Appendix B
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Number of studies: k = 8
Number of observations: o = 468 (o.e = 199, o.c = 269)
Number of events: e = 147

                         OR           95%-CI     z p-value
Random effects model 0.6777 [0.2403; 1.9114] -0.74  0.4621

Quantifying heterogeneity:
 tau^2 = 1.6902 [0.4486; 8.8918]; tau = 1.3001 [0.6697; 2.9819]
 I^2 = 78.2% [57.1%; 88.9%]; H = 2.14 [1.53; 3.01]

Test of heterogeneity:
     Q d.f.  p-value
 32.11    7 < 0.0001

Details on meta-analytical method:
- Inverse variance method
- Restricted maximum-likelihood estimator for tau^2
- Q-Profile method for confidence interval of tau^2 and tau

Forest plot
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2. Publication Bias

(a) Funnel plot
[image: Afbeelding met lijn, diagram, tekst, Perceel
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(b) Rank correlation test of funnel plot asymmetry (Begg & Mazumdar, 1993)
Warning message:
Number of studies (k=8) too small to test for small study effects (k.min=10). Change argument 'k.min' if appropriate. 

Rank correlation test of funnel plot asymmetry

Test result: z = 0.25, p-value = 0.8046
Bias estimate: 2.0000 (SE = 8.0829)

Reference: Begg & Mazumdar (1993), Biometrics



(c) Linear regression test of funnel plot asymmetry (Egger et al., 1997)
Warning message:
Number of studies (k=8) too small to test for small study effects (k.min=10). Change argument 'k.min' if appropriate. 

Linear regression test of funnel plot asymmetry

Test result: t = 0.03, df = 6, p-value = 0.9754
Bias estimate: 0.0982 (SE = 3.0546)

Details:
- multiplicative residual heterogeneity variance (tau^2 = 5.3510)
- predictor: standard error
- weight:    inverse variance
- reference: Egger et al. (1997), BMJ

(d) Linear regression test of funnel plot asymmetry of Thompson & Sharp (1999).
Warning message:
Number of studies (k=8) too small to test for small study effects (k.min=10). Change argument 'k.min' if appropriate. 

Linear regression test of funnel plot asymmetry

Test result: t = 0.44, df = 6, p-value = 0.6722
Bias estimate: 1.0996 (SE = 2.4730)

Details:
- additive residual heterogeneity variance (tau^2 = 1.9945)
- restricted maximum-likelihood estimator for tau^2
- predictor: standard error
- weight:    inverse variance
- reference: Thompson & Sharp (1999), Stat Med

Noot: de testen onder (e), (f) en (g) zijn specifiek voor meta-analyses met dichtome outcome.
(e) Test of Harbord et al. (2006).
Warning message:
Number of studies (k=8) too small to test for small study effects (k.min=10). Change argument 'k.min' if appropriate. 

Linear regression test of funnel plot asymmetry

Test result: t = 0.78, df = 6, p-value = 0.4655
Bias estimate: 2.6083 (SE = 3.3473)

Details:
- multiplicative residual heterogeneity variance (tau^2 = 5.1455)
- predictor: standard error of score
- weight:    inverse variance of score
- reference: Harbord et al. (2006), Stat Med

(f) Test of Peeters (2006)
Warning message:
Number of studies (k=8) too small to test for small study effects (k.min=10). Change argument 'k.min' if appropriate. 

Linear regression test of funnel plot asymmetry

Test result: t = 0.02, df = 6, p-value = 0.9876
Bias estimate: 0.9097 (SE = 56.0519)

Details:
- multiplicative residual heterogeneity variance (tau^2 = 28.7372)
- predictor: inverse of total sample size
- weight:    inverse variance of average event probability
- reference: Peters et al. (2006), JAMA

(g) Arc-sine tests of Rückner ()
–Arcsine test 1

Warning message:
Number of studies (k=8) too small to test for small study effects (k.min=10). Change argument 'k.min' if appropriate. 

> metabias(m2, sm="ASD", method = "rank",k.min=8)
Rank correlation test of funnel plot asymmetry

Test result: z = 0.25, p-value = 0.8046
Bias estimate: 2.0000 (SE = 8.0829)

Reference: Begg & Mazumdar (1993), Biometrics

–Arcsine Test 2 
> metabias(m2, sm="ASD", method = "linreg")
Warning message:
Number of studies (k=8) too small to test for small study effects (k.min=10). Change argument 'k.min' if appropriate. 

> metabias(m2, sm="ASD", method = "linreg",k.min=8)
Linear regression test of funnel plot asymmetry

Test result: t = 0.03, df = 6, p-value = 0.9754
Bias estimate: 0.0982 (SE = 3.0546)

Details:
- multiplicative residual heterogeneity variance (tau^2 = 5.3510)
- predictor: standard error
- weight:    inverse variance
- reference: Egger et al. (1997), BMJ

–Arcsine test 3
> metabias(m2, sm="ASD", method = "mm") 
Warning message:
Number of studies (k=8) too small to test for small study effects (k.min=10). Change argument 'k.min' if appropriate. 
> metabias(m2, sm="ASD", method = "mm",k.min=8) 
Linear regression test of funnel plot asymmetry

Test result: t = 0.44, df = 6, p-value = 0.6722
Bias estimate: 1.0996 (SE = 2.4730)

Details:
- additive residual heterogeneity variance (tau^2 = 1.9945)
- restricted maximum-likelihood estimator for tau^2
- predictor: standard error
- weight:    inverse variance
- reference: Thompson & Sharp (1999), Stat Med

(h) Fill and trim method:  
Number of studies: k = 8 (with 0 added studies)
Number of observations: o = 468 (o.e = 199, o.c = 269)
Number of events: e = 147

                         OR           95%-CI     z p-value
Random effects model 0.6777 [0.2403; 1.9114] -0.74  0.4621

Quantifying heterogeneity:
 tau^2 = 1.6902 [0.4486; 8.8918]; tau = 1.3001 [0.6697; 2.9819]
 I^2 = 78.2% [57.1%; 88.9%]; H = 2.14 [1.53; 3.01]

Test of heterogeneity:
     Q d.f.  p-value
 32.11    7 < 0.0001

Details on meta-analytical method:
- Inverse variance method
- Restricted maximum-likelihood estimator for tau^2
- Q-Profile method for confidence interval of tau^2 and tau
- Trim-and-fill method to adjust for funnel plot asymmetry (L-estimator)
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3. Heterogeneity based on study characteristics.
Note:  The number of studies is too small to perform a moderator analysis.  Results should be interpreted with care.
Age
Mixed-Effects Model (k = 7; tau^2 estimator: REML)

  logLik  deviance       AIC       BIC      AICc   
 -8.9836   17.9672   23.9672   22.7955   47.9672   

tau^2 (estimated amount of residual heterogeneity):     1.3324 (SE = 1.2016)
tau (square root of estimated tau^2 value):             1.1543
I^2 (residual heterogeneity / unaccounted variability): 73.36%
H^2 (unaccounted variability / sampling variability):   3.75
R^2 (amount of heterogeneity accounted for):            0.00%

Test for Residual Heterogeneity:
QE(df = 5) = 16.2557, p-val = 0.0062

Test of Moderators (coefficient 2):
F(df1 = 1, df2 = 5) = 0.0019, p-val = 0.9669

Model Results:

         estimate      se     tval  df    pval    ci.lb   ci.ub    
intrcpt   -0.8667  3.1819  -0.2724   5  0.7962  -9.0461  7.3127    
Age        0.0023  0.0521   0.0436   5  0.9669  -0.1317  0.1363    

---
Signif. codes:  0 ‘***’ 0.001 ‘**’ 0.01 ‘*’ 0.05 ‘.’ 0.1 ‘ ’ 1

[image: ]
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