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Table 1. Summary of available outcomes

Outcome Exposure/ Diagnosis Data # studies
SGA (all definitions) as adj OR; crude .
! 22 stud I
OR/RR, % or number of cases (all ox Sogurlzslea\::erlc;ss a
grouped together for unadj OR) P
) LBW as adj OR; crude OR/RR, % or .
Exposure — light, moderate, 21 studies across exposure
number of cases (all grouped together
heavy, very heavy, any level, . levels
. o for unadj OR)
confirmed-level unquantifiable - -
Mean/SD or mean diff/95% Cl; or 34 studies across exposure
median/IQR levels
Birth weight Mean/SD percentiles 2 studies across exposure

levels

Diagnosed— FASD, FAS, pFAS,
Other FASDs (e.g., ARND, non-
syndromal)

SGA (< 10t percentile)

1 study across FAS, pFAS and
ARND

LBW

0 studies

Mean/SD

11 studies across diagnostic
groups

Mean/SD percentiles

1 study across FAS, pFAS and
ARND

Birth length

Exposure — light, moderate,
heavy, very heavy, any level,
confirmed-level unquantifiable

Mean/SD

14 studies across exposure
levels

Mean/SD percentiles

1 study with light, moderate
and heavy exposure levels

Diagnosed — FASD, FAS, pFAS,
Other FASDs (e.g., ARND, non-
syndromal)

Mean/SD

4 studies across diagnostic
groups

Mean/SD percentiles

1 study across FAS, pFAS and
ARND

Postnatal weight

Exposure — light, moderate,
heavy, very heavy, any level,
confirmed-level unquantifiable

Weight < 10t percentile

6 studies across exposure
levels

Mean/SD (kg) (< 12 months of age)

5 studies across exposure
levels

Mean/SD (kg) (> 12 months of age)

4 studies across exposure
levels

Mean/SD percentiles

1 study with heavy exposure

Diagnosed — FASD, FAS, pFAS,
Other FASDs (e.g., ARND, non-
syndromal)

Weight < 10t percentile

4 studies across diagnostic
groups

Mean/SD (kg) (6-9 years of age)

13 studies across diagnostic
groups

Mean/SD (kg) (9 — 18 years of age)

6 studies across diagnostic
groups

Mean/SD percentiles

11 studies across diagnostic
groups

Postnatal
height

Exposure — light, moderate,
heavy, very heavy, any level,
confirmed-level unquantifiable

Height < 10t percentile

6 studies across exposure
levels

Mean/SD (cm) (< 12 months of age)

4 studies across light and
confirmed unquantifiable
exposure levels

Mean/SD (cm) (> 12 months of age)

5 studies across exposure
levels

Mean/SD percentiles

1 study with heavy exposure

Diagnosed — FASD, FAS, pFAS,
Other FASDs (e.g., ARND, non-
syndromal)

Height < 10* percentile

4 studies across diagnostic
groups

Mean/SD (cm) (6-9 years of age)

13 studies across diagnostic

groups




Mean/sD (cm) (9 — 18 years of age) 7 studies across diagnostic
groups
11 - - -
Mean/SD percentiles studies across diagnostic
groups

Notes:

SGA = small for gestational age (mostly defined as <10t percentile); LBW = low birth weight (mostly defined as <2500g); ND/AE =
Neurobehavioural disorder/alcohol exposed; FASD = fetal alcohol spectrum disorder; FAS = fetal alcohol syndrome; pFAS = partial fetal alcohol
syndrome; ARND = alcohol related neurodevelopmental disorder.

Postnatal weight/height = any measurements taken after birth.

Postnatal weight/height for diagnosed studies — minimum age is 6 years as this was youngest age of diagnosis for available
studies.

Sub-group analyses done to separate studies with a high risk of bias score.

Funnel plots only where there are 210 studies.




Table 2. GRADE ratings for birth weight

Certainty assessment ‘ No of patients ‘ Effect Certainty

studies bias

No of Risk of Inconsistency Indirectness | Imprecision Other | PAE Control Relative Absolute

(95% Cl) (95% CI)t

EXPOSURE STUDIES

Small for gestational age (defined at <10t percentile)

Light prenatal alcohol exposure (1-20g/w in at least one trimester)

8 serious® | not serious not serious serious® none | 18166 | 1271434 OR 1.08 7 more per 1210]@)

(0.99 to 1000 (from 1 Low
1.18) fewer to 15
more)

Moderate prenatal alcohol exposure (21-100g/w in at least one trimester)

8 serious® serious® not serious serious® none | 19594 | 1236494 OR1.18 15 more per o000
(0.84 to 1000 (from 14 Very low

1.66) fewer to 53
more)
Heavy prenatal alcohol exposure (101-200g/w in at least one trimester)
8 serious? not serious not serious | notserious | none | 2292 71552 OR 1.30 25 more per Yol 1@)
(1.03 to 1000 (from 3 Moderate
1.63) more to 51
more)
Very heavy prenatal alcohol exposure (201g+/w in at least one trimester)
5 serious? not serious not serious | notserious | none 204 66837 OR 2.83 133 more per Yol 1@)
(1.79to 1000 (from 63 Moderate
4.48) more to 223
more)

Any level prenatal alcohol exposure (Exposure dichotomized yes/no)

4 serious? serious® not serious serious? none | 20422 | 1220299 OR1.11 9 more per o000

(0.85to 1000 (from 13 Very low
1.44) fewer to 36

more)

Confirmed prenatal alcohol exposure-Level Unquantifiable — no studies

Small for gestational age (any definition)

Light prenatal alcohol exposure (1-20g/w in at least one trimester)

12 serious? serious® not serious serious® none | 56013 | 1306218 OR 1.02 2 more per o000
(0.91to 1000 (from 8 Very low
1.14) fewer to 12
more)
Moderate prenatal alcohol exposure (21-100g/w in at least one trimester)
12 serious? serious® not serious serious? none | 28790 | 1413949 OR1.10 8 more per o000
(0.86 to 1000 (12 Very low
1.41) fewer to 34
more)

Heavy prenatal alcohol exposure (101-200g/w in at least one trimester)




11 serious® | notserious | notserious | notserious | none | 4005 | 102426 OR 1.22 18 more per =111 @)
(1.01to 1000 (1 more Moderate
1.46) to 38 more)
Very heavy prenatal alcohol exposure (201g+/w in at least one trimester)
7 serious® not serious not serious | notserious | none 352 95156 OR 2.17 90 more per =111 @)
(1.36to 1000 (30 Moderate
3.45) more to 170
more)
Any level prenatal alcohol exposure (exposure dichotomized to yes/no)
7 serious? serious® not serious serious® none 51861 | 1320851 OR 1.10 8 more per 1000
(0.96 to 1000 (3 fewer Very low
1.26) to 22 more)
Confirmed prenatal alcohol exposure-Level Unquantifiable — no studies
Low Birth weight (<2500g)
Light prenatal alcohol exposure (1-20g/w in at least one trimester)
12 serious® | not serious not serious serious® none | 25091 | 63079 OR 1.00 0 fewer per 1210]0)
(0.88 to 1000 (from 7 Low
1.13) fewer to 8
more)
Moderate prenatal alcohol exposure (21-100g/w in at least one trimester)
13 serious? serious® not serious serious? none (22385 72553 OR 1.08 5 more per 1000
(0.88 to 1000 (from 7 Very low
1.34) fewer to 20
more)
Heavy prenatal alcohol exposure (101-200g/w in at least one trimester)
12 serious® serious® not serious | notserious | none | 3357 72079 OR 1.75 44 more per 121010
(1.30to 1000 (from 18 Low
2.36) more to 77
more)
Very heavy prenatal alcohol exposure (201+g/w in at least one trimester)
6 serious? not serious not serious | not serious none 585 60450 OR 2.06 61 more per Y110
(1.39to 1000 (from 23 Moderate
3.06) more to 112
more)
Any level prenatal alcohol exposure (exposure dichotomized to yes/no)
10 serious® | not serious not serious serious® none | 29633 | 246044 OR 1.10 6 more per 1210]0)
(0.99 to 1000 (from 1 Low
1.21) fewer to 13
more)
Confirmed prenatal alcohol exposure-Level Unquantifiable — no studies
Birth weight (grams)
Light prenatal alcohol exposure (1-20g/w in at least one trimester)
10 serious? serious® not serious serious® none | 7156 33779 - MD 1.65 1000
higher Very low
(45.18 lower
to 48.47

higher)




Moderate prenatal alcohol exposure (21-100g/w in at least one trimester)

14 serious? serious® not serious serious® none (20104 | 43678 - MD 26.14 o000
lower Very low
(59.46 lower
to 7.19
higher)

Heavy prenatal alcohol exposure (101-200g/w in at least one trimester)

14 serious® serious® not serious | notserious | none | 2632 34240 - MD 193.36 1210]@)
lower Low
(267.80 lower
to 118.91
lower)

Very heavy prenatal alcohol exposure (201g+/w in at least one trimester)

6 serious® serious® not serious | notserious [ none 220 21178 - MD 272.9 1210]0)
lower Low
(411.26 lower
to 134.55
lower)

Any level prenatal alcohol exposure (exposure dichotomized to yes/no)

4 serious? seriousP not serious seriousd none 3867 10841 - MD 2.44 1000
lower (68.14 Very low
lower to

63.27 higher)

Confirmed prenatal alcohol exposure-Level Unquantifiable

4 serious? serious® not serious | serious®® none 196 529 - MD 232.80 1000
lower (476.64 Very low
lower to

11.05 higher)

Birth weight Percentiles

Light prenatal alcohol exposure (1-20g/w in at least one trimester)

1 serious? | not serious serious® serious' none 96 277 - MD 6.80 o000
lower Very low
(13.08 lower

to 0.52 lower)

Moderate prenatal alcohol exposure (21-100g/w in at least one trimester)

1 serious? | not serious serious® seriousf none 23 277 - MD 18.80 o000
lower Very low
(30.34 lower

to 7.26 lower)

Heavy prenatal alcohol exposure (101-200g/w in at least one trimester)

1 serious? | not serious serious® seriousf none 33 47 - MD 6.10 o000
lower Very low
(17.92 lower

to 5.72 lower)

Very heavy prenatal alcohol exposure (201g+/w in at least one trimester)

1 serious® | not serious serious® serious' none 24 277 - MD 20.80 o000

lower Very low
(31.19 lower




to 10.41
lower)

Any level prenatal alcohol exposure (exposure dichotomized to yes/no) — no studies

Confirmed prenatal alcohol exposure-Level Unquantifiable — no studies

DIAGNOSED STUDIES

Small for Gestational Age (defined as <10t" Percentile)

FASD — no studies

FAS
1 serious® | not serious serious® serious' none 96 313 |OR4.47 (2.76 to| 223 moreper | OO0
7.24) 1000 (129 more Very low
to 335 more)
pFAS (pFAS or pFAS/FAS or dysmorphic)
1 serious® | not serious serious® serious' none 81 313 |OR1.94(1.17 to| 74 more per o000
3.22) 1000 (14 more to| Very low
156 more)
Other FASDs (ARND, ND-AE, SE-AE, Non-syndromal)
1 serious® | not serious serious® serious' none 78 313 |OR2.42(1.45to| 107 moreper | OO0
4.03) 1000 (34 more to| Very low
201 more)
Low birth weight
FASD, FAS, pFAS, Other FASDs - no studies
Birth weight (grams)
FASD
6 serious? not serious not serious | not serious none 746 810 - MD 397.16 Y110
lower Moderate
(502.46 lower to
291.87 lower)
FAS
4 serious? serious® not serious serious® none 241 2147 - MD 594.71 o000
lower
(743.06 lower to| very Low
446.35 lower)
pFAS (pFAS or pFAS/FAS or dysmorphic)
5 serious? serious® not serious serious® none 214 1580 - MD 384.91 100]0)
lower
(651.38 lower to| very Low
118.45 lower)
Other FASDs (ARND, ND-AE, SE-AE, Non-syndromal)
4 serious? serious® not serious | serious®e none 201 1521 - MD 198.72 101010
lower
(426.95 lower to Very Low
29.51 higher)
Birthweight Percentiles
FASD — no studies
FAS
1 serious® | not serious serious® not serious none 96 313 - MD 16.00 lower | OO

(22.05 lower to
9.95 lower)

Low




pFAS (pFAS or pFAS/FAS or dysmorphic)

1 serious® | not serious serious® not serious none 81 313 - MD 8.50 lower | (OO
(14.98 lower to
2.02 lower) Low
Other FASDs (ARND, ND-AE, SE-AE, Non-syndromal)
1 serious?® not serious serious® not serious none 78 313 - MD 13.80 lower | (OO
(19.93 lower to
7.67 lower) Low

Notes: Cl: confidence interval; MD: mean difference; OR: odds ratio; 1) LBW: Absolute effect calculated based on Australian
population average LBW = 6.6% (66 per 1000) (AIHW, 2019); SGA: Absolute effect calculated based on Australian population average
for SGA = 9.4% (94 per 1000) (AIHW, 2019).

Explanations: a) >50% of studies were rated as moderate or high risk of bias; b) High heterogeneity (12 >50% and significant chi-
square for heterogeneity); c) >50% of studies had a sample not representative of the Australian populations not representative
of Australia; d) 95% ClI for overall estimate crossed the line of no effect; e) Wide 95% Cl for overall estimate; f) optimal

information size not met

Meta-analyses for birth weight

Exposure studies

Small for Gestational Age (<10t percentile)

Light PAE and SGA (8 studies)

Light PAE Control Odds Ratio Odds Ratio Risk of Bias
Study or Subgroup log[Odds Ratio] SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI A
2.2.1 Adjusted - Low-Moderate Risk of Bias
Bada et al 2004 03001 0138 agv a534 2.8% 1.35[1.03,1.77] — [ ]
Mykjaer etal 2014 04306 0.3244 28z 243 1.8% 1.70[0.580, 3.21] T ?
C'Leary etal 2009 -0.1393 0.1982 445 1924 4.5% 0.87[0.59,1.29] 1 ®
Salihu etal 2011 0.0862 0.02849 12882 1210682 58.0% 1.08[1.03,1.19] : ?
Subtotal (95% Cl) 14207 1218383 T73.0% 1.14 [0.96, 1.37]
Heterageneity: Tau®=0.02; Chi®= 5480, df= 3 (F=014); F=45%
Testfor overall effect Z=147 (P=0.14)
2.2.2 Adjusted - High Risk Of Bias
Lundshery et al 1997 -01712 02145 To3 1360 3.9% 0.84[0.55,1.28] T @
Lundsherg etal 2015 -0.0202 0.1644 T r3 G.4% 0.98[0.71,1.39] - ®
Mivake at al 2014 0.3436 0.43549 72 13486 1.0% 1.41 [0.60, 3.31] I ®
Whitehead and Lipscamb 2003 00296 0.093 2440 47162 157% 1.03[0.85,1.29] -+ ()
Subtotal (95% Cl) 3059 53051 27.0% 1.00 [0.86, 1.17] L 3
Heterogeneity, Tau*=0.00; Chi*=1.36,df=3 (P =071, F=0%
Testfor overall effect Z=0.03 (P =0.97)
Total (95% CI) 18166 1271434 100.0% 1.08 [0.99, 1.18] "
Heteragenaity: Tau®=0.00; Chi®= 810, df= 7 (F=0323, F=14% 107 o' 5 0

Test for overall effect £=1.83 {F=0.07)

Testfor subgroup differences: Chif=1.22, df=1 (P=0.27), F=183%

Risk of bias legend
(A) Overall ROB Rating

Moderate PAE and SGA (8 studies)

Control Light PAE




Moderate PAE Control Odds Ratio Odds Ratio Risk of Bias

Study or Subgroup log[Odds Ratio] SE Total Total Weight IV, Random, 95% Cl IV, Random, 95% Cl A
3.2.1 Adjusted - Low-Moderate Risk of Bias
Chiaffarino et al 2006 -0.10584 0.20649 346 1711 126% 0.90 [0.60, 1.35] — 7
MecCarthy et al 2013 0.0862 01209 2473 2230 14.3% 1.09[0.86, 1.38] I 7
Mills et al 1984 01044 004532 13877 16524 152% 111 [1.00,1.23] = ?
MNykjaer et al 2014 0.6931 0.2606 GO0 243 11.4% 2.007[1.20, 3.33] —_—— 7
Salihu etal 2011 0.7467 00562 1560 1210682 18.2% 211 [1.89, 2.36] - ?
Subtotal (95% CI) 18846 1231390 68.8% 1.35[0.93, 1.97] g
Heterageneity: Tau®= 016, Chi®= 8218, df=4 (P = 0.00001); F= 95%
Testfor overall effect Z=156 (F=012)
3.2.2 Adjusted - High Risk of Bias
Lundsherg etal 1997 -0.9824 03508 a7z 1360 9.4% 037015, 0.74] — ®
Lundsherg etal 2015 -0.3711 0.2533 307 M7 E% 069042 1.13] - @
Windham et al 1985 09555 0.3158 5] A71  10.2% 2EO0([1.40, 4.83] - ®
Subtotal (95% CI) T48 5104  31.2% 0.88 [0.31, 2.52] —eoii———
Heterogeneity: Tau®= 0.77, Chi*= 1862, df= 2 (P = 0.0001}); F=89%
Testfor overall effect Z=0.24 (P=0.81)
Total (95% CI) 19594 1236494 100.0% 1.18 [0.84, 1.66] ?
Heterogeneity: Tau®= 0.19; Chi®= 108.68, df= 7 (P = 0.00001); F= 94% f } f T f } {

. 010z 0a 1 2 A 10
Testfor overall effect: £=0.98 (P =0.33) Control Moderate PAE
Testfor subgroup diferences: Chi®= 057, df=1 (P=045), F=0%
Risk of bias legend
(A) Overall ROB Rating

Heavy PAE and SGA (8 studies)
Heavy PAE Control Odds Ratio Odds Ratio Risk of Bias

Study or Subgroup log[Odds Ratio] SE Total Total Weight IV, Random, 95% CI IV, Random, 95% Cl A
4.2.1 Adjusted - Low-Moderate Risk of Bias
Chiaffaring et al 2006 0.0953 0.2306 1649 1711 158% 1.10([0.70,1.73] —m 7
McCarthy et al 2013 0.0953 01625 925 2230 228% 1.10[0.80,1.51] - ?
Mills etal 1984 0.45824 01282 742 16524 27.3% 1.62 [1.26, 2.08] —a— 7
O'Leary etal 2008 -0.1985 0.3414 108 1824 92% 0.82[0.42 1.60] —_— T @®
Subtotal (95% CI) 1944 22389 75.1% 1.21[0.92, 1.61] <
Heterogeneity, Tau*=0.04; Chi*=6.35, df=3(P=010); F=453%
Testforoverall effect Z=1.37 (P=017)
4.2.2 Adjusted - High Risk of Bias
Carter et al 2022 0.8903 0.3825 34 o TT% 244115, 5.18] — =
Lundsherg et al 19497 0.0518 03037 225 1360 10.8% 1.05[0.58,1.81] T @
Windharmm et al 15995 0.8755 0.5605 21 571 4.0% 2.40([0.80, 7.20] - ®
Whitehead and Lipscomb 2003 0 0.7488 18 47162  23% 1.00[0.23, 4.35] =
Subtotal (95% CI) 348 49163 24.9% 1.56 [0.95, 2.58] -
Heterogeneity: Tau®= 0.06; Chi®= 2.86, df= 3 (P=0.27);, F=24%
Test for averall effect Z=1.75 (F = 0.08)
Total (95% CI) 2202 T1552 100.0% 1.30 [1.03, 1.63] &
Heterogeneity: Tau®= 0.03; Chif= 10.76, di= 7 (P = 0.15); F= 35% I t t f ) |
Testfor overall effect Z=2.20 (F=0.03) 0102 Cnﬁgtrul HEEIE’)—' F'AES 1o

Testfor subgroup differences: Chi*=0.75, df=1 (P =039 F=0%

Risk of bias legend
(A) Overall ROB Rating

Very Heavy PAE and SGA (5 studies)



Very Heavy PAE Control Odds Ratio Odds Ratio Risk of Bias
Study or Subgroup log[Odds Ratio] SE Total Total Weight IV, Random, 95% Cl IV, Random, 95% CIl A
5.2.1 Adjusted - Low-Moderate Risk of Bias
Chiaffaring et al 2006 11632 03227 45 1711 373% 3.20[1.70, 6.03] —— ?
Mills et al 13584 08242 04686 37 16524 209% 2.281[0.91,48.71] T ?
Subtotal (95% CI) 82 18235 58.1% 2.87 [1.70,4.83] <
Heterogeneity: Tau®= 0.00; Chi*=0.35, df=1 (P =0.558), F= 0%
Test for averall effect £=3.97 (P = 0.0001)
5.2.2 Adjusted - High Risk of Bias
Lundshery et al 1997 01957 0.5286 a4 1360 17.0% 1.22[0.43,3.43] T @
Whitehead and Lipscomb 2003 1.454 0.6586 28 47162 106% 4.28[1.11,16.580] —_— @
Subtotal (95% CI) 82 48522 27.6% 2.11[0.62,7.18] —ni——
Heterogeneity: Tau*=0.41, Chi*= 210, df=1 (P =015); 7= 52%
Test for overall effect =120 (P=023)
5.2.3 Unadjusted - High Risk of Bias
Little et al 1980 17386 0482 40 20 14.3% 5.69[1.82,17.80] — @
Subtotal (95% CI) 40 80 14.3%  5.60[1.82, 17.80] el
Heterogeneity: Mot applicahle
Test for averall effect £= 2959 (F=0.003)
Total (95% CI) 204 66837 100.0% 2.83[1.79,4.48] L
?et?;ogeneiwl:lT;u‘:zu.ui;fshé;: 40.?010,3151:)4 (P=032F=15% 50_05 0?2 :55 205
ezt for owerall effect 2= 4. =0 Vary
Testfor subaroup differences: Chif=1.95,df= 2 (P =046, F=0% Control Very Heawy PAE
Risk of bias legend
(A) Overall ROB Rating
Any Level PAE and SGA (4
studies)
Any Level PAE Control Odds Ratio Odds Ratio Risk of Bias
Study or Subgroup log[Odds Ratio] SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI A
1.2.1 Adjusted - Low-Moderate Risk of Bias
Salihu et al 2011 0.2231 0.0291 16003 1210682 30.0% 1.25[1.19,1.31] L ?
Tamura et al 2018 04358 00927 1917 G322  IBE% 1.63[1.36, 1.96] —- ?
Subtotal (95% CI) 17920 1217004 56.6% 1.41 [1.09, 1.82] L 2
Heterogeneity: Tau®= 0,03, Chi*=7.71, df=1 (P=0.005), F= 87%
Testfor overall effect £= 258 (P =0.010)
1.2.2 Adjusted - High Risk of Bias
Lundsberg etal 2014 -0.2107 01282 1630 2843 23.9% 0.81 [0.63,1.04] — @
Subtotal (95% CI) 1630 2843 23.9% 0.81 [0.63, 1.04] <P
Heterageneity: Mot applicable
Testfor overall effect Z=1.64 (P =010)
1.2.3 Unadjusted - High Risk of Bias
Hutchinsan et al 2019 -0.236 01833 arz 452 19.5% 079055113 —= ®
Subtotal (95% CI) ar2 452  19.5% 0.79[0.55,1.13] P
Heterageneity: Mot applicable
Testfar averall effect Z2=1.29 (P = 0.20)
Total (95% CI) 20422 1220299 100.0% 1.11 [0.85, 1.44] ?
Heterogeneity: Tau®= 0.06; Chi*= 2596 df= 3 (F = 0.00001}); F=88% I t f 1 f I 1
Testfar averall effect Z=0.74 (P = 0.46) 0102 05 1 ..2 5 10
Control  Any Level PAE

Testfor subgroup differences: Chif=11.00, df= 2 {F = 0.004), F= 81.8%

Risk of bias legend
(A) Overall ROB Rating

Confirmed PAE-Level Unquantifiable and SGA (0 studies)

Small for Gestational Age (all definitions)

Light PAE and SGA (all) (12 studies)



Light PAE  Control Odds Ratio Odds Ratio Risk of Bias
Study or Subgroup log[Odds Ratio] SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI A
2.1.1 Adjusted - Low-Moderate Risk of Bias
Bada et al 2004 03001 0138 agv ah34 91% 1.35[1.03,1.77] — L ]
Jaddaoe et al 2007 0.0392 02892 480 2RA5 3.3% 1.04[0.59,1.83] I — @
McDonald et al 1992 -0.2231 0.0681 T330 27804 146% 0.80[0.70, 0.91] - ?
Mykjzer etal 2014 0.5306 0.3245 282 243 2.8% 1.70[0.80, 3.21] T ?
C'Leary etal 2009 -0.1393 01982 446 1824 5.9% 0.87[0.59,1.28] T @
Salihu etal 2011 0.0867 0.02849 12882 1210682 17.48% 1.09[1.03,1.19] ol ?
Yang etal 2001* 0.3365 0.2754 112 a1a 4.9% 1.40[0.50, 2.18] T ?
Subtotal (95% CI) 22139 1249257 58.1% 1.08 [0.90, 1.30] »
Heterogeneity: Tau®=0.03; Ghi®= 25.65, df= § (P = 00003}, F=77%
Testforoverall effect Z=0.80 (P =0.42)
2.1.2 Adjusted - High Risk Of Bias
Lundsherg et al 19497 -01712 02144 ro3 1360 a8.3% 0.84[0.55,1.28] I (o)
Lundsherg et al 2015 -0.0202 01644 T34 w3 TA% 098 [0.71,1.39] - ®
Mivake et al 2014 0.3436 0.4359 T2 1356 1.6% 1.41 [0.60, 3.31] ] 9
Whitehead and Lipscomb 2003 0.0296 0.098 24480 47162 121% 1.03[0.85,1.29] -, ®
Subtotal (95% Cl) 3059 53051 26.5% 1.00 [0.86, 1.17] L 2
Heteragenaity: Tau®= 0.00; Chi®=1.36, df= 3 (F=0.713, F= 0%
Testfor overall effect Z=0.03 {F=0.97)
2.1.3 Unadjusted - High Risk of Bias
Miclagen etal 2014* -0.1084 0.0591 29915 310 154% 0.90[0.80, 1.01] - ®
Subtotal (95% Cl) 29915 3010  154% 0.90 [0.80, 1.01] L)
Heterageneity: Mot applicable
Testfor overall effect Z=1.83 {(F=0.07)
Total (95% CI) 56013 1306218 100.0% 1.02 [0.91, 1.14] L
Heterogeneity: Tau®=0.02; Chi®= 33.30, df=11 (P = 0.0008);, F=6T7% '0.1 052 DTS i :'5 10

Testfor averall effect Z=0.27 (P =0.79)
Testfor subgroup difierences: Chi*= 314, df=2 (FP=0.21), F=364%

Risk of bias legend
(A) Overall ROB Rating

Control Light PAE

Notes. ADefinition of SGA: Niclasen et al 2014 = SGA not defined; Jaddoe et al. 2007 = SGA < SDs; McDonald et al. 1992 = SGA
<5% percentile; Yang et al. 2001 = SGA between 5 and 10* percentile; all other studies = SGA < 10* percentile.

Funnel Plot: Light PAE and SGA (all definitions)
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Subgroups
O Adjusted - Low-Moderate Risk of Bias
<>Acljusted - High Risk Of Bias

[ Unadjusted - High Risk of Bias

Moderate PAE and SGA (all) (12 studies)



Moderate PAE Control Odds Ratio Odds Ratio Risk of Bias
Study or Subgroup log[Odds Ratio] SE Total Total Weight IV, Random, 95% Cl IV, Random, 95% Cl A
3.1.1 Adjusted - Low-Moderate Risk of Bias
Chiaffarino et al 2006 -0.10584 0.20649 346 1711 8.3% 0.90 [0.60, 1.35] — T 7
Jaddaoe etal 2007 -0.3857 04175 306 2555 4.9% 0.68 [0.30, 1.54] I @
McCarthy et al 2013 00862 01209 2473 2230 9.7% 1.08[0.86, 1.38] e ?
McDonald et al 19924 -01625 0.0847 3870 27804 101% 0.85[0.72,1.00] - 7
Mills et al 1984 01044 00532 13877 16524 10.4% 111 [1.00,1.23] = ?
MNykjaer et al 2014 0.6931 02606 E00 243 T.3% 2.00[1.20, 3.33] a— 7
Salihu etal 2011 0.7467 00562 18680 1210682 10.4% 211 [1.89, 2.36] - 7
Subtotal (95% CI) 23122 1261749 61.0% 1.18 [0.84, 1.65] e 3
Heterogeneity: Tau*=017; Chi*=118.23, df= 6 (P = 0.00001); F=95%
Testfor overall effect £2=0.87 (P=0.23)
3.1.2 Adjusted - High Risk of Bias
Lundsherg et al 1997 -0.9824 03508 a72 1360 5.8% 037019, 0.74] - ®
Lundsherg etal 2015 -0.3711 0.2533 307 MT3 7.4% 069042 1.13] T @
Popova et al 2021* 00677 01548 1593 143186 91% 1.07 [0.79, 1.45] T ®
Windharn et al 1985 09555 0.3158 63 a71 G.4% 2.60[1.40, 4.83] — ®
Subtotal (95% CI) 2341 148290 28.8% 0.93 [0.49, 1.76] e
Heterogeneity: Tau®= 0.35, Chif=19.31, df= 3 (P =0.0002); F=84%
Testfor overall effect Z=0.22 (P =0.83)
3.1.3 Unadjusted - High Risk of Bias
Miclasen etal 2014 0.0688 00804 3327 3910 10.2% 1.07 [0.92,1.29] ™ ®
Subtotal (95% CI) 3327 3910 10.2% 1.07 [0.92, 1.25] »
Heterogeneity: Mot applicable
Test for overall effect: Z=0.86 (F=0.39)
Total (95% CI) 28790 1413949 100.0% 1.10 [0.86, 1.41] ?
Heterogeneity: Tau®= 015, Chi*=148.88, df=11 (P = 0.00001), F= 93% IIZI ] UIE DIS T é é 1IZI=
Testfor overall effect £=0.73 (P =047} o Cdntrol Moderate PAE

Testfor subgroup differences: Chif=04%, df=2 (P=0.78), F=0%

Risk of bias legend
(A) Overall ROB Rating

Notes. Definition of SGA: Niclasen et al 2014 and Popova et al. 2021 = SGA not defined; Jaddoe et al. 2007 = SGA < SDs;
McDonald et al. 1992 = SGA <5t percentile; all other studies = SGA < 10 percentile.

Funnel Plot: Moderate PAE and SGA (all definitions)
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O Adjusted - Low-Moderate Risk of Bias
<>.-’-\cljusted - High Risk of Bias

[ Unadjusted - High Risk of Bias

Heavy PAE and SGA (all) (11 studies)



Heavy PAE Control Odds Ratio Odds Ratio Risk of Bias
Study or Subgroup log[Odds Ratio] SE Total Total Weight IV, Random, 95% Cl IV, Random, 95% Cl A
4.1.1 Adjusted - Low-Moderate Risk of Bias
Chiaffarino et al 2008 0.0953 0.2306 1649 1711 11.3% 1.10[0.70,1.73] — ?
Jaddoe et al 2007 03716 0.7552 450 25485 1.8% 1.451[0.33, 6.37] @
C'Leary etal 2009 -0.1985 0.3414 108 1924 6.3% 0.82[0.42 1.60] . @
MecCarthy etal 2013 00853 01625 925 2230 17.2% 1.10[0.80,1.581] -1 ?
McDonald et al 19924 00198 01304 1203 Zv804  21.0% 1.021[0.79,1.37] —— ?
Mills etal 1584 04824 01282 T4r 16524 M .3% 1.62[1.26,2.08] —-— ?
Yang etal 2001% -01084  0.4137 20 145 4.5% 0.90[0.40, 2.02] I E— ?
Subtotal (95% CI) 3657 53263 83.1% 1.16 [0.95, 1.41] »
Heterageneity: Tau®=0.02; Chi*=9.25 df=6 (P =0.16); F= 35%
Testfor overall effect £=1.49(FP =014
4.1.2 Adjusted - High Risk of Bias
Carter et al 2022 08903 0.3825 a4 Ta 8.2% 244115 516] - ®
Lundsherg et al 1897 00518 03037 2448 1360 TA% 1.05[0.58, 1.81] I — =
Windham et al 1995 0.ava5s 0.46805 | ar1 DA% 2.401[0.80, 7.20] ] =
Whitehead and Lipscomb 2003 0 0.r498 18 47182 1.8% 1.00[0.23, 4.39] ®
Subtotal (95% CI) 348 49163 16.9% 1.56 [0.95, 2.58] -
Heterogeneity: Tau®= 0.06; Chi*= 396, df= 3 (P=0.27); F= 24%
Testfor overall effect Z=1.748 (F=0.08)
Total (95% CI) 4005 102426 100.0% 1.22 [1.01, 1.46] >
Heterogeneity: Tau®=0.03; Chif=14.36 df=10 (P = 0.16); F= 30% f t f f I |
Testfo?nver}:ll effect Z = 2I.D? (F= D.D4)I ( 4 0102 05 2 ) 5 10

Control Heavy PAE

Test for subgroup differences: Chi*=118,df=1 (P=028), F=14 9%

Risk of bias legend
(A) Overall ROB Rating

Notes. "Definition of SGA: Jaddoe et al. 2007 = SGA < SDs; McDonald et al. 1992 = SGA <5 percentile; Yang et al. 2001 = SGA

between 5t and 10* percentile; all other studies = SGA < 10t percentile.

Funnel Plot: Heavy PAE and SGA (all definitions)
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O

Adjusted - Low-Moderate Risk of Bias

=

Q.Adjusted - High Risk of Bias

Very Heavy PAE and SGA (all) (7 studies)



Very Heavy PAE Control Odds Ratio Odds Ratio Risk of Bias

Study or Subgroup log[Odds Ratio] SE Total Total Weight IV, Random, 95% Cl IV, Random, 95% CIl A
5.1.1 Adjusted - Low-Moderate Risk of Bias

Chiaffaring et al 2006 11632 03227 45 1711 208% 3.20[1.70, 6.03] — ?
McDonald et al 19924 0174 03085 138 27804 M1a% 1.19[0.648, 2.18] I ?
Mills et al 19584 08242 04EB8G a7 16524 146% 2.281[091,571] T ?
Yang etal 2001% 02624 06014 10 515 106% 1.30[0.40, 4.23] — T ?
Subtotal (95% CI) 230 46554 67.9% 1.89 [1.11, 3.21] -

Heterogeneity: Tauf=0.13; Chi*=546, di=3(P=0.14); = 45%

Testfor owerall effect Z=2.34 (F=0.02)

5.1.2 Adjusted - High Risk of Bias

Lundshery et al 1997 01957 0.5286 a4 1360 126% 1.22[0.43,3.43] - @
Whitehead and Lipscomb 2003 1.454 0.6586 28 47162 8.8% 4.281.11,16.590] — @
Subtotal (95% CI) 82 48522 21.4% 2.11[0.62,7.18] -
Heterogeneity: Tau*= 041, Chi*= 210, df=1 (P =018}, 7= 52%

Test for averall effect Z=1.20(F=0.23)

5.1.3 Unadjusted - High Risk of Bias

Little et al 1980 17386 0482 40 20 1M11% 5.69[1.82,17.80] — @
Subtotal (95% CI) 40 80 11.1%  5.69[1.82,17.80] e
Heterogeneity: Mot applicahle

Test for averall effect £= 2959 (F=0.003)

Total (95% CI) 352 95156 100.0% 217 [1.36, 3.45] -

Heterageneity: Tau®= 017, Chi*=10.83, df=6 (P = 0.09); F= 45% 05 02 z -0

Testfor overall effect Z=3.26 (P = 0.001)
Testfor subgroup diferences: Chis= 297, df= 2 (P=0.23), F= 32.8%

Risk of bias legend
(A) Overall ROB Rating

Cantrol Very Heavy PAE

Notes. ~Definition of SGA: McDonald et al. 1992 = SGA <5t percentile; Yang et al. 2001 = SGA between 5% and 10+ percentile; all
other studies = SGA < 10* percentile.

Any Level PAE and SGA (all) (7 studies)

Any Level PAE Control Odds Ratio Odds Ratio Risk of Bias

Study or Subgroup log[Odds Ratio] SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI A

1.1.1 Adjusted - Low-Moderate Risk of Bias

Choetal 2021* 0.008 0.0081 2642 93119 20.2% 1.01[1.00,1.02] @

Jaddoe et al 20074 0.03392 0.2168 955 35823 6.9% 1.04[0.68, 1.59] - *

Salihu etal 2011 0.2231 0.0291 16003 1210682 19.7% 1.25[1.19,1.31] = ?

Tamura et al 2018 04898 0.0827 1817 B322  14.9% 1.63[1.36, 1.96] - ?
Subtotal (95% CI) 21517 1313646 61.7% 1.22 [1.01, 1.47] - 4

Heterageneity, Tau®= 0.03; Chi®= 94.93 df= 3 (P <= 0.00001); F=97%
Test for overall effect £= 2.08 (P = 0.04)

1.1.2 Adjusted - High Risk of Bias

Lundshery et al 2014 -0.2107 01282 1630 2843 1Z21% 0.31[0.63,1.04] ™ ]
Subtotal (95% CI) 1630 2843 12.1% 0.81 [0.63, 1.04] L

Heterageneity: Mot applicable
Testfor overall effect Z=1.64 (P =0.10)

1.1.5 Unadjusted - High Risk of Bias

Hutchinsan et al 2019 -0.236 01833 872 452 8.5% 0.79[0.55,1.13] T e
Miclasen etal 2014 0106 0.0588 27842 30 17T% 1.11[0.99,1.25] ™~ ]
Subtotal (95% CI) 28714 4362 26.2% 0.98 [0.71,1.35] <

Heterogeneity: Tau®= 0.04; Chi*= 316, df=1 {F=008); F= 68%
Testfor overall effect Z=0.13 (F = 0.90)

Total (95% CI) 51861 1320851 100.0% 1.10 [0.96, 1.26] r

Heterogeneity: Tau®= 002 Chi*=102.25 df= 6 (P = 0.00001}; F=94% I } f 1 f 1 |
] 0102 0s 1 2 5 10

Testfor overall effect £=1.35{F=018) Contral Any Level PAE

Testfor subgroup differences: Chif= 671, df= 2 (P=003), F=70.2% ' '

Risk of bias legend
(A) Overall ROB Rating

Notes. ADefinition of SGA: Cho et al. 2021, Niclasen et al 2014 = SGA not defined; Jaddoe et al. 2007 = SGA < SDs; all other
studies = SGA < 10t percentile.

Confirmed PAE-Level Unknown and SGA (all) (O studies)



Low Birth weight (<2500g)

Light PAE and LBW (12 studies)

Light PAE Control Odds Ratio Odds Ratio Risk of Bias
Study or Subgroup log[Odds Ratio] SE Total Total Weight IV, Random, 95% Cl IV, Random, 95% Cl A
2.1.1 Adjusted - Low-Moderate Risk of Bias
Bada etal 2005 04511 01723 A86 A5349 8.4% 187112, 2.20] - @
Jaddoe et al 2007 02776 02127 440 28485 B.3% 1.32[0.87, 2.00] ™ @
MecDaonald et al 1992 -0.2231 00617 7330 27804 18.6% 0.80[0.F1,0.90] - 7
Mykjaeretal 2014 047 08541 288 243 0.5% 1.60[0.30, 8.53] 7
Clsen et al 1991 o o182 G622 21480 7.8% 1.00([0.F0,1.43] -1 7
Subtotal {95% CI) 15326 38291 41.7% 1.12 [0.80, 1.57] %
Heterogeneity: Tau*=010; Chi*=1810, df=4 (P= 0001} F=78%
Test for overall effect: Z= 067 (P=0.51)
2.1.2 Adjusted - High Risk of Bias
Lundsherg et al 1997 004aa 03028 03 1360 3.6% 1.05[0.48, 1.90] ®
Lundsherg etal 2014 -0.0408 02314 TaT 3496 A.6% 096 [0.61,1.51] - ®
Mivake et al 2014 027 04714 T2 1356 1.6% 1.31[042, 3.30] I ®
Windham et al 1995 -00101 02728 a72 a71 4.3% 0.99 [0.48, 1.649] i ®
Subtotal {95% CI) 2084 6483 15.1% 1.02 [0.77,1.35] &
Heterogeneity: Tau®=0.00; Chi®= 037, df=3 (P =0085); F=0%
Testfor overall effect Z=012 (P=080)
2.1.3 Unadjusted - High risk of Bias
Lurnley et al 1885 -0.0441 00871 a021 1665 147% 096 [0.79,1.18] b ®
Marbury et al 1983 -01306 01008 1713 9616 14.3% 088 [0r2 1.07] - ®
Wiri 1991 00263 01032 947 024 141% 1.03[0.84,1.26] T ®
Subtotal {95% CI) 7681 18305 43.2% 0.95[0.85,1.07] 1
Heterogeneity: Tau®=0.00; Chi®=114, df=2 (P=055); F=0%
Testfar overall effect =087 (F=0238)
Total {95% CI) 25091 63079 100.0% 1.00 [0.88, 1.13] [
Heterageneity: Tau= 0.02; Chi®= 20,86, df=11 (P = 0.04) F= 46% =D 02 IZI=1 1=IZI p
Testfar overall effect £= 003 (P =04&E) ’ ’ Control Light PAE
Testfor subgroup differences: Chit= 084 df=2 (P =063, F=0% '
Risk of bias legend
(A) Overall ROB Rating
Funnel Plot: Light PAE and LBW
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Subgroups

O Adjusted - Low-Moderate Risk of Bias
<>Adjusted - High Risk of Bias

] Unadjusted - High risk of Bias

Moderate PAE and LBW (13 studies)



Moderate PAE Control Odds Ratio Odds Ratio Risk of Bias
Study or Subgroup log[Odds Ratio] SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI A
3.1.1 Adjusted - Low-Moderate Risk of Bias
Addila etal 2021 0.6482 011591 448 1122 12.6% 1.91 [1.63, 2.40] - ?
Jaddoe et al 2007 0.3221 D.376E3 306 25585 5.2% 1.38 [0.66, 2.89] I @
Lazzaroni et al 19493 -0.5447 05694 448 1187 2.8% 0.88([0.19,1.77] I — ?
McDonald et al 1992 -0.1625 0.0847 3970 2VE04  13.6% 0.85 [0.72,1.00] = ?
Mykjaer et al 2014 047 07073 a4 243 2.0% 1.60[0.40, 6.40] — ?
Olsen etal 1591 -0.1054 0.2999 643 21460 6.8% 0.90 [0.50, 1.62] — ?
Subtotal {95% CI) 6409 35061 42.9% 1.13[0.71, 1.81] <o
Heterogeneity: Tau®= 0.22; Chi*= 34 63, df=5 (P = 0.00001}); = 86%
Testfor overall effect: £=0.53 {F = 0.60%
3.1.2 Adjusted - High Risk of Bias
Lundsherg et al 19497 0.2546 0.3657 72 1360 5.4% 1.29[0.63, 2.64] - ®
Lundsherg etal 2015 -0.6539 0.3944 32 3196 4.9% 0.52[0.24,1.13] T ®
Mariscal et al 2006 -0.0834 02911 71 1560 7.0% 0.92[0.62,1.63] T ®
Windharm et al 1995 0.9163 04189 G9 571 4.5% 2.680([1.10, 5.68] — ®
Subtotal {95% CI) 824 6687 21.7% 1.09 [0.61, 1.96] E 3
Heterogeneity: Tau®=0.22; Chi*=7.98, df= 3 (P=00%8); F=62%
Testfor overall effect: £= 030 {F = 0.76)
3.1.4 Unadjusted - High Risk of Bias
Lumley et al 1985 01775 02032 h22 4BES 9.6% 1.19[0.80,1.78] T ®
Marbury et al 1983 -0.1726 01484 a3 9616 11.5% 0.84 [0.63,1.13] =T ®
Mills et al 1984 0.0258 0.0584 13877 16524 14.2% 1.03[0.92,1.19] i ®
Subtotal {95% CI) 15152 30805 35.3% 1.01 [0.89, 1.14] [
Heterogeneity: Tau*=0.00; Chif= 226, df= 2 (P=032; F=12%
Testfor overall effect. Z=010 (F=0.52)
Total (95% CI) 22385 72553 100.0% 1.08 [0.88, 1.34] ?
Heterogeneity: Tau®= 0.08; Chi*= 4633, df=12 (P = 0.00001);, F= 74% f t T f |
] 0oz 01 1 10 &0
Testfor overall effect: Z=0.76 (F = 0.44) Control Moderate PAE
Testfor subgroup differences: Chi®= 030, df= 2 (P = 0.86), F= 0% :
Risk of bias legend
(A) Overall ROB Rating
Funnel Plot: Moderate PAE and LBW
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Subgroups

O Adjusted - Low-Moderate Risk of Bias

<>.i\djusted - High Risk of Bias

& Unadjusted - High Risk of Bias

Heavy PAE and LBW (12

studies)



Heavy PAE Control Odds Ratio Odds Ratio Risk of Bias
Study or Subgroup log[Odds Ratio] SE Total Total Weight IV, Random, 95% CI IV, Random, 95% Cl A
4.1.1 Adjusted - Low-Moderate Risk of Bias
Jaddoe etal 2007 1.58707 0.7528 36 25485 3.2% 4.81[1.10,21.03] @
Lazzaroni etal 1993 1.0296 0.8304 78 1187 2.8% 2.80[0.85, 14.26] - 7
McDaonald et al 1992 0.0198 01304 1203 27804 136% 1.02 (079, 1.32] -+ ?
Olsen et al 1991 0.9933 0.29499 197 2140 9.5% 2.70[1.50, 4.86] — ?
Subtotal (95% CI) 1514 33696 29.1% 2.08 [0.94, 4.59] ot
Heterogeneity: TauF=0.42; Chif=1317, df= 2 (P = 0004}, F= 77 %
Testfor overall effect 2= 1.82 (P=0.07)
4.1.2 Adjusted - High Risk of Bias
Lundsherg et al 1997 0.3784 0.4129 224 1360 7.2% 1.46 [0.65, 3.28] 1T ]
Mariscal et al 2006 0.4447  0.274 B3 1560 101% 1.86 [0.91, 2.67] I ®
Windham et al 1995 1.0296 0.6487 21 a71 4.0% 2B0[07FF, 10.18] I E— =
Subtotal (95% CI) 314 3491 21.3% 1.63 [1.07, 2.49] &
Heterogeneity: Tau®=0.00; Chf= 077, df= 2 (P =068}, F=0%
Test for overall effect 7= 2 26 (P=0.02
4.1.3 Unadjusted - High Risk of Bias
Carteretal 2012 1.3989 0.5278 a5 B3 5.4% 4.05[1.44,11.40] - ®
Lumley et al 19845 1.1915 0.4455 43 4665 fi.6% 3.29([1.37, 7.88] — =
Marhury et al 1983 -0.1944 0,247 266 9616  10.8% 0.82 [0.81,1.34] T ]
Mills etal 1984 0.8005 01376 742 1B524 13.4% 2.23[1.70, 2.92] - [ ]
Wiri 1991 0.2297 01416 393 4024 134% 1.26 [0.95, 1.66] ™ ®
Subtotal (95% CI) 1529 34892 49.6% 1.76 [1.09, 2.83] <
Heterogeneity, Tau®=0.21; Chi®= 2199, df= 4 (P= 00002, F=81%
Test for overall effect 7= 2 33 (P=0.02)
Total (95% CI) 3357 72079 100.0% 1.75[1.30, 2.36] L 2
Heterogeneity: Tau®=0.15; Chi®= 3880, df=11 (P = 0.0001), F=T2% ID 02 051 1II:| a0
Test far averall effec.t: F=3ET(F =. 0.0002) Control Heavy PAE
Testfor subgroup differences; Chi=0.28, df=2{F=0.87), F=0%
Risk of bias legend
(A) Overall ROB Rating
Funnel Plot: Heavy PAE and LBW
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Subgroups

O Adjusted - Low-Moderate Risk of Bias
<>Au:|justed - High Risk of Bias

[0 Unadjusted - High Risk of Bias

Very Heavy PAE and LBW (6 studies)



Very Heavy PAE Control Odds Ratio Odds Ratio Risk of Bias
Study or Subgroup log[Odds Ratio] SE Total Total Weight IV, Random, 95% Cl IV, Random, 95% Cl A
5.1.1 Adjusted - Low-Moderate Risk of Bias
Addila etal 201 1.039 0.23M 116 1122 248% 2.83[1.80, 4.44] —— ?
McDonald et al 1992 0174 0.3085 138 27804 197% 1.18[0.65, 2.18] T 7
Subtotal (95% CI) 254 28926 44.5% 1.88 [0.81, 4.38] -
Heterogeneity: Tau®=0.30; Chi*=5.05, df=1 (P=002; F=80%
Testfor averall effect Z= 146 (F=014)
5.1.2 Adjusted - High Risk of Bias
Lundsherg et al 1997 00198 0.8064 a4 1360 5.3% 1.02[0.21, 4.95] 1 @
Marbury et al 1983 00853 0.58161 92 9616 10.8% 1.10([0.40, 3.02] - @
Subtotal (95% CI) 146 10976 16.1% 1.08 [0.46, 2.52] -
Heterageneity: Tau®= 0.00; Chi*=0.01, df=1 {F =054}, F= 0%
Testfor overall effect Z=017 (P=087)
5.1.4 Unadjusted - High Risk of Bias
Mills et al 1984 11284 0.2607 149 16524 227% 3.08[1.85, 5.15] —=— ®
Wirji 15891 09305 0.3646 36 4024 16.7% 2.69[1.32, 5.50] — @
Subtotal (95% CI) 185 20548 39.4% 2.95[1.95, 4.47] &
Heterogeneity: Tau®= 0.00; Chi*=0.09, df=1 (P =076); F= 0%
Testfor averall effect. 2= 910 (F = 0.00001)
Total {95% CI) 585 60450 100.0% 2.06 [1.39, 3.06] &
Heterogeneity: Tau?=0.11; Chi*= 9.86, df= 5 (P = 0.08); F= 49% ID 02 051 150 SDI
Test for overall effect: Z= 358 (F=0.0003) ’ ’ Control Very Heawy PAE
Testfor subgroup differences: Chi*= 4 64, df= 2 (P=0.10), IF= 56.9%
Risk of bias legend
(A) Overall ROB Rating

Any Level PAE and LBW (10 studies)

Any PAE Level Control Odds Ratio Odds Ratio Risk of Bias
Study or Subgroup log[Odds Ratio] SE Total Total Weight IV, Random, 95% Cl IV, Random, 95% Cl A
1.1.1 Adjusted - Low-Moderate Risk of Bias
Jackson et al 2007 03221 DET16 110 2490 0.6% 1.38[0.37,5.15] [ — ?
Jaddoe et al 2007 03148 02317 832 25455 4.3% 1.37 [0.87, 2.16] T @
Okah et al 2005 -0.0408 0.2571 TAy 63526 3.6% 0.96 [0.58, 1.59] -1 ?
Subtotal {95% CI) 1739 66371 8.5% 1.18 [0.85, 1.64] »
Heterogeneity: Tau®=0.00; ChifF=111, di=2 (P=0.587); F=0%
Testfor overall effect Z=0.99 {F =0.32)
1.1.2 Adjusted - High Risk of Bias
Borges et al 19493 02776 0.2246 165 1032 4 6% 1.32[0.85, 2.05] T @
Lundshery etal 2015 -0.4155 01842 1606 2836 B.3% 0.66 [0.46, 0.95] — @
Fopowa et al 2021 02231 01088 1569 140976 12.6% 1.25[1.01, 1.59] ™ ®
Subtotal (95% ClI) 3340 144844 23.4% 1.03 [0.68, 1.57]
Heterogeneity: Tau®=011; Chif=973 df=2 (P=0.008); F=74%
Testfor overall effect Z=0.15{F =088
1.1.3 Unadjusted - High Risk of Bias
Lumley et al 1985 -0.005 0.0939 5586 4665 14.6% 1.00[0.83,1.20] ®
Marbury et al 1983 00199 00779 2824 9616 17.0% 1.02 [0.88,1.19] @
Mills et al 1984 01853 0.0552 14768 16524 209% 1.22[1.08,1.359] - @
Wirji 1991 012 00871 1376 4024 15E6% 1.13[0.95,1.34] @
Subtotal (95% CI) 24554 34829 68.1% 1.10[1.00, 1.22]
Heterogeneity: Tau®=0.00; Chi*=524 df= 3 (P=0.16); F= 43%
Testfor overall effect: Z=1.92 (P=0.08)
Total (95% CI) 29633 246044 100.0% 1.10 [0.99, 1.21]
Heterogeneity: Tau®= 0.01; Chi*=16.24, df= 9 (P = 0.06); IF= 45% =D 0 051 ] 1=|:| 50’

Testfor overall effect: Z=1.73 (P=0.08)
Testfor subgroup differences: Chif= 026, df=2 (P=0.88), F=0%

Risk of bias legend
(A) Overall ROB Rating

Note. "Popova et al. 2021 = LBW not defined.

Funnel Plot: Any Level PAE and LBW

Control  Any PAE Level
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Confirmed PAE-Level Unknown and LBW (O studies)

Birth weight (grams)

Light PAE and Birthweight (10 studies)

Light PAE Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean [g] S0 [g] Total Mean [g] SD[g] Total Weight IV, Random, 95% CI IV, Random, 95% CI A
1.1.1 Low-Moderate Risk of Bias
Faden et al 1947 3,3881 6381 124 3,351 88 8245 T.d4% 38.10[75.10,151.30] E E— &
Subtotal (95% CI) 124 8245 7.4% 38.10 [-75.10, 151.30] ——enii——

Heterogeneity: Mot applicable
Test far averall effect 7= 0.66 (P = 0.51)

1.1.2 High Risk of Bias

Falgreen etal 2012 3,618.8 5113 675 36016 529.2 A 11.3% 17.20 [-36.52, 70.82) I @
Kelly et al 2009 3,454 EB05.8515 2549 3,420 B27.9873 G162 125% 34.00 [5.73, 62.27] _— o
Lees etal 2020 312979 TFIO.043 93 294835 630.38 G669 9.7%  181.44[33.04, 329.59] — @
Wirji etal 1991 3,299.59 6309 8483 330114 698 4024 11.5% -1.55[-49.96, 46.56] T @
Saval etal 2013 3,410 580 1963 3420 660 9547 12.5% -10.00 [-38.45, 18.49] T o
Subtotal (95% CI) 6228 23160  53.3% 17.06 [-14.41, 48.53] -

Heterageneity: Tau?=679.91; Chi*=9.95 df=4 (P=0.04); F=E60%
Test for overall effect Z=1.06 (P = 0.249)

1.1.3 Mean and/or 5D estimated - Low-Moderate Risk of Bias*

Shu et al 1985 3,434 4200887 48 3,404 4204987 3a0 B.7% 30.00 [F97.00,157.00] e e — o
Subtotal (95% CI) 48 350 6.7% 30.00 [-97.00, 157.00] ——eal———
Heterageneity: Mot applicable

Test for overall effect Z= 046 (P = 0.64)

1.1.4 Mean and/or SD estimated - High Risk of Bias*

Marianian etal 2020 3,200 T4 12 3,300 59.2 97  12.9% -100.00 [118.07,-81.93] - o
Mivake et al 2014 2852 320.8668 72 30087 3209887 13486 9.7%  -56.70[-132.76, 18.36] I — =
Windham 1935 33119 62358671 572 33101 B23.5671 571 10.0% 1.80[-70.50,74.10] — 1 ®
Subtotal (95% CI) 756 2024 32.6% -58.85[-122.78, 5.07] o

Heterogeneity: Tau®=2348.24;, Chi*=8.05, df= 2 (P=0.02); F=75%

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

Total (95% CI) 7156 33779 100.0% 1.65 [-45.18, 48.47] *—

Heterogeneity: Tau®= 435597, Chi*= 92.70, df= 9 (P = 0.00001); F= 90% :—EDD q :uu 4 160 EDD=
Test for overall effect Z=0.07 (P = 0.95) Light PAE Control

Testfor subgroup differences: Chi*=4 87 df=3(P=018), P= 38.4%

Risk of bias legend
(A) Overall ROB Rating

Notes: *mean and/or SD estimated: Marianian et al 2020 from median and IQR; Miyake et al 2014 from adjusted mean and 95%
Cl; Shu et al 1995 and Windham et al 1995 from adjusted mean difference and 95% Cl



Funnel Plot: Light PAE and Birth weight
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O Low-Moderate Risk of Bias
<> High Risk of Bias

[] Mean andfor 5D estimated - Low-Moderate Risk of Bias*

Mean and/or 3D estimated - High Risk of Bias*®

Moderate PAE and Birthweight (14 studies)

Moderate PAE Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean [g] 5D0[g] Total Mean [qg] SD[g]l Total Weight IV, Random, 95% CI IV, Random, 95% CI A
2.1.1 Low-Moderate Risk of Bias
Diay etal 1990 3,230 468 137 3,280 3487 04 TA%  -20000 10762, 67.62] —r ?
Faden et al 1987 314849 563.9 a8 3,381 588 8245 5.4% -20210[314.46,-89.74] I ?
Subtotal (95% CI) 235 8549  12.5% -107.51[-285.83,70.81] -
Heterogeneity: Tau®=13937.63; Chi®= 6.27, df=1 (P= 0.01); F= 84%
Testfor overall effect =118 (F = 0.24)
2.1.2 High Risk of Bias
Bakhireva etal 2018 2881 {i=ke] 34 3,209 582 a4 1.4% -328.00 [-5596.74, -9 26] .
Falgreen etal 2012 3,8588.3 484 6 175 36016 5252 TA8  TE%  -42.30[123.25 35.65] - @
Kelly et al 2009 3,294 6859424 213 3420 B279873  E162 B.E% -126.00[-219.44 -32.586] - .
Lazzaroni etal 1993 33383 466 6 448 33101 4778 1187 105% 29.20 [-21.85, 80.25] ™ @
Lees etal 2020 299371 680389 755 294835 6B0.389 GEES 105% 4536 [-5.85, 96.57] ™ @
Primatesta et al 1993 (Milan) 3z 513 936 3,259 540 323 89% 53.00[14.44,120.44] "— L ]
Primatesta et al 1993 (Southhampton) 3,394 578 704 3,283 677 206 G1% 106.00[4.23, 207.77] — @
Sood etal 2005 3,090 595 197 37 578 95 39% -127.00[269.87 15.87] /7 L]
Subtotal (95% CI) 3472 15454 55.4% 1213 [-69.82, 45.57] L 2
Heterogeneity: Tau®= 4503.27; Chi*= 26.65, df= 7 (P = 0.0004); F=74%
Test for overall effect: Z= 041 (P = 0.68)
2.1.3 Mean and/or SD estimated - Low-Moderate Risk of Bias*
McCarthy etal 2013 3,398 681.3865 2473 3,371 B81.3865 2230 M1.7% -13.00 [52.00, 26.00] - o
Mills et al 1984 3419 5317342 13877 3433 531.7342 16524 137% -14.00 [26.00,-2.00] E ?
Shuetal 1995 3,249 4241948 26 3,404 4241948 3|0 30% -155.00[F324.00,14.00] I ?
Subtotal (95% CI) 16376 19104 28.4% -16.17 [-38.46, 6.13] L
Heterogeneity, Tau®=137.28; Chi®= 267, df= 2 (P = 0.26); F= 25%
Testfor overall effect Z=1.42 (P =0.16)
2.1.4 Mean andlor 5D estimated - High Risk of Bias*
Windharm 1995 321587 326.081 21 33101 6039132 a71 3T% -94. 40 [-242.40, 53.60] T .
Subtotal (95% CI) 21 571 3.7% -94.40 [-242.40, 53.60] -
Heterogeneity: Mot applicahle
Testfor overall effect £=1.25(F =0.21)
Total (95% CI) 20104 43678 100.0% -26.14 [-59.46,7.19]

Heterogeneity: Tau®= 2079.48; Chi*= 4518, df= 13 (P = 0.0001); F=71%

Testfor overall effect Z=1.94 (P =0.12)
Test for subgroup differences: Chi®= 2.06, df= 3 (P=056), F=0%

Risk of bias legend
(A) Overall ROB Rating

'

, ,
-500 -260 O
Moderate PAE  Control

R
250 &00

Notes: *McCarthy et al 2013 and Mills et al 1984 from adjusted mean and 95% Cl; Shu et al 1995 and Windham et al 1995 from

adjusted mean difference and 95% Cl



Funnel Plot: Moderate PAE and Birth weight
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Subgroups
O Low-Moderate Risk of Bias
<> High Risk of Bias
[1 Mean andfor SD estimated - Low-Moderate Risk of Bias*
,f_\_ Mean andfor SD estimated - High Risk of Bias*®

Heavy PAE and Birth weight (14 studies)

Heavy PAE Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean [g] SD[g] Total Mean [g] SD[g] Total Weight IV, Random, 95% CIl IV, Random, 95% ClI A
3.1.1 Low-Moderate Risk of Bias
Day etal 1590 3,230 412 21 3,250 3487 04 BE% -20.00 20052, 160.52] — B
Faden etal 1987 3,101.8 5063 102 3,351 588 B245  95% -249.20[348.27 -140.13] —_ ?
Subtotal (95% Cl) 123 8549  16.4%  -147.53 [[370.71, 75.65] -
Heterogeneity: Tau®= 2074728, Chi*= 4.76, df=1 (F=0.03), F= 79%
Testfor overall effect: Z=1.30 (P = 0.20)
3.1.2 High Risk of Bias
Autti-Ramoao etal 19912 2,704 406.9 13 3,458 307.2 56 5.3% -754.00[-989.37 -51863] — @
Bergeretal 2019 2774.3 38041 16 3,086.3 4787 16  4.0% -281.00 [F530.491,18.41] @
Carter etal 2012 273149 582.8 a5 3,094 466.6 B3 71% -36210[-532.85 -191.39] - ®
Carter etal 2022 28854 G045 ay 30788 5345 7O B9% -189340[372.51,-14.29] —— @
Coles etal 2021 3,225.29 560.67 113 3,398.14 438.42 178 88% -17285[-294.65 -51.09] I =
Falgreen etal 2012 3.416.3 5725 20 3,601.6 5252 a8 4.8% -185.30 [[438.98, 68.38] /T @
Lazzaroni et al 1993 3,290.7 5327 T8 331041 4778 1187 BE% -19.40 140,70, 101.90] -1 @
Oherlander etal 2010 28846 BO0.2 14 33207 444.5 14 28% -43610[-827.33 -44.87] ®
irji etal 18491 3.181.3 715 395 3,301.14 98 4024 103% -119.84 [183.58,-46.10] - ®
Subtotal (95% Cl) 821 6366 58.9% -252.81[-374.21,-131.41] L 2
Heterogeneity: Tau®= 24052.81; Chi®= 38.57, df= 8 (P = 0.00001); F= 79%
Testfor overall effect: Z= 4.08 (P = 0.0001)
3.1.3 Mean andlor SD estimated - Low-Moderate Risk of Bias*
McCarthy et al 2013 3,340 1,538.4214 825 3371 1,838.4214 2230 B8% -31.00[-143.00, 87.00] - ?
Mills etal 1984 3,350 489 461 742 3,433 489 461 16524  11.2% -83.00[-119.00,-47.00] - B
Subtotal {95% Cl) 1667 18754  20.0% -78.57 [-113.01, -44.14] [ ]
Heterogeneity: Tau®=0.00; Chi*= 068, df=1{P =041 F=0%
Testfor overall effect: Z= 4.47 (P = 0.00001)
3.1.4 Mean and/or SD estimated - High Risk of Bias*
Windham 1995 29866  E03.9132 21 3,31041 603.9132 571 4.7% -323.50[-586.50,-60.50] - o
Subtotal (95% Cl) 21 571 4.7% -323.50 [-586.50, -50.50] il
Heterogeneity: Not applicable
Testfor overall effect: 7= 241 (P =0.03)
Total {95% CI) 2632 34240 100.0% -193.36 [-267.80, -118.91] L 2
Heterogeneity: Tau®=12601.07, Chi*= 58.72 df=13 (P = 0.00001); F= 78% oo -an0 b =b0 1oo0

Testfor overall effect: Z= 5.09 (P = 0.00001)
Testfor subgroup differences: Chi*=1047 df= 3 (FP=0.01), F=71.4%

Eisk of bias legend
(A) Overall ROB Rating

Heavy PAE Control

Notes: *McCarthy et al 2013 and Mills et al 1984 from adjusted mean and 95% Cl; Windham et al 1995 from adjusted mean

difference and 95% ClI



Funnel Plot: Heavy PAE and Birth weight

4 SE(MD)
m
&
50T 0
&
1001

160+ &

200

WD

=4

~1000 -500
Subgroups

500

1000

O Low-Moderate Risk of Bias

{> High Risk of Bias

] Mean and/or 3D estimated - Low-Moderate Risk of Bias®
ﬂ, Mean and/or S0 estimated - High Risk of Bias*

Very Heavy PAE and Birth weight (6 studies)

Very Heavy PAE Control Mean Difference Mean Difference Risk of Bias

Study or Subgroup Mean [g] SD[g] Total Mean[g] SD[g] Total Weight IV, Random, 95% Cl IV, Random, 95% CI A
4.1.2 High Risk of Bias
Coles etal 1991 2,780.48 785.939 25 322762 347485 21 10.3% -447.14 [790.29,-103.99] ®
Little etal 1990 2,554.5 5458 40 3,084 6401 80 12.2% -539.60[536.858,-242.32] — [ ]
Primatesta et al 1893 (Southhampton) 3,212 663 50 3,293 677 206 17.3%  -81.00[286.71,124.71] T [
Primatesta et al 18993 (Milan) 3,072 218 34 3,258 540 323 248% -187.00[-280.18,-93.81] —+ @
Witji et al 1891 2,808.1 £95.9 33 330114 695 4024 15.2% -493.04 [732.47,-253.61] e o
Subtotal (95% CI) 183 4654 T79.8% -317.58 [-490.85, -144.31] -
Heterogeneity: Tau®= 25098.32; Chi*= 1313, df= 4 (P=0.01); F=70%
Testfor overall effect Z=3.59 (F=0.0003)
4.1.3 Mean andlor SD estimated - Low-Moderate Risk of Bias*
Mills et al 1984 3,306 5021184 ar 3,433 540 16524 20.2%  -127.00[-289.00, 35.00] —=— ?
Subtotal {95% CI) 37 16524 20.2%  -127.00 [-289.00, 35.00] S o
Heterogeneity: Mot applicable
Testfor overall effect Z=154 (F=012%
Total (95% CI) 220 21178 100.0% -272.90 [-411.26, -134.55] -

i Tl = CCRiE - - SR | . . ]
Heterogeneity: Tau®= 1782464, Chi*=14.62, df=5{P=0.01); F= 66% 000 500 b S0 1000

Testfor overall effect: £=3.87 (P =0.0001)
Testfor subgroup differences: Chi®= 248 df=1 (F=012), F=588.7%

Risk of bias legend
(A) Overall ROB Rating

Notes: *Mills et al 1984 from adjusted mean and 95% CI.

Very Heawy PAE Control



Any Level PAE and Birth weight (4 studies)

Any Level PAE Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean[g] SD[g] Total Mean[g] S5D[g] Total Weight IV, Random, 95% Cl IV, Random, 95% Cl A
Furtado etal 2016 3M1T7 /03T 28 34715 5338 28 4.3% -10.80 [-308.29 287 649] — ®
Jaddoe et gl 2007 3,351 873 495 3,395 852 3523 36.4% -44.00 [-84.00,-4.00] i ®
Lees etal 2020 3,039.07 63503 2518 299371 62039 7201 39.0% 45 36 [16.00, 74.72] L 9
Mudgli et al 2017 35148 4623 326 353245 4485 88 20.2% 177012343, 88173 — ®
Total (95% CI) 3867 10841 100.0% -2.44 [-68.14, 63.27] ?
Heterageneity: Tau®= 265963, Chi®=12.81, df= 3 (P = 0005}, F=77% I—SDD _2550 o 2%0 SDDI
Test for overall effect: Z=0.07 (P = 0.94) Any Level PAE Contral
Risk of bias legend
(A) Overall ROB Rating
Confirmed PAE-Level Unquantifiable and Birth weight (4 studies)
Confirmed-Unguantifiable Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean [g] 5D [g] Total Mean [g] SD[g] Total Weight IV, Random, 95% CI IV, Random, 95% Cl A
6.1.1 Low-Moderate Risk of Bias
Moland et al 2003 2,870 4252058 113 3,150 464758 G0 31.4% -280.00[421.34,-138.66] —— 7
Subtotal {95% CI) 113 60 31.4% -280.00 [-421.34, -138.66] S
Heterogeneity: Mot applicable
Test for overall effect £= 3.88 (F=0.0001)
6.1.2 High Risk of Bias
Golden et al 1982 2,200 380 12 2,800 610 12 17.6% -700.00[1109.64,-290.36) +—=— =
Grisso et al 1984 3,227 a54 50 3,211 T3 436 30.0% 16.00 [-153.46, 185.46] —— 2
Kyllerman etal 1485 2812 BOT i 3,037 512 21 209%  -125.00 [464.64, 214.64] i 2
Subtotal (95% CI) 83 469 68.6% -235.22 [-623.19,152.74] —~ealii—
Heterogeneity: Tau®= 92432.72, Chi*=10.06, df= 2 (P = 0.007); F= 80%
Testfar overall effect Z=1.19 (P =0.23)
Total (95% CI) 196 529 100.0% -232.80 [-476.64, 11.05] B
Heterogeneity: Tau® = 44052 46, Chi*=13.33, df=3 (P=0.004); F= 7% t ; t |
o - -1000 -500 1} 500 1000
Testfor overall eﬁec.t. Z=1.87(F = 0.08) Confirmed-Unquantifiable Contral
Testfor subgroup differences: Chi#= 005, df=1 (P =0.83), F=0%
Risk of bias legend
(A) Overall ROB Rating
Birth weight Percentiles
Light PAE and Birth weight Percentiles (1 study)
Low PAE Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup  Mean [%-ile] SD [%-ile] Total Mean [%-ile] SD [%-ile] Total Weight IV, Random, 95% CI IV, Random, 95% CI A
Bandoli etal 2019 41.7 T3 96 48.8 26.3 277 100.0% -6.80[-13.08, -0.62] .
Total (95% CI) 96 277 100.0% -6.80 [-13.08, -0.52] L ]
Heterogeneity: Mot applicable I t 1 t |
Test for overall effect Z=2.12 (P = 0.03) -100 SL?]W F'_AEDCOntrGISD 100
Risk of bias legend
(A) Overall ROB Rating
Moderate PAE and Birth weight Percentiles (1 study)
Moderate PAE Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup  Mean [%-ile] SD [%-ile] Total Mean [%-ile] SD[%-le] Total Weight IV, Random, 95% CI IV, Random, 95% CI A
Bandolietal 2019 297 272 23 48.5 263 277 100.0% -18.80[-30.34,-7.26)] .
Total {95% CI) 23 277 100.0% -18.80 [-30.34, -7.26] <
Heterogeneity: Mot applicable 5_1 o0 -SID 1 550 1DD=

Test for overall effect £= 318 (F=0.001)

Risk of bias legend
(A) Overall ROB Rating

Moderate FAE Control

Heavy PAE and Birth weight Percentiles (1 study)



Heavy PAE Control Mean Difference Mean Difference Risk of Bias

Study or Subgroup  Mean [%-ile] SD [%-ile] Total Mean [%-ile] SD [%-le] Total Weight IV, Random, 95% CI IV, Random, 95% CI A
Carter etal 2007 3048 234 33 36.6 0.4 47 100.0% -B10[17.92 5732 ®
Total {(95% CI) 33 47 100.0% -6.10[-17.92,5.72]

Heterogeneity: Notapplfable . '-1IZID _510 ﬁ 5'IZI 100'
Testfor averall effect Z=1.01 (P =0.31) Heaw PAE Control

Risk of bias legend
(A) Overall ROB Rating

Very Heavy PAE and Birth weight Percentiles (1 study)

Very Heavy PAE Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup  Mean [%-ile] SD [%-ile] Total Mean [%-ile] SD [*%-ile] Total Weight IV, Random, 95% CI IV, Random, 95% CI A
Bandolietal 2019 77 248 24 485 263 277 1000% -2080[-31.18,-10.41] ®
Total (95% CI) 24 277 100.0% -20.80 [-31.19, -10.41] ‘
Heterogeneity: Mot applicable l 1 t |
Test for averall effect Z= 3.82 (P < 0.0001) '132W,4'22W PAEUCGerISD 100

Risk of bias legend
{A) Overall ROB Rating

Any Level PAE and Birth weight Percentiles (0 studies)

Confirmed PAE-Level Unquantifiable and Birth weight Percentiles (0 studies)

Diagnosed studies

Small for Gestational Age (Birthweight <10t Percentile)

FASD and SGA (0 studies)

FAS and SGA (1 study)

FAS Control Odds Ratio Odds Ratio Risk of Bias
Study or Subgroup log[Odds Ratio] SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI A
Hasken et al 2021 FAS 14975 02462 96 313 100.0% 4 47 [2.76, 7.24] I [ ]
Total {95% CI) a6 313 100.0% 447 [2.76, 7.24] S
Heterogeneity: Mot applicable F t f {
Testfor overall effect £= 6.08 (F = 0.00001} 0.05 D-ECGntrol FAS 5 20

Risk of bias legend
(A) Overall ROB Rating

pFAS and SGA (1 study)



pFAS Control Odds Ratio Odds Ratio Risk of Bias

Study or Subgroup log[Odds Ratio] SE Total Total Weight IV, Random, 95% Cl IV, Random, 95% CI A
Hasken etal 2021 pFAS 0.6629 0.2585 =N 33 100.0% 1.94[1.17F, 3.22] —.— ®
Total (95% Cl) 81 313 100.0% 1.94 [1.17, 3.22] L

Heterogeneity; Mot applicable ; ! I {
Testfor overall effect £= 2.6 (F=0.01) 0.08 D-ECnntrnl pFAS 5 20

Risk of bias legend
(A) Overall ROB Rating

Other FASDs and SGA (1 study)

ARND/Other Control Odds Ratio Odds Ratio Risk of Bias
Study or Subgroup log[Odds Ratio] SE Total Total Weight IV, Random, 95% CI IV, Random, 95% Cl A
Hasken et al 2021 ARND 0.884 0.2599 78 313 100.0% 2.42[1.45,4.03] —.— [ ]
Total (95% CI) 78 313 100.0% 2.42 [1.45,4.03] £
Heterogeneity: Mat applicable f f f {
Testfor overall effect; £= 3,40 (F = 0.0007) 0.05 D.ECDntrnI ARND:‘O?her 20

Risk of bias legend
(A) Overall ROB Rating

Low birth weight — no studies

Birth weight (in grams)

FASD and Birthweight (6 studies)

FASD Control Mean Difference Mean Difference Risk of Bias

Study or Subgroup Mean [g] SD[g] Total Mean[g] SD[g] Total Weight IV, Random, 95% CI IV, Random, 95% CI A
Calby et al 2012 2,5825 7977 18 33556 3575 27 B.7% -TERI0F1146.29,-379.91] ——— ®
May et al 20203 2,805 691 35 3,298  G19 197 14.3% -393.00[637.70,-148.30] ®
May 2020k 2,870 8BB4 47 3,225 596 251 13.2% -255.00 [-512.79, 2.75] — ®
May 2020¢ 2,941 31 612 3,287 619 304 491% -346.00 [415.63, -276.37)] 3 ®
wiilloughby et al 2008 3,087.7 3503 19 3,585.14 557.21 18 10.2%  -497.44 [-799.22,-195.66] —_— ®
winzniak et al 2006 2,722 635 14 3266 376 13 B.5% -544.00[934.41,-153.59] ®
Total {95% CI) 746 810 100.0% -397.16 [-502.46, -291.87] <

Heterogeneity, Tau*= 4616.21; Chi*= 6.73, df= 5 (P = 0.24); F= 26% F = t /
Test for overall effiect Z= 7.38 (F = 0.00001) -1000 -500 FASDUCDHHD’?DD 1000

Risk of bias legend
(A) Cverall ROB Rating

FAS and Birth weight (4 studies)

FAS Control Mean Difference Mean Difference Risk of Bias

Study or Subgroup Mean [g] SD[g] Total Mean[g] SD[g] Total Weight IV, Random, 95% CI IV, Random, 95% CI A

Bagheri et al 1998 FAS 2784 B3E9 132 3,485 A534  BRO 354% -TO1.00[-B17.A7 -584.43] & ®
Chambers etal 2019 FAS 2772 9834 5 30958 EB145 TFH1 28% -918.60[1781.65,-5552] +—— @

Hasken et al 2021 FAS 24043 a154 95 30223 8604 313 349% -B18.00[738.37 -487.63] — @

May etal 20200 FAS 2,834 250 g 3,225 596 413 26.9% -391.00[-573.53,-208.47] — ®

Total (95% CI) 241 2147 100.0% -594.71 [-743.06, -446.35] <

Heterageneity: Tau®= 12637.24, Chi®= 835 df= 3 (P =0.04); F= 64% Y000 500 5 580 1000

Testfor overall effect: 2= 7.86 (P = 0.00001) FAS Control

Risk of bias legend
(A) Overall ROB Rating

pFAS and Birth weight (5 studies)



pFAS Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean [g] SD[g] Total Mean[g] SD[g] Total Weight IV, Random, 95% Cl IV, Random, 95% CI| A
Chamhbers etal 2018 pFAS 27813 7843 44 30858 G145 TE1 205%  -314.50[-541.61,-87.39)] — o
Davies 2017 FASIpFAS 2,260 500 25 2,870 400 34 202% -TI0.00[-94768,-47232] —=— ®
Hasken etal 2021 pFASs 28138 54954 a1 30223 aB04 313 228% -208.40[-352.26,-64.74] — ®
Lynch et al 2015 pFAS 24805858 B31.28 48 321614 490,25 59 20.8% -710.56 [[928.60,-49257] —— @
May etal 20200 pFAS 3,335 7a0 16 3,225 896 413 16.0%  110.00[-276.49, 496.449] N B — ®
Total (95% CI) 214 1580 100.0% -384.91 [-651.38, -118.45] e
o 2 = . - - R = I I I I
?et?;ngenemtl.lT?fu ;;?6282.343':,'?? D—DES.QD, df=4 (P =0.0001); F=86% o000 o 500 1000
estfor overall effect 2= 2 83 (P =0.005) pFAS Contral
Risk of bias legend
(A) Overall ROB Rating
Other FASDs and Birth weight (4 studies)
ARNDIOther Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean [g] SD[g] Total Mean[g] SD[g] Total Weight IV, Random, 95% Cl IV, Random, 95% Cl A
Chambers et al 20149 ARMD 31862 B12.7 44 30958 6145 TFE1 2TA% 4040 [[95.83, 276.63] = [ ]
Davies 2017 Man-Swn 2,770 600 a4 2970 400 34 26I2% -200.00 -409.01, 9.01] — @
Hasken etal 2021 ARND 26846 5951 7830223 aB04 33 294% -337 FO[48363, 19177 —— @
May et al 2020k ARKND 2,801 Ha0 24 3,225 a96 413 16.49% -424.00[816.31,-31.64] - ®
Total {95% Cl) 201 1521 100.0%  -198.72 [-426.95, 29.51] B
Heterogeneity: Tau : 49395.55; (Ehl =14.01,df= 3 (FP=0.003), F=79% 1_1 oo -ShU b 560 1DDIII'
Testfor overall effect Z=1.71 (F = 0.04) ARNDIOther Control
Risk of bias legend
(A) Overall ROB Rating
Birth weight Percentiles
FASD and Birth weight Percentile (0 studies)
FAS and Birth weight Percentile (1 study)
FAS Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean [%-ile] SD [%-ile] Total Mean [%-ile] SD [%-ile] Total Weight IV, Random, 95% Cl IV, Random, 95% CI A
Hasken etal 2021 FAS 174 287 el 334 288 313 100.0% -16.00[-22.05 -9.55] [ ]
Total (95% CI) a5 33 100.0% -16.00[-22.05,-9.95] <
Heterogeneity: Mot applicable . — f f
Test for owerall effect: Z=5.18 (F = 0.00001) S0 % FASU Contr02|5 50
Risk of bias legend
(A) Overall ROB Rating
pFAS and Birth weight Percentile (1 study)
pFAS Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean [%-ile] SD [%-ile] Total Mean [%-ile] SD [%-ile] Total Weight IV, Random, 95% Cl IV, Random, 95% CI A
Hasken etal 2021 pFAS 248 258 81 334 288 313 1000% -850 [14.98 -2.02] ®
Total (95% CI) 81 313 100.0% -8.50[-14.98,-2.02] <
Heterogeneity: Mot applicable =0 35 b 75 a0

Testfar owerall effect: Z= 257 (F=0.01)

Risk of bias legend
(A) Overall ROB Rating

Other FASDs and Birth weight Percentile (1 study)

pFAS  Control



Risk of Bias

ARND/Other Control Mean Difference Mean Difference
Study or Subgroup Mean [%-ile] SD [%-ile] Total Mean [%-ile] SD [%-ile] Total Weight IV, Random, 95% Cl IV, Random, 95% CI A
Hasken etal 2021 ARNMD 19.6 236 T8 334 28.8 33 1000% -13.80[19.93 -7.67] ®
Total {95% CI) 78 313 100.0% -13.80 [-19.93, -7.67] <&
Heterogeneity: Mot applicahle T 35 b 75 =h

Testforaverall effect: Z=4.41 (P < 0.0001)

Risk of bias legend
(A) Overall ROB Rating

ARMDIOther Control



Table 3. GRADE ratings for birth length

Certainty assessment No of patients Effect

Neof  Riskof Inconsistenc Relative Absolute Certainty

Indi | isi h PAE |
studies bias ndirectness Imprecision Other Contro (95% Cl) (95% Cl)

EXPOSURE STUDIES

Birth Length (cm)

Light prenatal alcohol exposure (1-20g/w in at least one trimester)

1 serious® | not serious serious® serious®f none 112 97 - MD 0.50 lower (1.31 | 8OO0
lower to 0.31 higher) Very low

Moderate prenatal alcohol exposure (21-100g/w in at least one trimester)

3 serious? serious® not serious serious? none | 2062 | 144410 - MD 0.15 lower o000
(0.45 lower to 0.15 Very low
higher)

Heavy prenatal alcohol exposure (101-200g/w in at least one trimester)

5 serious? serious® serious® not serious | none 234 1451 - MD 0.99 lower o000
(1.92 lower to 0.06 Very low
lower)

Very heavy prenatal alcohol exposure (201g+/w in at least one trimester)

2 serious® | not serious not serious serious®f none 57 101 - MD 2.67 lower o000
(3.92 lower to 1.43 Low
lower)

Any level prenatal alcohol exposure (exposure dichotomized as yes/no)

1 serious® | not serious not serious serious?f none 28 28 - MD 0.12 lower (0.97 | (OO
lower to 0.73 higher) Low

Confirmed prenatal alcohol exposure-Level Unquantifiable

3 serious? serious® not serious serious® none 146 96 - MD 1.27 lower (2.45 | @O OO
lower to 0.10 lower) Very low

Birth Length Percentiles

Light prenatal alcohol exposure (1-20g/w in at least one trimester)

1 serious? | not serious serious® seriousf none 96 277 - MD 7.70 lower (13.49 | OO0
lower to 1.91 lower) Very low

Moderate prenatal alcohol exposure (21-100g/w in at least one trimester)

1 serious? | not serious serious® serious®f none 23 277 - MD 22.70 lower 10100
(35.63 lower t0 9.77 | Very low
lower)

Heavy prenatal alcohol exposure (101-200g/w in at least one trimester) - no studies

Very heavy prenatal alcohol exposure (201g+/w in at least one trimester)

1 serious® | not serious serious® serious®f none 24 277 - MD 18.50 lower o000
(31.44 lower to 5.56 Very low
lower)

Any level prenatal alcohol exposure — no studies




Confirmed prenatal alcohol exposure-Level Unquantifiable — no studies

DIAGNOSED STUDIES

Birth Length (cm)

FASD
1 serious?® | not serious | not serious very none 14 13 MD 5.30 lower (11.77 | OO0
seriousd-ef lower to 1.17 higher) Very low
FAS
1 serious?® | not serious serious® serious® not 96 313 MD 3.80 lower (4.80 | 8OO0
lower to 2.80 lower) Very low
pFAS or pFAS/FAS
3 serious® | serious® serious® serious® none 160 379 MD 1.81 lower o000
(3.24 lower to 0.38 Very low
lower)
Other FASDs (ARND, ND-AE, SE-AE, Non-syndromal)
3 serious® | serious® serious® serious® none 163 379 MD 1.86 lower o000
(3.29 lower to 0.43 Very low
lower)
Birth Length Percentiles
FASD - no studies
FAS
1 serious? | not serious serious® not serious | none 96 313 MD 21.70 lower (29.35 | (OO
lower to 14.05 lower) Low
pFAS or pFAS/FAS
1 serious?® | not serious serious® not serious | none 81 313 MD 12.70 lower o000
(21.23 lower to 4.07 Low
lower)
Other FASDs (ARND, ND-AE, SE-AE, Non-syndromal)
1 serious?® | not serious serious® not serious | none 78 313 MD 11.20 lower 2 11010)
(19.66 lower to 2.74 Low

lower)

Notes: Cl = confidence interval; MD = mean difference; OR = odds ratio

Explanations: a) >50% of studies were rated as moderate or high risk of bias; b) High heterogeneity (12 >50% and significant chi-
square for heterogeneity); c) >50% of studies had a sample not representative of the Australian populations not representative
of Australia; d) 95% ClI for overall estimate crossed the line of no effect; e) Wide 95% Cls for overall estimate; f) Optimal
information size not met.




Meta-analyses for birth length

Exposure studies

Birth Length (cms)

Light PAE and Birth Length (1 study)

Light PAE Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean [cm] SD[cm] Total Mean[cm] SD[cm] Total Weight IV, Random, 895% Cl IV, Random, 95% CI A
Marianian etal 2020 0.5 a7 12 a1 2.2 97 1000%  -0.50[1.31,031] ®
Total {(95% CI) 112 97 100.0%  -0.50[-1.31,0.31]
Heterogeneity: Mot appllcable '—1 o0 —SID ﬁ SID 100-
Testfor overall effect. Z2=1.21 (F=0.23) Light PAE Contral
Risk of bias legend
(A) Overall ROB Rating
Note. Marianian et al 2020: mean and SD estimated from median and inter-quartile range.
Moderate PAE and Birth Length (3 studies)
Moderate PAE Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean [cm] SD[cm] Total Mean[cm] SD[cm] Total Weight IV, Random, 95% CI IV, Random, 95% CI A
2.2.1 Low-Moderate Risk of Bias
Beauchamp et al 2020 487 4.1 1 an.7 23 37 23%  -200[-3.80,-010] e ?
Subtotal (95% CI) 21 kT 2.3% -2.00[-3.90,-0.10] -l
Heterogeneity: Mot applicable
Testfor averall effect 2= 2.06 (P = 0.04)
2.2.2 High Risk of Bias
Lazzaroni etal 1993 497 21 4418 497 14 1187 45.8% 000022 027 ®
Popova et al 2021 a0.7 34 1593 A0.49 3 14386 S18% -0.20[-0.37,-0.03] ®
Subtotal (95% CI) 2041 144373 97.7%  -0.11[-0.31, 0.08]

Heterageneity: Tau®= 0.01; Chi*=1.98, df=1 (P =016}, F= 49%
Testfor overall effect Z=1.159 (P = 0.29)

Total (95% CI) 2062 144410 100.0%  -0.15[-0.45,0.15]
Heterngeneity: Tau?= 0.04; Chi*= 5.68, df= 2 (P = 0.06); F= 5% 5_1 D % ] :=5 0
Testfor overall effect Z=0.958 (P =032) Moderate PAE  Control
Testfor subgroup differences: Chi*=3.73,df=1 (P=005), F=73.2%
Risk of bias legend
(A) Owverall ROB Rating
Heavy PAE and Birth Length (5 studies)
Heavy PAE Control Mean Difference Mean Difference Risk of Bias

Study or Subgroup Mean [cm] SD[cm] Total Mean[cm] SD[cm] Total Weight IV, Random, 95% Cl IV, Random, 95% CI A
Autti-Rarmo etal 1891a 471 2.27 13 499 1.87 56 18.8% -2.80[4.10,-1.50] — ®
Bergeretal 2019 48.3 3.2 16 48.6 3 16 11.5%  -0.30[-2.45,1.89] T ®
Coles etal 2021 51.3 288 113 52.02 208 178 262% -0.72[1.35 -0.09] - ®
Lazzaroni et al 1983 497 23 T8 497 1.9 1187 272% 0O0[-0.52, 052 * ®
Oberlander etal 2010 478 22 14 493 2 14 16.2%  -1.50[-3.08, 0.06] — ®
Total (95% CI) 234 1451 100.0% -0.99 [-1.92, -0.06] &
Heterogeneity: Tau®= 0.75; Chif=17.52, df= 4 (P=0.002% F=77% I f I i
Testfor overall effect Z= 2.10 (P = 0.04) A0 5 0 5 10

) : : Heavy PAE Control

Rizk of bias legend
(A) Overall ROB Rating



Very Heavy PAE and Birth Length (2 studies)

Very Heavy PAE Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup  Mean [cm] SD[cm] Total Mean[cm] SD[cm] Total Weight IV, Random, 95% Cl IV, Random, 95% CI A
Coles etal 1991 46.38 365 25 49.42 223 21 824%  -304[-4.76,-1.37)] —— [ ]
Little et al 1990 46.8 5 32 49.07 2.3 a0 47.6% -2.27[-4.07,-0.47] —— ®
Total (95% CI) 57 101 100.0% -2.67 [-3.92, -1.43] <
Heterageneity: Tau®=0.00; Chi*= 037, df=1 {P=054); F=0% {

40 A 0 5 10

Testfor overall effect 2= 4.21 (P = 0.0001}) Very Heawy PAE  Caontral

Risk of bias legend
(A) Overall ROB Rating

Any Level PAE and Birth Length (1 study)

Any Level PAE Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup  Mean [cm] SD[cm] Total Mean[cm] SD[cm] Total Weight IV, Random, 85% Cl IV, Random, 85% CI| A
Furtada et al 20146 4907 1.43 28 4914 1.72 28 1000%  -012[-0497 073 [ ]
Total {95% CI) 28 28 100.0%  0.12[0.97,0.73]
Heterogeneity: Mot applicable I—1U _55 ] % 1IZII
Testfor overall effect Z=0.28 (F=0.78) Any Level PAE Contral

Risk of bias legend
(A) Overall ROB Rating

Confirmed PAE-Level Unknown and Birth Length (3 studies)

Confirmed-Unguantifiable Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean [cm] SD [cm] Total Mean [cm] SD[cm] Total Weight IV, Random, 95% Cl IV, Random, 95% Cl A
6.3.1 Low-Moderate Risk of Bias
Maland etal 2003 483 24448 113 491 24787 B0 451% -0.80[1.57, -0.03] i ?
Subtotal (95% CI) 113 60 451% -0.80[1.57,-0.03] &

Heterogeneity: Mot applicable
Testfor overall effect: Z=203 (F=0.04)

6.3.2 High Risk of Bias

Golden etal 1952 455 1.8 12 48 1.6 12 31.9% -2.80[-3.86,-1.14] —— ®
kyllerman etal 1984 474 33 Fal 484 24 2 230% -0A80[-2.38,1.38] — = @
Subtotal (95% Cl) 33 33 54.9%  -1.61 [-3.56, 0.34] e o
Heterogeneity: Tau®=1.30; Chi*= 2.85, df=1 (P=0.09) F=65%
Testfor overall effect: Z=162 (F=0.11)
Total (95% CI) 146 93 100.0% 1.27 [-2.45,-0.10] <
Heterageneity: Tau®= 0.64; Chi®= 5.02, df= 2 (P = 0.08), F=60% I_1 D IS B % 10:
Test for overall eﬁec.t: =213 (P; 0.0 Confirmed-Unquantifiable  Control
Testfor subgroup differences: Chi®= 057, df=1 (P =045, F=0%
Risk of bias legend
(A) Overall ROB Rating
Birth Length Percentiles
Light PAE and Birth Length Percentiles (1 study)
Low PAE Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup  Mean [%-ile] SD [%-le] Total Mean [%-ile] SD [%-ile] Total Weight IV, Random, 95% CI IV, Random, 95% CI A
Bandalietal 2019 7o 26.4 96 FrRd 201 2FF 1000% -F70[-13.45 -1.91)] .
Total (95% Cl) 96 277 100.0% -7.70[-13.49, 1.91] [
Heterogeneity; Mot applicable I ! 1 y |
Testfor averall effect 7= 2.61 (P = 0.009) -100 sl_gw PAED Controlsu 100

Risk of bias legend
(A) Overall ROB Rating



Moderate PAE and Birth Length Percentiles (1 study)

Moderate PAE Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup  Mean [%-ile] SD [*-ile] Total Mean [%-ile] SD [%-ile] Total Weight IV, Random, 95% Cl IV, Random, 95% CI A
Eandoli etal 2019 a8 311 23 7y 201 2797 100.0% -2270[3563,-9.77] ‘.‘ []
Total (95% CI) 23 277 100.0% -22.70 [-35.63,-9.77] <
Heterogeneity: Not applicable t t t |
o _ -100  -50 i 50100
Testfor overall effect: 2= 3.44 (P = 0.0008) Moderate PAE Control

Risk of bias legend
(A) Overall ROB Rating

Heavy PAE and Birth Length Percentiles (0 studies)

Very Heavy PAE and Birth Length Percentiles (1 study)

Very Heavy PAE Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup  Mean [*%-ile] SD [%-ile] Total Mean [%-ile] SD [%-ile] Total Weight IV, Random, 95% CI IV, Random, 95% CI A
Bandalietal 2015 277 248 24 485 263 277 100.0% -2080[-31.159,-10.41] ‘.’ ®
Total (95% CI) 24 277 100.0% -20.80 [-31.19,-10.41] <>
Heterogeneity: Mot applicable I 1 y {
Test for overall effect 2= 3.92 (P = 0.0001) 132"5‘ Hzgw F'AEU Controlsu oo

Risk of bias legend
(A) Overall ROB Rating

Any Level PAE and Birth Length Percentiles (O studies)

Confirmed PAE-Unquantifiable and Birth Length Percentiles (0 studies)

Diagnosed studies

Birth Length (in cms)

FASD and Birth Length (1 study)

FASD Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup  Mean [cm] SD[cm] Total Mean[cm] SD[cm] Total Weight IV, Random, 95% CI IV, Random, 95% CI A
Wozniak et al 2006 a7 12.2 14 a2.3 1.8 13 1000% -A830F11.77,1.17] T [ ]
Total {95% CI) 14 13 100.0% -5.30 [[11.77,1.17] —eonl—
. B | Il | Il
Heterogeneity: Mot appllcable _1.0 _.5 ;) :'5 1.D
Test for overall effect Z=1.61 (F=0.11) FASD Control
Risk of bias legend
(A) COverall ROB Rating
FAS and Birth Length (1 study)
FAS Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean [cm] SD[cm] Total Mean[cm] S5D[cm] Total Weight IV, Random, 95% Cl IV, Random, 95% Cl A
Hasken et al 2021 FAS 462 4.4 96 50 4 33 1000% -3.80[-4.80-2.80 [ ]
Total (95% CI) 96 313 100.0% -3.80 [-4.80,-2.80] L
Heterogeneity: Mot applicable I—1D 55 ] é 1D=
Testfor averall effect Z=7.42 (P = 0.00001) FAS Control

Risk of bias legend
(A) Overall ROB Rating



pFAS and Birth Length (3 studies)

pFAS Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean [cm] SD[cm] Total Mean[cm] SD[cm] Total Weight IV, Random, 95% CI IV, Random, 95% CI A
Coles etal 1997 FASIFAE 4598 3492 25 49 46 2.38 35 291% -3.48[-5.21,-1.79] —— .
Davies et al 2017 FAS/pFAS 492 41 a4 493 36 31 2889%  -0B0[2271.07] —E— o
Hasken et al 2021 pFAS 48.5 4 e a0 4 M3 0% -1.50[2.48-057] - @
Total (95% CI) 160 379 100.0% -1.81[-3.24, -0.38] <
Heterogeneity: Tau®=1.05; Chi*=5.90, df= 2 (P = 0.08); F= 66% 5_1 D 55 3 é 1D=
Testfor overall effect: Z= 248 (P=0.01) pFAS Control
Risk of bias legend
(A) Overall ROB Rating
Other FASD and Birth Length (3 studies)
ARNDIOther Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean [cm] SD[cm] Total Mean[cm] SD[cm] Total Weight IV, Random, 95% Cl IV, Random, 95% CI A
Coles etal 1997 Man-Swn 48.69 3.22 g2 49,46 2.38 35 404%  -0.77 [1.89,0.349] —- @
Davies etal 2017 Man-Syn 45,7 a7 23 49.8 36 31 189%  -410[6.749, -1.449] e — o
Hasken et al 2021 ARND 481 4.6 78 a0 4 313 407%  -1.90[-3.01,-0.749] - .
Total (95% CI) 163 379 100.0% -1.86[-3.29, 0.43] <
Heterogeneity: Tau®=0.99; Chi*= 578, df= 2 (P = 0.06); I*= G5% I 1 f |
] -10 -5 a g 10
Testfor overall effect Z= 255 (P=0.01) ARNDIOther Control
Risk of bias legend
(A) Overall ROB Rating
Birth Length Percentile
FASD and Birth Length Percentile (O studies)
FAS and Birth Length Percentile (1 study)
FAS Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean [%-ile] SD [%-le] Total Mean [%-le] SD [%-ile] Total Weight IV, Random, 95% CI IV, Random, 95% CI A
Hasken et al 2021 FAS 308 332 96 2.4 342 313 1000% -21.70 [F29.35 -14.05] ‘.‘ .
Total (95% CI) 96 313 100.0% -21.70 [-20.35, -14.05] E 2
Heterogeneity; Mot applicable } } t
e -25 1] 24 50
Test for awerall effect: Z= 556 (P = 0.00001) FAS Control
Risk of bias legend
{A) Overall ROB Rating
pFAS and Birth Length Percentile (1 study)
pFAS Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean [%-ile] SD [%-ile] Total Mean [%-ile] SD [%-ile] Total Weight IV, Random, 95% CI IV, Random, 95% CI A
Hasken et al 2021 pFAS 398 356 a1 5248 342 313 100.0% -1270[F21.33,-4.07] [ ]
Total (95% CI) a1 313 100.0% -12.70[-21.33, 4.07] S
Heterogeneity: Mat applicable =0 s P 75 T

Testfor overall effect: Z= 2.88 (P=0.004)

Risk of bias legend
(A) Overall ROB Rating

pFAS Control



Other FASDs and Birth Length Percentile (1 study)

ARND/Other Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean [%-ile] SD [%-ile] Total Mean [%-ile] SD [%-ile] Total Weight IV, Random, 85% Cl IV, Random, 85% CI A
Hasken etal 2021 ARND 41.3 341 T8 5248 342 33 1000% -11.20 [19.66,-2.74] =
Total {95% CI) 78 313 100.0% -11.20 [-19.66, -2.74] -
;50 -15 0 75 &l

Heterogeneity: Mot applicahle
Testfor overall effect Z=2.59 (P = 0.009)

Risk of bias legend
(A) Overall ROB Rating

ARMDIOther Control



Table 4. GRADE ratings for postnatal weight

Certainty assessment Ne of patients “ Certainty

Ne of | Risk of |Inconsistency | Indirectness | Imprecision Control Relative Absolute
studies JE (95% ClI) (95% ClI)

EXPOSURE STUDIES

Weight <10t Percentile

Light prenatal alcohol exposure (1-20g/w in at least one trimester) - no studies

Moderate prenatal alcohol exposure (101-200g/w in at least one trimester)

2 serious? [ notserious | notserious very none | 79 319 OR 2.12 - 1000
seriousdef (0.91 to 4.89) Very Low

Heavy prenatal alcohol exposure (101-200g/w in at least one trimester)

1 serious® | notserious | not serious very none | 20 66 OR 1.72 (0.29 - 10]0]0)
serious®ef to 10.18) Very Low

Very Heavy prenatal alcohol exposure (201g+/w in at least one trimester)

3 serious? | notserious | notserious | serious®f none | 47 338 OR 13.60 - 121010
(4.65 t0 39.77) Low

Any level prenatal alcohol exposure (exposure dichotomised to yes/no) - no studies

Confirmed prenatal alcohol exposure-Level Unquantifiable

3 serious® [ notserious | notserious | serious®f none | 357 347 OR 6.66 (4.24 - 1-10]@)
to 10.48) Low

Weight (<12months of age) (kg)

Light prenatal alcohol exposure (1-20g/w in at least one trimester)

1 serious® | not serious serious® seriousf none | 112 97 - MD 2.70 lower | 8OO0
(3.00 lower to Very Low
2.40 lower)

Moderate prenatal alcohol exposure (101-200g/w in at least one trimester)

1 serious® | notserious | not serious serious? none | 137 304 - MD 0.11 lower | @O0
(0.31 lower to Low
0.09 higher)

Heavy prenatal alcohol exposure (101-200g/w in at least one trimester)

2 serious? | notserious | notserious | notserious [ none 51 348 - MD 0.46 lower | (O
(0.80 lower to Moderate
0.12 lower)

Very Heavy and Any Level — no studies

Confirmed prenatal alcohol exposure-Level Unquantifiable




2 serious? serious® not serious very none | 40 57 - MD 2.26 lower | 8OO0
serious®ef (6.47 lower to Very Low
1.95 higher)
Weight (>12 months of age) (kg)
Light, Moderate, Heavy, Any Level - no studies
Very heavy prenatal alcohol exposure (201g+/w in at least one trimester)
1 serious® | notserious | notserious | serious®f none 25 21 - MD 1.40 lower | (OO
(4.23 lower to Low
1.43 higher)
Confirmed prenatal alcohol exposure-Level Unquantifiable
3 serious? serious® not serious | serious®® | none | 74 109 - MD 0.77 10]0]0)
lower (1.65 Very Low
lower to 0.11
higher)
Weight Percentiles
Light, Moderate, Very Heavy, Any Level, Confirmed-Level Unquantifiable — no studies
Heavy prenatal alcohol exposure (101-200g/w in at least one trimester)
1 serious® | not serious serious® serious®’ | none | 30 44 - MD 7.40 lower | 8OO0
(20.28 lower to Very Low
5.48 higher)
DIAGNOSED STUDIES
Weight <10t Percentile
FASD
2 serious® [ notserious [ not serious very none | 62 126 OR 1.55 - o000
seriousdef (0.44 to0 5.43) Very Low
FAS
2 serious® | notserious | notserious | serious®f none | 120 231 OR17.92(3.29 - o000
to 97.45) Low
PFAS (pFAS or pFAS/FAS or dysmorphic) - no studies
Other (ARND, ND-AE, SE-AE, Non-syndromal)
1 serious? | notserious | notserious | serious®f none | 117 185 OR 4.40 (2.48 - ®0O0O
to 7.82) Low
Weight (kg) (6-9 years)
FASD
3 serious® | notserious | notserious seriousf none 70 169 - MD 1.60 lower | OO
(4.10 lower to Low

0.90 higher)




FAS

7 serious? serious® serious® not serious | none | 383 956 MD 4.13lower | 8OO0
(5.41 lower to Very low
2.86 lower)
pFAS (pFAS or pFAS/FAS or dysmorphic)
6 serious? serious® serious® seriousf none | 195 775 MD4.12lower | 8OO0
(5.96 lower to Very low
2.28 lower)
Other (ARND, ND-AE, SE-AE, Non-syndromal)
3 serious® | not serious serious® not serious [ none | 197 383 MD 1.59 lower | OO
(2.20 lower to Low
0.97 lower)
Weight (kg) (9-18 yrs)
FASD
2 serious® | notserious | notserious | serious®f none 37 43 MD 5.37 lower | OO
(10.47 lower to Low
0.28 lower)
FAS
2 serious® | not serious serious® seriousf none | 13 45 MD9.32lower | 8OO0
(12.36 lowerto | Very low
6.28 lower)
PFAS (pFAS or pFAS/FAS or dysmorphic)
2 serious® | notserious | not serious seriousf none 64 69 MD 3.17 lower | (OO
(6.33 lower to Low
0.02 lower)
Other (ARND, ND-AE, SE-AE, Non-syndromal)
3 serious? serious® serious® very none | 124 98 MD 0.77 higher | @O OO
seriousd-ef (5.40 lower to Very low
6.93 higher)
Weight Percentiles
FASD
1 serious® | notserious | notserious seriousf none 14 13 MD 15.70 lower | (OO
(34.55 lower to Low
3.15 lower)
FAS
7 serious?® serious® not serious | notserious | none | 200 2475 MD 42.32 lower | (OO
(52.19 lower to Low
36.46 lower)
pFAS (pFAS or pFAS/FAS or dysmorphic)
9 serious?® | notserious | notserious | notserious | none | 264 2583 MD 18.27 lower | @
(22.25 lowerto | Moderate
14.29 lower)

Other (ARND, ND-AE, SE-AE, Non-syndromal)




serious? serious® not serious serious? none 209 2372 -

MD 7.24 lower | §OOO
(17.09 lower to Very Low

2.61 higher)

Cl: confidence interval; MD: mean difference; OR: odds ratio

Explanations: a) >50% of studies were rated as moderate or high risk of bias; b) High heterogeneity (12 >50% and significant chi-
square for heterogeneity); c) >50% of studies had a sample not representative of the Australian populations not representative
of Australia; d) 95% ClI for overall estimate crossed the line of no effect; e) Wide Cl for overall estimate; f) Optimal information

size criteria not met.

Meta-analyses for postnatal weight

Exposure studies

Weight <10t Percentile

Light and PAE and Weight <10t percentile (0 studies)

Moderate PAE and Weight <10t percentile (2 studies)

Moderate PAE Control Odds Ratio Odds Ratio Risk of Bias
Study or Subgroup log[Odds Ratio] SE Total  Total Weight IV, Random, 95% CI IV, Random, 95% CI A
Jacobson et al 1994a (B.5months) 07259 07413 34 BB 33.3% 207045 8.84] — ?
Bandoli et al 2020 (12rmonths) 0761 05237 45 253 BET% 214077, 5.97] —— B
Total {95% Cl) 79 319 100.0% 2.12[0.91, 4.89] e
Heterogeneity: Tau®= 0.00; Chi*= 0.00, df=1 (F =097} F=0% s 03 1 B

Testfor overall effect; £=1.75 (F = 0.08)

Risk of bias legend
(A) Overall ROB Rating

Heavy PAE and Weight <10t percentile (1 study)

Control Group Moderate PAE Group

Heavy PAE Control Odds Ratio Odds Ratio Risk of Bias
Study or Subgroup log[Odds Ratio] SE Total Total Weight IV, Random, 95% Cl IV, Random, 95% Cl A
Jacohson et al 19945 (6. 5months) 05436 08065 20 GE 100.0% 1.72[0.29 10.18] 2
Total (95% Cl) 20 66 100.0% 1.72[0.29,10.18]
Heterogeneity: Mot applicable D.'DE D'1 1| 1'D :SID

Testfor overall effect: 2= 0.60 (F=0.559)

Risk of bias legend
(A) Overall ROB Rating

Control Heawy PAE




Very Heavy PAE and Weight <10 percentile (3 studies)

Very Heavy PAE Control COdds Ratio Odds Ratio Risk of Bias
Study or Subgroup log[Odds Ratio] SE Total Total Weight [V, Random, 85% Cl IV, Random, 95% CI A
7.5.1 Low-Moderate Risk of Bias
Jacobson et al 19943 (6.5manths) 43503 12108 A BE  16.9% 77.A0[r.22 831.66] —— @§
Bandali et al 2020 {12manths) 20571 05499 19 253 49.2% 7.82 268, 22949] —— ?
Subtotal (95% CI) 25 319  66.1% 19.11[2.13, 170.98] el
Heterogeneity: Tau?=1.74; Chi*=2.97 df=1 (P = 0.08); *= 66%
Test for overall effect: 2= 2.64 (P =0.008)
7.5.2 High Risk of Bias
Little et al 1990 (4yrs) 25455 0.74586 22 19 33.89% 12.75[2.88 56.39] — @
Subtotal (95% CI) 22 19 33.9% 12.75[2.88,56.39] .
Heterogeneity: Mat applicahle
Test for overall effect: 2= 3.36 (P = 0.0008)
Total (95% CI) 47 338 100.0%  13.60 [4.65, 39.77] -
Heterogeneity; Tau®=0.31; Chi*= 2.88, df= 2 (P= 0.22); F= 33% I 1 1 |
Test for overall effect: Z=4.77 (P = 0.00001) 0.001 ggntrol Veryjlgeaw FLEEDD
Testfor subdroup differences: Chi#=0.08, df=1 (P =0.76), F= 0% !
Risk of bias legend
(A) Qverall ROB Rating
Any Level PAE and Weight <10t percentile (0 studies)
Confirmed PAE-Level Unquantifiable and Weight <10* percentile (3 studies)
Confirmed-Unquantifiable Control Odds Ratio Odds Ratio Risk of Bias
Study or Subgroup log[Odds Ratio] SE Total Total Weight IV, Random, 95% CI IV, Random, 95% Cl A
Graham et al 2013 (8-16yrs) 1.6496 047496 110 102 236% 5.20[2.05,13.22] . [ ]
Mattson et al 2010 (7-21yrs) 21972 08141 38 60 B8.0%  9.00[1.83,44.39] [ ]
Mattson et al 2013 (8-17 yre) 1.94668 02793 209 1856 E2.4% T7.00[4.08,12.11] L [ ]
Total {95% CI) 357 347 100.0%  6.66 [4.24, 10.48] L3
Heterogeneity: Tau®= 0.00; Chi*= 0.44, df=2 (P = 0.80); F= 0% } t t }
0.002 0.1 10 400
Testfor overall effect: Z=8.21 (P = 0.00001) Control  Confirmed-Unquantifiable
Risk of bias legend
(A) Overall ROB Rating
Weight (kg) (<12 months)
Light PAE and Weight (kg) (<12 months) (1 study)
Light PAE Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean [kg] SD[kg]l Total Mean[kg] SD[kg] Total Weight IV, Random, 95% Cl IV, Random, 95% Cl A
Marianian etal 2020 {12maonths)® 10 1.48 112 127 0.67 97 100.0% -270[-3.00,-2.40) [ ]
Total (95% CI) 112 97 100.0% -2.70[-3.00,-2.40] L 2
Heterageneity: Mot applicable 54 52 : é i
Testfor overall effect: Z=17.36 (P = 0.00001) Light PAE Control
Risk of bias legend
(A) Overall ROB Rating
Notes. *Mean and SD estimated from Median and IQR.
Moderate PAE and Weight (kg) (<12 months) (1 study)
Moderate PAE Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean [kgl SD[kgl Total Mean [kg]l SD[kg] Total Weight IV, Random, 95% Cl IV, Random, 95% C| A
Day et al 1990 {8moanths) 281 1 137 892 1 304 1000%  -011 O3, 0.09] ?
Total (95% CI) 137 304 100.0%  -0.11[-0.31,0.09]
ity i } ] 1 } |
Heterageneity: Mot applicahle T 5 b : 10

Testfor overall effect Z=1.07 (F=0.29)

Risk of bias legend
(A) Overall ROB Rating

Moderate PAE Control



Heavy PAE and Weight (kg) (S12months) (2 studies)

Heavy PAE Control Mean Difference Mean Difference Risk of Bias

Study or Subgroup Mean [kg] SD[kg]l Total Mean [kg]l SD[kg] Total Weight IV, Random, 95% CI IV, Random, 95% Cl A

6.1.1 Low-Moderate Risk of Bias

Day et al 1990 (Bmanths) g.49 1 21 292 1 304 881%  -0.43[0.87,0.01] —— 7

Subtotal (95% CI) 21 304 581%  -0.43[-0.87,0.01] e

Heterogeneity: Mat applicable

Test for averall effect: Z2=1.91 (P = 0.06)

6.1.2 High Risk of Bias

Carter et al 2007 {12maonths) 91 1.2 i 9.6 1 44  41.9%  -0.50[1.02,0.02] —i— o

Subtotal (95% Cl) 30 44  41.9%  0.50[1.02,0.02] e

Heterogeneity: Mot applicable

Testfor overall effect: £=1.88 (P = 0.06)

Total (95% Cl) 51 348 100.0% -0.46 [-0.80, -0.12] L 3

Heterogeneity: Tau®= 0.00; Chi*=0.04, df=1 (P = 0.84); F= 0% 52 51 p 1! é

Test for averall eﬁec.t Z=2E7 (P; 0.008) Heaw PAE Control

Testfor subgroup differences: Chi*= 004, df=1 (P =0.84), F= 0%

Risk of bias legend

(#) Overall ROB Rating

Very Heavy PAE and Weight (kg) (€12 months) (0 studies)
Any Level PAE and Weight (kg) (<12 months) (0 studies)
Confirmed PAE-Level Unquantifiable (<12 months) (2 studies)
Confirmed-Unguantifiable Control Mean Difference Mean Difference Risk of Bias

Study or Subgroup Mean [kgl  SD [kgl Total Mean [kg] SD[kg] Total Weight IV, Random, 95% CI IV, Random, 95% CI A
Golden et al 1982 (12 months) 6.9 2 12 114 38 12 458% -460[7.08,-212 —— [ ]
Donald et al 2016 {2-4whks) 38 0.6a 28 4.09 0.66 45 A42%  -0.28[-0.61, 0.03] =
Total (95% CI) 40 57 100.0%  -2.26 [-6.47,1.95]
Heterageneity: Tau®= 8.47, Chi*=11.42, df=1 (F = 0.0007);, F=91% -1=D 15 b é 110

Testfor overall effect: £=1.05 (F=0.29)

Risk of bias legend
(A) Overall ROB Rating

Confirmed-Unquantifiable Contral

Weight (kg) (>12 months)

Light PAE and Weight (kg) (>12 months) (0 studies)

Moderate PAE and Weight (kg) (>12 months) (0 studies)

Heavy PAE and Weight (kg) (>12 months) (0 studies)



Very Heavy PAE and Weight (kg) (>12 months) (1 study)

Very Heavy PAE Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean [kg] SD[kg] Total Wean[kg] S5D[kg] Total Weight IV, Random, 95% CI IV, Random, 95% CI A
Coles etal 19591 (5-6 yre) 2283 6.07 25 2423 3.6 21 100.0% -1.40[-4.23,1.43] [ ]
Total (95% Cl) 25 21 100.0%  -1.40[-4.23,1.43]
Heterogeneity, Mot applicable I ; T f i
Testfor overall effect: 7= 097 (P =0.33) -E'SEW |-|192-\,3.- PAED antm|1 ’ 20

Risk of bias legend
(A) Overall ROB Rating

Any Level PAE and Weight (kg) (>12 months) (0 studies)

Confirmed PAE-Level Unquantifiable (kg) (>12 months) (3 studies)

Confirmed-Unguantifiable Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean [kg]l SD [ka] Total Mean [kg] SD [kg]l Total Weight IV, Random, 95% Cl IV, Random, 95% CI A
Chandran et al 2021 {3-10 yrs) 2149 47 28 224 4.3 30 13.6%  -0.80[2.82,1.82] [ ]
Roos et al 2021 (2-3 yrs) 13.28 1.77 24 13.9 1.73 58 80.3%  -0.62[1.44,0.20] @
Kyllerman et al 1989 (70-74manths) 18.3 5.9 21 21.6 5.8 21 6.0%  -3.30 [6.84,0.24] L ]
Total (95% Cl) 74 109 100.0%  -0.77 [-1.65,0.11] L
Heterogeneity: Tau®=0.07; Chi®= 213, df= 2 (P = 0.34), F= 6% —1=D I5 b % 1=D
Test for overall effect: Z=1.71 {P=0.09) Confirmed-Unquantifiable Contral

Risk of bias legend
(A) Overall ROB Rating

Weight Percentiles

Light PAE and Weight Percentiles (0 studies)

Moderate PAE and Weight Percentiles (0 studies)

Heavy PAE and Weight Percentiles (1 study)

Heavy PAE Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean [%-ile] SD [%-ile] Total Mean [%-ile] SD [%-ile] Total Weight IV, Random, 95% CI IV, Random, 95% CI A
Carter etal 2007 (12months) 288 258 a0 36.2 304 44 100.0% -7.40[20.28 5.48] .
Total (95% CI) 30 44 100.0% -7.40[-20.28, 5.48]
ity: i 1 } 1 | }
?mf;ogenemh Nfort atpgh—cib:g F=028 N b 3 5
estfor overall effect Z=1.13 (P = 0.26) Heaw PAE Control

Risk of bias legend
(A) Overall ROB Rating

Very Heavy PAE and Weight Percentiles (0 studies)

Any Level PAE and Weight Percentiles (0 studies)

Confirmed PAE-Level Unquantifiable and Weight Percentiles (0 studies)



Diagnosed studies

Weight <10t percentile

FASD and Weight <10t Percentile (2 studies)

FASD Control Odds Ratio Odds Ratio Risk of Bias
Study or Subgroup  log[Odds Ratio] SE Total Total Weight IV, Random, 95% Cl IV, Random, 95% CI A
de Water et al 2021 -0.3801 09402 41 43 37.49% 0.E3[011, 432 — & [ ]
Popava etal 2014 009379 0E818 2 B3 E21% 255 [0.67,8.72] —— [ ]
Total (95% CI) 62 126 100.0% 1.55 [0.44, 5.43] -’-
Heterogeneity: Tau®=0.19; Chi®=1.29 df=1 (P =0.26); F= 22% f ; T ; i
] 0oz o1 1 1m &l
Testfor overall effect £=0683 (F =049 Control  FASD
Risk of bias legend
(A) Overall ROB Rating
FAS and Weight <10t Percentile (2 studies)
FAS Control Odds Ratio Odds Ratio Risk of Bias
Study or Subgroup log[Odds Ratio] SE Total Total Weight IV, Random, 95% Cl IV, Random, 95% Cl A
Mattson etal 2010 FAS 43895 1.4451 41 46 24.8% B20.60[4.65, 13096.11] [ ]
Mattson etal 2013 FAS 230893 03208 78 185 TEI%  10.91[5.62, 20.44] i+ @
Total (95% CI) 120 231 100.0%  17.92 [3.29, 97.45] e
Heterogeneity: Tau = 088 Chif=1.80,df =1 {FP=018), F=45% 'EI.EIQ Elf1 1'D 50-
Test for averall effect £= 3.34 {F = 0.0008) Control  FAS
Risk of bias legend
(A) Overall ROB Rating
pFAS and Weight <10* Percentile (0 studies)
Other FASDs and Weight <10t Percentile (1 study)
ARND/Other Control Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE Total Total Weight IV, Random, 95% CI IV, Random, 95% Cl
Mattzon et al 2013 Mon-syn 14821 025249 117 185 1000% 440([248 784
Total (95% CI) 117 185 100.0% 440 [2.48,7.82] -‘-
Heterogeneity; Mot applicable 'n_uz Df1 1-0 SD'

Testfor overall effect 2= 5.06 (F < 0.00001})

Control  ARMND/Other



Weight (in kgs) (6-9 yrs)

FASD and Weight (6-9yrs) (3 studies)

FASD Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean [kg] SD[kg] Total Mean [kg] SD[kg] Total Weight IV, Random, 95% Cl IV, Random, 95% CI| A
1.1.1 Low-Moderate Risk of Bias
Koditwwakku Coariale et al 2006k 1.4 4.43 22 254 457 GO 41.7% -3.480[-5.68, -1.32] —— 7
Subtotal {95% CI) 22 60 41.7% -3.50 [-5.68,-1.32] -l
Heterogeneity: Mot applicable
Testfor overall effect: Z=3.14 (F=0.002)
1.1.2 High Risk of Bias
Mayak etal 2012 2027 4.21 27 20.26 5.16 26 I7.A% 0.01[-2.53, 2.55] @
Faopova et al 20149 31.3 4.8 21 3z 8.4 83 208%  -0.70[5.16, 3.76] % @
Subtotal (95% CI) 48 109 58.3%  -0.16[-2.37, 2.04]
Heterageneity: Tau®= 0.00; Chi#= 0.07, df=1 (F=0.78); *= 0%
Testfor overall effect. Z=0.15 (P =0.88)
Total {95% CI) 70 169 100.0%  -1.60 [-4.10, 0.90] -l
Heterogeneity: Tau®= 2.67; Chi*= 4,51, df= 2 (P= 0.10); P = 56% f f 1 |
. -10 -5 ] 5 10
Test for owerall effect: =126 (F=0.21) FASD Control
Testfor subgroup differences:; Chi*=4.44, df=1(F=0.04), P=77.5%
Risk of bias legend
(A) Overall ROB Rating
FAS and Weight (6-9 yrs) (7 studies)
FAS Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean [kg] SD[kg] Total Mean[kg] SD[kg] Total Weight IV, Random, 95% Cl IV, Random, 95% CI A
2.1.1 Low-Moderate Risk of Bias
Maidoo et al 2005 FAS 21.53 3.25 90 26.88 5.35 90 16.3% -5.35[6.64,-4.06 —— ?
Subtotal (95% CI) 90 90 16.3% -5.35[-6.64, -4.06] : 2
Heterogeneity: Mot applicable
Test for owerall effect: 2= 811 (F = 0.00001)
2.1.2 High Risk of Bias
Blanck-Lubarsch et al 2018b FAS ITE 6.3 i) 87 5.3 30 84% 110444, 2.24] . [ ]
Hasken etal 2021 FAS 174 1.9 YE 1.2 41 33 188% -410[4.69,-3.91] - @
May et al 2000 FAS 178 234 46 20.8 4 42 17.8%  -3.00[-3.99,-2.01] - @
May et al 2007 FAS 183 4 Fild) 218 358 145 180% -340[-4.36,-264] -+ o
May et al 20145 FAS 266 8.85 T 26.8 G5 180  31%  -0.20[B.BZ2, 642 1 @
Vilioen etal 2005 FAS 187 1.68 G4 226 482 146 178% -GA0[7.78,-5.07 - @
Subtotal (95% CI) 293 866 83.7% -3.87[-5.33,-240] -
Heterogeneity: Tau®= 2.42; Chi*= 48.56, df= 5 (F = 0.000013; I*= 90%
Test for awerall effect: Z= 4518 (P = 0.00001}
Total (95% CI) 383 956 100.0% -4.13[-5.41,-2.86] &
Heterogeneity: Tau®= 217, Chi*= 50,89, df= 6 (P = 0.000013; *= 88% _150 55 g % 150
Test for overall effect: Z=6.34 (P = 0.00001) FAS Contral

Testfor subdroup differences: Chi®=2.22, df=1(P=014), F=54.9%

Rizk of bias legend
(A) Overall ROB Rating



pFAS and Weight (6-9 yrs) (6 studies)

pFAS Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean [kg] SD[kg] Total Mean [kg] SD[kg] Total Weight IV, Random, 95% Cl IV, Random, 95% CI A
3.2.1 Low-Moderate Risk of Bias
Aragon et al 2008 (talian) pFASIFAS 1.1 3.08 23 24.35 36T 57 16.7% -314[4.72 -1.58] — ?
Subtotal (95% Cl) 23 57 16.7% -3.14[4.72, -1.56] <4
Heterageneity: Mot applicahle
Testfor overall effect: Z= 3.89 (P =0.0001})
3.2.2 High Risk of Bias
Coles et al 1997 FASIFAE 1285 587 5 2867 5.33 35 123%  -BA12[8.23,-301] ———— o
Davies et al 2017 pFASIFAS 12.8 1.6 priz| 17 21 35 18.3%  -4.20[A11,-3.29] — [ ]
Hasken etal 2021 pFAS 19.7 42 a1 1.2 41 313 18.0% -1.80[-2.52,-0.48] - @
Way et al 2007 pFAS 19.3 128 18 1.8 388 145 17E%  -2A0[371,-1.29) - ®
May et al 2015 pFAS 18.8 25 19 26.8 G5 190 17.0% -8.00[9.49 -651] —— @
Subtotal (95% CI) 172 718  83.3% 4.33[6.51,-215] B
Heterogeneity: Tau®=9.90; Chi®= 57.07, df= 4 {F = 0.00001}; F=93%
Testfor overall effect; Z= 3.89 (P = 0.0001})
Total (95% CI) 195 775 100.0% -4.12 [-5.96,-2.28] e
Heterogeneity: Tau®= 4 61; Chi*= 57 44, df= 5 (F = 0.00001); F=91% =-1D '5 b :IS 1D=
Testfor overall eﬁec_t: Z=439(F = 0.0001) pFAS Control
Testfor subgroup differences: Chi= 075, df=1{P=0.39), F=0%
Risk of bias legend
(A) Overall ROB Rating
Other FASD and Weight (6-9 yrs) (3 studies)
ARNDIOther Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean [kg] SD[kg] Total Mean[kg] SD[kg] Total Weight IV, Random, 95% Cl IV, Random, 95% CI A
Coles etal 1987 Mon-syn 2784 6.34 f2 2867 B.33 35 55%  -083[3.45 1.749] 1 [ ]
Davies et al 2017 Man-syn 15.8 24 a7 17 21 34 4348%  -1.20[213,-0.27] - ]
Hasken et al 2021 ARMD 18.2 33 78 1.2 41 313 81.0% -200[286,-1.14] . = =
Total (95% Cl) 197 383 100.0% -1.59[-2.20,-0.97] L 2
Heterogeneity: Tauz= 0.00; Chi®= 1.86, df= 2 (P = 0.39); F= 0% :-1EI % p é 10:
Testfor overall effect Z=5.06 (P = 0.00001) ARND/Cther Control
Risk of bias legend
(A) Overall ROB Rating
Weight (in kgs) (9-18 yrs)
FASD and Weight (9-18 yrs) (2 studies)
FASD Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean [kg] SD[kg]l Total Mean [kg]l SD[kgl Total Weight IV, Random, 95% Cl IV, Random, 85% Cl A
Spottiswaoode et al 2011 87 ] 13 342 T.a 12 745% -550[11.40 0.40] —l— ®
Wozniak et al 2013 35 154 24 8.5 227 M 255%  -500[14.09 5049 - =71 ®
Total (95% CI) ir 43 100.0% -5.37[-10.47, -0.28] i
o 2 — . - - - R - I } 1 ]
Heterogeneity: Tau = 0,00, ChifF=0.01,df=1{FP=043);, F=0% e a0 5 0 20
Test for owerall effect: 2= 2.07 (P = 0.04) FASD Control

Risk of bias legend
(A) Overall ROB Rating



FAS and Weight (9-18 yrs) (2 studies)

FAS Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean [kg] SD[kg] Total Mean[kg] SD[kg] Total Weight IV, Random, 95% Cl IV, Random, 95% CI A
Jacohsaon etal 2011 FAS 2472 4.1 3 353 10 29 386% -1110[F16.00,-6.20] — i [ ]
Meintjes etal 2014 FAS 213 27 T 294 £ 16 B1.4% -820[12.049, -431) —— ®
Total (95% CI) 13 45 100.0% -9.32 [-12.36, -6.28] -
Heterogeneity: Tau? = 0.00; Chif= 0.83, df=1 (P = 0.36); F= 0% 5_20 _150 7 150 205
Testfor overall effect Z=6.00 (P = 0.00001) FAS Control

Risk of bias legend
(A) Overall ROB Rating

pFAS and Weight (9-18 yrs) (2 studies)

pFAS Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean [kg] SD[kg] Total Mean [kg] SD[kg] Total Weight IV, Random, 95% Cl IV, Random, 95% CI A
Coles et al 2002 dysrmorphic G0s  17.24 46 G216 16.7 53 221%  -1.B66[8.37, 508 — =
Meintjes et al 2014 pFAS 254 28 18 295 6.8 16 F789% -3E60[7A7 -0.03] - ®
Total (95% CI) 64 69 100.0% -3.17 [-6.33, -0.02] 2
?et?;ogenemrl:l T?fu :ZDPE;E(’:?th':_DD.EDSé df=1(P=0E2,F=0% a0 b 10 B
estfor overall effect =197 (P=0.05) pFAS Contral

Risk of bias legend
(A) Overall ROB Rating

Other FASD and Weight (9-18 yrs) (3 studies)

ARNDIOther Control Mean Difference Mean Difference Risk of Bias

Study or Subgroup Mean [kg] SD[kg] Total Mean[kg] SD[kg] Total Weight IV, Random, 95% CI IV, Random, 95% CI A
Coles et al 2002 Naon-gyn B3.05 1822 a2 G216 168.7 53 3545% 0.89 [-5.09, 6.87] []
Jacohson et al 2011 Non-syn 31.4 849 23 353 10 29 38.8%  -3.90[-8.81,1.01] L ]
Meintjes et al 2014 Mon-syn 376 16.1 14 285 6.8 16 247% B.10[087,17.17] @
Total (95% CI) 124 98 100.0% 0.77 [-5.40,6.93]
Heterogeneity: Tau®=18.487; Chi*= 5.80, df= 2 (P = 0.063; P = 64% } } T t t

] -20 10 a 10 20
Testfor overall effect Z=0.24 {(P=0.51) ARND/Cther Contral

Risk of bias legend
(A) Overall ROB Rating

Weight Percentiles

FASD and Weight Percentiles (1 study)

FASD Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup  Mean [%-ile] SD [%-ile] Total Mean [%-ile] SD [%-le] Total Weight IV, Random, 95% Cl IV, Random, 95% Cl A
Wozniak et al 2006 59.3 29.4 14 75 20 13 100.0% -15.70[-34.55,3.19] —.—— [ ]
Total (95% CI} 14 13 100.0% -15.70 [-34.55, 3.15] —=aaiiiine-|
Heterogeneity: Notapphcable 0 B b 45 a0
Testfar averall effect Z=1.63 (P =010} FASD Control

Risk of bias legend
(A) Overall ROB Rating



FAS and Weight Percentiles (7 studies)

FAS Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean [%a-ile] SD [%-ile] Total Mean [%-ile] SD [%-ile] Total Weight IV, Random, 95% CI IV, Random, 95% CI A
2.3.1 Low-Moderate Risk of Bias
Aragon et al 2008b (Am Indian) FAS 18.1 21.94 10 7873 28.87 32 1089% -BO63[F7.51,-43.79] — B
hay et al 2010 (SA) FAS 4.6 574 66 271 2575 157 156% -2250[26.76,-18.24] - ?
Subtotal {95% Cl) 76 189  26.5% -40.65[-77.98,-3.33] —~—
Heterogeneity: Tau®= 687.49; Chi¥=18.42, df=1 (P = 0.00013;, F=95%
Testforoverall effect £=213 (FP=0.03)
2.3.2 High Risk of Bias
Chambers et al 2019 FAS TG 4.7 5 53.3 301 TE1 15.5% -45.70[-50.34,-41.06] - @
Hasken et al 2021 FAS aT .4 96 334 279 33 157% -30.20[-33.55,-26.89] - L ]
Moy et al 2020a FAS a5 42 4 8.4 271 278 153% -5290[58.10,-47.70] - .
May et al 2020h FAS 16.6 19.4 8 58.6 283 M3 121% -43.00[-56.72, -29.29] — L ]
May et al 2020c FAS 137 11.48 11 E1.2 27 521 148% -47.50[54.68 -40.32] - .
Subtotal (95% CI) 124 2286 T73.5% -43.78[-53.88, -33.67] L 2
Heterogeneity: Tau®=119.10; Chi®= 66.71, df = 4 (P = 0.00001); F=94%
Testfor overall effect: £=18.49 (P = 0.00001)
Total (95% Cl) 200 2475 100.0% -42.32[-52.19, -32.46] >
i = . == = = R = I I I I
T oy =0 oot A o
- ) S FAS Control
Testfor subgroup differences: Chi*= 003, df=1{P=087), F=0%
Risk of bias legand
(A) Overall ROB Rating
pFAS and Weight Percentiles (9 studies)
pFAS Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean [*%-ile] 5D [%-ile] Total Mean [*%-ile] SD[%-ile] Total Weight IV, Random, 95% CI IV, Random, 95% CI A
3.4.1 Low-Moderate Risk of Bias
Aragon et al 2008k (Am Indian) pFAS 48.71 26.64 14 7873 28.87 32 50% -30.02[47.19,-12.85) B
May et al 2010 {talian) FAS/pFAS 40.3 3052 39 58.7 3014 179 121%  -18.40[-28.95 -7.85] — ?
Subtotal (95% CI) 53 211 174% -22.15[-32.80,-11.50] -
Heterogeneity: Tau®= 1466, Chi®=1.28, df=1(F=0.26), F=22%
Testfor overall effect: Z=4.08 (P = 0.0001)
3.4.2 High Risk of Bias
Astley Olson et al 2008 pFASIFAS 51.7 334 20 67.6 245 16 432%  -1590[34.83,3.03 T @
Charnbers etal 2019 pFAS 334 2949 44 53.3 301 FB1 154% -19.80[-28.85,-10.71] — @
Hasken et al 2021 pFAS 20.4 21.7 a1 334 278 NI 305% 135019145, -7.85) - .
Kable et al 2021 pFASIFAS 36.6 23 5 50.4 26.3 70 34%  -13.80[34.88 7.28) I L ]
May et al 2020a pFAS 40.4 26.2 22 58.4 271278 106%  -18.00[-29.40,-6.60] I @
May et al 20200 pFAS 46.3 297 16 a8.6 283 413 b.6% -12.30 2711, 2.51] I .
May et al 2020¢ pFAS 32.4 25 23 61.2 27 821 122% -28.80[39.28,-18.32] — ®
Subtotal (95% CI) 211 2372 82.9% -17.59 [-22.05,-13.12] *

Heterogeneity: Tau?= 6.25; Chif=7.23, df =6 {P=0.30); P=17%
Testfor overall effect: Z=7.71 (P = 0.00001}

Total (95% CI) 264 2583 100.0% -18.27 [-22.25, -14.29] L 4

Heterogeneity: Tau®=5.25; Chi*= 931, df=8{FP=032) F=14% _5'0 _2'5 0 2’5
Test for overall effect £=8.99 (P = 0.00001; pFAS  Control

Testfor subgroup differences: Chi*= 060, df=1 (F=0.44) F= 0%

Risk of bias legend
(A) Cverall ROB Rating

a0



Other FASD and Weight Percentiles (7 studies)

ARNDI/Other Control Mean Difference Mean Difference Risk of Bias

Study or Subgroup Mean [%-ile] SD [%-ile] Total Mean [%-ile] SD [%-ile] Total Weight IV, Random, 95% CI IV, Random, 95% CI A
Astley Olson et al 2009 MDIAE 466 31.2 21 B7.6 245 16 12.0% -21.00[-38.95,-3.08] s — []
Chambers et al 2013 ARND 58.8 T3 44 53.3 301 FB1 O 175% 580 [-2.85,13.89] T [ ]
Hasken etal 2021 ARMND 16.2 21.4 74 338 2789 33 18.8% -17.70[23.37,-12.03] - ®
Kahle etal 2021 ARND 52 5.4 14 50.4 26.3 70 14.9% 1.60 [11.38, 14.58] I [ ]
May et al 20208 ARMD B35 332 12 58.4 271 278 11.4% 5101395 24.15] N B [ ]
May et al 20200 ARND 51.2 366 24 586 283 M3 141% -7 40 [-21.62 6.82) — 1 ®
May et al 2020c ARND 423 il 10 61.2 27 521 11.3%  -18.80[-38.25 0.45] - @
Total {95% CI) 209 2372 100.0% -1.24 [17.09, 2.61] -

Heterogeneity: Tau®=126.28; Chi®= 28.07, df= 6 {P = 0.0001}), F= 79% B0 a5 o - 0

Test for overall effect Z=1.44 (P =0.15)

Risk of bias legend
(A) Overall ROB Rating

ARND/Other Contral



Table 5. GRADE ratings for postnatal height

Certainty assessment Ne of patients “

Ne of Risk of Relative Absolute Certainty

studies bias Inconsistency | Indirectness | Imprecision PAE | Control (95% Cl) (95% Cl)

EXPOSURE STUDIES

Height <10t Percentile

Light prenatal alcohol exposure (1-20g/w in at least one trimester) - O studies

Moderate prenatal alcohol exposure (101-200g/w in at least one trimester)

2 serious? serious® not serious very none | 78 319 OR 2.79 - 10100
seriousdef (0.54 to 14.38) Very low

Heavy prenatal alcohol exposure (101-200g/w in at least one trimester)

1 serious® | notserious | not serious very none [ 20 66 OR 2.74 (0.56 - 100]0)
seriousdef to 13.41) Very low

Very Heavy prenatal alcohol exposure (201g+/w in at least one trimester)

3 serious® | notserious | notserious | serious®f | none | 47 338 OR 8.31 - 2 1:100)
(3.68 t0 18.76) Low

Any level prenatal alcohol exposure (exposure dichotomised to yes/no) - no studies

Confirmed prenatal alcohol exposure-Level Unquantifiable

3 serious® | notserious | notserious | serious®’ | none [ 357 347 OR4.75 (2.81 - o000
to 8.02) Low

Height (<12 months of age) (cm)

Moderate, Very Heavy, Any Level — no studies

Light prenatal alcohol exposure (1-20g/w in at least one trimester)

1 serious® | not serious serious® serious’ | none | 112 97 - MD 4.00 lower | OO0
(4.60 lower to Very low
3.40 lower)

Heavy prenatal alcohol exposure (201g+/w in at least one trimester)

1 serious® | not serious serious® serious®f - 30 44 - MD 0.70 lower | @O0
(1.81 lower to Very low
0.41 higher)

Confirmed prenatal alcohol exposure-Level Unquantifiable

2 serious? serious® not serious very none | 40 57 - MD 3.02 lower | OO0
serious®ef (10.55 lowerto | Very low
4.51 higher)

Height (>12 months of age) (cm)

Light, Any Level — no studies

Moderate prenatal alcohol exposure (101-200g/w in at least one trimester)




1 serious® | notserious | notserious | serious - 26 49 - MD 0.30 lower (0.54 | (OO
lower to 0.06 lower) Low
Heavy prenatal alcohol exposure (201g+/w in at least one trimester)
1 serious® | notserious | notserious | seriousdf - 20 49 - MD 0.20 higher | @ OO
(0.05 lower to Low
0.45 higher)
Very heavy prenatal alcohol exposure (201g+/w in at least one trimester)
2 serious® | notserious | not serious serious’ - 37 70 - MD 3.22lower | @O0
(3.57 lower to Low
2.86 lower)
Confirmed prenatal alcohol exposure-Level Unquantifiable
3 serious® | notserious | notserious | serious®’ | none | 74 109 - MD 0.32 o000
lower Low
(1.91 lower to
1.27 higher)
Height Percentiles
Light, Moderate, Very Heavy, Any Level, Confirmed-Level Unquantifiable — O studies
Heavy prenatal alcohol exposure (101-200g/w in at least one trimester)
1 serious® | not serious serious® serious®’ [ none | 30 44 - MD 7.60 lower | OO0
(20.29 lower to Very low
5.09 higher)
DIAGNOSED STUDIES
Height <10t Percentile
FASD
2 serious® | notserious | notserious | serious®f | none | 62 126 OR 12.77 - Y 1010)
(2.89 to Low
56.47)
FAS
2 serious® | notserious | notserious | serious®f [ none | 120 231 OR9.59 (5.48 - OO0
to 16.79) Low
PFAS (pFAS or pFAS/FAS or dysmorphic) - no studies
Other (ARND, ND-AE, SE-AE, Non-syndromal)
1 serious® | not serious | notserious | serious®f | none | 117 185 OR 4.19 (2.38 - Y 1010)
to 7.40) Low
Height (cm) (6-9 years)
FASD
3 serious? serious® not serious | serious®f | none | 70 169 - MD 1.93lower | dOO0O
(6.27 lower to Very low

2.40 higher)




FAS

7 serious? serious® serious® [ not serious | none | 383 956 MD 5.99lower | OO0
(7.79 lower to Very low
4.18 lower)
PFAS (or pFAS/FAS or dysmorphic)
6 serious? serious® serious® serious® | none | 195 | 775 MD 6.39lower | OO0
(9.53 lower to Very low
3.26 lower)
Other (ARND, ND-AE, SE-AE, Non-syndromal)
3 serious® | not serious serious® not serious [ none | 197 383 MD 2.75lower | @O0
(3.99 lower to 1.5 Low
lower)
Height (cm) (9-18 yrs)
FASD
3 serious® [ notserious | notserious very none | 55 69 MD 4.68lower | OO0
seriousd-ef (9.54 lower to Very low
0.19 higher)
FAS
2 serious® | not serious serious® serious®’ [ none | 13 45 MD9.70lower | OO0
(13.23 lower to Very low
6.16 lower)
PFAS (pFAS or pFAS/FAS or dysmorphic)
2 serious® | notserious | notserious | serious®’ | none | 64 69 MD 0.37lower | OO
(3.18 lower to Low
2.44 higher)
Other (ARND, ND-AE, SE-AE, Non-syndromal)
3 serious? serious® serious® serious® | none | 124 98 MD 2.00 higher | OO0
(2.48 lower to Very low
6.47 higher)
Height Percentiles
FASD
1 serious® | notserious | notserious | serious® | none | 14 13 MD 23.64 lower | (OO
(47.72 lower to Low
0.44 lower)
FAS
7 serious? serious® not serious | not serious | none | 200 | 2475 MD 41.16 lower | @O0
(53.20 lower to Low
29.12 lower)
pFAS (pFAS or pFAS/FAS or dysmorphic)
9 serious® serious® not serious | notserious | none | 264 | 2583 MD 19.46 lower | (OO
(25.60 lower to Low

13.31 lower)

Other (ARND, ND-AE, SE-AE, Non-syndromal)




serious? serious?

not serious

seriousd none | 209 2372 -

MD 5.18 lower
(15.11 lower to
4.76 higher)

®O00O

Very Low

Cl: confidence interval; MD: mean difference; OR: odds ratio

Explanations: Explanations: a) >50% of studies were rated as moderate or high risk of bias; b) High heterogeneity (12 >50% and
significant chi-square for heterogeneity); c) >50% of studies had a sample not representative of the Australian populations not
representative of Australia, d) 95% Cl for overall estimate crossed the line of no effect; e) Wide Cl for overall estimate; f) Optimal

information size not met.

Meta-analyses for postnatal height

Exposure studies

Height <10t Percentile

Light PAE and Height <10t Percentile (0 studies)

Moderate PAE and Height <10 Percentile (2 studies)

Moderate PAE Control Odds Ratio Odds Ratio Risk of Bias

Study or Subgroup log[Odds Ratio] SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI A

Jacobson et al 199443 (B.5months) 0 08a3a Kx] B 39.9% 1.00[0.17, 5.7 5

Bandoli et al 2020 {1 2months) 1.7083 04584 45 253 BOA1% A2 [2.25,13.66] —— ?

Total (95% Cl) 78 319 100.0%  2.79 [0.54, 14.38]

Heterogeneity: Tau?= 0.95; Chi*= 2.89, df=1 (P = 0.09); *= 65% ) t I t |

Testfor overall effect Z=1.23 (P=0.22) 0.01 D.1Cnn1rol1 |'|."|DE|EI'E1'[2 F'AE1 oo

Risk of bias legend

(A) Qverall ROB Rating

Heavy PAE and Height <10t Percentile (1 study)
Heavy PAE Control Odds Ratio Odds Ratio Risk of Bias

Study or Subgroup log[Odds Ratio] SE Total Total Weight IV, Random, 95% Cl IV, Random, 95% Cl A
Jacohson et al 19945 (6 Smonths) 1.0062 08113 20 GE 100.0% 274056, 13.41] —-.— ?
Total (95% Cl) 20 66 100.0%  2.74 [0.56, 13.41] e
Heterogeneity: Mat applicable 05002 051 150 5050

Testfor overall effect: Z=1.24 (F=0.21)

Rizk of bias legend
(A) Overall ROB Rating

Contral Heawvy PAE




Very Heavy PAE and Height <10t Percentile (3 studies)

Very Heavy PAE Control Odds Ratio Odds Ratio Risk of Bias
Study or Subgroup log[Odds Ratio] SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI A
7.6.1 Low-Moderate Risk of Bias
Jacobsaon etal 1884a (6.5manths) 27408 0.9658 G 66 18.4% 1550([2.33,102.90] ——F 7
Bandali etal 2020 {1 2months) 1.6537 0.5782 19 253 51.6% 5.23[1.68 16.23] —i— ?
Subtotal (95% CI) 25 319 70.1%  6.96 [2.63, 18.41] -l
Heterogeneity: Tau®= 0.00; Chi®=0.83, df =1 (P=033); F=0%
Testfor overall effect: 2= 3.91 (P = 0.0001)
7.6.2 High Risk of Bias
Little &t al 1990 {4yrs) 25337 0.7596 22 19 29.9% 1260[2.84, 55.84] —— @
Subtotal (95% CI) 22 19 29.9% 12.60 [2.84, 55.84] —a——
Heterogeneity: Mot applicahle
Testfor overall effect: £= 3.34 (P = 0.0009)
Total {95% CI) AT 338 100.0%  8.31[3.68,18.76] S
Heterogeneity: Tau®= 0.00; Chi®=1.36, df =2 (P =051}, F=0% 'D.D1 D'1 1'D 1DD'

Testfor overall effect: Z=510(F = 0.00001})
Testfor subgroup differences: Chif= 043, df=1{(F=051), F=0%

Risk of bias legend
(A) Overall ROB Rating

Any Level PAE and Height <10t Percentile (0 studies)

. Control Very Heawy PAE

Confirmed PAE-Level Unquantifiable and Height <10t Percentile (3 studies)

Confirmed-Unguantifiable Control Odds Ratio Odds Ratio Risk of Bias
Study or Subgroup log[Odds Ratio] SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI A
Graham et al 2013 (8-16yrs) 1.483 0426 110 102 302% 4.41[1.81,1015] —— [ ]
Mattson et al 2010 (7-21yrs) 0.7238 0.6451 38 60 15.2% 2.06[0.58, 7.30] T ®
Mattson et al 2013 {8-17 yrs) 1.8308 0.27489 208 185 54E6% 6.24 [3.64, 10.69] - ®
Total {(95% CI) 357 347 100.0% 4.75[2.81, 8.02] &
Heterogeneity: Tau®= 0.06; Chi*= 262 df=2(P=0.27), F= 24% o oh 0 o0

Testfor overall effect: Z= 582 (F = 0.00001)

Risk of bias legend
(A) Overall ROB Rating

Height (€12 months of age)

Light PAE and Height <12 months of age (1 study)

’ Control Confirmed-Unguantifiable

Light PAE Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean [cm] SD[cm] Total Mean[cm] SD[cm] Total Weight IV, Random, 95% Cl IV, Random, 95% CI A
Marianian et al 2020 {1 2months)* 78 222 112 az 222 ar 100.0% -4.00[-4.60,-3.40] .
Total (95% Cl) 112 97 100.0% -4.00 [-4.60, -3.40] ‘
Heterogeneity; Nat applicakle 5_1 P 55 i :55 1|:|=
Test for overall effect £=12.959 {F = 0.00001) Light PAE Control
Risk of bias legend
(A) Overall ROB Rating
Notes. *Mean and SD estimated from Median and IQR.
Moderate PAE and Height <12 months of age (0 studies)
Heavy PAE and Height <12 months of age (1 study)
Heavy PAE Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean [cm] SD[cm] Total Mean[cm] SD[cm] Total Weight IV, Random,95% Cl IV, Random, 95% Cl A
Careretal 2007 {12months) 741 2.3 a0 748 2.5 44 100.0% -070[F1.81, 0.41] _ .
Total (95% CI) 30 44 100.0% -0.70 [-1.81, 0.41] —aaglii—
Heterngeneity, Mat applicable 52 51 7 ,i 152
Testfor overall effect Z=1.24 (P=0.21) Heawy PAE Control

Risk of bias legend
(A) Overall ROB Rating



Very Heavy PAE and Height <12 months of age (0 studies)

Any Level PAE and Height <12 months of age (0 studies)

Confirmed PAE-Level Unquantifiable and Height <12 months of age (2 studies)

Confirmed-Unquantifiable Control Mean Difference Mean Difference Risk of Bias

Study or Subgroup Mean [cm] 5D [cm] Total Mean [cm] SD[cm] Total Weight IV, Random, 95% Cl IV, Random, 95% CI A
Golden et al 1982 {12 months) 67 8.3 12 T4.4 6.3 12 43.5% -7.40[13.30,-1.50] — ®
Donald et al 2016 (2-dwks) 51.27 5.03 28 5092 3.97 45 56.5% 0.35[-1.54, 2.54] ®
Total (95% Cl) 40 57 100.0% -3.02[-10.55,4.51]

ity: Tau?= : Chif= = = R= } } } } }
?et?;ogenemrl.lT?ru ;224_%8%;)?; _—054833, dif=1 (P=0.032);, F=83% =0 5 b 25 50

estfor overall effect 2= 0.78 (F = 0.43) Confirmed-Unquantifiable Control Group

Risk of bias legend
(A) Overall ROB Rating

Height (cms) (>12 months of age)

Light PAE and Height >12months of age (0 studies)

Moderate PAE and Height >12months of age (1 study)

Moderate PAE Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean [cm] SD[cm] Total Mean[cm] SD[cm] Total Weight IV, Random, 95% Cl IV, Random, 95% CI A
Larrogue et al 1988 (4.5 yrs) 1059 04946 26 1062  0.4945 49 100.0%  -0.30[-0.54,-0.08] 7
Total (95% CI) 26 49 100.0% -0.30 [-0.54, -0.06]
Heteroneneity: Mot applicable I t T I |
Testfor averall effect 2= 250 (P =0.01) Mr\-10cle1rgte P-’-\EDCDmrDED 2

Risk of bias legend
(A) Overall ROB Rating

Note. Larroque et al. 1998 — mean and standard deviation estimates from adjusted mean difference.

Heavy PAE and Height >12months of age (1 study)

Heavy PAE Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean [cm] SD[cm] Total Mean|[cm] SD[cm] Total Weight IV, Random, 95% Cl IV, Random, 95% Cl A
Larrogue et al 1998 (4.5 yrs) 1064  0.4899 20 1062  0.48949 49 100.0% 0.20[-0.05, 0.44] ?
Total (95% CI) 20 49 100.0% 0.20 [-0.05, 0.45]
Heterogeneity: Mot applicable f } 1 t |
T _ -20 -0 0 10 20
Testfor overall effect Z=1.594(F=012) Heaw PAE Control

Risk of bias legend
(A) Overall ROB Rating

Note. Larroque et al. 1998 — mean and standard deviation estimates from adjusted mean difference.



Very Heavy PAE and Height >12months of age (2 studies)

Very Heavy PAE Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean [cm] SD[cm] Total Mean[cm] SD[cm] Total Weight IV, Random, 95% Cl IV, Random, 95% CI A
7.4.1 High Risk of Bias
Coles etal 1891 (5-6yrs) 116491 a.08 kil 1213 3.96 1 1.0% -480[8.359-1.21] - ®
Subtotal (95% Cl) 25 21 1.0% -4.80[-8.39, 1.21] L
Heterogeneity: Mot applicable
Testfor averall effect £= 262 (P = 0.008)
7.4.2 Mean and/or 5D estimated - Low-Moderate Risk of Bias
Larroque et al 1998 (4.8 vrs) 103 05588 12 1062 05584 49 89.0% -3.20[-3.55, -2.89] . ?
Subtotal (95% Cl) 12 49  99.0% -3.20 [-3.55, -2.85] ]
Heterogeneity: Mot applicable
Testfor overall effect Z=17.78 (P = 0.00001)
Total (95% Cl) 37 70 100.0% -3.22 [-3.57,-2.86] L]
_I?et?;ugenewl:lT?fu :ZD_De?Cgrg 22360515;11 (P=038)F=0% CTEEL B 5 7
estfor overall effect: 2= 17.9: F=0 ) Very Heavy PAE  Control
Testfor subgroup diferences: Chi*= 076, df=1 (P =0.38), F= 0%
Risk of bias legend
(A) Overall ROB Rating
Note. Larroque et al. 1998 — mean and standard deviation estimates from adjusted mean difference.
Any Level PAE and Height >12months of age (0 studies)
Confirmed PAE-Level Unquantifiable and Height >12months of age (3 studies)
Confirmed-Unguantifiable Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean [cm]  SD [cm] Total Mean [cm] SD[cm] Total Weight IV, Random, 95% Cl IV, Random, 95% Cl A
Chandran et al 2021 {9-10 yrs) 1228 54 28 123.2 6.9 30 231% -0.40 [3.58, 2.78] [ ]
Kyllerrnan et al 1985 {70-74maonths) 106.1 2649 il 116 14.4 21 1.5% -9.90 22495 3.19] 9
Roos etal 2021 (2-3yrs) 91.349 3.23 25 91.5 374 58 T54% -011 F1.70,1.48] ®
Total (95% Cl) 74 109 100.0%  -0.32[-1.91,1.27]
Heterogeneity: Tau®= 0.21; Chi*= 2.14, di= 2 (P = 0.34); F= 6% -=50 _215 7 215 5=D
Testior overall efiect: Z= 0.40 (P = 0.69) Confirmed-Unquantifiable Control Group
Risk of bias legend
(A) Overall ROB Rating
Height Percentiles
Light PAE and Height Percentiles (0 studies)
Moderate PAE and Height Percentiles (0 studies)
Heavy PAE and Height Percentiles (1 study)
Heavy PAE Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean [*%-ile] SD [%-ile] Total Mean [%-ile] SD [%-ile] Total Weight IV, Random, 95% Cl IV, Random, 95% CI A
Carter et al 2007 {12manths) 334 26 an 41.5 282 44 100.0% -7.60[-20.29 5.09) — .
Total (95% Cl) 30 44 100.0% -7.60[-20.29, 5.09] "*-

Heterageneity: Mot applicahle
Testfor overall effect: Z=117 (P =0.24)

Risk of bias legend
(A) Overall ROB Rating

-20-10 0 10 20
Heavy PAE Control

Very Heavy PAE and Height Percentiles (0 studies)

Any Level PAE and Height Percentiles (0 studies)

Confirmed PAE-Level Unquantifiable and Height Percentiles (0 studies)



Diagnosed studies

Height <10t percentile

FASD and Height <10 percentile (2 studies)

FASD Control Odds Ratio Odds Ratio Risk of Bias
Study or Subgroup log[Odds Ratio] SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI A
de Water et al 2021 28733 1.4941 41 43 298% 1311 [0.70, 245.10] —— @
FPopova etal 2014 2A382 08803 i 83 T42%  12ER[2.25 71.06] —l— @
Total {95% CI) 62 126 100.0% 1277 [2.89, 56.47] ~engif——
Heterogeneity: Tau : 0.00; Chif=0.00,df=1{F=0498); F=0% 'D.EH Df1 1'I:| 1EII:|'
Test for overall effect: £= 3.36 (F = 0.0008) Contral  FASD

Risk of bias legend
[A) Overall ROB Rating

FAS and Height <10t Percentile (2 studies)

FAS Control Odds Ratio Odds Ratio Risk of Bias
Study or Subgroup log[Odds Ratio] SE Total Total Weight IV, Random, 95% CI IV, Random, 85% Cl A
Mattzon etal 2010 FAS 2.6138 06739 41 46 18.0% 13.65[364, 51.14] [ ]
Mattzon etal 2013 FAS 21837 0.3155 78 185 820% 2.88[4.78, 16.48] ‘.‘ [ ]
Total {95% CI) 120 231 100.0%  9.59[5.48,616.79] <
Heterogeneity: Tau = 0.00; Chi*=0.33, df=1 (FP=0.486); F=0% 'IZI.D1 DH 1'IZI 1DD'
Test for overall effect: Z=7.91 (P = 0.00001) Contral  FAS

Risk of bias leqend
(A) Overall ROB Rating

pFAS and Height <10* Percentile (O studies)

Other FASDs and Height <10* Percentile (1 study)

ARND/Other Control Odds Ratio Odds Ratio Risk of Bias
Study or Subgroup log[Odds Ratio] SE Total Total Weight IV, Random, 95% Cl IV, Random, 95% CI A
Mattson et al 2013 Mon-syn 1.4333 0.2888 17 185 100.0% 419 [2.38, 7.40 l ®
Total (95% CI) 117 185 100.0% 4,19 [2.38, 7.40] <
Heterageneity: Mot applicable f f f {
Testfor overall effect: Z=4.95 (P = 0.00001) 0.01 Dl1ControI ARNDI?ZJ?her 1oo

Risk of bias legend
(A) Overall ROB Rating



Height (in cms) (6-9yrs)

FASD and Height (6-9 yrs) (3 studies)

FASD Control Mean Difference Mean Difference Risk of Bias

Study or Subgroup Mean [cm] SD[cm] Total Mean[cm] SD[cm] Total Weight IV, Random, 95% Cl IV, Random, 95% CI A

1.5.1 Low-Moderate Risk of Bias

Kodituwakku Coriale et al 2006b 116.1 h.22 22 1216 4.69 B0 383% -550[-7.497 -3.03] —a— B

Subtotal (95% Cl) 22 60 38.3% -5.50([7.97,-3.03] e

Heterogeneity: Mot applicahle

Testfor averall effect 2= 4.36 (P = 0.0001)

1.5.2 High Risk of Bias

Mayak etal 2012 1071 942 27 1048.2 8.5 26 28.3% 1.90 293, 6.73] — [ )

FPopova et al 2019 1328 7.7 hal 1334 7.2 83 334% -110[4.74,254)] . o

Subtotal (95% CI) 48 109  61.7%  -0.01[-2.92, 2.89] -

Heterogeneity: Tau®= 0.00; Chi*=0.95, df=1 {F =033}, F= 0%

Testfor averall effect Z2=0.01 (P = 0.949)

Total {95% CI) 70 169 100.0%  -1.93 [-6.27, 2.40] -q—

Heterogeneity Tau®=11.19; Chi®= 8.89, df= 2 (P = 0.013; F=78% =-1D '5 p é 1D=

Testfor overall effect 2= 0.87 (P =0.38) FASD Control

Testfor subgroup differences: Chi*=7.85, df=1 (P=0005), F=87 4% ’

Risk of bias legend

(A) Overall ROB Rating

FAS and Height (6-9 yrs) (7 studies)
FAS Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean [cm] SD[cm] Total Mean[cm] SD[cm] Total Weight IV, Random, 95% CI IV, Random, 95% CI A
2.5.1 Low-Moderate Risk of Bias
Maidoo et al 2005 FAS 121.1 q.62 90 126.79 2.53 90 18.3% -5.68 [-6.95 -4.41] - ?
Subtotal {95% CI) a0 a0  18.3% -5.68 [6.95, 4.41] [
Heterageneity: Mot applicable
Testfor overall effect: Z=8.74 (F = 0.00001)
2.5.2 High Risk of Bias
Blanck-Lubarsch et al 2013h FAS 130.2 9.3 25 132 127 30 6.5% -1.80 [-7.63, 4.03] — L ]
Hagken etal 2021 FAS 1111 4.6 96 116.8 85 313 18.7% -5.70 [-6.90,-4.60] - ®
May et al 2000 FAS 109.5 6.06 46 11487 .69 42 13.9% -6.20[-8.87,-3.53] - ®
May et al 2007 FAS 114.3 4492 a5 1149 5895 145 17.3% -4 70 [-6.32,-3.08] - [ ]
May et al 2015 FAS 119.5 6.51 7 122.8 553 190 2.1% -3.30 219, 1.59] /T ®
Yiljoen et al 2005 FAS 108.6 454 G4 119.2 7A7 146 17.2% -10B0[12.24,-8.96] - ®
Subtotal (95% CI) 293 866 B1.7% -5.94 [-8.27, -3.61] &
Heterogeneity: Tau®= 6,28, Chi®= 3478, df= 5 (P = 0.00001}; 7= 86%
Testfar averall effect: 2= 4.99 (P = 0.00001})
Total (95% CI) 383 956 100.0% -5.99 [-7.79, 4.18] *
Heterogeneity: Tau®= 422, Chi®= 3574, df=6 (P = 0.00001}; F= 83% f } t f
Test for overall effect Z= B.50 (P < 0.00001) 20 0 o
- : S FAS Control
Test for subgroup differences: Chi*=0.04, df=1 (P = 0.89), F= 0%
Risk of bias legend
(A) Overall ROB Rating
pFAS and Height (6-9 yrs) (6 studies)
pFAS Control Mean Difference Mean Difference Risk of Bias

Study or Subgroup Mean [cm] SD[cm] Total Mean[cm] SD[cm] Total Weight IV, Random, 95% CI IV, Random, 95% CI A

3.6.1 Low-Moderate Risk of Bias

Aragon et al 2008 (falian) pFASIFAS 11813 471 23 121.71 5.2 87 167% -3.88 [-5.93,-1.23] —= B

Subtotal (95% Cl) 23 57 16.7%  -3.58 [-5.93, -1.23] L 2

Heterogeneity. Mot applicable

Testfor averall effect 2= 298 (F=0.003)

3.6.2 High Risk of Bias

Coles et al 1997 FASIFAE 118.23 566 28 1284 622 35 187%  -917[12.20,-6.14] — [ J

Davies et al 2017 pFASIFAS 95.3 a7 29 105.6 4.4 35 168.5% -10.30[12.84,-7.76] = [ J

Hasken etal 2021 pFAS 1151 7.6 a1 116.8 55 M3 1T74% -1.70 [-3.46, 0.06] - [ J

May et al 2007 pFAS 1148 451 18 118 585 145 168% -4.20 [-6.50,-1.90] - [ J

May et al 2015 pFAS 113 485 149 1228 843 190 169% -9.80[11.99, -7.61] - [

Subtotal (95% CI) 172 718 83.3% -6.97 [-10.68, -3.26] -

Heterogeneity: Tau®= 16.40; Chi*=51.97 df=4 (P = 0.00001); F=92%

Testfor averall effect: Z= 3.68 (P = 0.0002)

Total (95% CI) 185 775 100.0% -6.39[-9.53, -3.26] <

Heterogeneity: Tau®= 13.90; Chi*= 55648, df= 5 (P = 0.00001}; F=91% _250 _150 ) 150 250

Testfor overall effect: Z= 3.93 (P = 0.0001) pFAS Control

Testfor subaroup differences: Chi®= 229, df=1(P=013), F=56.3%

Risk of bias legend
(A) Overall ROB Rating



Other FASD and Height (6-9 yrs) (3 studies)

ARND/Other Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean [cm] SD[cm] Total Mean[cm] SD[cm] Total Weight IV, Random, 95% Cl IV, Random, 95% CI A
Caoles et al 1997 Non-syn 126.21 B.58 B2 1284 6.22 35 201%  -219[-4.82 0.44] — T []
Davies et al 2017 Man-syn 101.4 6.4 a7 1056 4.4 35 27A% -420[E.41,-1.98] — ®
Hasken et al 2021 ARMD 114.8 6.1 T8 116.8 548 33 524% -Z20[3.68,-0.72] —— @
Total (95% CI) 197 383 100.0% -2.75[-3.99, -1.50] -
Heterogeneity, Tau*= 019, Chi®= 235, df =2 (P =031}, F=15% b % 1D=
Testfor averall effect £=4.33 (P = 0.0001) ARMDI/Other Control
Risk of bias legend
(A) Overall ROB Rating
Height (in cms) (9-18 yrs)
FASD and Height (9-18 yrs) (3 studies)
FASD Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean [cm] SD[cm] Total Mean[cm] SD[cm] Total Weight IV, Random, 95% Cl IV, Random, 95% Cl A
Spottiswoode etal 2011 131.3 9.6 13 136.49 [l 12 52.2% -520[11.83 1.53] — [ ]
Taggart etal 2017 138.2 394 18 146.4 194 26 B1% -8.20[27.87,11.47] + ®
Wiozniak etal 2013 159.3 12.2 24 162.8 16.3 31 41.6%  -3.50[-11.03, 4.03] L ®
Total {95% CI) 55 69 100.0%  -4.68 [-9.54,0.19] el
Heterogeneity Tau?= 0.00; Chi*= 0.24, df= 2 {P = 089 F=0% 55 B % 1'0
Testfor overall effect: Z=1.88 (P = 0.08) FASD Control
Risk of bias legend
(A) Overall ROB Rating
FAS and Height (9-18 yrs) (2 studies)
FAS Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean [cm] SD[cm] Total Mean[cm] SD[cm] Total Weight IV, Random, 95% CI IV, Random, 95% CI A
Jacobson etal 2011 FAS 124 a2 B 1372 a1 289 241% -1220[19.39,-5.01] —a— ®
Meintjes et al 2014 FAS 12048 349 7 129.7 58 16 75.9% -8.90[12.495, -4.85] n ®
Total (95% CI) 13 45 100.0% -9.70[-13.23, -6.16] L 2
Heterogeneity: Tau®=0.00; Chi*=0.61, df=1 (F=043);, F=0% g 255 SD=
Test for averall effect: Z= 538 (P = 0.00001) FAS Control
Risk of bias legend
(A) Overall ROB Rating
pFAS and Height (9-18 yrs) (2 studies)
pFAS Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean [cm] SD[cm] Total Mean[cm] SD[cm] Total Weight IV, Random, 95% CI IV, Random, 95% CI A
Coles etal 2002 dysmorphic 162.4 11.43 46 161.44 10067 53 M.3% 0.96 -3.42,5.34] o
Meintjes et al 2014 pFAS 128.4 4 18 129.7 5.8 16 48.8% -1.30 [-4.96, 2.26] .
Total (95% CI) 64 69 100.0%  -0.37 [-3.18, 2.44]

Heterogeneity, Tau®= 0.00; Chi®= 060, df=1 (P =044}, F=0%
Test for overall effect: 2= 026 (P =0.80)

Risk of bias legend

(A) Overall ROB Rating

,
0 25 &0

pFAS Control



Other FASD and Height (9-18 yrs) (3 studies)

ARND/Other Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean [cm] SD[cm] Total Mean[cm] SD[cm] Total Weight IV, Random, 95% Cl IV, Random, 95% CI A
Coles etal 2002 Mon-syn 163.8 99 az 161.44 10.67 53 39.1% 236[1.22 5.94] [ ]
Jacobson etal 2011 Nan-syn 135 945 28 137.2 8.1 29 337%  -2Z0[6.79,2.39] @
Meinties et al 2014 Mon-syn 136.4 10 14 1287 5.8 16 27.1% 6.70[0.74,12.6E] o
Total {(95% CI) 124 98 100.0% 2.00 [-2.48, 6.47]
Heterogeneity: Tau : Q47 Chi*=4561,df=2(P=006) P=64% e a0 5 10 a0
Testfor averall effect Z=0.88 (P =038} ARMDI/Other Control

Risk of bias legend
(A) Overall ROB Rating

Height Percentiles

FASD and Height Percentiles (1 study)

FASD Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup  Mean [%-iles] SD [%-iles] Total Mean [%-iles] 5D [%-iles] Total Weight IV, Random, 95% CI IV, Random, 95% ClI A
Wyozniak et al 2006 479 32 14 T1.84 31.8 13 100.0% -2364 [-47.72,044] —.— ®
Total (95% Cl) 14 13 100.0% -23.64 [47.72, 0.44] e
Heterogeneity: Mat applicable f t y |
Testfor overall effect: Z=1.92 (F=0.0%) 100 -50 FASDUCUntrUISD 100

Risk of bias legend
(A) Overall ROB Rating

FAS and Height Percentiles (7 studies)

FAS Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean [%-iles] SD [%-iles] Total Mean [%-iles] SD [%-iles] Total Weight IV, Random, 95% Cl IV, Random, 95% Cl A
2.7.1 Low-Moderate Risk of Bias
Aragon et al 2008b (Am Indian) FAS (] 435 10 T0.491 2473 32 141% -B4.31[-73.29,-55.33] - ?
May etal 2010 (SA) FAS a6 B.65 GE 2549 242 157 151% -2030[24.41,-16.19] - B
Subtotal (95% CI) 76 189  20.2% 4212 [-85.24,1.01] -*-—

Heterogeneity: Tau®= 95574, Chi*= T6.24, df=1 (P = 0.00001); F=95%
Test for averall effect Z=1.91 {P = 0.08)

2.7.2 High Risk of Bias

Chambers etal 2019 FAS 13 149 5 488 285 7A1 128% -35.80[40.02,-22.58) — o
Hasken et al 2021 FAS 54 75 OB 336 261 M3 152% -28.20[31.46,-24.94] = @
May et al 2020a FAS 10 123 4 525 271 278 132% -4250[54.97,-30.03 — o
May et al 2020k FAS 8 9.8 8 528 282 413 145% -4480[52.12,-37.48) - o
hay et al 2020c FAS 7 3 11 £0.3 276 821 150% -5330[57.71,-48.89 - e
Subtotal (95% CI) 124 2286 70.8% -40.99 [-53.80, -28.18] <

Heterogeneity: Tau®= 193.57; Chi*= 84.86, df= 4 (P = 0.00001); F= 95%

Testfor overall effect: £=6.27 (P = 0.00001)

Total (95% CI) 200 2475 100.0% -41.16 [-53.20, -29.12] <

Heterogeneity: Tau®= 246.24; Chi*= 181.08, df = 6 (P = 0.00001);, F= 97% f f f |
Testfor overall effect Z= 6.70 (P < 0.00001) -100 -30 FASU CDntrDISD 100

Testfor subgroup differences: Chi?=0.00, df=1 (P =0.86), P=0%

Risk of bias legend
(A) Overall ROB Rating



pFAS and Height Percentiles (9 studies)

pFAS Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean [%-iles] SD [*%-iles] Total Mean [%-iles] 5D [%-iles] Total Weight IV, Random, 95% Cl IV, Random, 95% CI A
3.8.1 Low-Moderate Risk of Bias
Aragon et al 2008k (Am Indian) pFAS .21 2483 14 70.91 2473 32 8.9% -39.70[55.28,-2412) I ?
May etal 2010 {talian) FASIpFAS 375 28.31 k] 833 282 179 133%  -1580[25.94,-5.66] — B
Subtotal (95% CI) 53 211 22.2%  -26.99 [-50.36, -3.62] e
Heterogeneity: Tau®= 240.63; Chi*= 6.35, df=1 {P =001}, F=84%
Test for averall effect Z= 226 (F=0.02)
3.8.2 High Risk of Bias
Astley Olson et al 2009 pFASIFAS 335 36 20 606 342 16 5.8% 27 10[48.84 -5.36] —_— .
Chambers et al 2019 pFAS 338 27 44 488 285 761 158.2% -1500[23.23,-6.77] [ )
Hasken etal 2021 pFAS 245 215 =l 338 261 313 17.49% -910[-14.60,-3.60] - [ )
Kahle et al 2021 pFASIFAS 316 ars g 4849 283 Ta 29% -17.30[-50.83,16.23] _ .
May et al 2020a pFAS 331 224 22 6248 271 2T8 136% -19.40[29.29,-9.591] - [ )
May et al 2020k pFAS 344 264 16 528 282 413 106%  -17.80F31.17,-4.63] - o
May et al 2020c pFAS 323 283 23 603 276 5821 11.8% -2800[-39.81,-16.149] - o
Subtotal (95% CI) 21 2372 T7.8% 17.21[-23.03,11.38] L 2
Heterogeneity: Tau®= 2537, Chi*=11.22 df=6 (P =008}, F=47%
Test for averall effect: £= 578 (P = 0.000013
Total (95% CI) 264 2583 100.0% -19.46 [-25.60, -13.31] L 2
Heterogeneity: Tau®= 46.93; Chi*= 20,80, df= § (P = 0.009); = 61% t t t |
Testfor overall effect 2= 6.21 (F < 0.00001) -1o0 50 pFASU cmrmsn 100
Testfor subgroup differences: Chi*= 063, df=1{P=043), F=0%
Risk of bias legend
(A) Overall ROB Rating
Other FASD and Height Percentiles (7 studies)
ARNDIOther Control Mean Difference Mean Difference Risk of Bias

Study or Subgroup Mean [%a-iles] SD [%-iles] Total Mean [%-iles] SD [%-iles] Total Weight IV, Random, 95% CI IV, Random, 95% CI A
Astley Olson et al 2009 NDIAE M7 308 2 G0.6 34.2 16 106% -2590[47.24 -4586) ——————— [ ]
Chambers et al 2019 ARND a4.6 26.4 44 48.8 2848 TB1 181% 5.80[2.26, 13.86] T @
Hasken etal 2021 ARND 17.3 202 78 336 261 33 19.4% -16.30[21.63,-10.97] - ®
Kahle etal 2021 ARND 54.8 eI 19 489 283 TOO137% 590 [9.58, 21.38] T @
May et al 20208 ARND a9.6 4.3 12 52.5 271278 114% TAO[R12.57 26.77] -1 ®
May et al 20200 ARMD 434 26.7 25 52.8 282 413 166% -9.40 [-20.21,1.41] T .
May et al 2020c ARND 86.5 356 10 60.3 276 821 102%  -3.80[2599 18.349) e ®
Total (95% Cl) 209 2372 100.0% 518 [15.11,4.76] *

it - . - - SR = ! 1 } ]
Heterogeneity: Tau*="124.79; Chi*= 2880, df= 6 (P = 0.0001); F=79% '-SD _2|5 ﬁ 2|5 50-

Testfor overall effect Z=1.02(P=0.31)

Risk of bias legend
(A) Overall ROB Rating

ARNDIOther Control
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