Epigenetic timing effects on child developmental outcomes:
A longitudinal meta-regression of findings from the Pregnancy And Childhood Epigenetics Consortium
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Fig. S1: Distribution of effect sizes and statistical significance for DNAm at birth and in childhood. Mean effect sizes (left
column) and mean statistical significance (right column) across all tested autosomal DNAm sites per outcome (y-axis) and timepoint.
Upper row displays results from analyses utilizing maximum available sample sizes. Lower row displays results from analyses with
cohorts removed to achieve equal sample sizes at both timepoints. Effect size is given as absolute regression coefficient (| B |),
representing the difference in child health outcomes in SD between full or no methylation in the case of continuous outcomes
(ADHD, general psychopathology, sleep duration and BMI), or log(odds ratio) for categorical outcomes (asthma diagnosis). Effect sizes
are displayed on log-scale but y-axis units are in original units. Statistical significance is given as mean absolute Z-values and again

displayed on a log-scale.
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Fig. S2: Manhattan plot of DNAm associations at birth or in childhood. Manhattan plot displaying the -log;, p-value (y-axis) for DNAm
associations at birth (bottom plots) or in childhood (upper plots) per site (x-axis) per outcome. Red line indicates genome-wide significance

(Bonferroni: 1/number of tested probes), yellow line represents suggestive threshold (1*107°). Bottom ideogram displays cytobands.
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Fig. S3: Manhattan plot of association change. Manhattan plot displaying the -log,, p-value (y-axis) for change in DNAm association from
birth to childhood per DNAm site (x-axis) per outcome. Red line indicates genome-wide significance (Bonferroni: 1/number of tested

probes), yellow line represents suggestive threshold (1*10°). Bottom ideogram displays cytobands.

Change in DNAm-health associations from birth to childhood

7
a] °s
o o o = 5 &
o . . & 3 s 7
< g o ey g g s et s w5 * sl
i 0 adih Lo udig 2 Sertos & oot 43 Sed.e [y L 4] O s S
g 5 PR . ! R 0
2
1
0
10
9
8
o G ¢
W 3 -
o gomemnnnt . . < . -5 2
. . . x ¥
0] ., s B N , - X $erdl
rae g Vi TR © 0gd o a2 PR R e R o |
Sl L iind fie el TPkt att 3 %l i & Jod sy I
. T 2
1
0
10
9
8
¥
a 6
g s
8 : 2 : : P $
[ $. 2% Sae e RO : 0 oo - o4
T PR o Y %) ‘x' IO 8 J-‘} ie O -, 5
1y 2 2
1
]
10
9
8
7
_ 6
s o . 3 s . s 3
.s v - . g 04 . L =
o % A ot in o . . * o . 2
cp b eten 2 o i S 4 o8 &g, ‘e s’ 1,03 1%, S . L
Lt et o g N A R e &3 o, 4.3 K ¥ b Sk e 3
2
1
)
10
9
8
£
i
=
7]
<

NN ERERETE
TV e T eV



Fig. S4: Effect size change ratio across different p-value thresholds. Number of DNAm sites with increasing effect size divided by
number of DNAm sites with decreasing effect size from birth to childhood (y-axis). Y-axis values higher than 1 indicate more DNAm sites
with increasing effect size vs decreasing. DNAm is categorized as changing according to different p-value thresholds of change (-log;, p-
values; x-axis). No thresholding based on statistical significance of change is applied on the left, but becomes increasingly stringent

towards the right.
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Fig. S5: Correlations between DNAm effects at birth and childhood and across outcomes in ASLPAC. This correlation matrix displays
Spearman correlations between regression coefficients for DNAm at birth and childhood and across outcomes. Intensity of red represents

higher positive correlations and blue lower negative correlations. Estimates are based on ALSPAC cohort only.
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