Supplementary Tablel: Quality assessment of included studies evaluated by

NOS.
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NOS:The Newcastle-Ottawa scale. Selection: 1.Representative for the population;
2.Ascertainment of exposure; 3.Consecutive patients;4.Outcome not present at the
start of the study. Outcomes:1.Assessment of outcome well performed,

2.Chromosome abnormality well described; 3.Adequacy of patient



Weight Weight

Study Events Total Proportion 95%—Cl (fixed) (random)
Tomlinson1997 3 25 4 0.12 [0.03;0.31] 3.2% 8.1%
Vergani1998 9 39 0.23 [0.11;0.39] 5.0% 9.1%
Greco2001 1 14 h 0.07 [0.00; 0.34] 1.8% 6.5%
Breeze2005 2 18 = 0.11 [0.01;0.35] 2.3% 7.2%
Ouahba2006 4 167 —+— E 0.02 [0.01;0.06] 21.3% 10.9%
Sethna2011 39 154 i — e 0.25 [0.19; 0.33] 19.6% 10.8%
Gezer2014 4 96 —*=— 0.04 [0.01;0.10] 12.2% 10.4%
Chu2016 4 51 —— 0.08 [0.02;0.19] 6.5% 9.6%
Gezer2016 0 14— 0.00 [0.00;0.23] 1.8% 6.5%
Chang2013 5 88 —=—— 0.06 [0.02;0.13] 11.2%  10.3%
Song2010 23 118 ho—a— 0.19 [0.13;0.28] 15.1% 10.6%
Fixed effect model 784 < 0.10 [0.08; 0.12] 100.0% -
Random effects model _ 0.09 [0.04; 0.16] —— 100.0%

Heterogeneity: 12 = 86%, 1> = 0.0231, p < 0101 ' ' I
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Supplementary Figure 1: Incidence of chromosomal abnormalities in mild VM.

CI: Confidence interval; VM: Ventriculomegaly.

Weight  Weight

Study Events Total Proportion  95%-Cl (fixed) (random)
Gezer2014 3 44 —'—— 007 [0.01;019] 316% 31.6%
Chu2016 1 6 + 017 [0.00;064] 46%  46%
Gezer2016 0 Br—t—- 000 [0.00;025 96%  96%
Chang2013 0 4+ 0.00 [0.00;060] 32%  32%
Song2010 2 14 - 0.14 [0.02;043] 103%  10.3%
Hannon2012 5 57 4+ 0.09 [0.03;0.19] 40.8%  40.8%
Fixed effect model 138 <> 0.05 [0.01; 0.11] 100.0% =
Random effects model < 0.05 [0.01; 0.11] -- 100.0%
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Supplementary Figure 2: Incidence of chromosomal abnormalities in severe VM.

CI: Confidence interval; VM: Ventriculomegaly.



Weight  Weight

Study Events Total Proportion  95%-Cl (fixed) (random)
Weichert2010 0 28%— 0.00 [0.00;0.12] 371% 37.1%
Gezer2014 § H 4 0.09 [0.02,023] 89%%  89%
Chang2013 3 55 —— 0.05 [0.01:0.15] 20.7%  20.7%
Song2010 3 5 —— 0.05[0.01;0.14] 23.7% 23.7%
Donnelly2014 1 %—= 0.04 [0.00:021] 96%  9.6%
Fixed effect model 201 <> 0.03 [0.01; 0.06] 100.0% -
Random effects model = 0.03 [0.01;0.06) -- 100.0%

Heterogeneity: e 0%, Pz 0,p=043
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Supplementary Figure 3: Incidence of chromosomal abnormalities in isolated VM.

CI: Confidence interval; VM: Ventriculomegaly.

Weight  Weight

Study Events Total Proportion  95%-Cl (fixed) (random)
Weichert2010 5 3 —H— 0.16 [0.050.33] 10.2% 18.1%
Gezer2014 4 105 =+— | 0.04 [0.01;009] 331% 21.7%
Chang2013 2 0.05 [0.01;0.18] 11.8%  18.7%
Song2010 2 713 P —— 030 [0.20;042] 231%  20.9%
Donnelly2014 " 6 —— 0.16 [0.08;0.27] 21.8%  20.7%
Fixed effect model 316 <> 0.12 [0.09; 0.16] 100.0% -
Random effects model ~ii—— 013 0.04;025 -- 100.0%
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Supplementary Figure 4: Incidence of chromosomal abnormalities in

non—isolated VM. CI: Confidence interval; VM: Ventriculomegaly.



Weight

0.12 [0.03;0.31] 15.8%
0.40 [0.05;0.85] 15.5%
0.07 [0.00;0.34] 5.0%
0.11 [0.01;0.35] 10.4%
0.02 [0.01;0.06] 19.0%
0.04 [0.00;0.21] 4.8%
0.06 [0.01;0.15] 14.7%
0.05 [0.01;0.14] 14.7%

0.08 [0.05; 0.12] 100.0%

Study Events Total Proportion ~ 95%-Cl (fixed)
Tomlinson1997 3 25 —@—
Viergani1998 2 5 -
Greco2001 1T 14—
Breeze2005 2 18 —=——
Ouahba2006 4 167 +!
Gezer2014 1 2%-+—
Chang2013 3 o4+
Song2010 3 88 =—

Fixed effect model 365 &
Random effects model <
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Supplementary Figure 5: Incidence of chromosomal abnormalities in

isolated mild VM. CI: Confidence interval, VM: Ventriculomegaly.

Proportion

Weight
(random)

14.3%
14.2%

8.1%
12.1%
16.3%

8.0%
14.0%
14.0%

100.0%

95%-Cl

0.12 [0.03;0.31]

0.23 [0.11; 0.39]
0.07 [0.00; 0.34]

0.07 [0.04;0.13]

Study Events Total
Tomlinson1997 3 25
Vergani1998 9 39 !
Greco2001 1 14 ;
Gaglioti2005 11 152 —@—
Breeze2005 2 18 "
Ouahba2006 4 167 =— .
<.>

Weichert2010 5 60 ————
Sethna2011 39 154 —
Hannon2012 5 57 —m—
Donnelly2014 12 93 .
Madazli2011 2 67 —'—-
Gezer2014 7 140 ——
Chu2016 5 57 —B—
Gezer2016 0 27 ———
Chang2013 5 92 ——'—
Song2010 25 132 —
Li2017 21 341 -

R
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Supplementary Figure 6: Subgroup analysis of Karyotyping with different

publication year. Cl:Confidence interval.



Study Events Total Proportion 95%-ClI

Tomlinson1997 3 25 tr 0.12 [0.03; 0.31]
Vergani1998 9 39 5 0.23 [0.11; 0.39]
Greco2001 1 14 = 0.07 [0.00; 0.34]
Gaglioti2005 11 152 ——— 0.07 [0.04;0.13]
Breeze2005 2 18 . 0.11 [0.01; 0.35]
Ouahba2006 4 167 —+— 0.02 [0.01; 0.06]
Weichert2010 5 60 — 0.08 [0.03; 0.18]
Sethna2011 39 154 — s 0.25 [0.19; 0.33]
Hannon2012 5 57 —m— 0.09 [0.03; 0.19]
Donnelly2014 12 93 . 0.13 [0.07; 0.21]
-
Madazli2011 2 67 —'—r 0.03 [0.00; 0.10]
Gezer2014 7 140 ——— 0.05 [0.02; 0.10]
Chu2016 5 57 —EF—— 0.09 [0.03;0.19]
Gezer2016 0 27— 0.00 [0.00;0.13]
Chang2013 5 92 ——— 0.05 [0.02; 0.12]
Song2010 25 132 Ho— 0.19 [0.13;0.27]
Li2017 21 341 ) 0.06 [0.04; 0.09]
<
Fixed effect model 1635 <> 0.10 [0.08; 0.11]
Random effects model Ol 0.08 [0.06; 0.12]
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Supplementary Figure 7: Subgroup analysis of Karyotyping with different countries.

CI: Confidence interval.

Study Events Total Proportion 95%-ClI
Shaffer2012 14 272 =+ 0.05 [0.03; 0.08]
Donnelly2014 12 81 —v——'— 0.15 [0.08; 0.24]
Bardin2018 2 14 ;; 0.14 [0.02; 0.43]
i
Peng2018 15 95 — 0.16 [0.09; 0.25]
Li2017 12 179 —'—*— 0.07 [0.04; 0.11]
Zhang2015 13 50 v 0.26 [0.15; 0.40]
Hu2017 13 154 —'— 0.08 [0.05; 0.14]
Duan2019 8 101 —— 0.08 [0.03; 0.15]
<
Fixed effect model 946 < 0.09 [0.08; 0.11]
Random effects model IO 0.10 [0.07; 0.15]
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Heterogeneity: 12 = 75%, 12 = 0.2561, p < 0.01

Supplementary Figure 8: Subgroup analysis of CMA. CI: Confidence interval;

CMA: Chromosomal microarray analysis.



Study Proportion 95%-Cl

Omitting Tomlinson1997 — 0.08 [0.05; 0.12]
Omitting Vergani1998 — 0.08 [0.05; 0.12]
Omitting Greco2001 — 0.09 [0.05; 0.13]
Omitting Gaglioti2005 —— 0.09 [0.05; 0.13]
Omitting Breeze2005 — s 0.09 [0.05; 0.12]
Omitting Ouahba2006 — s 0.09 [0.06; 0.13]
Omitting Weichert2010 — e 0.09 [0.05; 0.13]
Omitting Madazli2011 — 0.09 [0.06; 0.13]
Omitting Sethna2011 —— 0.07 [0.05; 0.10]
Omitting Gezer2014 — 0.09 [0.05; 0.13]
Omitting Chu2016 — 0.09 [0.05; 0.13]
Omitting Gezer2016 — 0.09 [0.06; 0.13]
Omitting Chang2013 — 0.09 [0.05; 0.13]
Omitting Song2010 —— 0.08 [0.05; 0.12]
Omitting Hannon2012 — 0.09 [0.05; 0.13]
Omitting Li2017 — 0.09 [0.05; 0.13]
Omitting Donnelly2014 — 0.08 [0.05; 0.12]
Random effects model i 0.09 [0.05; 0.12]
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Supplementary Figure 9:Sensitivity analysis of Karyotypin

CI: Confidence interval.

Study Proportion 95%-ClI
Omitting Peng2018 —u 0.10 [0.06; 0.16]
Omitting Li2017 — 0.12 [0.07; 0.18]
Omitting Zhang2015 —— 0.09 [0.07;0.13]
Omitting Shaffer2012 — 0.12 [0.08; 0.18]
Omitting Donnelly2014 — 0.10 [0.06; 0.17]
Omitting Hu2017 — 0.11 [0.07; 0.18]
Omitting Duan2019 —a 0.11 [0.07; 0.18]
Omitting Bardin2018 — 0.11 [0.07; 0.17]
Random effects model ——— 0.11 [0.07; 0.16]
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Supplementary Figure 10: Sensitivity analysis of CMA. CI: Confidence interval,

CMA: Chromosomal microarray analysis.



