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Figure 2. Parameter estimation results of EncoreDNM. (a) Boxplot of 8 estimates in single-trait analysis with o fixed at 0.75. (b) Boxplot of o estimates
in single-trait analysis with 3 fixed at -0.25. (c) Boxplot of p estimates in cross-trait analysis with 3 and o fixed at -0.25 and 0.75. True parameter values
are marked by dashed lines. The number above each box represents the coverage rate of 95% Wald confidence intervals. Each simulation setting was

repeated 100 times.
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Figure 4—figure supplement 1. Likelihood ratio test shows significantly improved goodness of fit of the mixed-effects Poisson model compared to a
fixed-effects model without the deviation component. Results with —log;, P > 100 are truncated to 100 for visualization purpose.
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from DD probands.
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Figure 5—figure supplement 5. Lollipop plot for LoF DNMs in FBXO11. The red arrow highlights the two identical DNMs in ASD and CH. Other
DNMs are from DD probands.
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Figure 5—figure supplement 6. DNM genetic sharing in nine disorders estimated for LoF, Dmis, Tmis, and synonymous DNMs using mTADA.

Significant genetic sharings (FDR <0.05) are marked by asterisks.
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marked by asterisks.
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Figure 5—figure supplement 8. Comparison of GWAS- and DNM-based estimation of genetic sharing among five disorders. The upper triangle
represents enrichment correlations estimated by EncoreDNM. The lower triangle represents genetic correlations estimated from GWAS summary
statistics by cross-trait LDSC. We used GWAS on cognitive performance as a proxy for ID. Larger square represents more significant p-value, and deeper
color represents stronger correlation. Significant correlations (FDR <0.05) are shown as full-sized squares marked by asterisks.
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more significant p-value, and deeper color represents stronger correlation. Significant correlations (FDR <0.05) are shown as full-sized squares marked
by asterisks.

Guo et al. eLife 2022;11:e75551. DOI: https://doi.org/10.7554/eLife.75551 23 of 27



e Llfe Research article

Genetics and Genomics

o & ® © S
S EFLFoRCLE RS S LT RLE SR
M o
B L .
ool B He-| -Nm
06

(@]

— I

w) o
.‘* -

o

T

o

CcP

|
-

[S]
]

EP*. .
|

Q
T

CH

LHE ' LHE

C

DD
ASD
SCzZ

CHD

TD
EP
CP

CH

synonymous .

RS
T RCE &R

RS

- 06

LHE

Figure 6—figure supplement 5. DNM enrichment correlations in HHE genes (upper triangle) and LHE genes (lower triangle) for Dmis, Tmis, and
synonymous variants. Larger square represents more significant p-value, and deeper color represents stronger correlation. Significant correlations (FDR

<0.05) are shown as full-sized squares marked by asterisks.

Guo et al. eLife 2022;11:e75551. DOI: https://doi.org/10.7554/eLife.75551

24 of 27



ELlfe Research article Genetics and Genomics

SJ
=
cooo |
oo

5

77
SbbS4
Yo r )

1
- e

Figure 6—figure supplement 6. DNM enrichment correlations in CHD-related pathways for Dmis and Tmis variants. Larger square represents more
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Figure 6—figure supplement 7. DNM enrichment correlations between nine disorders and controls in HHE and LHE gene sets. Larger square

represents more significant p-value, and deeper color represents stronger correlation. Significant correlations (FDR <0.05) are shown as full-sized
squares marked by asterisks.
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Figure 6—figure supplement 8. DNM enrichment correlations between CHD and controls in CHD-related pathways. Larger square represents more
significant p-value, and deeper color represents stronger correlation. Significant correlations (FDR <0.05) are shown as full-sized squares marked by

asterisks.
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