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Figure S1. Risk of bias in the included studies
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Figure S2. Forest plots

Figure S2.1. In all children born, proportion of children who were eventually diagnosed with PBHL

UNHS Control RR Weight
Study Yes No Yes No 95% CI (%)
Kennedy UK 77 68,714 91 88,019 » 1.08[0.80, 1.47] 17.61
Korver Netherlands 263 335,560 171 234,826 —— 1.08[0.89, 1.30] 42.82
Wake Australia 216 172,523 171 123,855 —l——— 0.91[0.74, 1.11] 39.57
Overall i 1.01[0.89, 1.14]
Heterogeneity: 12 = 0.00, 12 = 2.62%, H*>=1.03
Test of 6,= 6: Q(2) = 1.73, p = 0.42
Testof 6 =0:z=0.11, p=0.91
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Figure S2.2. In all children born, proportion of children diagnosed with PBHL before 9 months

UNHS Control exp(RR) Weight
Study Yes No Yes No with 95% CI (%)
Kennedy UK 41 68,714 16 88,019 3.28[ 1.84, 5.85] 100.00
Overall 3.28 [ 1.84, 5.85]
Heterogeneity: 2= 0.00, 2= .%, H2 =.

Testof 6, = 6,: Q(0) =-0.00, p =.

Testof 6 =0:z2=4.03, p

=0.00
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Figure S2.3. In children with PBHL, proportion of children diagnosed with PBHL before 6 months

UNHS  Control exp(RR) Weight
Study Yes No Yes No with 95% CI (%)
Kennedy UK* 23 31 11 35 —— 1.78[0.98, 3.25] 62.81
YoshinagaUS 21 25 2 25 L] 6.16 [ 1.57, 24.26] 37.19
Overall e 2.83[0.87, 9.16]

Heterogeneity: 12 = 0.48, I2 = 62.17%, H? = 2.64
Test of 6, =6, Q(1) =2.64,p=0.10
Testof 6=0:2=1.73, p=0.08
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Figure S2.4. In children with PBHL, proportion of children diagnosed with PBHL before 9 months

UNHS  Control RR Weight
Study Yes No Yes No 95% CI (%)
Kennedy UK 41 61 16 59 1.88[ 1.15, 3.09] 100.00
Overall 1.88[ 1.15, 3.09]

Heterogeneity: 2= 0.00, 2= .%, H2 =.
Test of 6, = 6;: Q(0) =-0.00, p =.
Testof 8=0:z=2.51, p=0.01
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Figure S2.5. In children with PBHL, mean age of diagnosis of PBHL in months

MD Weight
Study with 95% ClI (%)
Sininger US —l— -20.24 [ -27.69, -12.79] 47.30
Wake Australia —- -6.80[ -11.05, -2.55] 52.70
Overall ——— -13.16 [ -26.31, -0.01]
Heterogeneity: 12 = 80.74, 1> = 89.39%, H>=9.43
Test of 6, = 6: Q(1) = 9.43, p =0.00
Testof 0 =0:z=-1.96, p = 0.05
-20.00 0.00 20.00
Random-effects REML model Favours UNHS  Favours Control
Figure S2.6. In children with PBHL, mean age of amplification in months
MD Weight
Study with 95% ClI (%)
Korver Netherlands —i— -13.50[ -18.15, -8.85] 39.01
Sininger US —i— -20.59 [ -28.26, -12.92] 24.93
Wake Australia ** —— -10.50 [ -15.70, -5.30] 36.05
Overall N -14.19[-19.26, -9.12]
Heterogeneity: 12 = 11.52, 12 = 57.99%, H? = 2.38
Test of 6, = 6;: Q(2) = 4.56, p=0.10
Testof 8 = 0: z=-5.48, p = 0.00
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Figure S2.7. In children with PBHL, mean receptive language at 3-8 years

Z scores
MD Weight
Study with 95% CI (%)
Kennedy UK 0.60[ 0.07, 1.13] 100.00
Overall 0.60 [ 0.07, 1.13]
Heterogeneity: 12 = 0.00, 12 = .%, H2 =.
Testof B, =6:Q(0) =0.00, p =.
Testof 6 =0:z2=2.22,p=0.03
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Developmental quotients
MD Weight
Study with 95% ClI (%)
Korver Netherlands B 3.60[ -2.85, 10.05] 30.61
Wake Australia L] 3.40[ -2.50, 9.30] 31.71
Yoshinaga US —Jl— 14.70[ 12.51, 16.89] 37.68
Overall ——eel—— 772 -0.03, 15.47]

Heterogeneity: 12 = 40.27, I1> = 87.38%, H> =7.92
Testof 6, = 8;: Q(2) = 20.32, p = 0.00
Testof 6=0:z=1.95,p=0.05
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Figure S2.8. In children with PBHL, mean expressive language at 3-8 years

Z scores
MD Weight
Study with 95% CI (%)
Kennedy UK 0.39[ -0.20, 0.97] 100.00
Overall — 0.39 [ -0.20, 0.97]
Heterogeneity: T2 = 0.00, I2=.%, H2 =
Test of 6, = 6, Q(0) =0.00, p =.
Testof 8=0:z=1.31,p=0.19
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Developmental quotients
MD Weight
Study with 95% ClI (%)
Korver Netherlands —— 7.20[ -1.35, 15.75] 33.72
Wake Australia —— 5.30[-1.10, 11.70] 39.47
Yoshinaga US —#—20.80[ 9.39, 32.21] 26.81
Overall —~a— 10.10[ 1.47, 18.73]

Heterogeneity: 12 = 38.46, 12 = 66.92%, H2 = 3.02
Test of 8, = 8 Q(2) = 5.52, p = 0.06
Testof 8 =0:z=2.29, p=0.02
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Figure S2.9. In children with PBHL, mean literacy (z scores) at 5-11 years

MD Weight
Study with 95% CI (%)
Kennedy UK 0.58 [ 0.03, 1.13] 100.00
Overall 0.58[ 0.03, 1.13]

Heterogeneity: 12 = 0.00, 2= .%, H2 =.

Testof 6, =6,: Q(0) =0.00, p = .
Testof 6 =0:z=2.06, p=0.04
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Figure S2.10. In children with PBHL, mean literacy (z scores) at 13-19 years
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MD Weight
Study with 95% CI (%)
Kennedy UK 0.15[ -0.76, 1.05] 100.00
Overall 0.15[ -0.76, 1.05]

Heterogeneity: T2 = 0.00, 12 = .%, H2 = .

Testof 6,=6,: Q(0) =0.00, p =.
Testof8=0:z=0.32, p=0.75
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