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1.1 CASE IDENTIFICATION

1.1.1 Sensitivity and specificity for the ASQ/SCQ, AQ (10-, 20-, 21- and
50-item versions), PDD-MRS and ABC

ABC

Study TP FP FN TN Sensitivity Specificity Sensitivity Specificity

VOLKMAR1988 54 9 18 39 0.75[0.63,0.84] 0.81[0.67,0.91] ——— ———
0020406081 0020406081

AQ-10

Study TP FP FN TN Sensitivity Specificity Sensitivity Specificity

ALLISON2012 657 49 90 492 0.88[0.85,0.90] 0.91[0.88,0.93] — :' | ——t—t—t ':
0020406081 0020406081

AQ-20

Study TP FP FN TN Sensitivity Specificity Sensitivity Specificity

BRUGHA2012 14 227 5 370 0.74[0.49,0.91] 0.62[0.58, 0.66] — T.I_ | ——t ‘IF —
0020406081 0020406081

AQ-50 (cut-off 32/33)

Study TP FP FN TN Sensitivity Specificity Sensitivity Specificity

BARONCOHEN2001 46 4 12 170 0.79[0.67,0.89] 0.98[0.94,0.99] — a1

WAKABAYASHI2006 99 4 14 140 0.88[0.80,0.93] 0.97[0.93,0.99] -+ b

WOODBURYSMITH2005 56 7 17 20 0.77[0.65,0.86] 0.74[0.54,0.89] | _ | , |} =

1 1
0020406081 0020406081
AQ-50 & AQ-J-50 (cut-off 26)

Study TP FP FN TN Sensitivity Specificity Sensitivity Specificity

KURITA2005 19 62 6 153 0.76[0.55,0.91] 0.71[0.65, 0.77] — &+

WOODBURYSMITH2005 69 13 4 14 0.95[0.87,098] 052[0.32,071] | | I_'II : I_.I_I |
0020406081 0020406081

AQ-J-21

Study TP FP FN TN Sensitivity Specificity Sensitivity Specificity

KURITA2005 23 39 2 176 0.92[0.74,0.99] 0.82[0.76,0.87] —_— e ey
0020406081 0020406081

AQ-J-10

Study TP FP FN TN Sensitivity Specificity Sensitivity Specificity

KURITA2005 19 17 6 198 0.76[0.55,0.91] 0.921[0.88,0.95] .. sl SR P
0020406081 0020406081

ASQ

Study TP FP FN TN Sensitivity Specificity Sensitivity Specificity

BERUMENT1999 136 10 24 30 0.85[0.79,0.90] 0.75[0.59, 0.87] — I_' | —— I_.I_ |
0020406081 0020406081

PDD-MRS

Study TP FP FN TN Sensitivity Specificity Sensitivity Specificity

KRAIJER2005 377 62 31 759 0.92[0.89,0.95] 0.92[0.90, 0.94] , u L

———— "
0020406081 0020406081
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1.1.2 Sensitivity and specificity for the AQ (-10, -20, -21 and -50) alone at
different cut-offs

AQ-10

Study TP FP EN TN Sensitivity Specificity Sensitivity Specificity

ALLISON2012 657 49 90 492 0.88[0.85,0.90] 0.91[0.88,0.93] —_ I. | ——t——t .I
0020406081 0020406081

AQ-20

Study TP FP FN TN Sensitivity Specificity Sensitivity Specificity

BRUGHA2012 14 227 5 370 0.74[0.49,0.91] 0.62[0.58, 0.66] —— T ——
0020406081 0020406081

AQ-50 (cut-off 32/33)

Study TP FP FN TN Sensitivity Specificity Sensitivity Specificity

BARONCOHEN2001 46 4 12 170 0.79[0.67,0.89] 0.981[0.94,0.99] —& a

WAKABAYASHI2006 99 4 14 140 0.88[0.80,0.93] 0.97[0.93,0.99] & L

WOODBURYSMITH2005 56 7 17 20 0.77[0.65,0.86] 0.74[054,089 . —# . .

1 1 ]
0020406081 0020406081
AQ-50 & AQ-J-50 (cut-off 26)

Study TP FP FN TN Sensitivity Specificity Sensitivity Specificity

KURITA2005 19 62 6 153 0.76[0.55,0.91] 0.71[0.65,0.77] — Rl

WOODBURYSMITH2005 69 13 4 14 095[0.87,098] 052[032,074) , , &  ——#—
0020406081 0020406081

AQ-J-21

Study TP FP FN TN Sensitivity Specificity Sensitivity Specificity

KURITA2005 23 39 2 176 0.92[0.74,0.99] 0.82[0.76,0.87] — :_._H — 'IF i
0020406081 0020406081

AQ-J-10

Study TP FP FN TN Sensitivity Specificity Sensitivity Specificity

KURITA2005 19 17 6 198 0.76[0.55,0.91] 0.92[0.88, 0.95] — e
0020406081 0020406081
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1.2 ASSESSMENT AND DIAGNOSIS

1.2.1 Sensitivity and specificity for the AAA, ADI and ADI-R, ADOS-G,
ASD-DA, ASDI, RAADS and RAADS-R

AAA
Study TP FP FN TN Sensitivity Specificity Sensitivity Specificity
BARONCOHEN2005 34 0 3 5 0.92[0.78,0.98] 1.00[048,1.00]  , . ., = } ——

0 020406081 002040608 L
ADI & ADI-R (Verbal with MA = 3-12 years)

Study TP FP FN TN Sensitivity Specificity Sensitivity Specificity
LORD1997 131 7 21 75 0.86[0.80,0.91] 0.91[0.83, 0.96] —_— T
0 020406081 0020406081

ADI & ADI-R (IQ>70)

Study TP FP FN TN Sensitivity Specificity Sensitivity Specificity
LORD1997 52 3 8 33 0.87[0.75,0.94] 0.92[0.78, 0.98] — T": T :—":
0020406081 0020406081

ADI & ADI-R (All non-verbal)

Study TP FP FN TN Sensitivity Specificity Sensitivity Specificity
LORD1997 96 1 11 24 0.90[0.82,0.95] 0.96 [0.80, 1.00] —_—
0 020406081 0020406081

ADOS-G (cut-off 7)

Study TP FP FN TN Sensitivity Specificity Sensitivity Specificity
BRUGHA2012 8 24 2 165 0.80[0.44,0.97] 0.87[0.82,0.92] —t ::_.'_: — ._'.
0 020406081 0020406081

ADOS-G (cut-off 10)

Study TP FP FN TN Sensitivity Specificity Sensitivity Specificity
BRUGHA2012 7 12 3 177 0.70[0.35,0.93] 0.94[0.89, 0.97] —_— e .
0020406081 0020406081

ADOS-G (cut-off 13)

Study TP FP FN TN Sensitivity Specificity Sensitivity Specificity
LORD2000 26 1 3 14 0.90[0.73,0.98] 0.93[0.68, 1.00] —_— e
0 020406081 0020406081

ASD-DA (cut-off 24)

Study TP FP FN TN Sensitivity Specificity Sensitivity Specificity
MATSON2007A 78 26 36 92 0.68[0.59,0.77] 0.78[0.69, 0.85] —_—
0 020406081 0020406081

ASD-DA (cut-off 28)

Study TP FP FN TN Sensitivity Specificity Sensitivity Specificity

MATSON2007A 47 8 67 110 0.41[0.32,0.51] 0.93[0.87,0.97] —_— e
0 020406081 0020406081

ASDI

Study TP FP FN TN Sensitivity Specificity Sensitivity Specificity

GILLBERG2001 13 1 0 10 1.00[0.75,1.00] 0.91[0.59, 1.00] } ' ' ' i_.'i ' ' ﬁ":
0 020406081 0020406081

RAADS

Study TP FP FN TN Sensitivity Specificity Sensitivity Specificity

RITVO2008 37 0 0 57 1.00[0.91,1.00] 1.00[0.94, 1.00] .

T |
0 0.2 04 0.6 0.8

—
0.2 04 06 08 1

RAADS-R

Study TP FP FN TN Sensitivity Specificity Sensitivity Specificity
RITVO2011 195 0 6 578 0.97[0.94,0.99] 1.00[0.99, 1.00] — ﬂl — .'
0020406081 0020406081
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1.3 SETTINGS FOR CARE

1.3.1 Community-based teams

Current living training environment compared with developmental centre
group home training environment for teaching community living skills to
adults with a learning disability

Current living Centre-based Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI
SCHALOCK1984 134 11 10 45 0.8 10 100.0%  8.90 [8.06, 9.74]
Total (95% CI) 10 10 100.0% 8.90[8.06, 9.74] ¢
Heterogeneity: Not applicable f } |

1
220 10 0 10 20

Test for overall effect: Z = 20.69 (P < 0.00001) Favours centre-based Favours current living

1.3.2 Residential accommodation and related services

Community housing compared with residential institution for adaptive
behaviour in adults with a learning disability

Residential instituion Community Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD  Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
CULLEN1995 160.4 49 50 1795  46.7 50 46.6% -0.40 [-0.79, -0.00] i
MOLONY1990 3.44 1.48 31 444 153 13 16.6% -0.66 [-1.32, 0.01] -
SPREAT1998 37.8 27.758 40 515 27.284 40 36.8% -0.49 [-0.94, -0.05] —
Total (95% Cl) 121 103 100.0% -0.48 [-0.75, -0.20] ¢
Heterogeneity: Chiz = 0.45, df = 2 (P = 0.80); 12= 0% t t t

.
-4 2 0 2 4

Test for overall effect: Z = 3.45 (P = 0.0006) Favours community Favours institution

Community housing compared with residential institution for residential
satisfaction (total score) in adults with a learning disability

Residential instituion Community Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% ClI 1V, Fixed, 95% CI
BARLOW1991 55.7 4.9 14 501 7.3 15 100.0% 5.60[1.10, 10.10]
Total (95% CI) 14 15 100.0% 5.60[1.10, 10.10] e
Heterogeneity: Not applicable f f 1

1
-20 -10 0 10 20

Test for overall effect: Z = 2.44 (P = 0.01) Favours community Favours institution
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Community housing compared with residential institution for residential
satisfaction with social life in adults with a learning disability

Residential instituion Community Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
BARLOW1991 19.8 3.3 14 14 4 15 100.0% 5.80 [3.14, 8.46]
Total (95% CI) 14 15 100.0% 5.80[3.14, 8.46] <o
Heterogeneity: Not applicable f t t {
-20 -10 0 10 20
Test for overall effect: Z = 4.27 (P < 0.0001) Favours community Favours institution

Community housing compared with residential institution for residential
satisfaction with autonomy in adults with a learning disability

Residential instituion Community Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
BARLOW1991 13.9 1.1 14 151 138 15 100.0% -1.20[-2.28,-0.12]
Total (95% ClI) 14 15 100.0% -1.20[-2.28,-0.12] L
Heterogeneity: Not applicable f f T f |
-20 -10 0 10 20
Test for overall effect: Z = 2.18 (P = 0.03) Favours community Favours institution

Community housing compared with residential institution for social skills
in adults with a learning disability

Residential instituion Community Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
CULLEN1995 64.3 23.2 50 69.4 23.38 50 100.0% -5.10[-14.31, 4.11]
Total (95% CI) 50 50 100.0% -5.10 [-14.31, 4.11] ‘»
Heterogeneity: Not applicable f f T f i
-20 -10 0 10 20
Test for overall effect: Z = 1.09 (P = 0.28) Favours community Favours institutional

Community housing compared with residential institution for social
inclusion of adults with a learning disability

Residential instituion Community Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI
DAGNAN1994A 9.7 6.1 18 127 6.1 18 100.0% -3.00 [-6.99, 0.99] _.“
Total (95% CI) 18 18 100.0% -3.00 [-6.99, 0.99] N
Heterogeneity: Not applicable 5_20 -1=0 0 150 20’
Test for overall effect: Z = 1.48 (P = 0.14) Favours community Favours institution
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Community housing compared with residential institution for social
inclusion of adults with a learning disability

Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI IV, Fixed, 95% CI
CHOU2008 842 88 103 728 838 76 100.0% 11.40[8.79, 14.01]
Total (95% CI) 103 76 100.0% 11.40 [8.79, 14.01] ‘
Het ity: Not applicabl f f f i
eterogeneity: Not applicable 20 10 0 10 20

Test for overall effect: Z = 8.57 (P < 0.00001) Favours control Favours experimental

Community housing compared with residential institution for quality of life
of adults with a learning disability

Residential instituion Community Mean Difference Mean Difference
Study or Subgroup Mean SD  Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
CULLEN1995 36.8 8.8 50 49.7 7.2 50 100.0% -12.90 [-16.05, -9.75]
Total (95% CI) 50 50 100.0% -12.90 [-16.05, -9.75] S 2
Heterogeneity: Not applicable f f f 1
-20 -10 0 10 20
Test for overall effect: Z = 8.02 (P < 0.00001) Favours community Favours institution

Small residential homes compared with an institution for quality of life of
adults with a learning disability

Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI IV, Fixed, 95% CI
CHOU2008 842 88 103 728 838 76 100.0% 11.40[8.79, 14.01]
Total (95% CI) 103 76 100.0% 11.40 [8.79, 14.01] ‘
Het ity: Not applicabl f f f i
eterogeneity: Not applicable 20 10 0 10 20

Test for overall effect: Z = 8.57 (P < 0.00001) Favours control Favours experimental

Small residential homes compared with an institution for choice making of
adults with a learning disability

Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
CHOU2008 1209 18.5 103 84.3 19.8 76 100.0% 36.60 [30.89, 42.31]
Total (95% CI) 103 76 100.0% 36.60[30.89, 42.31] <o
Het ity: Not applicabl F y v |
Te frfogenel y|| f(; atl-)pzlialzem P < 0.00001 50 25 0 25 50
est for overall effect: Z = 12.57 ( ) ) Favours control  Favours experimental
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Small residential homes compared with an institution for community
inclusion of adults with a learning disability

Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI IV, Fixed, 95% CI
CHOU2008 20 88 103 12.6 84 76 100.0% 7.40[4.86, 9.94]
Total (95% CI) 103 76 100.0% 7.40 [4.86, 9.94] <o
. . . I Il 1 1
Heterogeneity: Not applicable '_20 _1'0 0 1'0 20'

Test for overall effect: Z =5.71 (P < 0.00001) Favours control Favours experimental

Small residential homes compared with an institution for family contact of
adults with a learning disability

Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI IV, Fixed, 95% CI
CHOU2008 25 08 103 19 038 76 100.0% 0.60 [0.36, 0.84]
Total (95% ClI) 103 76 100.0% 0.60[0.36, 0.84] )

Heterogeneity: Not applicable F f t t i

T
-20 -10 0 10 20
Test for overall effect: Z = 4.96 (P < 0.00001) Favours control Favours experimental

Dispersed supported housing compared with residential homes for social
inclusion of adults with a learning disability

Dispersed supported Residential homes Mean Difference Mean Difference
Study or Subgroup Mean SD _ Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
MCCONKEY2007 5.7 1.8 103 4.8 1.9 138 100.0%  0.90[0.43, 1.37]
Total (95% CI) 103 138 100.0% 0.90[0.43, 1.37] ¢

20 -10 0 10 20
Favours residential homes  Favours dispersed support

Heterogeneity: Not applicable
Test for overall effect: Z = 3.75 (P = 0.0002)

Semi-independent apartments compared with group homes for resident
satisfaction of adults with a learning disability

Semi-independent apartmnt Group home Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% ClI
SCHWARTZ2003 27 14.21 57 35.72 7.68 147 100.0% -8.72[-12.61, -4.83]
Total (95% CI) 57 147 100.0% -8.72[-12.61, -4.83] -

Heterogeneity: Not applicable F

t t d
-20 -10 0 10 20
Test for overall effect: Z = 4.39 (P < 0.0001) Favours group home  Favours semi-independent
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Intermediate care placement compared with direct community placement for
adaptive behaviour of adults with a learning disability

Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
KEARNEY1995 52.78 33.98 18 46.89 28.88 39 100.0% 5.89[-12.24, 24.02]
Total (95% CI) 18 39 100.0% 5.89[-12.24, 24.02]
o ' ) ) ) )
e o052 ETE LI
est for overall effect: Z = 0.64 (P = 0.52) Favours intermediate care  Favours direct placement

Person-centred planning compared with system-centred planning for
movement into the community of adults with a learning disability

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
HOLBURNZ2004 18 19 5 18 100.0% 3.41[1.61, 7.24]
Total (95% CI) 19 18 100.0%  3.41[1.61,7.24] <@
Total events 18 5
. . . I ] ] ]
est for overall effect: Z = 3.20 (P = 0.001) Favours control Favours experimenta
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1.4 PSYCHOSOCIAL INTERVENTIONS

1.4.1 Behavioural therapies aimed at communication

Natural language teaching compared with analogue language teaching for
communication in adults with autism

Std. Mean Difference Std. Mean Difference
Study or Subgroup  Std. Mean Difference SE Weight 1V, Fixed, 95% ClI 1V, Fixed, 95% ClI
ELLIOTT1991 -0.71042 0.429982 100.0% -0.71[-1.55, 0.13] r
Total (95% Cl) 100.0%  -0.71[-1.55,0.13] S
Heterogeneity: Not applicable 54 52 i f

1
T

2 4
I

Test for overall effect: Z = 1.65 (P = 0.10) Favours experimental  Favours control

1.4.2 Behavioural therapies aimed at behaviour management

Independence training compared with no-treatment control group for
activities of daily living (showering) in adults with a learning disability

Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Fixed, 95% CI 1V, Fixed, 95% ClI
MATSON1981 226 37 36 142 22 36 100.0% 8.40[6.99,9.81]
Total (95% ClI) 36 36 100.0% 8.40[6.99, 9.81] L 2
! 1 ]

itv: i I }
Heterogeneity: Not applicable 20 10 0 10 20

Test for overall effect: Z = 11.71 (P < 0.00001) Favours experimental Favours control

Behavioural weight control programme compared with no-treatment control
for self-care (weight loss) in adults with a learning disability

Std. Mean Difference Std. Mean Difference
Study or Subgroup  Std. Mean Difference SE Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
HARRIS1984 0.43693 0.4421024 100.0% 0.441-0.43,1.30]
Total (95% Cl) 100.0% 0.44[-0.43, 1.30]

Heterogeneity: Not applicable T T T t

L _ -4 -2 0 2 4
Test for overall effect: Z = 0.99 (P = 0.32) Favours experimental  Favours control
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1.4.3 Cognitive behavioural therapies

Cognitive behavioural therapies compared with treatment as usual for
severity of coexisting OCD symptoms in adults with autism

Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI
RUSSELL2009 2167 87 12 1925 612 12 100.0% 2.42[-3.60, 8.44]

Total (95% ClI) 12 12 100.0% 2.42[-3.60, 8.44]
Heterogeneity: Not applicable f t |

t t
o B -20 -10 0 10 20
Test for overall effect: Z=0.79 (P = 0.43) Favours experimental Favours control

Anti-victimisation interventions compared with waitlist control for anti-
victimisation skills (continuous measure) in adults with a learning
disability

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI|
KHEMKA2000 717 127 12 358 156 12 19.9% 2.4411.34,3.54] -
KHEMKA2005 35 162 18 1.83 158 18 49.2% 1.02[0.32,1.72] —
MAZZUCCHELLI2001  28.6 11.7 10 253 109 10 30.9% 0.28[-0.60, 1.16] -
Total (95% ClI) 40 40 100.0% 1.07 [0.58, 1.56] <
1 1 1

Heterogeneity: Chiz = 9.04, df =2 (P = 0.01); 12=78%

1
-4 -2 0 2 4
Test for overall effect: Z = 4.29 (P < 0.0001) E

avours control - Favours experimental

Anti-victimisation interventions compared with waitlist control for anti-
victimisation skills (dichotomous measure) in adults with a learning
disability

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
MCGRATH2010 5 20 7 18 100.0% 0.64[0.25, 1.67]
Total (95% ClI) 20 18 100.0% 0.64[0.25, 1.67]
Total events 5 7

! 1
001 0.1 1 10 100
Favours experimental  Favours control

Heterogeneity: Not applicable
Test for overall effect: Z = 0.91 (P = 0.36)
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Anger management compared with treatment as usual or waitlist control for
anger in adults with a learning disability

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean  SD Total Mean  SD Total Weight 1V, Fixed, 95% ClI 1V, Fixed, 95% ClI
LINDSAY2004 22.03 12.86 33 285 883 14 25.1% -0.54[-1.17, 0.10]
ROSE2005 937 121 50 1029 127 36 5L7% -0.74[-1.18, -0.30]
TAYLOR2005 64.19 1732 16 69.15 1547 20 23.2% -0.30[-0.96, 0.36]

Total (95% Cl) 99 70 100.0%  -0.59[-0.90, -0.27]
Heterogeneity: Chiz = 1.21, df = 2 (P = 0.55); 2= 0% f
Test for overall effect: Z = 3.60 (P = 0.0003)

100 50 0 5 100
Favours experimental Favours control

1.4.4 Leisure programmes

Leisure programmes compared with waitlist control for quality of life in
adults with autism
Experimental Control Mean Difference Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
GARCIAVILLAMISAR2010  63.62 8.99 37 5529 345 34 100.0% 8.33[5.21,11.45]

Total (95% ClI) 37 34 100.0% 8.33[5.21, 11.45] <o
Heterogeneity: Not applicable I }

1 ]
T T 1
-20 -10 0 10 20
Test for overall effect: Z = 5.23 (P < 0.00001) Favours control Favours experimental

Leisure programmes compared with waitlist control for emotion recognition
in adults with autism
Experimental Control Mean Difference Mean Difference

Study or Subgroup Mean  SD Total Mean  SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% ClI
GARCIAVILLAMISAR2011  49.87 14.05 20 37.1 19.82 20 100.0% 12.77[2.12,23.42]

Total (95% CI) 20 20 100.0% 12.77 [2.12, 23.42] —~l—
Heterogeneity: Not applicable f y

1 1
T T
-20 -10 0 10 20
Test for overall effect: Z = 2.35 (P = 0.02) Favours control - Favours experimental

1.4.5 Social learning interventions

Emotion recognition training compared with treatment as usual for emotion
recognition in adults with autism

Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI
GOLAN2006 375 78 18 348 82 22 100.0% 2.70[-2.27,7.67]

Total (95% Cl) 18 22 100.0% 2.70[-2.27,7.67]
Heterogeneity: Not applicable I }

1l ]
o _ -20 -10 0 10 20
Test for overall effect: Z = 1.06 (P = 0.29) Favours control  Favours experimental
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Social skills group interventions compared with waitlist control for social
interaction in adolescents with autism

Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI 1V, Fixed, 95% ClI
LAUGESON2009 196 14 17 133 3.8 16 100.0% 6.30[4.32,8.28]
Total (95% Cl) 17 16 100.0% 6.30[4.32, 8.28] <&
! 1

Heterogeneity: Not applicable

1l ]
T T T 1
Test for overall effect; Z = 6.24 (P < 0.00001) 20 -0 0 10 20

Favours control - Favours experimental

Social skills group interventions compared with treatment as usual for
maladaptive behaviour in adults with a learning disability

Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean  SD Total Mean  SD Total Weight IV, Fixed, 95% ClI 1V, Fixed, 95% ClI
LEE1977 133 165 20 15.33 16.38 24 100.0% -2.03[-11.79,7.73]

Total (95% Cl) 20 24 100.0% -2.03[-11.79, 7.73] ’
L 1l 1l ]
T

Heterogeneity: Not applicable T 1

T T
-20 -10 0 10 20
Test for overall effect: Z = 0.41 (P = 0.68) Favours experimental Favours control

1.4.6 Supported employment programmes

Supported employment programmes compared with sheltered workshop
programmes for autistic behaviours in adults with autism

Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI IV, Fixed, 95% CI

GARCIAVILLAMISAR2000 3219 726 25 38.26 7.4 26 100.0% -6.07[-10.09, -2.05]

Total (95% Cl) 25 26 100.0% -6.07 [-10.09, -2.05] -2
L 1l ]

Heterogeneity: Not applicable f t {

1
o _ -20 -10 0 10 20
Test for overall effect: Z = 2.96 (P = 0.003) Favours experimental  Favours control

Supported employment programmes compared with sheltered workshop
programmes for quality of life in adults with autism

Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI

GARCIAVILLAMISAR2002 3596 3.43 25 30.76 551 26 100.0% 5.20[2.69, 7.71]

Total (95% Cl) 25 26 100.0% 5.20[2.69, 7.71] <o
L 1l ]

Heterogeneity: Not applicable f t {

1l
o -20 -10 0 10 20
Test for overall effect: Z = 4.06 (P < 0.0001) Favours control  Favours experimental

Appendix 15 13



Supported employment programmes compared with waitlist control for
executive function in adults with autism

Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI IV, Fixed, 95% ClI

GARCIAVILLAMISAR2007  4.86 254 22 7.61 3.04 22 100.0% -2.75[-4.41,-1.09]

Total (95% Cl) 22 22 100.0% -2.75 [-4.41, -1.09] <&
L

1
20 10 0 10 20
Favours experimental Favours control

Heterogeneity: Not applicable
Test for overall effect: Z = 3.26 (P = 0.001)

Supported employment programmes compared with treatment as usual for
job placements in adults with autism

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% ClI
MAWHOOD1999 19 30 5 20 100.0% 2.53[1.13,5.67]
Total (95% ClI) 30 20 100.0%  2.53[1.13,5.67] <o
Total events 19 5
t {

Heterogeneity: Not applicable

I t
Test for overall effect: Z = 2.26 (P = 0.02) 001 01 ! 10 100

Favours control  Favours experimenta

1.4.7 Support for families, partners and carers

Psychoeducational group permanency planning programme compared with
treatment as usual for knowledge and awareness about planning in mothers
of adults with a learning disability

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Std. Mean Difference SE Total Total Weight IV, Fixed, 95% CI 1V, Fixed, 95% ClI
BOTSFORD2004 -0.99025 0.408058 13 14 100.0% -0.99 [-1.79,-0.19]
Total (95% Cl) 13 14 100.0%  -0.99 [-1.79, -0.19] <o
Heterogeneity: Not applicable I4 I2 p é i
Test for overall effect: 2= 2.43 (P = 0.02) Favours experimental  Favours control

Psychoeducational group permanency planning programme compared with
treatment as usual for competence and confidence to plan in mothers of
adults with a learning disability

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Std. Mean Difference SE Total Total Weight IV, Fixed, 95% CI 1V, Fixed, 95% ClI
BOTSFORD2004 -1.3634 0.427522 13 14 100.0% -1.36 [-2.20, -0.53]
Total (95% Cl) 13 14 1000%  -1.36[-2.20,-0.53] S
Heterogeneity: Not applicable 54 =2 p é i
Test for overall effect: 2 = 3.19 (P = 0.001) Favours experimental  Favours control
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Psychoeducational group permanency planning programme compared with
treatment as usual for appraisals of the planning process by mothers of

adults with a learning disability

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Std. Mean Difference SE Total  Total Weight IV, Fixed, 95% ClI 1V, Fixed, 95% CI
BOTSFORD2004 -0.61264 0.394084 13 14 100.0% -0.61[-1.39, 0.16] i
Total (95% Cl) 13 14 100.0% -0.61[-1.39, 0.16] <@
ity: i } } } }
Heterogeneity: Not applicable M} 5 0 5 1
I

Test for overall effect: Z = 1.55 (P = 0.12)

Favours experimental

Favours contro

Psychoeducational group permanency planning programme compared with
treatment as usual for intermediate planning behaviours of mothers of

adults with a learning disability

Experimental Control

Std. Mean Difference

Std. Mean Difference

Study or Subgroup  Std. Mean Difference SE Total Total Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI

BOTSFORD2004 -0.4872 0.390829 13 14 100.0% -0.49 [-1.25, 0.28]

Total (95% Cl) 13 14 100.0% -0.49 [-1.25, 0.28]

Heterogeneity: Not applicable -4 -2 (IJ é ‘L
I

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

Favours experimental

Favours contro

Psychoeducational group permanency planning programme compared with
treatment as usual for residential and legal planning of mothers of adults

with a learning disability

Experimental Control

Std. Mean Difference

Std. Mean Difference

Study or Subgroup  Std. Mean Difference SE Total  Total Weight IV, Fixed, 95% ClI 1V, Fixed, 95% CI
BOTSFORD2004 -1.0154 0.409201 13 14 100.0% -1.02[-1.82,-0.21]

Total (95% ClI) 13 14 100.0%  -1.02[-1.82,-0.21] <o

Heterogeneity: Not applicable '4 '2 0 é ;1

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

Appendix 15

Favours experimental

Favours control
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1.5 BIOMEDICAL INTERVENTIONS

1.5.1 Antipsychotics

Risperidone compared with placebo for challenging behaviour (irritability
and aggression) in adults with autism

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Std. Mean Difference SE Total Total Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI
HELLINGS2006 -0.64 0.34949 18 17 54.1% -0.64 [-1.32, 0.04] i
MCDOUGLE1998 -0.96168 0.379583 15 16 45.9% -0.96 [-1.71, -0.22] —
Total (95% Cl) 33 33 100.0% -0.79[-1.29, -0.28] <&
Heterogeneity: Chi2=0.39, df = 1 (P = 0.53); 12= 0% f f f

1l
4 2 0 2 4
|

Test for overall effect: Z = 3.06 (P = 0.002) Favours experimental  Favours contro

Risperidone compared with placebo for core symptoms of autism (repetitive
behaviour) in adults with autism

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Std. Mean Difference SE Total Total Weight IV, Fixed, 95% CI 1V, Fixed, 95% ClI
MCDOUGLE1998 -0.93512 0.378511 15 16 100.0% -0.94 [-1.68, -0.19]
Total (95% Cl) 15 16 100.0% -0.94[-1.68, -0.19] <o
1 1 1

Heterogeneity: Not applicable t t t

1
ppic ) 4 2 0 2 4
Test for overall effect: 2 = 2.47 (P = 0.01) Favours experimental  Favours control

Risperidone compared with placebo for autistic behaviours in adults with
autism

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Std. Mean Difference SE Total Total Weight IV, Fixed, 95% CI IV, Fixed, 95% ClI
MCDOUGLE1998 -0.72149 0.37089%4 15 16 100.0% -0.72[-1.45, 0.01]
Total (95% Cl) 15 16 100.0% -0.72 [-1.45, 0.01] <P
Heterogeneity: Not applicable f f f

1
4 2 0 2 4
|

Test for overall effect: Z = 1.95 (P = 0.05) Favours experimental ~ Favours contro

Risperidone compared with placebo for symptom severity or improvement in
adults with autism

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Std. Mean Difference SE Total Total Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI
MCDOUGLE1998 -1.39519 0.400703 15 16 100.0% -1.40[-2.18, -0.61]
Total (95% Cl) 15 16 100.0%  -1.40[-2.18,-0.61] S
Heterogeneity: Not applicable I4 I2 }

1
o 2 4
|

Test for overall effect: Z = 3.48 (P = 0.0005) Favours experimental  Favours control
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Risperidone compared with placebo for challenging behaviour in adults with

a learning disability

Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI 1V, Fixed, 95% ClI
TYRER2008 30.23 23516 29 35 29.059 29 100.0% -4.77[-18.38,8.84]
Total (95% ClI) 29

Heterogeneity: Not applicable
Test for overall effect: Z = 0.69 (P = 0.49)

20 10

Favours experimental

29 100.0% -4.77 [-18.38, 8.84] *
L 1l 1l ]
T

10 20
Favours control

0

Risperidone compared with placebo for aggression in adults with a learning

disability
Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean  SD Total Weight IV, Fixed, 95% CI 1V, Fixed, 95% ClI
TYRER2008 9.08 11339 29 85 9.921 29 100.0% 0.58[-4.90, 6.06]
Total (95% Cl) 29 29 100.0% 0.58[-4.90, 6.06]
L

Heterogeneity: Not applicable
Test for overall effect: Z=0.21 (P = 0.84)

1
20 -0
Favours experimental

0

10 20

Favours control

Risperidone compared with placebo for symptom severity or improvement in

adults with a learning disability

Experimental Control

Std. Mean Difference

Std. Mean Difference

Study or Subgroup  Std. Mean Difference SE Total  Total Weight IV, Fixed, 95% CI 1V, Fixed, 95% ClI
GAGIANO2005 -0.45938 0.235542 37 37  55.4% -0.46 [-0.92, 0.00]
TYRER2008 -0.1 0.262755 29 29 44.6% -0.10 [-0.61, 0.41]
Total (95% Cl) 66 66 100.0%  -0.30[-0.64,0.04]

Heterogeneity: Chiz = 1.04, df =1 (P = 0.31); 2= 4%
Test for overall effect: Z=1.71 (P = 0.09)

Favours experimental

T T T T
-4 -2 0 2
Favours contro

Risperidone compared with placebo for quality of life in adults with a

learning disability

Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI IV, Fixed, 95% CI
TYRER2008 73.08 10.826 29 70.2 10316 29 100.0% 2.88[-2.56,8.32]

Total (95% ClI)
Heterogeneity: Not applicable
Test for overall effect: Z = 1.04 (P = 0.30)

29

Appendix 15

29 100.0% 2.88[-2.56,8.32]

I t
-20 -10
Favours experimental

0

10 20
Favours control

1l
T
4
|
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Haloperidol compared with placebo for autistic behaviours in adolescents

with autism

Experimental

Control

Mean Difference

Mean Difference

Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Fixed, 95% CI 1V, Fixed, 95% ClI
REMINGTON2001 36.7 6.1 17 394 7 16 100.0% -2.70[-7.19, 1.79]
Total (95% Cl) 17 16 100.0% -2.70[-7.19, 1.79]

Heterogeneity: Not applicable
Test for overall effect: Z = 1.18 (P = 0.24)

20 -0 0
Favours experimental

10 20

Favours control

Haloperidol compared with placebo for side effects (global) in adolescents

with autism

Experimental

Control

Mean Difference

Mean Difference

Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Fixed, 95% CI 1V, Fixed, 95% ClI
REMINGTON2001 23 33 17 08 17 16 100.0% 1.50[-0.28, 3.28]
Total (95% Cl) 17 16 100.0% 1.50[-0.28,3.28]

L

Heterogeneity: Not applicable
Test for overall effect: Z = 1.66 (P = 0.10)

20 -0 0
Favours experimental

10 20

Favours control

Haloperidol compared with placebo for challenging behaviour in adults with

a learning disability

Experimental

Control

Mean Difference

Mean Difference
1V, Fixed, 95% ClI

Study or Subgroup  Mean SD Total Mean SD Total Weight 1V, Fixed, 95% ClI
TYRER2008 307 28706 28 35 20059 29 100.0% -4.30[-19.30, 10.70]
Total (95% CI) 28 29 100.0% -4.30 [-19.30, 10.70] *
L 1l 1l ]

Heterogeneity: Not applicable
Test for overall effect: Z = 0.56 (P = 0.57)

20 10

Favours experimental

0 10 20

Favours control

Haloperidol compared with placebo for aggression in adults with a learning

disability
Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
TYRER2008 438 683 28 85 9921 29 100.0% -4.12[-8.53,0.29]
Total (95% Cl) 28 29 100.0% -4.12[-8.53,0.29] e
ity: i I t } {
Heterogeneity: Not applicable 20 10 0 10 20

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

Appendix 15

Favours experimental

Favours control
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Haloperidol compared with placebo for symptom severity or improvement in
adults with a learning disability

Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean  SD Total Mean  SD Total Weight IV, Fixed, 95% CI 1V, Fixed, 95% ClI
TYRER2008 258 1.206 28 346 1449 29 100.0% -0.88[-1.57,-0.19]
Total (95% Cl) 28 29 100.0% -0.88[-1.57,-0.19] ¢
Heterogeneity: Not applicable f f T f 1
-20 -10 0 10 20
Test for overall effect: Z =2.50 (P = 0.01) Favours experimental Favours control

Haloperidol compared with placebo for quality of life in adults with a
learning disability

Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight 1V, Fixed, 95% ClI IV, Fixed, 95% ClI
TYRER2008 68.33 10.87 28 70.2 10316 29 100.0% -1.87[-7.38,3.64]
Total (95% Cl) 28 29 100.0% -1.87[-7.38, 3.64]
Heterogeneity: Not applicable f f T f |
-20 -10 0 10 20
Test for overall effect: Z = 0.67 (P = 0.51) Favours experimental Favours control

Risperidone compared with haloperidol for challenging behaviour in adults
with a learning disability

Experimental Control Mean Difference Mean Difference
Study or Subgroup ~ Mean SD Total Mean SD Total Weight 1V, Fixed, 95% ClI 1V, Fixed, 95% ClI
TYRER2008 30.23 23516 29 30.7 28706 28 100.0% -0.47[-14.12,13.18]
Total (95% ClI) 29 28 100.0% -0.47[-14.12,13.18]
Heterogeneity: Not applicable f f T f 1
-20 -10 0 10 20
Test for overall effect: Z = 0.07 (P = 0.95) Favours risperidone  Favours haloperidol

Risperidone compared with haloperidol for aggression in adults with a
learning disability

Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI IV, Fixed, 95% CI
TYRER2008 9.08 11.339 29 438 6.83 28 100.0% 4.70[-0.14,9.54]
Total (95% Cl) 29 28 100.0% 4.70[-0.14, 9.54] g
Heterogeneity: Not applicable f f f 1
o B -20 -10 0 10 20
Test for overall effect: Z = 1.90 (P = 0.06) Favours risperidone  Favours haloperidol
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Risperidone compared with haloperidol for symptom severity or
improvement in adults with a learning disability

Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean  SD Total Mean  SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
TYRER2008 331 1436 29 258 1206 28 100.0% 0.73[0.04,1.42]
Total (95% Cl) 29 28 100.0% 0.73[0.04, 1.42]
Heterogeneity: Not applicable f f T f 1
-20 -10 0 10 20
Test for overall effect: Z = 2.08 (P = 0.04) Favours risperidone  Favours haloperidol

Risperidone compared with haloperidol for quality of life in adults with a
learning disability

Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean  SD Total Weight 1V, Fixed, 95% Cl IV, Fixed, 95% CI
TYRER2008 73.08 10826 29 6833 10.87 28 100.0% 4.75[-0.88,10.38] 7
Total (95% Cl) 29 28 100.0% 4.75[-0.88, 10.38] g
P N ! 1 1 ]
o X L
est for overall effect: Z = 1.65 (P = 0.10) Favours risperidone  Favours haloperidol

Zuclopenthixol compared with placebo for challenging behaviour
(aggression; endpoint data) in adults with a learning disability

Experimental Control Risk Ratio Risk Ratio

Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% ClI
HAESSLER2007 7 19 1 20 100.0%  7.37[1.00, 54.39]
Total (95% Cl) 19 20 100.0%  7.37[1.00, 54.39] e —
Total events 7 1
Heterogeneity: Not applicable f f f f

o _ 001 01 1 10 100
Test for overall effect: Z = 1.96 (P = 0.05) Favours control  Favours experimenta

Zuclopenthixol compared with placebo for challenging behaviour

(irritability; change from baseline data) in adults with a learning disability

Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
IZMETH1988 13 41 45 09 37 40 100.0% -2.20[-3.86, -0.54]
Total (95% Cl) 45 40 100.0% -2.20 [-3.86, -0.54] 2 2
Heterogeneity: Not applicable f f f i
o B -20 -10 0 10 20
Test for overall effect: Z = 2.60 (P = 0.009) Favours experimental  Favours control
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Zuclopenthixol compared with placebo for symptom severity or improvement

(endpoint data) in adults with a learning disability

Experimental Control Risk Ratio Risk Ratio

Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
SINGH1992 5 24 1 19 100.0%  3.96 [0.50, 31.09] ]
Total (95% Cl) 24 19 100.0%  3.96[0.50, 31.09] —~
Total events 5 1
Heterogeneity: Not applicable f f f i

o _ 001 01 1 10 100
Test for overall effect: Z = 1.31 (P = 0.19) Favours experimental Favours control

Zuclopenthixol compared with placebo for symptom severity or improvement

(change from baseline data) in adults with a learning disability

Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Fixed, 95% CI 1V, Fixed, 95% ClI
IZMETH1988 03 07 45 04 13 40 100.0% 0.70[0.25, 1.15]
Total (95% Cl) 45 40 100.0% 0.70[0.25, 1.15]
Heterogeneity: Not applicable f f f f |
-20 -10 0 10 20
Test for overall effect: Z = 3.04 (P = 0.002) Favours control - Favours experimental

Prothipendyl compared with placebo for symptom severity or improvement

in adults with a learning disability

Experimental Control Risk Ratio Risk Ratio

Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% ClI
MCKENZIE1966 16 20 9 19 100.0% 1.69[1.00, 2.85]
Total (95% Cl) 20 19 100.0%  1.69[1.00, 2.85] - 4
Total events 16 9
Heterogeneity: Not applicable f f f |

o _ 001 01 1 10 100
Test for overall effect: Z = 1.97 (P = 0.05) Favours control  Favours experimenta

Cis(z)-clopenthixol compared with haloperidol for symptom severity or
improvement in adults with a learning disability

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
KARSTEN1981 24 49 7 49 100.0% 3.43[1.63,7.21]
Total (95% Cl) 49 49 100.0%  3.43[1.63,7.21] <o
Total events 24 7
1l

Heterogeneity: Not applicable

L 1l ]
T T T 1
Test for overall effect: Z = 3.25 (P = 0.001) 001 01 ! 10 100

Favours haloperidol ~ Favours cis(z)-CPT
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Cis(z)-clopenthixol (cis(z)-CPT) compared with haloperidol for side effects
in adults with a learning disability

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
KARSTEN1981 33 49 39 49 100.0% 0.85[0.66, 1.08]
Total (95% Cl) 49 49 100.0%  0.85[0.66, 1.08]
Total events 33 39

001 01 1 10 100
Favours haloperidol ~ Favours cis(z)-CPT

Heterogeneity: Not applicable
Test for overall effect: Z = 1.36 (P = 0.17)

1.5.2 Anticonvulsants

Valproate compared with placebo for challenging behaviour (irritability;
continuous data) in children with autism

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
HELLINGS2005 1817 879 16 1545 10.39 14 53.8% 0.28 [-0.44, 1.00]

HOLLANDER2010 145 667 16 177 794 11 462% -0.43[-1.21, 0.35]

Total (95% Cl) 32 25 100.0%  -0.05[-0.58, 0.48]
Heterogeneity: Chiz= 1.71, df =1 (P = 0.19); 12= 41% l l T l

1
-4 2 0 2 4
Test for overall effect: Z=0.19 (P = 0.85) Favours experimental Favours control

Valproate compared with placebo for challenging behaviour (irritability;
dichotomous data) in children with autism

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% ClI
HOLLANDER2010 10 16 1 11 100.0%  6.88[1.02, 46.28]
Total (95% Cl) 16 11 100.0%  6.87[1.02, 46.28] -~
Total events 10 1
1l

Heterogeneity: Not applicable

1l 1l 1l
T T T T
Test for overall effect: Z = 1.98 (P = 0.05) 001 01 ! 10 100

Favours control  Favours experimenta

Valproate compared with placebo for challenging behaviour (aggression) in
children with autism

Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI
HELLINGS2005 586 384 16 572 462 14 100.0% 0.14[-2.93,3.21]

Total (95% ClI) 16 14 100.0% 0.14[-2.93,3.21]
! 1 ]

itv: i I } T T 1
Heterogeneity: Not applicable 20 10 0 10 20

Favours experimental  Favours control

Test for overall effect: Z = 0.09 (P = 0.93)
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Valproate compared with placebo for symptom severity or improvement in
children with autism

Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI 1V, Fixed, 95% ClI
HELLINGS2005 256 073 16 293 093 14 100.0% -0.37[-0.97,0.23]
Total (95% Cl) 16 14 100.0% -0.37[-0.97, 0.23]
Heterogeneity: Not applicable f f T f 1
-20 -10 0 10 20
Test for overal effect: Z = 1.20 (P = 0.23) Favours experimental Favours control

Valproate compared with placebo for side effects in children with autism

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl
HELLINGS2005 15 16 11 14 100.0% 1.19[0.88, 1.61]
Total (95% ClI) 16 14 100.0% 1.19[0.88, 1.61]
Total events 15 11

001 01 1 10 100
Favours experimental  Favours control

Heterogeneity: Not applicable
Test for overall effect: Z = 1.15 (P = 0.25)

1.5.3 Drugs affecting cognition

Donepezil hydrochloride compared with placebo for autistic behaviours in
children with autism

Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI
CHEZ2003 333 8 17 329 7.7 17 100.0% 0.40[-4.88,5.68]
Total (95% Cl) 17 17 100.0% 0.40 [-4.88, 5.68]
Heterogeneity: Not applicable f f f f 1
) o B -20 -10 0 10 20
Test for overall effect: Z = 0.15 (P = 0.88) Favours experimental Favours control

Amantadine hydrochloride compared with placebo for challenging behaviour

(irritability) in children with autism

Experimental Control Risk Ratio Risk Ratio

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

KING2001 9 19 7 19 100.0% 1.29[0.60, 2.74]

Total (95% Cl) 19 19 100.0%  1.29[0.60, 2.74]

Total events 9 7

Heterogeneity: Not applicable f f T f |
001 01 1 10 100

Test for overall effect: Z = 0.65 (P = 0.51) Favours control  Favours experimenta
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1.5.4 Adrenocorticotrophic hormones

ORG 2766 compared with placebo for challenging behaviour (social

withdrawal) in children with autism

Experimental Control Risk

Ratio Risk Ratio

Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% ClI
BUITELAAR1996 10 29 4 18 100.0% 1.55[0.57, 4.22]

Total (95% ClI) 29 18 100.0% 1.55[0.57, 4.22]

Total events 10 4

Heterogeneity: Not applicable |0.01 0?1 i 1-0 100-

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

Favours control  Favours experimenta

ORG 2766 compared with placebo for challenging behaviour (social

isolation) in children with autism

Study or Subgroup  Std. Mean Difference SE Weight

Std. Mean Difference
IV, Fixed, 95% CI

Std. Mean Difference
IV, Fixed, 95% CI

BUITELAAR1992 -0.92479 0.459172 100.0%

Total (95% Cl) 100.0%
Heterogeneity: Not applicable

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

ORG 2766 compared with placebo for symptom severity or improvement in

children with autism

-0.92 [-1.82, -0.02]

o

-0.92[-1.82, -0.02]

4 2 0 2 4
|

Favours experimental Favours contro

Std. Mean Difference Std. Mean Difference

Study or Subgroup  Std. Mean Difference SE Weight
BUITELAAR1992 -0.94112 0.459962 32.5%
BUITELAAR1996 -0.98 0.318878 67.5%

Total (95% ClI) 100.0%
Heterogeneity: Chiz = 0.00, df = 1 (P = 0.94); I2 = 0%

Test for overall effect: Z = 3.69 (P = 0.0002)

Appendix 15

IV, Fixed, 95% Cl IV, Fixed, 95% Cl
-0.94 [-1.84, -0.04] ——
-0.98 [-1.60, -0.36] .
-0.97 [-1.48, -0.45] <>
1 1 1
-4 -2 0 2

Favours experimental Favours control

4
|
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1.5.5 Secretin

Secretin compared with placebo for core autistic symptoms of social-

communication difficulties and symbolic behaviour in children with autism

Experimental Control

Std. Mean Difference

Std. Mean Difference

Study or Subgroup  Std. Mean Difference SE Total  Total Weight IV, Fixed, 95% CI 1V, Fixed, 95% ClI
DUNNGEIER2000 0.4 1.071429 47 48  5.4% 0.40[-1.70, 2.50]
LEVY2003 -0.32429 0.255664 31 31 94.6% -0.32[-0.83, 0.18]
Total (95% ClI) 78 79 100.0% -0.29[-0.77,0.20]

Heterogeneity: Chiz=0.43, df =1 (P = 0.51); 12= 0%
Test for overall effect: Z = 1.15 (P = 0.25)

T T T T
-4 -2 0 2
Favours experimental

Secretin compared with placebo for autistic behaviours in children with

Favours contro

}
4
|

autism
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Std. Mean Difference SE Total Total Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI
CHEZ2000 -0.15 0.408163 12 12 28.1% -0.15[-0.95, 0.65]
LEVY2003 -0.28055 0.255247 31 31 71.9% -0.28[-0.78,0.22]
Total (95% ClI) 43 43 100.0% -0.24[-0.67,0.18]

Heterogeneity: Chiz = 0.07, df =1 (P = 0.79); 12 = 0%
Test for overall effect: Z = 1.13 (P = 0.26)

i 2 0
Favours experimental

Favours contro

}
4
|

Secretin compared with placebo for challenging behaviour in children with

autism
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Std. Mean Difference SE Total Total Weight IV, Fixed, 95% CI IV, Fixed, 95% ClI
LEVY2003 -0.13678 0.254297 31 31 100.0% -0.14[-0.64, 0.36]
Total (95% Cl) 31 31 100.0% -0.14[-0.64, 0.36]

Heterogeneity: Not applicable
Test for overall effect: Z = 0.54 (P = 0.59)

1.5.6 Stimulants

Favours experimental

4 2 0 2
Favours contro

Methylphenidate compared with placebo for coexisting hyperactivity in

children with autism

Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
RUPP2005 172 987 32 26 99 30 100.0% -8.80[-13.72,-3.88]
Total (95% Cl) 32 30 100.0% -8.80[-13.72,-3.88] P
Heterogeneity: Not applicable '_20 ] 1'0 0 1'0 20'

Test for overall effect: Z = 3.50 (P = 0.0005)

Appendix 15
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Methylphenidate compared with placebo for the core autistic symptom of
social-interaction difficulties in children with autism

Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean  SD Total Mean  SD Total Weight IV, Fixed, 95% CI 1V, Fixed, 95% ClI
JAHROMI2009 25.09 1555 17 1859 12.03 17 100.0% 6.50 [-2.85, 15.85] ]
Total (95% ClI) 17 17 100.0% 6.50 [-2.85, 15.85] —~
! 1

Heterogeneity: Not applicable f

1 ]
T T 1
-20 -10 0 10 20
Test for overall effect: Z=1.36 (P = 0.17) Favours control  Favours experimental

Methylphenidate compared with placebo for the core autistic symptom of
repetitive behaviour in children with autism

Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% ClI 1V, Fixed, 95% ClI
POSEY2007 1213 422 32 13.05 346 31 100.0% -0.92[-2.82,0.98]
Total (95% ClI) 32 31 100.0% -0.92[-2.82,0.98]

Heterogeneity: Not applicable f f T } |

T
-20 -10 0 10 20
Test for overall effect: Z = 0.95 (P = 0.34) Favours experimental  Favours control

1.5.7 Antidepressants

Clomipramine compared with placebo for autistic behaviours in adolescents

with autism

Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI
REMINGTON2001 378 87 16 394 7 16 100.0% -1.60[-7.07,3.87]

Total (95% CI) 16 16 100.0% -1.60[-7.07,3.87]
Heterogeneity: Not applicable f f 1 t {

PPIC . 20 10 0 10 20
Test for overall effect: Z = 0.57 (P = 0.57) Favours experimental  Favours control

Clomipramine compared with placebo for global side effects in adolescents
with autism

Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI 1V, Fixed, 95% ClI
REMINGTON2001 2 29 16 08 17 16 100.0% 1.20[-0.45,2.85)]
Total (95% Cl) 16 16 100.0% 1.20[-0.45,2.85]
L

20 -10 0 10 20
Favours experimental Favours control

Heterogeneity: Not applicable
Test for overall effect: Z = 1.43 (P = 0.15)
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Fluvoxamine compared with placebo for the core autistic symptom of
repetitive behaviour in adults with autism

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

MCDOUGLE1996 137 91 15 219 67 15 100.0% -8.20[-13.92,-2.48]

Total (95% Cl) 15 15 100.0% -8.20 [-13.92, -2.48] L
L 1l ]

Heterogeneity: Not applicable I } {

1
T
-20 -10 0 10 20
Test for overall effect: Z = 2.81 (P = 0.005) Favours experimental Favours control

Fluvoxamine compared with placebo for autistic behaviours in adults with
autism

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Std. Mean Difference SE Total Total Weight IV, Fixed, 95% CI 1V, Fixed, 95% ClI
MCDOUGLE1996 -0.81813 0.380117 15 15 100.0% -0.82 [-1.56, -0.07]
Total (95% Cl) 15 15 100.0% -0.82[-1.56, -0.07] <P
1 1 1

Heterogeneity: Not applicable t t t

1
T
-4 -2 0 2 4
Test for overall effect: 2 = 2.15 (P = 0.03) Favours experimental  Favours control

Fluvoxamine compared with placebo for the challenging behaviour of
aggression (change-from-baseline scores) in adults with autism

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Std. Mean Difference SE Total Total Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI
MCDOUGLE1996 -0.92376 0.38413 15 15 100.0% -0.92[-1.68,-0.17]
Total (95% Cl) 15 15 100.0%  -0.92[-1.68,-0.17] <o

Heterogeneity: Not applicable t t t

t
o _ -4 2 0 2 4
Test for overall effect: Z = 2.40 (P = 0.02) Favours experimental ~ Favours control

Fluvoxamine compared with placebo for maladaptive behaviour (change-
from-baseline scores) in adults with autism

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Std. Mean Difference SE Total  Total Weight IV, Fixed, 95% ClI 1V, Fixed, 95% CI
MCDOUGLE1996 -1.61121 0.420238 15 15 100.0% -1.61[-2.43,-0.79]
Total (95% Cl) 15 15 100.0%  -1.61[-2.43,-0.79] . 2
Heterogeneity: Not applicable =4 =2 f

o 2 4
|

Test for overall effect: Z = 3.83 (P = 0.0001) Favours experimental  Favours contro
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Fluvoxamine compared with placebo for symptom severity or improvement
(dichotomous measure) in adults with autism

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
MCDOUGLE1996 8 15 0 15 100.0% 17.00[1.07,270.41]
Total (95% Cl) 15 15 100.0% 17.00[1.07, 270.41] i
Total events 8 0

Heterogeneity: Not applicable

f f f f
Test for overall effect: Z = 2.01 (P = 0.04) 0002 01 1 10 500

Favours control - Favours experimental

Fluvoxamine compared with placebo for symptom severity or improvement
(continuous measure) in adults with autism

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Std. Mean Difference SE Total Total Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI
MCDOUGLE1996 -1.9353 0.4424427 15 15 100.0% -1.94[-2.80, -1.07]
Total (95% Cl) 15 15 100.0%  -1.94[-2.80, -1.07] S
1 1 1 1

Heterogeneity: Not applicable -4 .2 5 é '

Test for overall effect: Z = 4.37 (P < 0.0001) Favours experimental  Favours control

1.5.8 Restrictive diets, vitamins, minerals and supplements

Gluten- and casein-free diet compared with treatment as usual for autistic
behaviours (social isolation and bizarre behaviour) in children with autism

Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI
KNIVSBERG2003 56 24 10 112 5 10 100.0% -5.60[-9.04,-2.16]
Total (95% Cl) 10 10 100.0% -5.60[-9.04,-2.16] S
I t {

Heterogeneity: Not applicable r 20 i 1'0 0 10 20

Test for overall effect: Z = 3.19 (P = 0.001) Favours experimental  Favours control

Digestive enzyme supplementation compared with placebo for core autistic
symptoms (social-communication difficulties) in children with autism

Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI IV, Fixed, 95% CI

MUNASINGHE2010  56.95 28.6 21 5559 28.6 22 100.0% 1.36[-15.74, 18.46]

Total (95% ClI) 21 22 100.0% 1.36[-15.74, 18.46]
! 1 1 ]

Heterogeneity: Not applicable f t {

PPIC . 20 10 0 10 20
Test for overall effect: Z = 0.16 (P = 0.88) Favours experimental  Favours control
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Digestive enzyme supplementation compared with placebo for challenging

behaviour in children with autism

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

Mean Difference

IV, Fixed, 95% ClI

MUNASINGHE2010 429 0.79 22 411 073 21 100.0% 0.18[-0.27,0.63]
Total (95% ClI) 22 21 100.0% 0.18[-0.27,0.63]
Heterogeneity: Not applicable 5_20 - 150
Test for overall effect: Z = 0.78 (P = 0.44) Favours

Digestive enzyme supplementation compared with p
gastrointestinal symptoms in children with autism

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

T T :
0 10 20
control  Favours experimental

lacebo for

Mean Difference
IV, Fixed, 95% ClI

MUNASINGHE2010 401 0.68 21 3.87 0.36 22 100.0% 0.14[-0.19,0.47]
Total (95% Cl) 21 22 100.0% 0.14 [-0.19, 0.47]
Heterogeneity: Not applicable 5_20 - 150
Test for overall effect: Z = 0.84 (P = 0.40) Favours

L-carnosine compared with placebo for autistic behaviours in children with

T 1
0 10 20
control  Favours experimental

autism
Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% ClI 1V, Fixed, 95% ClI
CHEZ2002 29.75 753 14 3376 6.54 17 100.0% -4.01[-9.03,1.01] B
Total (95% Cl) 14 17 100.0% -4.01[-9.03,1.01] P
ity: i I t } {
Heterogeneity: Not applicable 20 10 0 10 20

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

Favours experimental  Favours control

L-carnosine compared with placebo for symptom severity or improvement in

children with autism

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

Mean Difference
IV, Fixed, 95% ClI

CHEZ2002 16.39 436 14 1425 451 17 100.0% 2.14[-0.99,5.27]
Total (95% ClI) 14 17 100.0% 2.14[-0.99, 5.27]

ity: i I }
Heterogeneity: Not applicable 20 10

Test for overall effect: Z = 1.34 (P = 0.18)
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Micronutrients compared with standard medication for autistic behaviours
in children with autism

Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean ~ SD Total Mean  SD Total Weight 1V, Fixed, 95% Cl 1V, Fixed, 95% ClI
MEHLMADRONA2010  30.68 15.79 44 30.18 13.38 44 100.0% 0.50[-5.62, 6.62]
Total (95% Cl) 44 44 100.0% 0.50[-5.62, 6.62]
Heterogeneity: Not applicable f f T f |
-20 -10 0 10 20
Test for overall effect: Z = 0.16 (P = 0.87) Favours experimental  Favours control

Micronutrients compared with standard medication for challenging
behaviour (irritability) in children with autism

Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% ClI
MEHLMADRONA2010 102 56 44 176 6.4 44 100.0% -7.40[-9.91, -4.89]
Total (95% Cl) 44 44 100.0% -7.40[-9.91, -4.89] <o
Heterogeneity: Not applicable f f f 1
-20 -10 0 10 20
Test for overall effect: Z = 5.77 (P < 0.00001) Favours experimental  Favours control

Micronutrients compared with standard medication for symptom severity or
improvement in children with autism

Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% Cl 1V, Fixed, 95% ClI
MEHLMADRONA2010 248 1.56 44 386 159 44 100.0% -1.38[-2.04,-0.72]
Total (95% Cl) 44 44 100.0% -1.38[-2.04,-0.72] ]
Heterogeneity: Not applicable f f T f |
-20 -10 0 10 20
Test for overall effect: Z = 4.11 (P < 0.0001) Favours experimental Favours control
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