events 30 14
Heterogeneity: Ghi* = 4.91, df = 4 (P = 0.30); I* = 19% n:nz EI:I ] 110 5:0

Test for overall effect: Z = 1.86 (P = 0.08)

Test for suboroup differences: Chi* = 2,82, df =1 (P = 0.09), |* = 64.6%

Rhinitis/rhinorrhea

Favours expermental Favours control

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Ewvents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
19.28.1 Aripiprazole
MARCUS2008 8 165 1 51 27.4% 247 [0.32,19.30] =
Subtotal (95% CI) 165 51  27.4%  2.47[0.32, 19.30] e —
Total events 8 1
Heterogeneity: Not applicable
Test for overall effect: Z = 0.86 (P = 0.39)
19.28.2 Risperidone
SHEAZOD4 11 40 4 39 T26% 2.68[0.93, 7.71] —
Subtotal (95% CI) 40 39 T2.6% 2.68 [0.93, 7.71] |-~ —
Total events 11 4
Heterogeneity: Not applicable
Test for overall effect: 2 =1.83 (P =0.07)
Total {95% CI) 205 90 100.0% 2.62[1.02, 6.77] el
Total events 19 5
b 2 = = = 2 = 08 I t t d
.I}Ime:a-geneﬂyl. !;:l gﬂ_ﬂ {::g. ;[—FD DC;.QA], 2= 0% 005 02 1 : 20
est for overall effect: Z = 1.99 (P = 0.05) Favours experimental  Favours control

Test for subgroup differences: Chi# = 0.00, df =1 (P = 0.95), I =0%

Nasal congestion
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Experimental Control Risk Ratio Risk Ratio

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

MARCUS2009 6 165 1 51 6.9% 1.85[0.23, 15.05]

OWEN2009 3 47 1 50  4.4% 3.19 [0.34, 29.62)

Subtotal (95% CI) 212 101 11.3%  2.37 [0.52, 10.77] —eali
Total events 2] 2

Heterogeneity: Chi* = 0,12, df = 1 (P =0.73); F=0%
Test for overall effect: Z=1.12 (P = 0.26)

19.29.2 Risperidone

RUPPRISPERIDONE2001 25 49 20 51 887%  1.30[0.84, 2.02] !
Subtotal (95% CI) 49 51 88.7%  1.30 [0.84, 2.02]

Total events 25 20

Heterogeneity: Not applicable
Test for overall effect: Z=1.18 (P =0.24)

Total (95% CI) 261 152 100.0% 1.42[0.92, 2.19] -
Total events 34 22

A = = = - 1E = O 3 { 3 !
Heterogeneity: Chi* = 0.73, df = 2 (P = 0.70); F = 0% 0.05 02 1 : 20

Test for overall effect: Z = 1.60 (P = 0.11)

Favours experimental Favours control
Test for subgroup differences: Chi* = 0.56, df = 1 (P = 0.45), F=0%

Nasopharyngitis
Experimental Control Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
19.30.1 Aripiprazole
MARCUS2009 16 165 2 51 359% 2.47 [0.59, 10.40] —
OWEN2009 2 47 3 50 34.2% 0.71[0.12, 4.08] L
Subtotal (95% CI) 212 101 70.1% 1.61 [0.55, 4.71] et
Total events 18 5

Heterogeneity: Chi*=1.19, df =1 (P =0.27); * = 16%
Test for overall effect: Z = 0.87 (P = 0.38)

19.30.2 Risperidone

JOHMNSON&JOHNSON2011 6 61 2 35 299% 1.72[0.37, 8B.07) -
Subtotal (95% CI) 61 35 29.9% 1.72 [0.37, 8.07] —en
Total events 6 2

Heterogeneity: Mot applicable
Test for overall effect: Z = 0.69 (P = 0.49)

Total (95% CI) 273 136 100.0% 1.65 [0.68, 3.97] o
Total events 24 7

it ChiE = = = .12 = 0o I y } J
Heterogeneity: Chi* =1.21, df = 2 (P = 0.55); = 0% hos 02 ! : >0

Test for overall effect: Z=1.11 (P = 0.27)

Favours expenmental Favours control
Test for subgroup differences; Chi* = 0.00, df = 1 (F = 0.95), ? = 0%

Nose bleed
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Experimental Control Hisk Ratio Risk Ratio
Study or Subgroup Fvents Total Fuents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
17.31.1 Aripiprazole
MARCUS2009 5 165 ] 51 546%  3.45[019,61.29) il
Subtotal (95% CI) 165 51 54.6% 3.45[0.19,61.28] —-*——
Total events ] ]
Heterageneity: Bat applicable
Testfor overall effect Z=0.84 (P=0.40)
17.31.2 Risperidone
JOHMEOMNEJOHMEOR 2011 2 fi1 0 34 4a5d4%  Z2490([014, 58 .81] i
Subtotal (95% CI) 61 35 454% 2.00[0.14, 58.81] — e R ——
Total events 2 0
Heterogeneity: Mot applicable
Testfor overall effect £= 069 (P =0.49)
Total (95% CI) 226 86 100.0% 3.20[0.40, 25.77] _'*"
Total events 7 0
Heterageneity: Chi*= 0.01, df=1 (P =0.94) F= 0% IZI=EIE IZI=1 150 5=D
Testfor overall eﬁeclt: Z=1.09 ':Pz_ 0.27) Favours experimental  Fawvours cantrol
Testfar subgroup differences: Chi*=0.01, df=1 {(P=0.94), F= 0%
Coughing
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
19.32.1 Aripiprazole
MARCUSZ00% 12 165 2 51 43.0% 1.85 [0.43, 8.01) —a
Subtotal (95% CI) 165 51  43.0%  1.85[0.43, 8.01] ——e
Total events 12 2
Heterogeneity: Mot applicable
Test for overall effect: Z = 0.83 (P = 0.41)
19.32.2 Risperidone
JOHNSON&JOHNSON2011 0 61 0 a5 Mot estimable
SHEA2004 6 40 4 39 S57.0% 1.46 [0.45, 4.79) —
Subtotal (95% CI) 101 74 57.0%  1.46[0.45, 4.79] el ——
Total events 6 4
Heterogeneity: Mot applicable
Test for overall effect: Z = 0.63 (P = 0.53)
Total (95% CI) 266 125 100.0%  1.63 [0.65, 4.12] —i—
Total events 18 6
e Chit = = = -2 = 0% I } } t f f J
Heterogeneity: Chi* = 0.08, df .‘I (P =0.80); I = 0% 01 02 05 3 ; P
Test for overall effect: Z = 1.03 (P = 0.30) Favours experimental Favours control
Test for subaroup differences: Chi* = 0.06, df =1 (P = 0.80). ? = 0%
Increased appetite
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Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
19.33.1 Aripiprazole
MARCUS2008 20 165 2 51 186% 3.08 [D.TS, 12.73] bl
OWEN2009 T 47 3 50 28.4% 1.49 [0.51, 4.37] —
Subtotal (95% CI) 212 101 48.0% 2.11 [0.89, 5.01] .
Total events 27 7
Heterogeneity: Chi* = 0.68, df =1 (P =0.41); I*=0%
Test for overall effect: Z = 1.69 (P = 0.09)
19.33.2 Risperidone
JOHNSON&JOHNSON2011 16 61 2 35 154% 4.59[1.12, 18.80) _—
RUPPRISPERIDONEZ2001 12 49 2 51 11.9% 6.24 [1.47, 26.48) -
SHEAZ2004 9 40 4 39 246% 2.19(0.74, 6.54] -
Subtotal (95% CI) 150 125 52.0% 3.83[1.84, 8.01] e
Total events a7 8
Heterogeneity: Chi® = 1.50, df =2 (P = 0.47); I*=0%
Test for overall effect: Z = 3.58 (P = 0.0003)
Total (95% CI) 362 226 100.0% 3.01 [1.73, 5.24] L
Total events 64 15
Heterogeneity: Chi* = 3.29, df =4 (P = 0.51); = 0% 0 i:ls 0:2 3 5" 2:EI

Test for overall effect: Z = 3.89 (P = 0.0001)
Test for subgroup differences: Chi* = 1.06, df =1 (P = 0.30). I = 6.0%

Favours expermental Favours control

Decreased appetite
Experimental Control Risk Ratio Risk Ratio
Studhy or Subgroup Fvents  Total Fvents Total Weight M-H, Fixed, 95% C1 M-H, Fixed, 95% CI
17.34.1 Aripiprazole
mMARCLIS2009 13 165 1 81 23.8% 4.02[0.54 29.98] &
Subtotal (95% Cl) 165 51 23.8% 4.02[0.54, 29.98] — e ———
Total events 13 1
Heterogeneity: Mot applicable
Testfor overall effect Z=136{F=017)
17.34.2 Risperidone
RUFPRISFERIDOKEZODT 3 44 a a1 TH.2% 062016, 2.47] —l—
Subtotal {95% CI) 49 5 76.2% 0.62 [0.16, 2.47]
Total events 3 a
Heterogeneity: Mot applicable
Testfor overall effect £= 0.67 (F = 0.50)
Total (95% Cly 214 102 100.0% 1.43 [0.50, 4.13] —anfli——
Total events 16 B
Heterogeneity, Chif= 241, df=1{(P=0.12; F=58% D.I'ZIS ng é 2-0

Testfor overall effect Z=0.66 (F =0.451)
Testfor subgroup differences: Chif= 224, df=1{F=013), F=55.4%

Abdominal pain/Stomachache

Fawours experimental Favours control
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Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
19.35.1 Aripiprazole
MARCUS2008 T 165 1 51 10.9% 216 [0_2?, 1]’.1?] -1 -
Subtotal (95% CI) 165 51 109%  2.16 [0.27,17.17] "*"
Total events 7 1
Heterogeneity: Mot applicable
Test for overall effect: Z = 0.73 (P = 0.47)
19.35.2 Risperidone
JOHNSON&JOHNSONZ011 3 61 0 35 4.5%  4.06[0.22, 76.47)
RUPPRISPERIDONEZ2001 5 49 9 51 62.9% 0.58 [0.21, 1.80) —
SHEAZ004 8 40 3 39 21.7% 2.60 [0.74, 9.09] n
Subtotal (95% CI) 150 125 89.1% 1.25 [0.61, 2.54] '.'
Total events 16 12
Heterogeneity: Chi* = 4.13, df =2 (P = 0.13); I* = 52%
Test for overall effect: Z = 0.61 (P = 0.54)
Total (95% CI) 315 176 100.0% 1.35 [0.69, 2.64] '."
Total events 23 13
AT = = = CE= ol | : $ I
I;Ieli:;ugeneﬂyl.l Glﬁ'll ) 424_40{2‘? ; [_F‘D 30;22], I* = 32% 062 01 1 10 50
estioroverall efiect. = =t { o ) Favours experimental Favours control
Test for subaroup differences: Chi* =0.24, df =1 (P =0.62). P = 0%
Abdominal discomfort
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
17.36.1 Risperidone
JOHMNSOMEJOHMNSOM2011 ] 1 3 35 100.0% 0.08[0.00, 1.56] l
Subtotal (95% CI) 61 35 100.0% 0.08 [0.00, 1.56] -
Total events ] 3
Heterogeneity: Mot applicahle
Test for overall effect Z=166 (P =0.10)
Total {95% CIj 61 35 100.0%  0.08 [0.00, 1.56] ———
Total events 0 3
Heterogeneity: Mot applicable ID 005 051 150 EDDI
Testfor averall effec_t: Z=1HB(F=01 D_) Favours experimental  Favours contral
Test far subgroup differences: Mot applicable
Vomiting
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Experimental Control Risk Ratio Risk Ratio

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

19.37.1 Aripiprazole

MARCUS2008 22 165 4 51 21.5% 1.70 [I:I.E1, 4.71] |

OWEN2009 T 47 2 50 6.8% 3.72[0.81,17.03) - -
Subtotal (95% CI) 212 101 28.3% 2.19 [0.95, 5.03] ~eaf—

Total events 29 6

Heterogeneity: Chi* = 0.71, df =1 (P = 0.40); I* = 0%
Test for overall effect: Z = 1.84 (P = 0.07)

19.37.2 Risperidone

JOHNSON&JOHNSON2011 4 61 2 35 BA% 1.15 [0.22, 5.95)

RUPPRISPERIDONEZ2001 16 49 12 51 41.4% 1.39 [0.73, 2.63 -

SHEAZD04 2] 40 ] 39 21.4% 0.97 [0.34, 2.76) . S—

Subtotal (95% CI) 150 125 71.7%  1.23[0.74, 2.07) -

Total events 26 20

Heterogeneity: Chi® = 0.33, df = 2 (P = 0.85); I* = 0%

Test for overall effect: Z = 0.80 (P = 0.42)

Total {95% CI) 62 226 100.0%  1.50[0.97, 2.34] -

Total events 55 26

Heterogeneity: Chi® = 2.25, df = 4 (P = 0.69); I*= 0% lCI 05 0:2 'II é 2I.'J:

Test for overall effect: Z = 1.82 (P = 0.07)

; . Favours experimental Favours control
Test for subaroup differences: Chi* = 1.31, df = 1 (P = 0.25), I? = 23.6%

Nausea
Experimental Control Hisk Ratio Risk Ratio
Study or Subgroup Events Total Fuents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
17.38.1 Aripiprazole
MARCILIS2009 a 165 1 A1 198% 247 ([0.32,19.30] =
Subtotal {(95% CI) 165 51 19.8% 2.47[0.32, 19.30] e R———
Total events a 1

Heterageneity: Mot applicable
Testfor overall effect Z=0.86 (P =0.39)

17.38.2 Risperidone

JOHMSOMEJOHMNSOMZ011 3 fil 1 3/ 165%  1.72[019 1592]

RUPFPRISPERIDOMEZOOT 4 48 i A1 B3 6% 0.83[0.24, 2.97) t
Subtotal (95% Cl) 110 86 80.2% 1.02 [0.34, 3.00]

Total events 7 B

Heterageneity: Chif= 031, df=1 (P =058}, F=0%

Testfor overall effect Z=0.03 (P = 0.98)

Total (95% CI) 275 137 100.0% 1.30[0.51, 3.37] -*-—
Total events 14 7

005 02 5 20
Favours experimental  Favours caontrol

Heterogeneity, Chif= 082 df=2 (P=063), F=0%
Testfor overall effect £= 04848 (P = 0.488)
Testfar subgroup differences: Chi*= 056, df=1 {FP=0.45), F= 0%

Gastroenteritis viral
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Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Evenis  Total BEwvenis Total Weight M-H, Fized, 95% CI M-H, Fixed, 95% Cl
17.39.1 Aripiprazole
MARCUS20049 a 165 1] 81 100.0% 245019 61.248] l
Subtotal {95% CI) 165 51 100.0% 3.45[0.19, 61.28]
Total events L a
Heterogeneity: Mot applicahle
Testfor overall effect Z=0.84 (F=0.40)
Total (95% CI) 165 51 100.0% 3.45[0.19, 61.28] _-*-_
Total events A I
Heterogeneity: Mot applicable f f f f
Test fo?nvergll efrectpg= 084 (P=040) 0.0z 01 : 10 50
- : e Favours experimental Favours contral
Testfor subgroup differences: Mot applicahle
Constipation

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
19.40.1 Risperidone
JOHMNSON&JOHNSON2011 2 61 1 35 156% 1,15 [0.11, 12.20]
RUPPRISPERIDONEZ001 14 49 6 51 T2.0% 243 [1.02, 5.81] —l—
SHEAZ2004 5 40 1 39 124% 4,88 [0.60, 39.86) -
Subtotal (95% CI) 150 125 100.0% 2.53[1.19, 5.39] -
Total events 21 8
Heterogeneity: Chi* = 0.81, df =2 (P = 0.67); I* = 0%
Test for overall effect: Z=2.41 (P = 0.02)
Total (95% CI) 150 125 100.0% 2.53[1.19, 5.39] B
Total events 21 8
Heterogeneity: Chi* = 0.81, df = 2 (P = 0.67); I* = 0% ry 65 012 i 5 210
Test for oversll eﬁe{ft Z=241(P= D'D_Z) Favours experimental  Favours control
Test for subaroup differences: Mot applicable

Diarrhoea

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
19.41.1 Aripiprazole
OWEN2009 4 47 5 50 28.7% 0.85 [0.24, 2.98]
Subtotal (95% CI) 47 50 28.7% 0.85 [0.24, 2.98]
Total events 4 5
Heterogeneity: Mot applicable
Test for overall effect: Z = 0.25 (P = 0.80)
19.41.2 Risperidone
JOHMSON&JOHNSON2011 1 61 1 a5 7.5% 0.57 [0.04, B.89]
RUPPRISPERIDONEZ001 9 49 11 51  63.8% 0.85 [0.39, 1.57] 1
Subtotal (95% CI) 110 86 71.3% 0.82 [0.39, 1.75]
Total events 10 12
Heterogeneity: Chi* = 0.07, df =1 (P =0.79); I*= 0%
Test for overall effect: Z = 0.51 (P = 0.61)
Total (95% CI) 157 136 100.0% 0.83 [0.43, 1.59] -
Total events 14 17

Heterogeneity: Chi* = 0.08, df = 2 (P = 0.96); I* = 0%
Test for overall effect: Z = 0.56 (P = 0.58)

0.05

0.2

1

Favours experimental

Test for subaroup differences: Chi* = 0.00, df =1 (P = 0.96). | = 0%

5

Favours control
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Fever

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
19.42.1 Aripiprazole
MARCIUS2009 15 165 0 51 8.1% 9.71[0.59, 159.51]
OWEN2009 4 47 1 50 10.3% 4.76 [0.49, 36.71] -
Subtotal (95% CI) 212 101 18.3%  6.66 [1.13, 39.20] -~
Total events 19 1

Heterogeneity: Chi* = 0.24, df =1 (P = 0.63); I* = 0%
Test for overall effect: Z=2.10 (P = 0.04)

19.42.2 Risperidone

JOHNSON&JOHNSONZ011 2 61 0 35  6.7%  2.90([0.14, 58.81)]
SHEA2004 8 40 739 750%  1.11[0.45, 2.78) t
Subtotal (95% CI) 101 74 81.7%  1.26[0.53, 3.02]

Total events 10 7

Heterogeneity: Chi® = 0.37, df =1 (P = 0.55); I* = 0%
Test for overall effect: Z = 0.52 (P = 0.60)

Total (95% CI) 313 175 100.0% 2.25[1.04, 4.87] -
Total events 29 8

Heterogeneity: Chi* = 3.68, df = 3 (P = 0.30); I*=19%
Test for overall effect: Z = 2.06 (P = 0.04)
Test for subgroup differences; Chi* = 2.72, df =1 (P = 0.10). I* = 63.3%

001 0.1 1 10
Favours expenmental Favours control

Influenza-like symptoms

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Ewvents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
19.43.1 Risperidone
SHEAZ004 4 40 2 39 100.0%  1.85[0.38, 10.04] l
Subtotal (95% CI) 40 39 100.0%  1.95[0.38, 10.04]
Total events 4 2
Heterogeneity: Mot applicable
Test for overall effect: Z =0.80 (P = 0.42)
Total (95% CI) 40 39 100.0%  1.95[0.38, 10.04] ——e
Total events 4 2
:_'E‘TT'QE”E“Y;I zﬁt at?g“iagl;ﬂ F=042 005 02 ! 5 20
estior overall efiect: £ = L. (P=0. i ) Favours experimental Favours control
Test for subaroup differences: Mot applicable
Insomnia
Autism: the management and support of children and young people on the autism
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Favours experimental

Control

Events Total Weight

Risk Ratio

Risk Ratio

Study or Subgroup Events Total
19.44 .1 Aripiprazole

OWENZ2009 3 47
Subtotal (95% CI) a7
Total events 3

Heterogeneity: Not applicable
Test for overall effect: Z=0.31 (P =0.76)

19.44.2 Risperidone

JOHNSONAJOHNSON2011 0 61
RUPFPRISPERIDONEZ2001 7 49
SHEAZ2004 5 40
Subtotal (95% Cl) 150
Total events 13

Heterogeneity: Chi* = 2.26, df = 2 (P = 0.32); F=11%
Test for overall effect: £ = 1.87 (P = 0.06)

Total (95% CI) 197
Total events 16
Heterogeneity: Chi* = 2.40, df = 3 (P = 0.49); I = 0%
Test for overall effect: Z=1.83 (P =0.07)

4

4

15

23

27

Test for subgroup differences: Chi* = 0.19, df =1 (P = 0.68). I = 0%

50 13.9%
50 13.9%

35 11.4%
51 52.8%
39 21.8%
125 86.1%

175 100.0%

M-H, Fixed, 95% CI M-H, Fixed, 95% CI
0.80 [0.19, 3.38] =
0.80 [0.19, 3.38] e
0.12 [0.01, 2.35]
0.49 [0.22, 1.09] —
0.97 [0.34, 2.76] —
0.56 [0.31, 1.03] L
0.59 [0.34, 1.04] -
001 01 1 100

Favours experimental

Favours control

Hypersomnia
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
17.45.1 Aripiprazole
MARCILIS2009 A 165 Il A1 375%  3.45([019, 61.28] L
Subtotal {(95% CI) 165 51 375 345019, 61.28] e ———
Total events ] 0
Heterageneity: Bat applicable
Testfar overall effect Z= 084 (P =0.40)
17.45.2 Risperidone
JOHMEOMEJOHMNSOM2011 2 A1 1 3/ B28%  115([011,12.20] =
Subtotal (95% CI) 61 35 625%M 1.15[0.11,12.20]
Total events 2 1
Heterogeneity: Mot applicahle
Testfor overall effect Z=0.11 (P =091}
Total (95% CI) 226 86 100.0% 2.01[0.33, 12.16] ——e i ——
Total events 7 1

Heterogeneity, Chi*= 035 df=1 (P =055, F=0%
Testfor overall effect £=0.76 (P = 0.49}

Testfar subgroup differences: Chi*=0.33, df=1 {P = 0.56), F= 0%

Sleep problems

1
0.07

Favours experimental

}
0.1

Favours contral
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Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total BEvents Total Weight M-H, Fized, 95% Cl M-H, Fixed, 95% CI
17.46.1 Risperidone
RUPPRISPERIDONEZOM 11 48 9 51 100.0% 1.27 [0.58, 2.80]
Subtotal (95% CI) 49 51 100.0% 1.27 [0.58, 2.80]
Total events 11 9

Heterogeneity: Mot applicahle
Testfor overall effect: £= 060 (F = 0.99)

|+

Total {95% Cly 49 51 100.0% 1.27 [D.58, 2.80]
Total events 11 9
Heterogeneity: Mot applicable | ! ! I I !
Test fo?cwergll eﬁect?gz 0BO0{P=0.88) 0.1 0.2 -D'S 2 5 10
A ’ Favours experimental Fawours contral
Test for subgroup differences: Mot applicable
Headache
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
19.47.1 Aripiprazole
MARCUS2000 13 165 2 51 12.8% 2M [I:I.4?, 8.51] -
OWENZ2009 3 47 8 50  326% 0.40 [EI.11, 1.41] —_—
Subtotal (95% CI) 212 101 45.4% 0.85 [0.35, 2.07] oot
Total events 16 10
Heterogeneity: Chi* = 2.72, df = 1 (P = 0.10); I* = 63%
Test for overall effect: Z = 0.35 (P = 0.73)
19.47.2 Risperidone
JOHNSON&JOHNSON2011 4 61 4 35 214% 0.57 [0.15, 2.15] —_—
RUPPRISPERIDONEZ2001 9 49 6 51 247% 1.56 [0.60, 4.06] -
SHEAZ004 5 40 2 39 8.5% 2.44 [0.50, 11.83] -1 -
Subtotal (95% CI) 150 125 54.6% 1.31 [0.67, 2.57] i
Total events 18 12
Heterogeneity: Chi® = 2.22 df = 2 (P = 0.33); I* = 10%
Test for overall effect: Z = 0.79 (P = 0.43)
Total {95% CI) 362 226 100.0%  1.10[0.65, 1.88] -
Total events 34 22 |
Heterogeneity: Chi* = 5.55, df =4 (P = 0.24); I* = 28% .CI.DE Dj2 1 5 20'

Test for overall effect: Z = 0.36 (P = 0.72)
Test for subgroup differences: Chi* = 0.57, df = 1 (F = 0.45), I* = 0%

Favours experimenta

Fawvours control

Dizziness
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Evenis Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
17.48.1 Risperidone
RUPFPRISFERIDONEZDO a 49 2 1 100.0%
Subtotal (95% CI) 49 51 100.0%
Total events a 2

Heterogeneity: Mot applicahle
Testfor overall effect £=1.86 (F = 0.06)

Total {95% Cly 49 51 100.0%
Total events a 2

Heterogeneity, Mot applicable

Test for averall effect: Z=1.86 {F = 0.06)

Test for subgroup differences: Mot applicable

4.16 [0.93, 18.64]

416 [0.93, 18.64] i
4.16 [0.93, 18.64]
—-‘-—
:

005 02
Favours experimental

Favours contral
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Increased salivation

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
19.49.1 Aripiprazole
MARCUS2009 11 165 1 51 60.1% 3.40[0.45, 25.70] |
Subtotal (95% CI) 165 51  60.1%  3.40 [0.45, 25.70] e ———
Total events 11 1

Heterogeneity: Mot applicable
Test for overall effect: Z=1.19 (P = 0.24)

19.49.2 Risperidone

SHEAZ004 4 40 1 38 39.9% 3.90 [0.46, 33.36 o

Subtotal (95% CI) 40 39 39.9%  3.90 [0.46, 33.36] e
Total events 4 1

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

Total {95% CI) 205 90 100.0%  3.60 [0.82, 15.82] e
Total events 15 2

Heterogeneity: Chi* = 0.01, df =1 (F =0.93); I* = 0%

Test for overall effect: Z = 1.70 (P = 0.09)

Test for subgroup differences: Chi* = 0.01, df =1 (F =0.83), P = 0%

0.05 0.2 1 5 20
Favours experimental Favours control

Drooling
Experimental Control Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
19.50.1 Aripiprazole
MARCUS2009 15 165 0 51 18.2% 9.71[0.59, 159.51] ol
OWEN2009 4 47 0 50 11.6% 9.56 [0.53, 172.93) -
Subtotal (95% CI) 212 101 29.8%  9.65[1.24, 74.91] et
Total events 19 0

Heterogeneity: Chi? = 0.00, df = 1 (P =0.99); 2= 0%
Test for overall effect: Z =217 (P = 0.03)

19.50.2 Risperidone

RUPPRISPERIDONE2001 13 49 3 51 702%  4.51[1.37, 14.86] ——
Subtotal (95% Cl) 49 51  70.2%  4.51[1.37, 14.86] e
Total events 13 3

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

Total (95% CI) 261 152 100.0%  6.04 [2.10, 17.39] e
Total events 3z 3
Heterogeneity: Chi* = 0.44, df = 2 (P = 0.80); IF = 0%

Test for overall effect: Z = 3.33 (P = 0.0009)

Test for subgroup differences: Chi* = 0.40, df =1 (P = 0.53). F=0%

| I I L
001 0.1 1 10 100
Favours experimental Favours control

Dry mouth
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Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total BEvents Total Weight M-H, Fized, 95% Cl M-H, Fixed, 95% CI

17.51.1 Risperidone
RUPPRISPERIDONEZOM g 48 i 51 100.0% 1.87 [0.68, 5.20] _—t
Subtotal (95% CI) 49 51 100.0% 1.87 [0.68, 5.20]
Total events g ]
—-‘-—

Heterogeneity: Mot applicahle
Testfor overall effect £=1.21 (F=0.23)

Total {95% Cly 49 51 100.0% 1.87 [D.68, 5.20]
Total events g 3]

L 1 1
01 02 05 : 5
Favours experimental Fawours contral

Heterogeneity, Mot applicable
Testfor overall effect Z=1.21 {(F=0.23)
Test for subgroup differences: Mot applicable

Increased thirst

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

10

17.52.1 Aripiprazole
MARCILIS2009 il 165 1 A1 21 6% 1.485([018,1293] e —
Subtotal (95% Cl) 165 51 21.6%m  1.55[0.18, 12.93] —ee I ——
Total events ] 1
Heterogeneity: Mot applicable

Testfor overall effect £=0.40 (P = 0.69)

17.52.2 Risperidone

JOHMSOMNEJOHNSOMN2011 2 g1 0 35 90% 2490[0.14,53.581]

RUPPRISPERIDOMEZ001 ] 49 5 51 69.4% 1.25[0.41, 3.83] t
Subtotal (95% CI) 110 86 78.4%  1.44[0.51, 4.09]

Total events a ]
Heterageneity: Chi®= 027, df=1 (P=0E0), F=0%
Testfor overall effect £=0.68 (P = 0.50)

Total (95% CI) 275 137 100.0% 1.46 [0.57, 3.74] -
Total events 13 B

Heterageneity: Chif=028, di=2 (P=087), F=0%
Testfor overall effect Z=079{P=043)
Testfor subgroup differences; Chi®= 000, df=1 (F=0.98), F=0%

0oz o1 10
Fawours experimental Favours contral

Tachycardia

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

50

19.53.1 Risperidone
RUPPRISPERIDONE2001 6 49 1 51 659% 6.24 [0.78, 50.01]

|
SHEAZ004 5 40 0 39 34.1% 10.73[0.61, 187.79] =
Subtotal (95% CI) 89 90 100.0%  7.77[1.45,41.72] ~tli—
Total events 11 1
Heterogeneity: Chi* = 0.08, df =1 (P = 0.76); F = 0%
Test for overall effect: £ =2.39 (P =0.02)
—l—

Total {95% CI) 89 90 100.0% 7.7 [1.45, 41.72]
Total events 11 1

Heterogeneity: Chi® = 0.09, df =1 (P = 0.76); = 0%
Test for overall effect: Z =2.39 (P = 0.02)
Test for subgroup differences: Not applicable

001 01 1 10
Favours experimental Favours control
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Anorexia

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Ewvents Total Ewents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
19.54.1 Risperidone
SHEAZ004 4 40 1 39 100.0% 3.90 [0.46, 33.36) .
Subtotal (95% CI) 40 39 100.0%  3.90 [0.46, 33.36]
Total events 4 1
Heterogeneity: Mot applicable
Test for overall effect: Z=1.24 (P =0.21)
Total (95% CI) 40 39 100.0%  3.90 [0.46, 33.36] e ——
Total events 4 1

Heterogeneity: Mot applicable
Test for overall effect: Z =1.24 (P = 0.21)
Test for subaroup differences: Not applicable

005 02 1 5 20
Favours experimental Favours control

Anxiety
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total BEvents Total Weight M-H, Fized, 95% Cl M-H, Fixed, 95% CI
17.55.1 Risperidone
RUPPRISPERIDONEZOM 12 48 10 51 100.0% 1.25[0.59, 2 62]
Suhtotal (95% CI) 19 51 100.0% 1.25[0.59, 2.62]
Total events 12 10

Heterogeneity: Mot applicable
Test for overall effect £=0.59 {F = 0.56)

Total events 12 10

Heterogeneity; Mot applicable ID1 IZI=2 DIE
Test for averall effect: Z=0.59 {F = 0.56) : ’ :
Test for subgroup differences: Mot applicable

1
5 10
Favours experimental Fawours control

Total (95% CI) 49 51 100.0%  1.25[0.59, 2.62] —~eaE i
2

Depression

Experimental Contraol Risk Ratio Risk Ratio
Study or Subgroup Fvents Total Fuents Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
17.56.1 Risperidone

JOHMSOMNEJOHNSOMZ2011 2 61 0 35 1000% 280[014,53.81] l
Subtotal (95% CI) 61 35 100.0% 2.90[0.14, 58.81]

Total events 2 a
Heterogeneity; Mot applicable
Testfor overall effect, Z= 069 (P =0.49)

Total (95% CI) 61 35 100.0% 2.90[0.14, 58.81]  —e e T ——

Total events 2 1]
Heterogeneity: Mot applicable

Test for overall effect Z= 069 (P =0.49)

Test for subgroup differences: Mot applicable

00z o041 10 50
Favours experimental  Fawours control

Apathy
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Experimental Control Risk Ratio Risk Ratio

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

19.57.1 Risperidone

SHEAZOO4 5 40 0 39 100.0% 10.73[0.61, 187.79) .
Subtotal (95% CI) 40 39 100.0% 10.73 [0.61, 187.79] —

Total events 5 0

Heterogeneity: Mot applicable

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

Total (95% CI) 40 39 100.0% 10.73 [0.61, 187.79] e ——
Total events 5 0

Heterogeneity: Not applicable
Test for overall effect: Z = 1.63 (P =0.10)
Test for subaroup differences: Mot applicable

001 0.1 1 1 100
Favours experimental Favours control

Aggression
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
19.58.1 Aripiprazole
OWEN2009 1 47 4 50 551% 0.27 [0.03, 2.29] —
Subtotal (95% CI) 47 50 55.1% 0.27 [0.03, 2.29] e
Total events 1 4

Heterogeneity: Mot applicable
Test for overall effect: Z = 1.20 (P = 0.23)

19.58.2 Risperidone

JOHMSON&JOHNSON2011 0 61 2 35 44.9% 0.12 [0.01, 2.35] =
Subtotal (95% CI) 61 35 44.9% 0.12 [0.01, 2.35]
Total events 0 2

Heterogeneity: Mot applicable
Test for overall effect: Z = 1.40 (P = 0.18)

Total (95% CI) 108 85 100.0% 0.20 [0.04, 1.11] —=eni——
Total events 1 6
Heterogeneity: Chi* = 0.19, df =1 (P = 0.66); I* = 0%

Test for overall effect: Z = 1.84 (P = 0.07)

Test for subgroup differences: Chi* = 0.19, df = 1 (P = 0.66). 1* = 0%

001 04 1 10 100
Favours experimental Favours control

Agitation

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fizxed, 95% CI
17.59.1 Risperidone

JOHMEOMEIOHMS OMN2011 1 G 2 35 100.0% 0.29[0.03, 3.09] .
Subtotal (95% CI) 61 35 100.0%  0.29[0.03, 3.05]
Total events 1 2

Heterogeneity: Mot applicable
Test for overall effect Z=1.04 (P =0.30)

Total (95% Cly 61 35 100.0%  0.29[0.03,3.05] —eE——

Total events 1 2
Heterogeneity: Mot applicahle

Testfor overall effect Z=1.04 (P =030

Test for subgroup differences; Mot applicable

1 1 1 1
pos 0.z i 20
Favours experimental  Fawours contral
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Restlessness

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
19.60.1 Aripiprazole
MARCIUSZ009 3 165 3 51 44.7% 0.31 [0.06, 1.48] —
OWEN2009 0 47 1 50 14.2% 0.35 [0.01, 8.48] -
Subtotal (95% CI) 212 101 58.9% 0.32 [0.08, 1.32] -
Total events 3 4
Heterogeneity: Chi* = 0.01, df =1 (P =0.94); I* = 0%
Test for overall effect: Z = 1.57 (P = 0.12)
19.60.2 Risperidone
JOHNSON&JOHNSON2011 2 61 1 35 124% 1,15 [0.11, 12.20)
RUPPRISPERIDOMNEZ2001 3 49 3 51 287% 1.04 [0.22, 4.91] T
Subtotal (95% CI) 110 86  41.1% 1.07 [0.29, 3.93]
Total events 5 4
Heterogeneity: Chi* = 0.00, df = 1 (P =0.95); I* = 0%
Test for overall effect: Z=0.11 (P = 0.92)
Total (95% CI) 322 187 100.0% 0.63 [0.25, 1.57] i
Total events 8 8
Heterogeneity: Chi* = 1.57, df =3 (P = 0.67); I*= 0% 062 01 ; 10 50

Test for overall effect: Z = 0.99 (P = 0.32)

Test for subaroup differences: Chi* = 1.52, df =1 (P =0.22), |* = 34.2%

Psychomotor hyperactivity

Favours expenmental Favours o

ontrol

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% ClI M-H, Fixed, 95% CI
19.61.1 Aripiprazole
OWEN2009 1 47 2 50 43.3% 0.53 [0.05, 5.67] L
Subtotal (95% CI) a7 50 43.3% 0.53 [0.05, 5.67] e ——
Total events 1 2
Heterogeneity: Mot applicable
Test for overall effect: Z = 0.52 (P = 0.60)
19.61.2 Risperidone
JOHNSON&JOHNSON2011 2 61 2 35 56.7% 0.57 [0.08, 3.90] e - —
Subtotal (95% CI) 61 35 56.7% 0.57 [0.08, 3.90] ——el———
Total events 2 2
Heterogeneity: Mot applicable
Test for overall effect: Z = 0.57 (P = 0.57)
Total (95% CI) 108 &5 100.0% 0.56 [0.13, 2.47] ol
Total events 3 4
Heterogeneity: Chi* = 0.00, df = 1 (P = 0.96); I = 0% 0_‘!]5 of > ; 5 210

Test for overall effect: Z = 0.77 (P = 0.44)

Test for suboroup differences: Chi* = 0.00, df =1 (P = 0.96). * = 0%

Tremor

Favours expenmental Favours control
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Experimental

Study or Subgroup Events Total

Control
Events Total Weight

Risk Ratio
M-H, Fixed, 95% CI

Risk Ratio
M-H, Fixed, 95% CI

19.62.1 Aripirazole

MARCUS2009 17
OWEN2009 4
Subtotal (95% CI)

Total events 21
Heterogeneity: Chi® = 0.00, df =1 (P = 0.95); F= 0%
Test for overall effect: Z =223 (P =0.03)

165
47
212

19.62.2 Risperidone
RUPPRISPERIDONEZ2001 7
SHEAZ004 4
Subtotal (95% CI)

Total events 1
Heterogeneity: Chi* = 0.01, df =1 (P = 0.92); F= 0%
Test for overall effect: Z = 2.40 (P = 0.02)

49
40
89

Total (95% CI) 301

Total events 32
Heterogeneity: Chi* = 0.06, df = 3 (P = 1.00}); I = 0%
Test for overall effect: Z = 3.26 (P = 0.001)

0
0

51
50
101

51
39
20

191

27.9%
17.7%
45.6%

35.9%
18.5%
54.4%

100.0%

Test for subgroup differences: Chi* = 0.05, df =1 (P =0.83). F=0%

Dyskinesia/Hyperkinesia

Experimental

Study or Subgroup Events  Total

Contraol
Events Total Weight

10.96 [0.67, 179.19] »

9.56 [0.53, 172.93] -

10.42 [1.33, 81.48] —enti———

7.29 [0.93, 57.07]

8.78 [0.49, 157.85)
7.79 [1.46, 41.70]

8.99 [2.40, 33.64]

B
-‘--
.
1:0

L L
001 0.1 1

Favours expenmental Favours control

Risk Ratio
M-H. Fixed, 95% CI

Risk Ratio
M-H, Fixed, 95% CI

L
100

19.63.1 Aripiprazole

OWENZ2009 0
Subtotal (95% CI)

Total events 1]
Heterogeneity: Mot applicable

Test for overall effect: Z = 0.64 (P = 0.52)

47
47

19.63.2 Risperidone
RUPPRISPERIDONEZ001 ]
Subtotal (95% CI)

Total events ]
Heterogeneity: Not applicable

Test for overall effect: Z =1.08 (P = 0.28)

49

Total (95% CI) 96

Total events =]
Heterogeneity: Chi* = 1.02, df =1 (P =0.31); F=2%
Test for overall effect: Z = 0.70 (P = 0.49)

1

3

50
50

51
51

101

33.1%
33.1%

66.9%
66.9%

100.0%

Test for subgroup differences: Chi* = 1.02, df = 1 (P =0.31), F=1.6%

Hypokinesia

—*—

0.35 [0.01, 8.48]
0.35 [0.01, 8.48]

2.08[0.55, 7.87]
2.08 [0.55, 7.87)

-

1.51 [0.47, 4.82]

|
U
10
Favours control

i i
002 0.1 1
Favours experimental
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Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Ewvents Total Ewents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
19.64.1 Aripiprazole

OWEN2009 1 47 0 50 100.0%  3.19[0.13, 76.36) l
Subtotal (95% CI) a7 50 100.0%  3.19[0.13, 76.36]

Total events 1 0
Heterogeneity: Mot applicable
Test for overall effect: Z =072 (P = 0.47)

Total {95% CI) 47 50 100.0%  3.19 [0.13, 76.36] —e——
Total events 1 0
Heterogeneity: Mot applicable obz 01 / 1 2h

Test for overall effect: Z =0.72 (P = 0.47)

) ) Favours experimental  Favours control
Test for subgroup differences: Not applicable

Muscle rigidity
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
19.65.1 Aripiprazole
OWEN2009 1 47 0 50 331% 3.19 [0.13, 76.36) =
Subtotal (95% CI) 47 50 33.1%  3.19[0.13, 76.36] e ——
Total events 1 1]

Heterogeneity: Mot applicable
Test for overall effect: Z=0.72 (P = 0.47)

19.65.2 Risperidone

RUPPRISFERIDONEZ2001 5 49 1 51 66.9% 5.20 [0.63, 42.96) -+
Subtotal (95% CI) 49 51  66.9%  5.20 [0.63, 42.96] e —
Total events 5 1

Heterogeneity: Not applicable

Test for overall effect: Z=1.53 (P =0.13)

Total (95% CI) 96 101 100.0%  4.54 [0.79, 26.12] =enl———
Total events =] 1

i i | i
002 0.1 1 10 50
Favours experimental Favours control

Heterogeneity: Chi? = 0.06, df =1 (P = 0.80); F=0%
Test for overall effect: Z = 1.69 (P = 0.09)
Test for subgroup differences: Chi* = 0.06, df = 1 (P = 0.80), F=0%

Muscle spasms

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Ewents Total Ewents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
19.66.1 Aripiprazole

OWEMN2009 0 47 1 50 100.0% 0.35 [0.01, 8.48) l
Subtotal (95% CI) 47 50 100.0% 0.35 [0.01, 8.48]

Total events 1] 1
Heterogeneity: Mot applicable
Test for overall effect: Z = 0.64 (P = 0.52)

Total (95% Cl) 47 50 100.0%  0.35[0.01, 5.48] RN ——

Total events 0 1
Heterogeneity: Mot applicable

Test for overall effect: Z = 0,64 (P = 0.52)

Test for subgroup differences: Mot applicable

L i
0.01 0.1 1 10 100
Favours experimental Favours control

Autism: the management and support of children and young people on the autism
spectrum 262



Enuresis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Ewvents Total Ewents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
19.66.1 Aripiprazole

DWENZ2009 0 47 1 50 100.0% 0.35[0.01, 8.48) l
Subtotal (95% CI) 47 50 100.0% 0.35 [0.01, 8.48]

Total events 0 1
Heterogeneity: Mot applicable
Test for overall effect: Z = 0.64 (P = 0.52)

Total (95% Cl) 47 50 100.0%  0.35[0.01, 8.48] e ——

Total events 0 1
Heterogeneity: Mot applicable

Test for overall effect: Z = 0.64 (P = 0.52)

Test for subgroup differences: Mot applicable

001 0.1 1 10 100
Favours experimental Favours control

Skin irritation/Rash

Experimental Control Hisk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
17.68.1 Aripiprazole
MARCILIS2009 4 165 1 A1 169%  1.24([014,1081]
Subtotal (95% Cl) 165 51 169% 1.24[0.14, 10.81] ——ea iR
Total events 4 1

Heterageneity: Mot applicable
Testfor overall effect Z=019 (P = 0.89)

17.68.2 Risperidone

JOHMEOMEJOHMNSOM2011 2 A1 0 35 T0%  2.90[014,58.81]

RUPFPRISPERIDOMEZODT 11 49 7 a1 760% 1.64 [0.69, 3.88] ——il—
Subtotal (95% CI) 110 86 83.1% 1.74 [0.76, 4.01] e o
Total events 13 T

Heterogeneity, ChifF=013, df=1 (P=072), F=0%

Testfor overall effect Z=1.31 (P=0.19)

Total (95% CI) 275 137 100.0% 1.66 [0.76, 3.60] e
Total events 17 a

Heterogeneity: Chif=0.20, df=2 (P=090);, F=0%
Testfor overall effect £=1.27 (P = 0.20)
Testfor subgroup differences; Chif=0.08, di=1{(P=077), F=0%

| | | 1
0.0z o1 10 50
Fawours experimental Favours contral

Earache/Ear infection
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Experimental Control Hisk Ratio Risk Ratio

Study or Subgroup Events Total Fvents Total Weight M-H, Fized, 95% CI M-H, Fixed, 95% CIl
17.69.1 Risperidone

JOHMESOMEJOHMNSOM2011 2 A1 0 35 139% 24900014, 5881]

RUPFPRISPERIDOMEZODT 2 49 4 a1 BE1% 0.82[0.10,2.71] —.——
Subtotal (95% Cl) 110 86 100.0%  0.85[0.22, 3.30] ol
Total events 4 4

Heterogeneity, Chi®= 088, df =1 (P=03%, F=0%

Testfor overall effect £=023 {FP=0.82)

Total (95% CI) 110 86 100.0%  0.85[0.22, 3.30] -*-—
Total events 4 4

Heterageneity: Chif= 088, df=1 (P=032, F=0% Ifl.ElE Elf1 1'IZI 5'0

Testfor overall effect Z=023{P=082

) ; Favours experimental  Favours control
Testfor subgroup differences: Mot applicable

Sore throat

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Ewvents Total Weight M-H, Fized, 95% CI M-H, Fixed, 95% Cl
17.70.1 Risperidone
RUPFPRISFERIDONEZDO ] 49 1 81 100.0% A5.20[0.63, 42 96] l
Subtotal (95% CI) 49 51 100.0% 5.20[0.63, 42.96] —~
Total events ] 1
Heterogeneity: Mot applicahle
Testfor overall effect £=1.493{F =013
Total {95% Cly 19 51 100.0% 5.20[0.63, 42.96] e —
Total events A 1
Heterogeneity: Mot applicable HD.DE 0?1 150 SIJ:
Testfor overall effect. 2=1.53 (P = 0.13) Favours experimental Fawours contral

Test for subgroup differences: Mot applicable

Adverse events associated with low dose antipsychotics versus placebo

Any side effect
Experimental Control Hisk Ratio Risk Ratio
Study or Subgroup Events Total Fuents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
18.1.1 Aripiprazole (Smg‘day)
MARCILIS2009 46 a2 ar 41 B58% 1.22[1.00,1.48] -
Subtotal {(95% CI) 52 51 65.8% 1.22[1.00, 1.48] o
Total events 46 37

Heterageneity: Mot applicable
Testfor overall effect Z=1.99 (P =0.05)

18.1.2 Risperidone {0.125-0.175mog/day)

JOHMSOMEJOHMNSOMZ011 12 3o 21 I\ 343% 0.67 [0.40,1.124] — &
Subtotal (95% Cl) 30 35 34.2%  0.67[0.40,1.12] -'*-
Total events 12 2

Heterageneity: Mot applicable
Testfor overall effect Z=1.84 (P=012)

Total (95% CI) 82 86 100.0%  1.03[0.84, 1.26] &

Total events ag a8
Heterageneity: Chi*= 860, df=1 (P=002; F=82%

Testfor overall effect Z=030{FP=0.77)

Testfor subgroup differences: Chif= 462, df=1 (P=003, F=78.3%

0102 05 2 £ 10
Fawours experimental Favours control
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Discontinuation due to sedation

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total BEvents Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
18.2.1 Aripiprazole (5mg/day)
MARCIIS2009 1 52 I 51 100.0% 294012, 70.61] l
Subtotal (95% CI) h2 51 100.0% 2.94[0.12, 70.61]
Total events 1 I

Heterogeneity: Mot applicahle
Test for averall effect, £= 067 (P =051}

Total (95% CI) h2 51 100.0% 294 [D12, 70.61] —-*——
Total events 1 0

Heterageneity: Mat applicable ID 0 051 1=IZI 1IZID=
Testforoverall effect Z=0.67 (F=0.51) Favours experimental  Favours contral

Test for subgroup differences: Mot applicahle

Discontinuation due to drooling

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Bwvents Total Weight M-H, Fized, 95% Cl M-H, Fixed, 95% Cl
18.3.1 Aripiprazole (5mo/day)
MARCLIS20049 1 a2 1] a1 100.0% 294012 70.61] l
Subtotal (95% CI) 52 51 100.0% 294 [0.12, 70.61]
Total events 1 0

Heterogeneity: Mot applicahle
Test for averall effect £= 067 (F=0.451)

Total (95% CI) h2 51 100.0% 294 [D12, 70.61] — e ——
Total events 1 0

Heterogeneity: Mot applicable ID 0 051 1=IZI 1IZID=
Testforoverall effect Z=0.67 (F=0.51) Favours experimental  Favours contral

Testfor subagroup differences: Mot applicahle

Discontinuation due to tremor

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total BEwvents Total Weight M-H, Fized, 95% CI M-H, Fixed, 95% Cl
18.4.1 Aripiprazole (5mo/day)
MARCUS20049 2 a2 1] 81 100.0%  4.91([0.24, 99.74] l
Subtotal (95% CI) 52 51 100.0% 4.91[0.24,99.74]
Total events 2 0

Heterogeneity: Mot applicahle
Testfor overall effect Z=1.03 (F=0.30)

Total (95% CI) h2 51 100.0% 4.91[D.24, 99.74] — e —
Total events 2 0

Heterogeneity; Mot applicable ID o 051 1=IZI 1IZID=
Testforoverall effect Z=1.03 (F =0.30) Favaurs experimental  Favaurs control

Testfor subagroup differences: Mot applicahle
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Any treatment-emergent extrapyramidal symptoms

Experimental Control

Studhy or Subgroup  Events  Total BEwvents Total

Risk Ratio

Weight M-H, Fized, 95% CI

Risk Ratio
M-H, Fizxed, 95% CI

18.5.1 Aripiprazole (5mo/day)

MARCUS2009 12 52 6 51 100.0%  1.96 [0.80, 4.83] —t
Subtotal (95% CI) 52 51 100.0% 1.96 [0.80, 4.83] -~
Total events 12 4]
Heterogeneity: Mot applicahle
Testfor averall effect Z=1.47 (F=014)
Total (95% CI) h2 51 100.0% 1.96 [0.80, 4.83] el
Total events 12 B
oo e 014 CECER I A SO
BSLIOr overall ec.. =147 (F=10. :' Favaurs experimental  Favaurs control
Testfor subagroup differences: Mot applicahle
Extrapyramidal symptoms
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl I, Fixed, 95% Cl
18.6.1 Risperidone {0.125-0.175mg/dav)
JOHMNESOMNEIOHMNSOMN2011 0 019 29 0.3 1.06 34 100.0% -0.37 [F0.87,0.13) i—
Subtotal (95% Cl) 29 34 100.0% -0.37 [-0.87, 0.13] -
Heterogeneity: Mot applicable
Testfor overall effect £=1.47 (P=014)
Total (95% CI) 20 34 100.0% -0.37 [-0.87, 0.13] B
Heterogeneity: Mot applicable |_2 |1 ; 1| 25

Testfor overall effect Z2=1.47 (P=014)
Testfor subgroup differences: Mot applicahle

Extrapyramidal disorder

Experimental Control
Study or Subgroup  EBvents  Total BEvents Total Weight

Favours experimental Favours control

Risk Ratio
M-H, Fixed, 95% Cl

Risk Ratio
M-H, Fixed, 95% CI

18.7.1 Aripiprazole (Smg/day)

MARCIIS2009 2 a2
Subtotal (95% CI h2
Total events 2

Heterogeneity: Mot applicahle
Testfor averall effect £=1.03 (F=0.30)

Total (95% CI) h2

Total events 2
Heterogeneity: Mot applicahle

Testfor averall effect £=1.03 (P =0.30)
Test for subgroup differences: Mot applicahle

Tremor

1] 51 100.0%
51 100.0%

51 100.0%

4.91[0.24,99.74]
4,01 [0.24, 99.74]

4.91[0.24, 99.74]

- -

—*—

0.01

01

Favours experimental

10
Favours contral
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Experimental Control

Risk Ratio Risk Ratio

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

18.8.1 Aripiprazole (5mygiday)

MARCLUS2009 4 a2 1] 81 1000% 8.83[0.49 159.93] l
Subtotal (95% CI) a2 51 100.0% 8.83[0.49, 159.93] —

Total events 4 0

Heterogeneity: Mot applicable

Testfor overall effect Z2=147 (P=0.14)

Total (95% Cl) a2 51 100.0% 8.83[0.49, 159.93] e ——

Total events 4 1]
Heterogeneity: Mot applicable

om0 10

100

Testfor overall effect £2=1.36{F =017}
Testfar subgroup differences: Chi*=0.33, df=1 {(P=0.457), F=0%

Favours experimental  Favours cantrol

Autism: the management and support of children and young people on the autism
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Testfor overall Eﬁe':_t Z=147(P=01 4_) Fawours experimental  Favours control
Testfor subgroup differences: Mot applicable
Clinically relevant (>=7%) weight gain
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
18.9.1 Aripiprazole (Smg/day)
MARCUS2009 17 52 4 51 1000% 447 [1.51,11.54] i
Subtotal (95% CI) h2 51 100.0% 417 [1.51, 11.54]
Total events 17 4
Heterogeneity: Mot applicahle
Test for overall effect, £= 275 (P = 0.008)
Total (95% CI) h2 51 100.0% 4.17[1.51, 11.54] B
Total events 17 4
Heterogeneity: Mat applicable ; ; ; /
o _ 0.o1 01 10 100
Testfor overall eﬂ’ec.t_ £=275(P= D'DD,E) Favours experimental Favours contral
Test for subgroup differences: Mot applicahle
Weight gain
Experimental Control Hisk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
18.10.1 Aripiprazole (Gmoyiday)
MARCLIS2008 4 52 1 81 354% 292045 33492 L
Subtotal (95% CI) 52 51 354% 3.92[0.45, 33.92] e ——
Total events 4 1
Heterageneity: Bat applicable
Testfar overall effect Z=124 (P=0.21)
18.10.2 Risperidone (0.125-0.175myg/day)
JOHMSOMNEJOHMEDM 2011 3 30 2 35 64E6% 1.78[0.31, 8.79] —i—
Subtaotal (95% CI) 30 35  64.6% 1.75[0.31, 9.79] —*—
Total events 3 2
Heterogeneity: Mot applicable
Testfor overall effect £Z=064 (P=0.52)
Total {(95% CI) 82 86 100.0% 2.52 [0.67, 9.51] -*—
Total events 7 3
Heterogeneity: Chi®= 033, df=1 (P=0.56), F= 0% 0 IEIS DIE % EID
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Weight gain (in kg)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI IV, Fixed, 95% Cl
18.11.1 Aripiprazole (5mag/day)
MARCUS2009 13 216 52 03 214 51 B4.9% 0.46 [0.07, 0.85] —l—
Subtotal {95% CI) 52 51 64.9% 0.46 [0.07, 0.85] B

Heterogeneity: Mot applicahle
Test for overall effect: Z=2.31 (P =002

18.11.2 Risperidone (0.125-0.175mg/day)
JOHMNSOMNEJOHNSOM2011 1.2 113 24 07 119 33 3/1% 042 [-0.11, 0.96] T
Subtotal {95% CI) 24 33 35.1% 0.42 [-0.11, 0.96] g
Heterogeneity, Mot applicahle

Test for overall effect Z=1.56 (F=012)

Taotal (95% CI) 76 84 100.0% 0.45[0.13, 0.76] ’-
Heterogeneity, Chif= 001, df=1(P=091);F=0% I_2 I1 3 1! 2:
Testior overall effect Z= 2.78 (P = 0.003) Favours experimental  Favours contral

Testfor subgroup differences; Chi*=0.01, df=1 (P =091}, F= 0%

BMI change (kg/m-squared)

Experimental Control Std. Mean Difference Std. Mean Difference
Studyor Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
18.12.1 Aripiprazole (5mg/day)
MARCISZ0049 06 1.44 52 0.z 1.43 51 100.0% 0.28 [-0.11, 0.ER]
Subtotal (95% CI) 52 51 100.0% 0.28 [-0.11, D.66]

Heterogeneity: Mot applicakle
Testfor overall effect: Z=1.40 (P =0.16)

Total (95% CIj 52 51 100.0% 0.28 [-0.11, 0.66]
Heterogeneity: Mot applicable I_2 i1 3 1! 2!
Testforoverall effect Z=1.40 (F = 0.16) Favours experimental  Favours contral

Testfor subgroup differences: Mot applicable

Increased appetite

Experimental Control Hisk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
18.13.1 Aripiprazole (Gmoiday)
MARCLIS2009 10 a2 2 81 522% 4900113, 21.29] ——
Subtotal {(95% CI) 52 51 522% 4.90[1.13, 21.29] ——e R
Total events 10 2

Heterageneity: Bat applicable
Testfar overall effect Z=212 (P =0.03)

18.13.2 Risperidone {0.125-0.175mog/day)

JOHMSOMEIOHMSOM2011 ) 30 2 35 478% 2.92([0.61,13.96] —
Subtotal (95% CI) 30 35 47.8%  2.92[0.61, 13.96] —eaii———
Total events A 2

Heterogeneity: Mot applicable
Testfor overall effect £2=1.34 (P=0.18)

Total {95% CI) g2 86 100.0% 3.95[1.36, 11.51] —ai——
Total events 15 4

Heterogeneity: Chif= 0.23, df=1 (P=0.63), F= 0% EI 05 DIE é 26
Testforoverall effect: 2= 2.52 (F = 0.01) Favours experimental  Favours cantral

Testfar subgroup differences: Chi*= 023, df=1 {(P=064), F= 0%
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Decreased appetite

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total BEvents Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
18.14.1 Aripiprazole {(5mg/day)
MARCLIS20049 a a2 1 51 100.0%  4.90([0.59 40.53] —t
Subtotal (95% CI) 52 51 100.0% 4.90[0.59, 40.53] -
Total events a 1
Heterogeneity: Mot applicahle
Testfor averall effect £=1.48 (P=0.14)
Total (95% CI) h2 51 100.0% 4.90[D.59, 40.53] —ret
Total events a 1
Heterogeneity: Mat applicable S 0 e 0

Testfor overall effect Z=1.483(F=014)

. ; Favours experimental  Favours contral
Test for subgroup differences: Mot applicahle

Fasting Glucose (mg/dL) (Change Score)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fized, 95% Cl I, Fixed, 95% Cl
18.15.1 Risperidone {0.125-0.175mg/day)
JOHMSOMNESOHRSONZ2011 -01 8 3 -04 82 27 100.0% 0.03[-0.85, 0.62]
Subtotal (95% CI) 23 22 100.0% 0.03 [-0.55, D.62]

Heterogeneity: Mot applicahle
Testfor overall effect Z=012 (P =091)

Total (95% CI) 23 22 100.0% 0.03 [-0.55, 0.62]

Heterogeneity: Mot applicable B g 7 1 7
Testfor overall Eﬁec.t Z=012(P= 0'91.) Favours experimental  Favours control
Test for subgroup differences: Mot applicable

Fasting glucose (=>115 mg/dL)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fized, 95% Cl M-H, Fixed, 95% CI
18.16.1 Aripiprazole {5mg/day)
MARCLUSZ005 0 52 1] a1 Mot estimahle
Subtotal (95% CIj 52 5 Mot estimable
Total events 0 1]

Heterogeneity: Mot applicable
Test for overall effect: Mot applicable

Total (95% CI) 52 1 Mot estimable
Total events il 0

Heterogeneity: Mot applicable

Test far overall effect Mot applicable

Testfar subgroup differences: Mot applicable

0ol 01 10 100
Favours experimental Favours control

Fasting triglycerides (=>120 mg/dL for females or 160 mg/dL for males)
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Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Evenis  Total BEwvenis Total Weight M-H, Fized, 95% CI M-H, Fixed, 95% Cl
18.17.1 Aripiprazole (5mgiday)
MARCUS20049 G a2 2 81 100.0% 294062 13.80] l
Subtotal {95% CI) h2 51 100.0% 2.94[D.62, 13.90] —
Total events 3} 2
Heterogeneity: Mot applicahle
Testfor overall effect Z=1.36{(F=017)
Total (95% CI) 2 51 100.0% 2.94[D.62, 13.90] —ree——
Total events G 2
e S e 17 b o gD
BsLTOr ouerall & ec__ =138(P=10. :' Favours experimental Favours contral
Testfor subgroup differences: Mot applicahle
Insulin Resistance (HOMA-IR) (Change Score)
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% C| IV, Fixed, 95% CI|
18.18.1 Risperidone {0.125-0.175mg/day)
JOHMSOMEJOHMSOMNZ0T1 -0 1.44 21 036 1.58 22 100.0% -0.30 F0.90, 0.30]
Subtotal {95% Cl) 1 22 100.0% -0.30[-0.90, 0.30]
Heterogeneity: Mot applicable
Testfor overall effect Z=087 (P=033)
Total (95% CIy 1 22 100.0% -0.30[-0.90, 0.30]
Heterageneity: Mot applicable 5_2 51 p 15 25
Testfor overall eﬁec.t Z=0487(P= 0'33_) Fawours experimental  Favours control
Testfor subgroup differences: Mot applicable
Aggression
Experimental Contraol Risk Ratio Risk Ratio
Study or Subgroup Events Total Fvents Total Weight M-H, Fixed, 95% Cl M-H, Fized, 95% Cl
18.19.1 Risperidone (0.125-0.175mg/day)
JOHMESOMEIOHMSOM2011 0 an 2 35 100.0% 0.23[0.01, 4.66] l
Subtotal (95% CI) 30 35 100.0%  0.23[0.01, 4.66]
Total events 0 2
Heterogeneity; Mot applicable
Testfor overall effect £= 095 (P =0.34)
Total {95% Cly 30 35 1000%  0.23[0.01, 4.66] ————
Total events ] 2
Heterogeneity: Mat applicable ; t t y
o B ooz oo0oa 10 a0
Testfor overall effec.t. Z=085(F= D'34_) Favours experimental  Fawours control
Test for subdgroup differences: Mot applicable
Agitation
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Experimental
Study or Subgroup Events Total

Control
Events Total

Risk Ratio
Weight M-H, Fixed, 95% CIl

Risk Ratio
M-H, Fized, 95% CI

18.20.1 Risperidone (0.125-0.175mg/day)
JOHKMESOMEIOHMS OMNZ011 Il
Subtotal (95% CI)

Total events ]
Heterogeneity: Mot applicable

Test for overall effect Z= 095 (P = 0.34)

30
3o

Total (95% Cl) 30
Total events 0
Heterogeneity; Mot applicable

Testfor overall effect Z= 095 (P =0.34)

Test for subgroup differences; Mot applicable

Depression

Experimental
Study or Subgroup Fvents  Total

2 35
35

35

Control
Events Total

100.0%
100.0%

0.23[0.01, 4.66]
0.23 [0.01, 4.66]

100.0%  0.23 [0.01, 4.66]

[

—*—

[ 1
001 0
Favours experimental

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

1
10
Fawvaurs cantral

Risk Ratio
M-H, Fixed, 95% CI

100

18.21.1 Risperidone (0.125-0.175myg/day)
JOHMESOMEJOHMNSOMNZ2011 il
Subtotal (95% Cl)

Total events a
Heterogeneity: Mot applicable

Testfor overall effect: Mot applicable

a0
30

Total (95% CI)

Total events a
Heterageneity: Bat applicable

Testfor overall effect: Mot applicable

Testfar subgroup differences: Mot applicahle

30

Abdominal discomfort

Experimental
Study or Subgroup Events Total

0 34
35

35

Control
Events Total

Mot estimable
Hot estimable

Mot estimable

001 0
Favours experimental

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

10
Favours contral

Risk Ratio
M-H, Fixed, 95% CI

100

18.22.1 Risperidone (0.125-0.175mg/day)
JOHMEOMEIOHMS OMN2011 0
Subtotal (95% CI)

Total events ]
Heterogeneity: Mot applicable

Testfor overall effect Z=120(FP =023

30
3o

Total (95% Cl)

Total events ]
Heterogeneity: Mot applicahle

Test for overall effect Z=1.20 (P =0.23)
Test for subgroup differences; Mot applicable

3o

Abdominal pain (upper)

3 34
35

35

100.0%
100.0%

017 [0.01, 3.09]
0.17 [0.01, 3.09]

100.0%  0.17[0.01, 3.09]

.

— e ——

1 1
0m 0.1
Favours experimental

1
10
Fawaurs cantral
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Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Fvents Total Weight M-H, Fized, 95% CI M-H, Fixed, 95% CIl
18.23.1 Aripiprazole (5mg day)
MARCILIS2009 2 a2 1 41 BBE%  1.96([018, 2097] B
Subtotal {(95% Cl) 52 51 68.6% 1.96[0.18, 20.97] ——e i ——
Total events 2 1
Heterageneity: Bat applicable
Testfor overall effect 2= 056 (P = 0.58)
18.23.2 Risperidone (0.125-0.175myg/day)
JOHMSOMEJOHMNSOMZ011 1 3o Il 35 314%  3.48([015 8248 i
Subtotal (95% CI) 30 35 31.4% 3.48[0.15, 82.148] — e ———
Total events 1 0
Heterogeneity: Mot applicable
Testfor overall effect Z=077 (P=0.44)
Total (95% CI) 82 86 100.0% 2.44[0.37, 15.90] -*-—
Total events 3 1
Heterageneity: Chi®= 008, df=1 (P=0.78), F=0% IZI.'EI2 EIH 1-D 5'0

Testfor overall effect Z=093 (P = 0.39)
Testfar subgroup differences: Chi*=0.08, df=1 {P=0.78), F=0%

Favours experimental  Fawvours cantrol

Constipation
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
18.24.1 Risperidone (0.125-0.175mg/day)
JOHKMESOMEIOHMS OMNZ011 Il an 1 35 100.0% 039 [0.02, 3.16] l
Subtotal (95% CI) 30 35 100.0%  0.39[0.02,9.16]
Total events ] 1

Heterogeneity: Mot applicable
Test for overall effect Z= 059 (P = 0.56)

Total (95% Cl) 30 35 100.0%
Total events 0 1

Heterogeneity; Mot applicable

Test for overall effect £= 059 (P = 0.96)

Test for subgroup differences; Mot applicable

Nausea

0.39[0.02,9.16] ———

| 1 1
00z 01 1 8D
Favours experimental  Fawvaurs contral
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Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Fvents Total Weight M-H, Fized, 95% CI M-H, Fixed, 95% CIl
18.25.1 Aripiprazole (5mg day)
MARCILIS2009 1 a2 1 81 522% 098008, 15.26]
Subtotal {(95% Cl) 52 51  52.2% 0.98[0.06, 15.26]
Total events 1 1
Heterageneity: Bat applicable
Testfor overall effect Z=0.01 (P = 0.99)
18.25.2 Risperidone (0.125-0.175myg/day)
JOHMSOMEJOHMNSOMZ011 1 3o 1 35 478% 117 ([0.08, 17.86] =
Subtotal (95% CI) 30 35 47.8% 1.17 [0.08, 17.86]
Total events 1 1
Heterogeneity: Mot applicable
Testfor overall effect Z=011 (P =091}
Total (95% CI) 82 86 100.0% 1.07 [D.15, 7.39] —*—
Total events 2 2

Heterageneity: Chif= 001, df=1 (P=093), F=0%

Testfor overall effect £=0.07 (P = 0.94)

Testfar subgroup differences: Chif=0.01, df=1 {P=093), F=0%

005 02
Favours experimental

5
Favours cantral

20

Vomiting
Experimental Control Hisk Ratio Risk Ratio
Study or Subgroup Events Total Fuents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
18.26.1 Aripiprazole (5mg day)
MARCILIS2009 ] a2 4 41 EBE% 1.23[0.35, 4.31] L
Subtotal {(95% Cl) 52 51  68.6% 1.23[0.35, 4.31] e ——
Total events ] 4
Heterageneity: Mot applicable
Testfor overall effect Z=032 (P =0.75)
18.26.2 Risperidone {0.125-0.175mog/day)
JOHMSOMEJOHMNSOMZ011 2 3o 2 I\ 31 4% 1TAT (07, 7.7 =
Subtotal (95% Cly 30 35 31.4% 117 [0.17, 7.79] — e —
Total events 2 2
Heterogeneity: Mot applicable
Testfor overall effect Z=016 (P =0.87)
Total (95% CI) 82 86 100.0% 1.21[0.42, 3.44] ——e i ——
Total events 7 B
Heterageneity: Chi®= 0.00, df=1 (P =097} F= 0% =|;| 1 D=2 D=5 é é 1D=
Testfor overall eﬁeclt: =035 ':P:_ 0.72) Fawours experimental Favours control
Testfar subgroup differences: Chi*= 000, df=1 {P=0497), F=0%
Gastroenteritis viral
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Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Evenis  Total BEwvenis Total Weight M-H, Fized, 95% CI M-H, Fixed, 95% Cl
18.27.1 Aripiprazole (5mgiday)
MARCUS20049 1 a2 1] 81 100.0% 294012 70.61] l
Subtotal {95% CI) h2 1 100.0% 2.94[0.12, 70.61]
Total events 1 0
Heterogeneity: Mot applicahle
Test for overall effect Z= 067 (F=0.451)
Total (95% CI) 2 51 100.0% 2.94[0.12, 70.61] e ———
Total events 1 1]
Heterogeneity: Mot applicahle D.hz IZI!1 1'IZI SIIZI

Testfor averall effect Z= 067 (P =0.51)
Testfor subgroup differences: Mot applicahle

Favours experimental Favours contral

Testfor overall effect. Z=1.29 (F=0.20)
Test for subgroup differences: Mot applicable

Diarrhoea
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fizxed, 95% CI
18.28.1 Risperidone (0.125-0.175mg/day)
JOHMEOMEIOHMS OMN2011 1 a0 1 35 100.0% 117 [0.08,17.86]
Subtotal (95% CI) 30 35 100.0% 117 [0.08, 17.86]
Total events 1 1
Heterogeneity: Mot applicable
Test for overall effect Z=011 (P =0.91)
Total (95% Cl) 30 35 100.0% 1.17 [0.08, 17.86] | — e R TR erp e —
Total events 1 1
Heterogeneity; Mot applicable ID Py DIE % 205
Testfor overall effec_t: Z=01ip= D'E”_) Favours experimental  Fawours contral
Test for subgroup differences; Mot applicable
Pyrexia
Experimental Control Hisk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
18.29.1 Aripiprazole {(5mgiday)
MARCLIS2009 3 a2 i a1 100.0% 6.87 [0.36, 129.70] l
Subtotal {95% CI) 52 51 100.0% 6.87 [0.36, 129.70]
Total events 3 a
Heterogeneity, Mot applicable
Testfor overall effect. Z=1.29 (F=0.20)
18.29.2 Risperidone {0.125-0.175muo/day)
JOHMSOMNEIOHRSOM 2011 I an i 35 Mot estimable
Subtotal (95% CI) 30 35 Not estimable
Total events 1] i
Heterageneity: Bot applicahle
Test for overall effect: Mot applicahle
Total (95% Cl) g2 86 100.0% 6.87[0.36, 129.70] —= e ———
Total events 3 a
Heterogeneity: Mot applicable Ei 0 051 150 1E|=D

Fawours experimental  Fawours control
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Drooling

Experimental Control Risk Ratio Risk Ratio

Study or Subgroup  Events  Total BEwvents Total Weight M-H, Fized, 95% CI M-H, Fixed, 95% Cl
18.30.1 Aripiprazole (5mo/day)
MARCUS20049 2 a2 1] a1 100.0%  4.91([0.24, 99.74] l
Subtotal (95% CI) 52 51 100.0% 4.91[0.24,99.74]
Total events 2 0
Heterogeneity: Mot applicahle
Test for averall effect Z=1.03 {(F=0.30)
Total (95% CI) h2 51 100.0% 4.91[0.24, 99.74] — e —
Total events 2 0

BsLTor overall & ec.. =1.03(P=10. :' Favaurs experimental  Favaurs control
Testfor subagroup differences: Mot applicahle

Increased salivation
Experimental Control Risk Ratio Risk Ratio

Study or Subgroup  Events  Total EBEwvenis Total Weight M-H, Fized, 95% Cl M-H, Fixed, 95% CIl
18.31.1 Aripiprazole (5mgiday)
MARCUS20049 1 a2 1 81 100.0% 098 [0.06, 15.26]
Subtotal (95% CI) h2 51 100.0% 0.98 [0.06, 15.26]
Total events 1 1
Heterogeneity: Mat applicable
Test for overall effect Z=0.01 {F = 0.99)
Total (95% CI) h2 51 100.0% 0.98 [D.06, 15.26] e ——
Total events 1 1
Toghof overal efect 2. .01 (P = 0.93 005 02 5w

estioroverall & e':_' =0.01(F=0. :' Favours experimental Favours contral
Testfor subagroup differences: Mot applicahle

Thirst
Experimental Control Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
18.32.1 Aripiprazole (dmgiday)
MARCLUIS2009 3 52 1 51 100.0% 2.84[0.32, 27 36] :t
Subtotal (95% Cl) 52 51 10000% 2.94 [0.32, 27.36]
Total events 3 1
Heterogeneity: Mot applicahle
Test for overall effect Z= 095 (P = 0.34)
18.32.2 Risperidone (0.125-0.175mg/day)
JOHNSOMEIOHNS OM2011 1] a0 1] 5 Mot estimable
Subtotal (95% CI) 30 35 Mot estimable
Total events 0 a
Heterageneity: Mot applicable
Test for overall effect; Mot applicable
Total {95% CI) g2 86 100.0% 2.94[0.32, 27.36] —ee
Total events 3 1
Heterogeneity: Mat applicable =D o1 IZI=1 150 1DD=

Testfor overall effect Z= 085 (P =0.34)
Test for subdgroup differences: Mot applicable

Favours experimental  Fawours control
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Fatigue

Experimental Contraol Risk Ratio Risk Ratio
Study or Subgroup Fvents Total Fuents Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
18.33.1 Aripiprazole (Amoyiday)

MARCLIS2009 2 a2 I a1 100.0%  4.91[0.24, 8974 l
Subtotal (95% CI) 52 51 100.0% 4.91[0.24, 99.74]
Total events 2 a

Heterogeneity; Mot applicable
Testfor overall effect Z=1.03 (P =030

18.33.2 Risperidone (0.125-0.175mg/day)

JOHMEOMEIOHMS OMN2011 0 a0 n 35 Mot estimable
Subtotal (95% CI) 30 35 Mot estimahle
Total events ] 1]

Heterogeneity: Mot applicable
Test for overall effect: Mot applicable

Total (95% Cl) 82 86 100.0% 4.91[0.24, 99.74]  —ee N ———
Total events 2 I

Heterogeneity; Mot applicable ID o1 IZ|=1 150 1E|D=
Testfor overall effect 2= 1.03 (P =0.30) Favours experimental  Fawours contral

Test for subgroup differences; Mot applicable

Lethargy
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Bvents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
18.34.1 Aripiprazole (5muoiday)
MARCLISZ2008 4 a2 1] 81 100.0% 8.83[0.49 159.93] l
Subtatal (95% Cl) 52 51 100.0% 8.83[0.49, 159.93] —
Tatal events 4 1]
Heterogeneity: Mot applicable
Testfor overall effect £=147 (P=0.14)
Total (95% Cl) 52 51 100.0% 8.83[0.49,159.93] — e ——
Total events 4 0
Heterogeneity: Mat applicable 2 =I2I1 051 150 160
Testfor overall effect 2=1.47 (F = 0.14) Fawours experimental  Fawvours control

Testfor subaroup differences: Mot apnlicable

Somnolence
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Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Fvents Total Weight M-H, Fized, 95% CI M-H, Fixed, 95% CIl
18.35.1 Aripiprazole (5mg day)
MARCILIS2009 4 a2 2 41 593%  1.96([0.38, 10.24)] —
Subtotal {(95% Cl) 52 51 593% 1.96[0.38, 10.24] -~
Total events 4 2
Heterageneity: Bat applicable
Testfor overall effect Z=080 P =042
18.35.2 Risperidone {0.125-0.175myg/day)
JOHMSOMEJOHMNSOMZ011 i 3o 1 3\ 407% 0.39[0.02, 9.16] o
Subtotal (95% CI) 30 35 40.7% 0.39[0.02,9.16] e —
Total events il 1
Heterogeneity: Mot applicable
Testfor overall effect £=0.99 (P = 0.496)
Total (95% CI) 82 86 100.0% 1.32[0.33, 5.26] —ali
Total events 4 3
Heterageneity: Chi®= 0.80, df=1 (P =037} F= 0% IZI=EIE IZI=1 150 5=D

Testfor overall effect £=0.39 (P = 0.69)
Testfar subgroup differences: Chif=078, df=1 {(P=0237), F=0%

Favours experimental  Fawvours cantrol

Sedation
Experimental Control Hisk Ratio Risk Ratio
Study or Subgroup Events Total Fuents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
18.36.1 Aripiprazole (5mg day)
MARCILIS2009 q a2 3 41 BET%  2.94[0.84,10.29] 't
Subtotal {(95% Cl) 52 51 86.7% 2.94[0.84, 10.25]
Total events g 3

Heterageneity: Mot applicable
Testfor overall effect Z=1.69 (P = 0.09)

18.36.2 Risperidone {0.125-0.175mog/day)

JOHMSOMEJOHMNSOMZ011 1 3o Il 3/ 133%
Subtotal (95% CI) 30 35 13.3%
Total events 1 0

Heterogeneity: Mot applicable
Testfor overall effect Z=077 (P =0.44)

Total (95% CI) 82 86 100.0%
Total events 10 3

Heterageneity: Chif= 001, df=1 (P=092), F=0%

Testfor overall effect £=1.86 (P = 0.06)

Testfar subgroup differences: Chif= 001, df=1 {P=092), F=0%

Headache

3481015, 82.48]

3.48 [0.15, 82.48]  — e S —
3.01 [0.94, 9.62] |-on—-
0bz 04 10 50

Fawours experimental Favours control
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Experimental Control Hisk Ratio Risk Ratio
Study or Subgroup Fvents Total Fuents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
18.37.1 Aripiprazole (Gmoyiday)
MARCILIS2009 3 a2 2 41 354% 1.47 [0.26, 8.44] L
Subtotal {(95% Cl) 52 51 35.4% 1.47 [D.26, 8.44]  ——e R —
Total events 3 2
Heterageneity: Bat applicable
Testfor overall effect Z=0.43 (P = 0.66)
18.37.2 Risperidone {0.125-0.175mog/day)
JOHMSOMEJOHMNSOMZ011 2 3o 4 35 B4 6% 0.48[0.11, 2.96] |
Subtotal (95% CI) 30 35 64.6% 0.58[0.11,2.95] — R —
Total events 2 4
Heterogeneity: Mot applicable
Testfor overall effect Z=065 {P=0452
Total (95% CI) 82 86 100.0%  0.90 [D.28, 2.86] — e ——
Total events ] B
Heterageneity: Chi®= 0.58, df=1 (P =0.48) F= 0% =|;| 1 D=2 D=5 é é 1D=
Testfor overall eﬁeclt: Z=0.18 ':Pz_ 0.85) Favours experimental  Fawvours cantrol
Testfar subgroup differences: Chi*= 058, df=1 {(P=045), F= 0%
Ear infection
Experimental Control Hisk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
18.38.1 Risperidone {0.125-0.175mg/day)
JOHMSOMEJOHMNSOMZ011 i 3o Il KLl Mot estimable
Subtotal (95% Cl) 30 35 Mot estimahle
Total events i ]
Heterageneity: Hat applicable
Testfar overall effect: Mot applicakle
Total (95% CI) 30 35 Hot estimahle
Total events a 0
Heterogeneity: Mot applicable IIJ o1 051 1IIJ 1DD=
Testior overall effec.t: Mot applicable . Fawours experimental Favours contral
Testfor subgroup differences: Mot applicahle
Upper respiratory tract infection
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Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Fvents Total Weight M-H, Fized, 95% CI M-H, Fixed, 95% CIl
18.39.1 Aripiprazole (5mog day)
MARCILIS2009 2 a2 0 41 354% 491 ([0.24,0074)] L
Subtotal {(95% Cl) 52 51 354% 4.91[0.24,99.74] e ——
Total events 2 ]
Heterageneity: Bat applicable
Testfor overall effect Z=1.03 (P=0.30)
18.39.2 Risperidone (0.125-0.175myg /day)
JOHMSOMEJOHMNSOMZ011 1 3o 1 35 EB4E% 117 ([0.08, 17.86] =
Subtotal (95% CI) 30 35 64.6% 1.17 [0.08, 17.86]
Total events 1 1
Heterogeneity: Mot applicable
Testfor overall effect Z=011 (P =091}
Total (95% CI) 82 86 100.0% 2.49[0.36, 17.01] -*-—
Total events 3 1
Heterageneaity: Chi*= 048 df=1 (P =048}, F=0% 'IJ_E|1 Elf1 1'IZI 1 DD'

Testfor overall effect Z=093 (P = 0.39)

Favours experimental

Testfar subgroup differences: Chi*= 048, df=1 {(P=049), F=0%

Favours cantral

Cough
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CIl
18.40.1 Aripiprazole (S day)
MARCIIS2009 8 a2 2 A1 100.0% 392 [087, 17.59] -i
Subtotal (95% CI) 52 51 100.0% 3.92[0.87, 17.59]
Total events a i
Heterogeneity: Mot applicable
Test for overall effect Z=1.79 (P =0.07)
18.40.2 Risperidone (0.125-0.175mg/day)
JOHMESOMEIOHMSOM2011 0 an n 35 Mot estimable
Subtotal (95% CI) 30 35 Hot estimable
Total events 0 a
Heterogeneity; Mot applicable
Test for overall effect; Mot applicable
Total (95% Cl) g2 86 100.0% 3.92[0.87, 17.59] e -
Total events a 2
Heterogeneity: Mot applicable 'D.IZIS 052 é 20'

Test for overall effect Z=1 79 (P =0.07)
Test for subdgroup differences: Mot applicable

Rhinorrhea

Favours experimental

Fawours control

Autism: the management and support of children and young people on the autism

spectrum

279



Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Evenis  Total BEwvenis Total Weight M-H, Fized, 95% CI M-H, Fixed, 95% Cl
18.41.1 Aripiprazole (5mgiday)
MARCUS20049 2 a2 1 81 100.0% 1.96([0.18 20.47] l
Subtotal {95% CI) h2 51 100.0% 1.96[D.18, 20.97]
Total events 2 1
Heterogeneity: Mot applicahle
Test for overall effect £=0.86 (F=0.93)
Total (95% CI) 2 51 100.0% 1.96[D.18, 20.97] e ——
Total events 2 1
Heterogeneity; Mot applicable 3 IIJS EIIE é EIEI
Testfor overall Eﬁe':_t £=056(P= D'SE_:' Favours experimental Favours contral
Testfor subgroup differences: Mot applicahle
Nasal congestion
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
18.42.1 Aripiprazole (Smgiday)
MARCUS20049 1 a2 1 81 100.0% 098 [0.06, 15.26]
Subtotal (95% CI) h2 51 100.0% 0.98 [D.06, 15.26]
Total events 1 1
Heterogeneity: Mot applicahle
Test for overall effect; Z=0.01 (P =0.99)
Total (95% CI) 52 51 100.0% 0.98[0.06, 15.26] s —
Total events 1 1
e b1 I
BsL1or ouerall & ec._ =0.01(F=10. :' Favours experimental Favours contral
Test for subgroup differences: Mot applicahle
Nasopharyngitis
Experimental Control Hisk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
18.43.1 Aripiprazole (Gmoiday)
MARCLIS2008 ] 52 2 51 522% 2494062, 13.90] —1
Subtotal {95% CI) 52 51 522% 2.94[0.62, 13.90] —en——
Total events f 2
Heterageneity: Bat applicable
Testfar overall effect Z=136FP=017)
18.43.2 Risperidone (0.125-0.175myg/day)
JOHMSOMEIOHMSOM2011 2 30 2 35 4T 8% 1TAT 0T, 7.7Y] =
Subtotal (95% CI) 30 35 47.8% 147 [017,7.79]
Total events 2 2
Heterogeneity: Mot applicable
Testfor overall effect Z=016 (P =0.87)
Total {95% CI) 82 86 100.0%  2.09 [0.65, 6.79] e
Total events a 4
Heterogeneity: Chif=0.55 di=1 (F=0.46); F=0% ID 05 DIE é EDI
Testfor overall eﬁeclt: =113 (Pz_ 0.22) Favours experimental  Favours cantrol
Testfar subgroup differences: Chi*= 055, df=1 (P = 0.46), F= 0%
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Nose bleed

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Fvents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CIl
18.44.1 Aripiprazole (5mg/day)
MARCILIS2009 i a2 0 a1 Mot estimable
Subtotal (95% CI) 52 a1 Mot estimahle
Total events i ]
Heterogeneity: Mot applicahle
Testfor overall effect: Mot applicable
18.44.2 Risperidone {0.125-0.175mi/day)
JOHMEOMEJOHMNSOMNZ2011 il a0 0 5 Mot estimable
Subtotal {(95% CI) 30 35 Hot estimable
Total events a 0
Heterageneity: Bat applicable
Testfar overall effect: Mot applicakle
Total (95% CI) g2 86 Hot estimahble
Total events a 0
Heterogeneity: Mot applicable I } } |
! ) 0.m 01 10 100
Testfor overall eﬁec.t Mot applicable . Fawours experimental Favours control
Testfor subgroup differences: Mot applicahle
Akathisia
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Fvents Total Weight M-H, Fized, 95% CI M-H, Fixed, 95% CI
18.45.1 Aripiprazole (5mg'day)
MARCILIS2009 1 a2 3 a1 EBE% 0.33[0.04, 3.04] B
Subtotal (95% CI) h2 H1 68.6%  0.33[0.04, 3.04] ——e
Total events 1 3
Heterogeneity: Mot applicahle
Testfor overall effect £=0493 (P =0.33)
18.45.2 Risperidone (0.125-0.175myg day)
JOHMESOMEJOHMNSOMNZ2011 il a0 1 B 3 4% 0.39[0.02, 9.18] i
Subtotal {(95% CI) 30 35 314%  0.39[0.02,0.16] ———
Total events a 1
Heterageneity: Bat applicable
Testfar overall effect Z= 059 (P = 0.56)
Total (95% CI) g2 86 100.0%  0.35[0.06, 2.14] ——aaiiie——
Total events 1 4
Heterageneity: Chi*=0.01, df=1 (P=093) F=0% IZI=EIE IZI=1 1:D S:D
Testfor overall ef’fec.t: Z=1.14 (p:_ 0.25) Fawours experimental Favours control
Testfor subgroup differences; Chi®= 001, df=1 (FP=0.93), F=0%
Insomnia
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Experimental

Control

Study or Subgroup Events Total Events Total

Weight

Risk Ratio Risk Ratio

M-H, Fixed, 95% CI

M-H, Fized, 95% CI

18.46.1 Risperidone (0.125-0.175mg/day)

JOHMNSOMEJOHMNSOM2011 1] 30
Subtotal (95% CI) 3o

Total events ]
Heterogeneity: Mot applicable
Test for overall effect Z= 095 (P = 0.34)

Total (95% Cl) 30
Total events 0
Heterogeneity; Mot applicable

Testfor overall effect Z= 095 (P =0.34)

Test for subgroup differences; Mot applicable

Hypersomnia

Experimental

2

Control

35
35

35

Study or Subgroup Fvents Total Fuents Total

100.0%
100.0%

100.0%

Wieight

0.23[0.01, 4.66] l
0.23 [0.01, 4.66]

0.23 [0.01, 4.66] —n—

[ 1
001 0
Favours experimental

1
10
Fawvaurs cantral

Risk Ratio Risk Ratio

M-H, Fixed, 95% CI

M-H, Fixed, 95% CI

100

18.47.1 Aripiprazole (Amgyiday)

MARCIIS2009 3 52
Subtotal (95% CI) 52

Total events 3
Heterogeneity; Mot applicable
Testfor overall effect Z=129 P =020

18.47.2 Risperidone (0.125-0.175mg/day)

JOHMNSOMEJOHNSOM2011 0 30
Subtotal (95% CI) 3o

Total events ]
Heterogeneity: Mot applicable
Test for overall effect = 059 (P = 0.96)

Total {(95% Cly g2
Total events 3

Heterogeneity: Chif=1.72, df=1{F=018) F=42%

Testfor overall effect, £= 085 (P =0.39)

51
51

34
35

a6

26.7%
26.7%

T3.3%
#3.5%

100.0%

Testfor subgroup differences; Chif=1.70, df=1 (P=019), F=41.3%

Psychomotor hyperactivity

Experimental

Control

Study or Subgroup Fvents Total Fuents Total

Weight

B.67 [0.38, 129.70]
6.87 [0.36, 129.70]

0.39[0.02, 9.16]

2.12[0.38, 11.88]

L]
— e ——
]
0.39[0.02, 9.16] ——e———
-*—

| |
0. 01
Favours experimental

|
10
Fawaurs cantral

Risk Ratio Risk Ratio

M-H, Fixed, 95% CI

M-H, Fixed, 95% CI

|
100

18.48.1 Risperidone (0.125-0.175mg/day)
JOHMSOMEIOHMSON2011 1 an
Subtotal (95% CI) 30
Total events 1
Heterogeneity; Mot applicable

Testfor overall effect £= 045 (P = 0.69)

Total (95% Cl) 30
Total events 1
Heterageneity: Mot applicable

Test for overall effect Z= 045 (P = 0.69)

Test for subagroup differences: Mot applicable

2

35
35

35

100.0%
100.0%

100.0%

0.58[0.08, 517 l
0.58 [0.06, 6.12]

0.58 [0.06, 6.12] — AR —

005 02
Favours experimental

1

T

]
Favours cantrol
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Enuresis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Fvents Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
18.49.1 Aripiprazole (5mg day)
MARCUIS2009 Il 52 1 A1 TH.6% 0.33[0.01, 7.89] L]
Subtotal (95% CI) 52 51  76.6% 0.33 [0.01, 7.85]
Total events 0 1
Heterogeneity: Mot applicahle
Testfor overall effect Z= 069 (P =0.49)
18.49.2 Risperidone (0.125-0.175mg/day)
JOHMEOMEIOHMS OMNZ011 2 a0 n 35 234% 581029 116.41] =
Subtotal (95% CI) 30 35 23.4% 5.81[0.29,116.41] e R——
Total events 2 a
Heterogeneity: Mot applicable
Testfor overall effect Z=118 (P =0.29)
Total (95% Cl) 82 86 100.0% 1.61 [0.29, 9.04] —aal——
Total events 2 1
Heterogeneity: Chi=1.67, df=1 {F=0.20) F=40% Y o 0 100

Test for overall effect Z=0.54 (P = 0.59)

. . Favours experimental  Fawvaurs contral
Test for subaroup differences: Chif=1.67 df=1 P =020, F=400%

Rash
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
18.50.1 Aripiprazole (Amgyiday)
MARCIIS2009 Il a2 1 a1 ThH.6% 0.33[0.01,7.89] B
Subtotal (95% CI) 52 51  76.6% 0.33 [0.01, 7.85]
Total events ] 1
Heterogeneity: Mot applicahle
Test for overall effect 2= 0.69 (P = 0.49)
18.50.2 Risperidone {0.125-0.175mgiday)
JOHMEOMEIOHMS OMNZ011 2 a0 n 35 234% 581029 116.41] =
Subtotal (95% CI) 30 35 234% 5.81[0.29,116.41] e —
Total events 2 a
Heterageneity: Mot applicable
Testfor overall effect Z=118 (P =0.29)
Total (95% Cl) 82 86 100.0% 1.61 [0.29, 9.04] —aali——
Total events 2 1
Heterogeneity: Chi=1.67, df=1 {F=0.20) F=40% Y o 0 100

Test for overall effect Z= 054 (P = 0.59)

. . Favours experimental  Fawvours control
Test for subaroup differences: Chif=1.67 df=1 P =020, F=400%

Clinically relevant prolactin elevation (above upper limit of normal)
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Experimental Control Risk Ratio

Risk Ratio

Study or Subgroup  Evenis  Total BEwvenis Total Weight M-H, Fized, 95% CI M-H, Fixed, 95% Cl

18.51.1 Aripiprazole (5mgiday)

MARCIIS2009 il 52 2 51 100.0% 0.20[0.01, 3.99] l

Subtotal (95% CI h2 51 100.0%  0.20[0.01, 3.99]

Total events 0 2

Heterogeneity: Mot applicahle

Test for overall effect Z=1.06 (F=0.29)

Total (95% CI) h2 51 100.0%  0.20[0.01, 3.09] —————

Total events 1] 2

Heterogeneity; Mot applicable ID o IZII1 'IIIZI 'lIZIDI

Testfor overall Eﬁe':_t £=106(P= 0_29) Favours experimental Favours contral

Testfor subgroup differences: Mot applicahle
Adverse events associated with risperidone versus placebo
Treatment-emergent extrapyramidal symptoms

Risperidone Haloperidol Std. Mean Difference Std. Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% Cl I, Fixed, 95% Cl

MIRALZO0E 018 0.38 13 127 178 18 100.0% -0.83 [1.61,-0.04]

Total (95% CI) 13 15  100.0% -0.83 [-1.61, -0.05] -*-—

Heterogeneity: Mot applicakle I_2 I1 3 1! 2:

Test for overall effect, 2= 2.08 (F=0.04)

Prolactin (change score)

Risperidone Haloperidol 5td. Mean Difference

Favours Risperidone  Fawvours Haloperidaol

Std. Mean Difference

Study or Subgroup  Std. Mean Difference SE Total Total Weight IV, Fized, 95% CI IV, Fized, 95% CI

MIRALZO0S -1.01304054 040238745 13 15 100.0% -1.01 [-1.80,-0.22]

Total {95% CI) 13 15 100.0% -1.01[-1.80, -0.22] —=ERIRE—

Heterogeneity: Kot applicable |_2 _|1 b 1| 2.

Testfor overall effect £=2.52 (P =0.01)

Liver problems (change in alanine transaminase [ALT])

Risperidone Haloperidol 5td. Mean Difference

Favours Haloperidol Favours Risperidone

Std. Mean Difference

Study or Subgroup  Std. Mean Difference SE Total Total Weight IV, Fized, 95% CI IV, Fized, 95% CI
MIRALZO008 -0.825158787 0.394645874 13 18 100.0% -0.83 [-1.60,-0.05]
Total {(95% CI) 13 15 100.0%  -0.83[-1.60,-0.05] —ealin——
ity i I 1 } |
Heterogeneity: Kot applicable 5 R b 1 7

Testfor overall effect £= 2.09 (P =0.04)

1.33.6 Adverse events associated with antivirals

Favours Risperidone  Favours Haloperidal

Adverse events associated with amantadine hydrochloride versus placebo

Any adverse event
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Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Evenis  Total BEwvenis Total Weight M-H, Fized, 95% CI M-H, Fixed, 95% Cl
RING2001 14 19 14 20 100.0% 1.05[0.71,1.56]
Total {95% CIj 19 20 100.0% 1.05 [0.71, 1.56]
Total events 14 14
e 050 CECETC TN N I
estfor overall effect 2= 0.26 (F = 0.80) Favaurs experimental  Favaurs control
Insomnia
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total BEwvents Total Weight M-H, Fized, 95% CI M-H, Fixed, 95% Cl
KIMG2001 4 19 2 20 1000% 211 (0431019
Total {95% Clj 19 20 100.0% 2.11[0.43, 10.19] ——n R —
Total events 4 2
Heterageneity: Mot applicable 051 IZIIE DIS é é 1=IZI
Testfor overall effect 2= 0.83 (F = 0.33) Favours experimental  Favours contral
Antisocial behaviour
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Fvents  Total Bvents Total Weight M-H, Fized, 95% CI M-H, Fized, 95% CIl
KIMG2001 2 19 L) 20 100.0% 0.83 011, 2.89]
Total {95% CI) 10 20 100.0%  053[0.11, 2.55] e —
Total events 2 4
Heterogeneity: Mat applicable =D ; D=2 D=5 é é 1D=
Testfor overall effect 2= 0.60 (P =0.4% Favours experimental Favours contraol
1.33.7 Adverse events associated with cognitive enhancers
Adverse events associated with piracetam and risperidone versus placebo
and risperidone
Any treatment-emergent extrapyramidal symptom
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Evenis Total Weight M-H, Fized, 95% CI M-H, Fixed, 95% CI
AkHOMDZADEHZO008 G 20 2 20 100.0% 0Fa0az 177 —
Total (95% Cl) 20 20 100.0%  0.75[0.32,1.77] ——eaR R RRee—
Total events B a
Heterogeneity; Mot applicable I t t f f {
Testfor overall effect: Z= 066 (P = 0.451) 01 0z 0.5 : 5 1o

Favours piracetamn + risp.  Favours placebo + rigp.
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Constipation

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Fvents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
AKHOMDZADEHZ008 4 20 3 20 100.0% 1.33[0.34, 5.21]
Total (95% CIy 20 20 100.0%  1.33[0.34,5.21]  — e R t——
Total events 4 3
Heterogeneity: Mot applicahle -0.1 sz D!S ﬁ :'5 1D'

Testfor overall effect: Z=0.41 (F = 0.68)

Favours piracetam + risp. Favours placebo + risp.

Nervousness
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fized, 95% CI M-H, Fized, 95% CI
ARKHOMDZADEHZO08 1 20 2 20 100.0% 0.50[0.05, 5.08]
Total (95% CI) 20 20 100.0%  0.50 [0.05, 5.08] e R P e e —
Total events 1 2
Heterogeneity: Mot applicahle D.'IZIS sz :'5 2-0

Testfor averall effect: £=0.59 (P = 0.596)

Day time drowsiness

Favours piracetam + risp. Favours placebao + risp.

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fized, 95% CI M-H, Fized, 95% CI
ARKHOMDZADEHZO08 7 20 g 20 100.0% 0.78[0.36, 1.68] —
Total (95% Cl) 20 20 100.0%  0.78[0.36, 1.68] ——ane—
Total events T q
Heterogeneity: Mot applicahle '0.1 sz DTS é é 1IZI'

Testfor overall effect: Z= 064 (P=0452)

Morning drowsiness

Favours piracetamn + risp.  Favours placebo + rigp.

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Evenis Total Weight M-H, Fixed, 95% CI M-H, Fized, 95% CI
AKHONDZADEHZ008 11 20 a 20 100.0% 1.38[0.71, 2.68] —
Total (95% Cl) 20 20 100.0% 1.38 [0.71, 2.68] —e -
Total events Ia! a
Heterageneity: Mot applicable "1 03 05 1 z 0

Testfor overall effect: £=0.94 (P = 0.348)

Increased appetite
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Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fized, 95% CI M-H, Fixed, 95% CI
ARKHOMDZADEHZO08 7 20 G 20 100.0% 117 [0.48, 2.86]
Total (95% CI) 20 20 100.0% 1.17 [0.48, 2.896]
Total events T G
Heterogeneity: Mot applicable I t t T f f |
e _ 01 0.2 0.a 1 2 ] 10
Testfar overall effect Z=0.34 (F=0.74) Favours piracetam + risp. Favours placebao + risp.
Loss of appetite
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Evenis Total Weight M-H, Fized, 95% CI M-H, Fixed, 95% CI
AKHOMDZADEHZ008 1 20 1 20 1000% 1.00[0.07, 14.90]
Total (95% Cl) 20 20 100.0% 1.00[0.07, 14.90]
Total events 1 1
Heterageneity: Mot applicable } } } T } t t
i _ 01 0.2 0.5 1 2 4] 10
Testfar overall effect 2= 0.00 {F = 1.00) Favours piracetamn + risp.  Favours placebo + rigp.
Dry mouth
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CIl
ARKHONDZADEHZ008 4 20 3 20 100.0% 1.33[0.34, 5.21]
Total {05% CI) 20 20 100.0%  1.33[0.34,5.21] e R R ——
Total events 4 3
Heterogeneity: MNat applicable 501 D=2 D=5 é :=5 1E|=
Testfor overall effect 2= 0.41 (F = 0.68) Favours piracetamn + risp.  Favours placebo + rigp.
Fatigue
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events  Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fized, 95% CI
ARKHONDZADEHZ008 A 20 3 20 100.0% 1.67 [0.46, 6.08]
Total {95% CIy 20 20 100.0%  1.67 [0.46, 6.06] —e i ——
Total events a 3
Heterogeneity: Mot applicable 501 DIQ DIS é % 10:

Testfor overall effect Z=0.78 (P =0.44)

Favours piracetam + risp. Favours placebo + risp.

1.33.8 Adverse events associated with melatonin

Adverse events associated with melatonin versus placebo

Coughing

Autism: the management and support of children and young people on the autism

spectrum

287



Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  BEvents  Total Events Total Weight M-H, Fized, 95% CI M-H, Fixed, 95% CI
GRINGRAS2012 6 30 13 33 1000%  051([0.22,117] ——F
Total (95% Cly 30 33 100.0%  051[0.22,1.17] oot
Total events G 13
e or 05 T
estfor overall effect 2=1.60 (F = 0.11) Favours Melatonin Favours Placebo
Mood swings
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Bvents  Total Fvents Total Weight M-H, Fixed, 95% Cl M-H, Fizxed, 95% Cl
GRINGRAS2012 T 30 fi 33 100.0% 1.281[0.49, 3.39)
Total (95% Cl) 30 33 100.0% 1.28 [0.49, 3.39] ——atiiiR—
Total events ¥ 5
e I e N RN
estior overall effect 2= 0.50 (F = 0.61) Fawours Melatonin Favours Placeho
Vomiting
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  BEvents  Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
GRINGRASZ2012 T a0 T 33 100.0% 1.10[0.44, 2.77]
Total (95% Cly 30 33 100.0% 1.10 [0.44, 2.77]
Total events T T
e or 05 T
estfor overall effect Z=0.20 (F = 0.84) Favours Melatonin Favours Placebo
Increased excitability
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fized, 95% Cl
GRINGRASZ2012 q a0 5 33 100.0% 0.92[0.31, 2.70]
Total (95% Cl) 30 33 100.0% 092031, 2.70]
Total events 4 B
it i f } } 1 I { !
Heterogeneity, Mot applicable 01 03 0s 1 ] L

Testfor overall effect Z= 016 (P =0.87)

Headache

Fawours Melatonin Favours Placeho
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Experimental

Control

Risk Ratio Risk Ratio
Study or Subgroup  BEvents  Total Events Total Weight M-H, Fized, 95% CI M-H, Fixed, 95% CI
GRINGRAS2012 2 a0 2 33 100.0% 110017, 7.33]
Total (95% Cly 30 33 100.0% 1.10 [0.17, 7.33]
Total events 2 2
e et e - 06 CECERCI N BT
estfor overall effect 2= 0.10 (F = 0.92) Favours Melatonin Favours Placebo
Rash
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Bvents  Total Fvents Total Weight M-H, Fixed, 95% CI M-H, Fized, 95% Cl
GRINGRAS2012 4 an 3 33 100.0% 1.47[0.36, 6.03)
Total (95% Cl) 30 33 100.0% 1.47 [0.36, 6.03] ——ee i
Total events 4 3
e et ke - AT N N L
Bstior overall effiect 2= 0.53 (F = 0.60) Fawours Melatonin Favours Placehao
Somnolence
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup EBvents  Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fizxed, 95% Cl
GRINGRAS2012 3 a0 A 33 100.0% DEBB[D1T, 2.53)
Total (95% Clj 30 33 100.0%  0.66 [0.17, 2.53] ——e R ———
Total events 3 5
e o 05s Gz o5 1 5 b
estfor overall effect 2= 0.61 (F = 0.54) Favours Melatonin Favours Placeho
Fatigue
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  EBEvents  Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
GRINGRAS2012 1 a0 B 33 100.0% 018002, 1.44] ~
Total (95% Cl) 30 33 100.0%  0.18 [0.02, 1.44] -
Total events 1 i
Heterageneity: Mot applicable | ; ; !
Testfor overall effect Z=1.62{FP=011) 0.01 0.1 1u 100

Fawvours Melatonin Favours Placehao

Hypothermia
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Experimental

Control

Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fized, 95% CI
GRINGRASZ2012 1 30 2 33 100.0% 0.55 [0.04, 5.76]
Total {95% Clj 30 33 100.0% 0.55[0.05 5.76] ———
Total events 1 2
e et ke - 0 o 0 T
estfor overall effect Z=0.50 (F=0.52) Favours Melatonin Favours Placebo
Increased activity
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Bvents  Total Fvents Total Weight M-H, Fixed, 95% CI M-H, Fized, 95% Cl
GRINGRASZ2012 3 30 3 33 100.0% 110([0.24,5.04]
Total (95% Cl) 30 33 100.0% 1.10 [0.24, 5.04]
Total events K] 3
1I—_letni::ugemmtyl:l Nfu?t Tgll_u:;;ﬂl; o 040 I R 3 P
Bstior overall effiect 2= 0.12 (F = 0.40 Fawours Melatonin Favours Placehao
Nausea
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup EBvents  Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fizxed, 95% Cl
GRIMNGRASZ2012 1 30 2 33 100.0% 0.55 [0.04, 5.76]
Total (95% Clj 30 33 100.0% 0.55[0.05, 5.76] ——
Total events 1 2
Heterogeneity: Mot applicakle f } t i
Testfor overall effect Z= 050 (P =062 0.05 0.2 5 20

Favours Melatonin Favours Placeho

Dizziness
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events  Total Events Total Weight M-H, Fixed, 95% CI M-H, Fized, 95% CI
GRINGRAS2012 1] 30 2 33 100.0% 0.221[0.01, 4.349]
Total (95% CI) 30 33 100.0% 0.22 [0.01, 4.39] —-*——
Total events il 2
Heterageneity: Mot applicable | ; ; !
Testfor overall effect Z= 089 (P =0.32) 0.01 0.1 1u 100

Fawvours Melatonin Favours Placehao

Breathlessness
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Experimental Control

Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Bwvents Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
GRINGRASZ012 1] a0 1] a3 Mot estimahle
Total {95% Clj 30 33 Mot estimable
Total events I I
Heterogeneity: Nutappllcable. 102 05 1 10
Test for owerall effect. Mot applicable Favours Melatanin Favours Placeho
Hung-over feeling
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Bvents  Total Fvents Total Weight M-H, Fixed, 95% CI M-H, Fized, 95% Cl
GRINGRASZ2012 1 30 1] 33 1000%  3.29([014, 7783
Total (95% Cl) 30 33 100.0% 3.29[0.14, 77.82] — e ———
Total events 1 1]
Heterageneity: Mot applicable ; ; ; y
Testfor overall effect £=0.74 (F = 0.46) 0oz 0 10 50

Fawours Melatonin Favours Placehao

Tremor
Ezperimental Control Risk Ratio Risk Ratio
Study or Subgroup  Ewvents  Total BEvents Total Weight M-H, Fizxed, 95% CI M-H, Fixed, 95% CI
GRIMGRASZ012 1] 30 1] 33 ot estimahle
Total {95% Cl) 30 33 Hot estimable
Total events 0 0
Heterogeneity: Nutappllcable. 102 05 : L
Testfor overall effect. Not applicable Favours Melatonin Favours Placebo
Seizures
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fized, 95% Cl M-H, Fized, 95% Cl
GRINGRASZ2012 1] 30 1 33 100.0% 0.37 [0.02, B.65]
Total (95% Cl) 30 33 100.0% 037[0.02 865 s —
Total events 1] 1
Heterageneity: Mot applicable ; ; ; y
Testfor overall effect Z=0.62 (F=0.53) 0.0z 01 11 S0

Fawvours Melatonin Favours Placehao

Other
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Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fized, 95% CI
GRINGRASZ2012 14 30 20 33 100.0% 0.82[053,1.30]
Total {95% Clj 30 33 100.0%  0.82[D.53, 1.30]
Total events 14 20

Heterogeneity: Mot applicable

Testfor overall effect Z=0.84 (P =040

p1o0z 05 1 2 5 10

Fawours Melatonin Favours Placeho

1.33.9 Adverse events associated with opioid antagonists

Adverse events associated with naltrexone versus placebo

Any side effect
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total EBEwvenis Total Weight M-H, Fized, 95% Cl M-H, Fixed, 95% Cl
CAMPBELLY 9583 13 23 T 18 100.0% 1.45([0.74, 2.87] —
Total {95% CIj 23 18 100.0% 1.45[0.74, 2.87] —~taiifie-—
Total events 13 ¥
Heterogeneity: Mot applicable ID ] I:|=2 EIIS é é 1D=
Testfor overall effect Z=1.08 (F =028 Favours experimental  Favours contral
Aggressiveness
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Ewvents Total Weight M-H, Fized, 95% Cl M-H, Fixed, 95% C]
CAMPBELLT 9593 4 23 ] 18 100.0% 0.63 [0.20, 2.00]
Total {95% CI) 23 18 100.0%  0.63[0.20, 2.00] ——en i ———
Total events 4 ]
Heterageneity: Mot applicable ID ; IZI=2 IZIIS é é 1D=
Testfor overall effect 2= 0.79 (P =10.43) Favours expetimental  Favours contral
Self-injurious behaviour
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Fvents  Total Bvents Total Weight M-H, Fized, 95% Cl M-H, Fized, 95% CIl
CAMPBELL1 993 1 23 2 18 100.0% 0.39[0.04, 3.98]
Total {95% CI) 23 18 100.0%  0.39[0.04, 3.98] ———s—
Total events 1 2
Heterogeneity; Mot applicable | ! I |
Testfor overall effect Z=079{F=043) 0.05 0.2 5 20

Favours experimental

Favours control
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Hyperactivity

Experimental

Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total BEwvents Total Weight M-H, Fized, 95% CI M-H, Fixed, 95% Cl
CAMPBELL1993 2 23 3 18 100.0% 0.52[0.10,2.80]
Total (95% CI) 23 18 100.0%  0.52[0.10, 2.80] —ee i ———
Total events 2 3
Heterageneity: Mot applicable ID 05 DIE é 20
Testfor overall effect Z=0.76 (F =045 Favours experimental  Favours contral
Temper tantrums
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Fvents  Total Bvents Total Weight M-H, Fized, 95% CI M-H, Fized, 95% CIl
CAMPBELL1333 2 23 1 18 1000% 14A7[0.15 16.82)
Total (95% CI) 23 18 100.0% 1.57 [0.15, 15.92] e ——
Total events 2 1
Heterageneity: Mat applicable ID s DIE é QDI
Testfor overall effect 2= 0.38 (F=0.71) Favours expetimental  Favours contral
Stereotypies
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total BEvents Total Weight M-H, Fized, 95% Cl M-H, Fixed, 95% CI
CAMPBELL1S9S3 2 23 3 18 100.0% 0.582[010,2.80]
Total (95% CI) 23 18 100.0%  0.52[0.10, 2.80] —ee R ———
Total events 2 3
Heterogeneity; Mot applicable ID 05 DIE é 205
Testfor overall efiect Z=0.76 (F =045 Favours experimental Favours contral
Irritability
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total EBEwvenis Total Weight M-H, Fized, 95% Cl M-H, Fixed, 95% Cl
CAMPBELL1S993 3 23 2 18 100.0% 1.17[0.22,6.30]
Total (95% CI) 23 18 100.0% 1.17 [D.22, 6.30]
Total events 3 2
Heterogeneity: Mat applicable ID ] IZI=2 EIIS ] é é 1DI
Testfor overall effect Z=0.13 (F =085 Favours experimental  Favours contral

Decreased verbal production (transient)
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Experimental

Control Risk Ratio Risk Ratio
Study or Subgroup  Evenis  Total BEwvenis Total Weight M-H, Fized, 95% CI M-H, Fixed, 95% CIl
CAMPBELL1S9S3 1 23 il 18 1000% 2.38[010, 55.08]
Total (95% CI) 23 18 100.0% 2.38 [0.10, 55.06] — e ————
Total events 1 0
Heterogeneity; Mot applicable J | | I
Test for overall effect £= 0.4 (F=0.99) 0.02 01 10 50

Favaurs experimental

Favaurs contral

Slight sleepiness
Experimental Control Risk Ratio Risk Ratio

Study or Subgroup  Events  Total BEwvents Total Weight M-H, Fized, 95% CI M-H, Fixed, 95% Cl
CAMPEELLT 993 1 23 0 1% 1000% 238 (010, 55.06]
Total {(95% CI) 23 18 100.0% 2.38 [0.10, 55.06] e ——
Total events 1 0
Heterageneity: Mot applicable J | | 3
Test for averall effect £=0.594 (P =0.99) 0.0z 01 10 50

Favours experimental

Favours cantrol

Falling asleep
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Fvents  Total Bvents Total Weight M-H, Fized, 95% CI M-H, Fized, 95% CI
CAMPBELL1993 2 23 1] 18 100.0% 296020 77.63]
Total (95% CI) 23 18 100.0% 3.96 [D.20, ¥7.63] —*—
Total events 2 1]
Heterogeneity: Mat applicable ; | | f
o _ 0.0z o 10 &0
Testfor overall effect 2= 0.91 (P = 0.36) Favours experimental Favours contraol
Decreased appetite
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
CAMPBELL1993 2 23 1] 18 100.0% 296 ([0.20 77.63]
Total (95% CI 23 18 100.0% 3.96 [0.20, 77.63] e ——
Total events 2 1]
Heterogeneity; Mot applicable ; | | j
Test for overall effect; Z= 091 (P = 0.26) o0z - 04 1a 50

Favours experimental

Vomiting

Favaurs contral
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Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Bvents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
CAMPEELL1993 3 23 1] 18 100.0% 5.454 [0.30 100.28]
Total (95% Cl) 23 18 100.0% 5.54 [0.30, 100.86] —e R ——
Total events 3 0
Heterogeneity: Mot applicable I':|,|:|1 DH 1.D 1DD.

Testfor overall effect £2=1.16 (P = 0.29)

1.33.10

Favours experimental Fawvours contral

Adverse events associated with SNRIs

Adverse events associated with atomoxetine versus placebo

Any adverse event

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Ewents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
ELILILLY2009 359 48 3z 48 100.0% 1.24 [0.97, 1.59]
Total {95% CI) 48 49 100.0% 1.24 [0.97, 1.59]
Total events 39 3z

Heterogeneity: Mot applicable
Test for overall effect: Z = 1.75 (P = 0.08)

Discontinuation due to adverse events

0102 05 1 2 5 10
Favours experimental Favours control

Experimental Control Odds Ratio Odds Ratio
Study or Subgroup  Events Total Ewvents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
ELILILLY2009 1 438 0 49 100.0% 313 [0.12, 78.66) .
Total (95% CI) 48 49 100.0%  3.13 [0.12, 78.66] e —
Total events 1 0
Heterogenaity: Not applcable obis o1 1 1o a0

est for overall effect: Z = 0.69 (P = 0.49) Favours experimental Fawvours control
Abdominal pain

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Ewvents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
ELILILLY2009 4 45 3 49 100.0% 1.36 [0.32, 5.76) -
Total (95% CI) 48 49 100.0% 1.36 [0.32, 5.76] ——e i ——
Total events 4 3
Heterogeneity: Mot applicable 102 05 1 3 : 10

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

Favours experimental Favours control
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Upper abdominal pain

Experimental Control

Risk Ratio
M-H, Fixed, 95% CI

Risk Ratio

Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% CI
ELILILLY2009 g 48 3 49 100.0% 3.06 [0.88, 10.63]
Total {95% CI) 48 49 100.0%  3.06 [0.88, 10.63] e ——
Total events 2] 3
Helerogeneiy: Not applicable §ie> o5 1 5 b
est for overall effect: Z = 1.76 (P = 0.08) Favours experimental  Favours control
Diarrhoea
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
ELILILLY 2009 1 48 3 48 100.0% 0.34 [0.04, 3.18) -
Total {95% CI) 48 49 100.0% 0.34 [0.04, 3.16] — A —
Total events 1 3
:’le“tarl;ogenmwl:l ::;t at?.-;liaglgﬁ P=034 D'hs 0j2 1 é QID
est for overall effect: Z = 0.85 (P = 0.34) Favours experimental  Favours control
Nausea
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
ELILILLYZ2009 14 48 4 49 100.0% 3.57 [1.27, 10.08)
Total (95% CI) 48 49 100.0%  3.57 [1.27, 10.08] e
Total events 14 4
Helerogeniy: Not applicable 1oz o5 1 & 5w
est for overall effect: 2 =2.41 (P = 0.02) Favours experimental Favours control
Vomiting
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% ClI M-H, Fixed, 95% CI
ELILILLY2009 T 48 5 49 100.0% 1.43[0.49, 4.19] ‘-_
Total {95% CI) 48 49 100.0% 1.43 [0.49, 4.19] —eegii——
Total events T 5
Helerogeneiy: Nol applicable bioz o5 1+t w
est for overall effect: Z = 0.65 (P = 0.52) Favours experimental  Favours control
Fatigue
Autism: the management and support of children and young people on the autism
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Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
ELILILLY2009 11 48 4 48 100.0% 2.81 [0.96, 8.21) 1
Total (95% CI) 48 49 100.0% 2.81 [0.98, 8.21] | ——en———
Total events 11 4
Heterogeneity: Mot applicable 01 02 05 1 3 : 10

Test for overall effect: Z =1.89 (P = 0.08)

Favours experimental

Favours control

Pyrexia
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% ClI M-H, Fixed, 95% CI
ELILILLY2009 0 48 3 49 100.0% 0.15 [0.01, 2.75)
Total (95% CI) 48 49 100.0% 0.15 [0.01, 2.75] e ———
Total events 0 3
Heterogeneiy: Not appiicable o1 o1 1 1 b
est for overall effect: Z =1.28 (P = 0.20) Favours experimental  Favours control
Influenza
Experimental Control Risk Ratio Risk Ratio

Study or Subgroup _ Events  Total Ewvents Total Weight M-H, Fixed, 95% ClI

M-H, Fixed, 95% CI

ELILILLY2009 3 45 1] 49 100.0%  7.14 [0.38, 134.69]
Total {95% CI) 48 49 100.0% 7.14 [0.38, 134.69]
Total events 3 0

Heterogeneity: Mot applicable
Test for overall effect: Z=1.31 (P =0.19)

Deceased appetite

——e——

001 0.1 1 10
Favours experimental

100
Favours control

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
ELILILLY2009 13 48 3 48 100.0% 442 [1.34, 14.55]
Total (95% CI) 48 49 100.0%  4.42 [1.34, 14.55] ——ell——
Total events 13 3

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

Myalgia

Favours experimental

0102 05 1 2 5 10

Favours control
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Experimental Control

Risk Ratio
M-H, Fixed, 95% CI

Risk Ratio
M-H, Fixed, 95% CI

Study or Subgroup  Events  Total Ewvents Total Weight

ELILILLY2009 3 45 0 49 100.0%  7.14 [0.38, 134.69]

Total {95% CI} 48 49 100.0% 7.14 [0.38, 134.69) —eeni———
Total events 3 0

Heterogeneity: Mot applicable 0.01 o H 10 100

Test for overall effect: Z=1.31 (P=0.19)

Favours experimental

Favours control

Dizziness
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
ELILILLY2009 3 48 1 49 100.0%  3.06[0.33, 28.42)
Total (95% CI) 48 49 100.0%  3.06 [0.33, 28.42] e —
Total events 3 1
;'E“?:U‘QE”E'[‘!I: .:;t a?li'iaslga P =032 005 02 1 5 20
est for overall effect: Z = 0.98 (P = 0.32) Favours experimental  Favours control
Headache
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
ELILILLY2009 12 48 9 49 100.0% 1.36 [0.63, 2.93)
Total {95% CI) 48 49 100.0% 1.36 [0.63, 2.93]
Total events 12 9
'I}le“ta:agenmwl:l ::;t at?.g“{ia:h;g P=043 lﬂj nfz UTS i é é 10.
est for overall effect: Z=0.79 (P = 0.43) Favours experimental  Favours control
Psychomotor hyperactivity
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
ELILILLY 2009 1 48 4 49 100.0% 0.26 [0.03, 2.20]
Total (95% Cl) a8 49 100.0%  0.26 [0.03, 2.20] ——n——
Total events 1 4
_'}'m:”ge”e'”; :;t a’?';"iab'g o0 005 02 1 5 20
est for overall effect: 2= 1.24 (P = 0.21) Favours experimental Favours control
Aggression
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Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Ewents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
ELILILLY2003 2 48 3 49 100.0% 0.68 [0.12, 3.89) .
Total {95% CI) 48 49 100.0% 0.68 [0.12, 3.89] e ——
Total events 2 3
Heterogeneity: Mot applicable i i : : i |
. 01 02 0.5 1 2 5 10
Test for overall effect: Z = 0.43 (P = 0.67) Favours experimental Favours control
Early morning awakening
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Ewvents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
ELILILLYZ2008 5 48 ] 49 100.0% 11.22 [0.64, 187.60]
Total (95% CI) 48 49 100.0% 11.22 [0.64, 197.60] e ——
Total events 5 0
Heterogeneity: Mot applicable I : f |
. 0.005 01 1 10 200
Test for overall effect: Z = 1.65 (P = 0.10) Favours experimental Favours control
Initial insomnia
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Ewents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
ELILILLY2008 3 48 5 49 100.0% 0.61 [0.15, 2.42) -
Total {95% CI) 48 49 100.0% 0.61 [0.15, 2.42] ——en
Total events 3 5
Heterogeneity: Mot applicable I i : : i |
. 01 02 0.5 1 2 5 10
Test for overall effect: Z = 0.70 (P = 0.48) Favours experimental  Favours control
1.34.1 Adverse events associated with medical procedures
Adverse events associated with HBOT versus attention-placebo
Any adverse event
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Fvents  Total EFwvents Total Weight M-H, Fized, 95% CI M-H, Fixed, 95% CIl
ROSSIGNOL2009 3 33 2 29 100.0% 1.321[0.24, 7.39]
Total (95% CIy 33 20 100.0%  1.37 [0.24, 7.35] R —
Total events K] 2
Heterogeneity: Mot applicable -D_1 Df? Dfﬁ é !-5 1D'

Testfor overall effect £Z= 032 (F=0.72)

Fawours HEOT Favours attention-place
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Minor-grade ear barotrauma

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Fvents Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
SAMPANTHAVIMATZOT 2 11 29 3 29 100.0% 3.67[1.14,11.79]
Total {(95% CI) 20 29 100.0% 3.67[1.14,11.79] ——eii——
Total events 11 3
Heterogeneity: Mot applicakle 'D.EIS sz é 20.

Testfor overall effect Z= 218 (P =003

Favours experimental

Fawours control

1.34.2 Adverse events associated with nutritional interventions

Adverse events associated with multivitamin/mineral supplement versus

placebo

Discontinuation due to adverse events

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  FEvents  Total Bvents Total Weight M-H, Fized, 95% Cl M-H, Fized, 95% Cl
ADAMS2011 3 T2 a B9 100.0% 067 [0.14, 2.31]
Total (95% CI) ¥2 69 100.0% 057 [0.14, 2.31] —eeei IR ——
Total events 3 4
Heterogeneity: Mot applicable =D " D=2 D=5 é é 1D=
Testfor overall effect 2= 0.78 (P =0.44) Favours experimental Favours contral
Discontinuation due to diarrhoea
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total EBEwvenis Total Weight M-H, Fized, 95% Cl M-H, Fixed, 95% Cl
ADAMS2011 1 72 3 69 100.0% 0.32[0.03, 3.00]
Total {95% CI) 72 69 100.0% 0.32[0.03,3.00] —— R ———
Total events 1 3
Heterageneity: Mat applicable 2 II:|5 EIIE é EIIZI
Testfor overall effect Z=1.00 (F=0.32) Favours experimental  Favours contral
Discontinuation due to increased stimming
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Ewvents Total Weight M-H, Fized, 95% Cl M-H, Fixed, 95% CI]
ADAMS 2011 0 T2 1 B9 100.0% 0.32[0.01,7.72]
Total (95% CI) 72 69 100.0% 0.3 [0.01,7.72] ——
Total events I 1
Heterageneity: Mot applicable 5 IDQ DI1 1ID SID
Testfor overall effect 2= 0.70 (F=0.48) Favours expetimental  Favours contral
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Discontinuation due to behaviour problems

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total BEwvents Total Weight M-H, Fized, 95% CI M-H, Fixed, 95% Cl
ADAMSZ2011 2 72 1 69 100.0% 1.92[0.18, 20.66]
Total {95% CI) F2 69 100.0% 1.92[0.18, 20.66] — e ——
Total events 2 1
Heterogeneity: Mot applicahle III.I'ZIS sz é EIIZI

Test for averall effect £=0.594 (P =0.99)

Favours experimental

Favours cantrol

Adverse events associated with omega-3 fatty acids versus placebo

Any adverse event

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total BEvents Total Weight M-H, Fized, 95% Cl M-H, Fixed, 95% CI
BEMT2011 A 14 4 13 100.0% 1.16[0.40, 3.41]
Total (95% CI) 14 13 100.0% 1.16 [D.40, 3.41]
Total events a 4
Heterogeneity: Mot applicable ID ] IZI=2 EIIS ] é é 1D=
Testfor overall efiect Z=0.27 (F=0.r% Favours experimental Favours contral

Rash

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total BEvents Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
BEMT2011 2 14 il 13 1000% 467 [0.24, 88.96)
Total {95% CI) 14 13 100.0% 4.67 [0.24, 88.96]  —eear R ——
Total events 2 il
Heterageneity: Mot applicable 0 IDE IZI=1 150 SIIZI
Testfor overall effect Z=1.02 (F=0.31) Favours experimental  Favours contral

Upper respiratory infection

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  FEvents  Total Bvents Total Weight M-H, Fized, 95% Cl M-H, Fized, 95% CIl
BEMT2011 1 14 il 13 1000% 280[012 63.20]
Total (95% CI) 14 13 100.0% 2.80[0.12, 63.20] e ——
Total events 1 1]
Heterogeneity: Mot applicable ; ; j f
Testfor overall effect Z= 065 (P=0.452) 0.0z 01 10 50

Nose bleeds

Favours experimental

Favours control
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Experimental

Control Risk Ratio Risk Ratio
Study or Subgroup  Evenis  Total BEwvenis Total Weight M-H, Fized, 95% CI M-H, Fixed, 95% Cl
BEMT2011 1 14 il 13 1000% 280[012 63.20]
Total (95% CIy 14 13 100.0% 2.80 [0.12, 63.20] — e ———
Total events 1 0
Heterogeneity; Mot applicable ! ! j j
Testfor overall effect Z=065(F=0.452 0.0z = 01 10 50

Favaurs experimental

GI symptoms

Favaurs contral

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total BEwvents Total Weight M-H, Fized, 95% CI M-H, Fizxed, 95% Cl
BEMTZ2011 1 14 1] 13 1000% 280[012 63.20]
Total (95% CIy 14 13 100.0% 2.80 [0.12, 63.20] — e ——
Total events 1 0
Heterageneity: Mot applicable ; ; ; J
Test for averall effect Z=065{F=0452% 0.0z = 01 10 50

Favours experimental

Favours cantrol

Hyperactivity
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Fvents  Total Bvents Total Weight M-H, Fized, 95% CI M-H, Fized, 95% CIl
BEMT2011 il 14 3 13 100.0% 0.131[0.01, 2.38)]
Total (95% CI) 14 13 100.0%  0.13[0.01, 2.36] e ——
Total events 1] 3
Heterogeneity: Mat applicable D=D1 051 1ID 1E|=D
Testfor overall effect Z=1.37 (P=0.17) Favours experimental Favours contraol
Self-stimulatory behaviour
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total BEvents Total Weight M-H, Fized, 95% Cl M-H, Fixed, 95% CI
BEMT2011 il 14 1 13 100.0% 0.31[0.01, 7.02]
Total (95% CI) 14 13 100.0%  0.31[0.01,7.02] ——s R ——
Total events 1] 1
Heterogeneity; Mot applicable ; | | j
Testfor overall effect Z=0.73 (P = 0.46) o0z - 04 1a 50

Favours experimental

Favaurs contral

Adverse events associated with immunoglobulin (dosages combined) versus
placebo
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Any side effect

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total BEwvents Total Weight M-H, Fized, 95% CI M-H, Fixed, 95% Cl
HAMDEMZ2009 71 94 25 3 100.0% 0.94 [0.76,1.15]
Total (95% CI) 04 31 100.0%  0.94[0.76, 1.15]
Total events 71 248
Heterageneity: Mot applicable ID ] IZI=2 IZIIS ] é é 1D=
Testfor overall effect 2= 0.62 (F = 0.54) Favours experimental  Favours contral
Discontinuation due to adverse events
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Fvents  Total Bvents Total Weight M-H, Fized, 95% CI M-H, Fized, 95% CI
HAMDEMZ009 T 94 1 31 1000% 2.31[0.30,18.03)
Total (95% CI) 04 31 100.0% 2.31[0.30, 18.03] e ——
Total events T 1
Heterageneity: Mat applicable ID s DIE é QDI
Testfor overall effect 2= 0.60 (P=0.4% Favours experimeantal Favours control
Infections or infestations
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total BEvents Total Weight M-H, Fized, 95% Cl M-H, Fixed, 95% CI
HAMDEM2009 46 494 16 3 100.0% 0.95 [0.64, 1.41]
Total (95% CI) 04 31 100.0%  0.95[0.64, 1.41]
Total events 46 16
Heterogeneity; Mot applicable ID ] IZI=2 EIIS ] é é 1D=
Testfor overall efiect Z=0.26 (F=0.r% Favours experimental Favours contral
Gastrointestinal disorders
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total EBEwvenis Total Weight M-H, Fized, 95% Cl M-H, Fixed, 95% Cl
HARDEM2009 36 494 g 3 100.0% 1.32[0.72, 2,42 i
Total (95% CI) 04 31 100.0% 1.32[0.72, 2.42] -
Total events 36 9
Heterogeneity: Mot applicable I } } t } |
Testfor overall effect Z=089(F=0.37) 0.1 0.2 0.5 : 5 10

Psychiatric disorders

Favours experimental  Favours contral
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Experimental Control Risk Ratio Risk Ratio

Study or Subgroup  Evenis  Total BEwvenis Total Weight M-H, Fized, 95% CI M-H, Fixed, 95% Cl
HAMDEM2009 17 494 5 3 100.0% 0.93[0.40, 2.18]

Total (95% CI) o4 31 100.0%  0.93[0.40, 2.16]

Total events 17 3}

Heterogeneity; Mot applicable I ! ! . I I |
Testfor overall effect Z=016 (F=0.87) 0.1 0.2 0.5 1 2 5 10

Favaurs experimental  Favaurs control

Respiratory, thoracic or mediastinal disorders

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total BEwvents Total Weight M-H, Fized, 95% CI M-H, Fixed, 95% Cl
HARDEMZ2O09 15 494 4 3 100.0% 1.24 [0.44, 3.45]
Total (95% CI) 04 31 100.0% 1.24 [0.44, 3.45]
Total events 14 4
Heterageneity: Mot applicable I ; ; ! 3 I /
Test for averall effect Z=0.41 {(F=0.63) 0.1 0.2 0.5 1 : 5 10

Favours experimental  Favours contral

Skin or subcutaneous tissue disorders

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Fvents  Total Bvents Total Weight M-H, Fized, 95% CI M-H, Fized, 95% Cl
HaMDEM2009 12 94 3 31 100.0% 1.32[0.40, 4.37]
Total (95% CI) 04 31 100.0% 1.32[0.40, 4.37] e R ——
Total events 12 3
Heterogeneity: Mat applicable ; ; ; 3 3 /
Testfor averall effect £=0.45 (P = 0.64) 0.1 0.2 0.5 2 5 10

Favours experimental Favours contraol

General disorders or administration site conditions

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total BEvents Total Weight M-H, Fized, 95% Cl M-H, Fixed, 95% CI
HAMDEM2009 g 494 2 3 100.0% 1.48 [0.34, 6.50]
Total (95% CI) 04 31 100.0% 1.48[0.34, 6.50] —e i ———
Total events 9 2
Heterogeneity; Mot applicable I ! ! I I |
Testfor overall effect Z= 052 (P = 0.60) 0.1 0.2 0.5 : 5 10

Favours experimental Favours contral

Nervous system disorders
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Experimental

Control Risk Ratio Risk Ratio
Study or Subgroup  Evenis  Total BEwvenis Total Weight M-H, Fized, 95% CI M-H, Fixed, 95% Cl
HAMDEM2009 7 494 il 3 1000%  5.045[0.30, 86.01]
Total (95% CI) o4 31 100.0% 5.05[0.30, 86.01] — e ——
Total events 7 0
Heterogeneity; Mot applicable I ! ; J
Testfor overall effect Z=1.12 (P =0.26) 0.0z = 01 10 50

Favaurs experimental

Injury, poisoning or procedural complications

Favaurs contral

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total BEwvents Total Weight M-H, Fized, 95% CI M-H, Fixed, 95% Cl
HARDEMZ2O09 4 494 1 3 100.0%  1.65([0.20,13.58]
Total (95% CI) 04 31 100.0% 1.65[D.20, 13.58] ——ee i ———
Total events a 1
Heterageneity: Mot applicable I ; f /
Test for averall effect £=0.46 {F = 0.64) 0.05 02 5 20

Favours experimenta

Favours cantrol

Investigations
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Fvents  Total Bvents Total Weight M-H, Fized, 95% CI M-H, Fized, 95% CI
HaMDEM2009 3 94 1 31 100.0% 0.99[0.11,9.17]
Total (95% CI) 04 31 100.0%  0.99[0.11, 9.17]
Total events 3 1

Heterogeneity: Mot applicable
Testfor averall effect £=0.01 (P = 0.99)

Metabolism or nutrition disorders

0102 05
Favours experimental

1

2 5
Favours contro

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total BEvents Total Weight M-H, Fized, 95% Cl M-H, Fixed, 95% CI
HAMDEM2009 3 494 1 3 100.0% 0.99[011,917]
Total (95% CI) 04 31 100.0%  0.99[0.11, 9.17]
Total events 3 1

Heterogeneity: Mot applicahle
Testfor overall effect Z=0.01 (P = 0.99)

Eye disorders

0102 05
Favours experimental

1

2 5
Favaurs contral
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Experimental Control

Risk Ratio Risk Ratio
Study or Subgroup  Evenis  Total BEwvenis Total Weight M-H, Fized, 95% CI M-H, Fixed, 95% CIl
HAMDEM2009 3 494 il 3 1000%  236[013 44.42]
Total (95% CIy o4 31 100.0% 2.36 [0.13, 44.42] — e ——
Total events 3 0
Heterogeneity; Mot applicable I ! j |
Testfor overall effect Z= 0487 (F=0.87) 0.02 0.1 10 50

Favaurs experimental

Blood or lymphatic system disorders

Favaurs contral

Experimental Control Risk Ratio Risk Ratio

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

HAMDEMZ2009 1 94 1 3 100.0% 0.33[0.02,5.12)

Total (95% CI) 04 31 1000% 033[0.02,5.12] —e—

Total events 1 1

Heterageneity: Mot applicable ID 07 IZI=1 1=IZI SDI
Testfor overall effect 2= 0.78 (F=0.43) Favours experimental  Favours contral

Renal or urinary disorders
Experimental Control Risk Ratio Risk Ratio

Study or Subgroup  Fvents  Total Bvents Total Weight M-H, Fized, 95% CI M-H, Fized, 95% CI
HAMDEMZ2009 il 44 2 3 100.0% 0.07 [0.00,1.37]

Total (95% CI) 04 31 100.0%  0.07[0.00,1,37] ———

Total events 1] 2

Heterogeneity: Mat applicable DIDDS 051 150 EEIID
Testfor overall effect Z=1.76 (P = 0.08 Favours experimental Favours contraol

Ear or labyrinth disorders
Experimental Control Risk Ratio Risk Ratio

Study or Subgroup  Events  Total BEvents Total Weight M-H, Fized, 95% Cl M-H, Fixed, 95% Cl
HAMDEM2009 1 494 il 3 1000%  1.01[0.04, 24.19]
Total (95% CI) 04 31 100.0% 1.01[0.04, 24.19]
Total events 1 1]
Heterogeneity; Mot applicable | ! . I |
Testfor overall effect Z=0.01 (P = 0.99) 0.0 0.2 ! 5 0

Favours experimental

Immune system disorders

Favaurs contral
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Experimental

Control Risk Ratio Risk Ratio
Study or Subgroup  Evenis  Total BEwvenis Total Weight M-H, Fized, 95% CI M-H, Fixed, 95% Cl
HAMDEM2009 1 494 il 3 1000%  1.01[0.04, 24.19]
Total (95% CI) o4 31 100.0% 1.01[0.04, 24.19]
Total events 1 0
Heterogeneity; Mot applicable 3 IIJS EIIE ] é EIIZI
Testfor overall effect Z=0.01 (F =093 Favaurs experimental  Favaurs control
Vascular disorders

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total BEwvents Total Weight M-H, Fized, 95% CI M-H, Fixed, 95% Cl
HAMDEMZ2009 1 94 1] 3 1000%  1.01[0.04,24.19)
Total (95% CI) 04 31 100.0% 1.01[0.04, 24.19]
Total events 1 0
Heterogeneity: Mot applicable f } T } f
Test for averall effect £=0.01 {F = 0.99) 0.05 0.2 1 5 <0

F

avours experimental  Favours contral

Adverse events associated with ginkgo biloba and risperidone versus placebo

and risperidone

Day time drowsiness

Experimental Control

Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fized, 95% Cl M-H, Fixed, 95% CI
HASAMZADEHZ012 ] 23 7 24 100.0% 0.88 [0.35, 2.26]
Total (95% CI) 23 24 100.0°% 0,89 [0.35, 2.26]
Total events f 7
Heterogeneity; Nutar_:uplﬂ:able ) 'D.1 sz EITS 1. ﬁ é 1EI.
Testfor overall effect: 2= 0.24 (F = 0.81) Favours risp. + GB  Favours risp. + placeho
Morning drowsiness

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Fvents Total Pvents Total YWeight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl
HASAMNZADEHZ012 2 23 1] 24 1000% 521 [0.26,102.98]
Taotal (95% CI) 23 24 100.0% %5.21[0.26, 102.98] ——e
Total events 2 il
Heterogeneity: Mot applicable f f f J
Test for overall effect: £=1.08 (P =0.28) 0.01 0.1 10 100

Constipation

Fawours rizp. + GB  Favours risp. + placebo
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Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total EFvents Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
HASARMZADEHZ012 3 23 3 24 100.0% 1.04 [0.23, 4.65]
Total (95% CI) 23 24 100.0% 1.04 [0.23, 4.65]
Total events 3 3
Heterogeneity: Mat applicable f t t 1 f t i

) 01 0.2 0s 1 2 5 10
Test for overall effect: £=0.06 (P = 0.96) Favours risp. + GE Favours risp. + placeho
Dizziness

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
HASAMIADEHZ012 1 23 3 24 100.0% 034 [0.04,311]
Total (95% Cly 23 24 100.0%  0.35[0.04,3.11] e ——
Total events 1 3
Heterogenaity: Mat applicable f f f f

0.04 nz 5 20
Test for overall effect =095 (F=034 Favours risp. + GB  Favours risp. + placeho
Slow movement

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events  Total Events Total Weight M-H, Fized, 95% CI M-H, Fized, 95% Cl
HASARMZADEHZ012 2 23 1 24 100.0%  2.09[0.20 21.48]
Total (95% CI) 23 24 100.0°% 2.09[D.20, 21.48] — e ——
Total events 2 1
Heterogeneity; Mot applicable 0 IEIS DIQ é 2IIZI

Test for overall effect Z=062 (P=0.54)

Favaurs rizp. + GB  Favours risp. + placeho

Nervousness
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Fvents Total Fvents Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
HASAMNIADEHZ2012 ] 23 1 24 100.0% 522066, 41.32]
Total (95% CI) 23 24 100.0% 5.22 [0.66, 41.32] e RR——
Total events ] 1
Heterogeneity: Mot applicable 'D.EIE Df1 1-0 50-

Testfor overall effect Z=1.96 (F=012)

Restlessness

Favaurs risp. + GB  Favours risp. + placeho
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Experimental

Control

Risk Ratio Risk Ratio
Study or Subgroup Events Total EFvents Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
HASAMNIADEH2012 3 23 A 24 100.0% 063017, 2.37]
Total {95% CI) 23 24 100.0%  0.63[0.17, 2.33]  — e R ——
Total events 3 A
Heterogeneity: Mat applicable f t t f t i
) 01 0.2 0.4 2 5 10
Testfor overall effect: 2= 0.70 (P = 0.48) Favaurs rizp. + GB  Favours risp. + placeho
Increased appetite
Experimental Control Risk Hatin Risk Hatin
Study or Subgroup Fvents Total Fvents Total Weight M-H, Fixed, 95% C1 M-H, Fixed, 95% CI
HASANIADEH2012 fi 23 10 24 100.0% 063 [0.27,1.44] —
Total (95% CI) 23 24 100.0%  0.63[0.27,1.44] —aniiiiRe—
Total events f 10
Heterogenaity: Mat applicable f t t t t i
) 01 0.2 0.4 2 5 10
Testfor overall effect: Z=1.10 (F = 0.27 Favaurs risp. + GB  Favours risp. + placeho
Loss of appetite
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
HASANIADEH2012 3 23 4 24 100.0% 0.7a[0.20,3.13]
Total {95% CI) 23 24 100.0%  0.78[0.20, 3.12] — e ———
Total events 3 4
Heterogeneity: Mot applicable f ! ! I J |
) 01 02 A 2 a8 10
Testfor overall effect: F=038(F=073 Favours risp. + GB Favours risp. + placeho
Fatigue
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total EFvents Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
HASAMNIADEH2012 A 23 2 24 100.0% 261 [0.56 12.13]
Total {95% CI) 23 24 100.0% 261 [0.56, 12.13] — e ——
Total events A 2
Heterogeneity; Mot applicable f f I |
Test for overall effect Z=1.22{P=0.22 0.05 0.2 5 20

Diarrhoea

Favaurs rizp. + GB  Favours risp. + placeho
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Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total EFvents Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
HASARMZADEHZ012 3 23 3 24 100.0% 1.04 [0.23, 4.65]
Total (95% CI) 23 24 100.0% 1.04 [0.23, 4.65]
Total events 3 3
Heterogeneity: Mot applﬂzable ) 'D,1 EITS 1- ﬁ m-
Testfor overall eflect. 2= 0.06 (F = 0.95) Favours risp. + GBE  Favours risp. + placebo

Twitches

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Fvents Total Pvents Total YWeight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl
HASAMNZADEHZ012 3 23 1] 24 1000% 7.29([040, 13382
Total (95% CIy 23 24 100.0% 7.29[0.40, 133.82] =t ——
Total events 3 ]
Heterogeneity: Mot appll_cable ) Dfm DH 1'IZI 1D'E|
Testfor overall effect £=1.24 (P =0.18) Favours risp. + GB  Favours risp. + placeho

Dry mouth

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
HASAMFADEHZ012 1 23 1 24 100.0% 1.04[007 1572
Total (95% CI) 23 24 100.0% 1.04 [D.07, 15.72]
Total events 1 1

Heterogeneity: Mot applicable
Test for overall effect: =003 (F=0.98)

Trouble swallowing

1
0.05

]
0.z 1 & 20

Favours rizp. + GB  Favours risp. + placeho

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total EFvents Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
HASARMZADEHZ012 1 23 3 24 100.0% 0.35[0.04, 3.11]
Total (95% CI) 23 24 100.0% 0.35[0.04, 3.11] ——
Total events 1 3
Heterogeneity: Mot applicahle D.'EIS sz é 2'IZI

Test for overall effect Z=0495 (P =034

Sore throat/tongue

Favaurs rizp. + GB  Favours risp. + placeho
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Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events  Total Events Total Weight M-H, Fized, 95% CI M-H, Fized, 95% Cl
HASAMNIADEH2012 1 23 A 24 100.0% 0.21[0.03, 1.65]
Total {95% CI) 23 24 100.0%  0.21[0.03, 1.65] e ——
Total events 1 A
Heterogeneity: Nmar.aplﬂzable ) Dth sz é 2'|:|
Testfor overall effect: Z=1.48 (P =0.14) Favaurs rizp. + GB  Favours risp. + placeho
Abdominal pain
Experimental Control Risk Hatin Risk Hatin
Study or Subgroup Fvents Total Fvents Total Weight M-H, Fixed, 95% C1 M-H, Fixed, 95% CI
HASANIADEH2012 2 23 3 24 100.0% 0.70[0.13, 3.79]
Total (95% CI) 23 24 100.0%  0.70[0.13, 3.79] e ——
Total events 2 3
Heterogeneity: Mot applicable 'D,1 sz Elfﬁ i é m-

Testfor overall effect Z=042 {FP=067)

Favaurs risp. + GB  Favours risp. + placeho

Adverse events associated with gluten-free and casein-free diet versus

treatment as usual

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total BEvenis Total Weight M-H, Fized, 95% Cl M-H, Fixed, 95% CI
WHITELEY2010 0 a8 1] 4 Mot estimable
Total (95% CI) 38 34 Mot estimable
Total events 0 1]

Heterogeneity: Mot applicable
Test for overall effect; Mot applicable

Favours experimental

2 ]
Favours contral

10

0102 05
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