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<11 years at diagnosis (trios=249, cases=161, and controls=239)*
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Extragonadal (trios=156, cases=87, and controls=117)*
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Intracranial (trios=177, cases=115, and controls=190)*
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Germinoma (trios=146, cases=177, and controls=258)*

rs3219104 - —_— N
rs55749605 —_—————— 06 ®
rs10936600 - ——
rs13137667 4 —_————— °
rs4691895 1 — ) MR Test
rs34991172 4 * e 034
- — . . .
rggé;ggézg ] 1 8 ® * Inverse variance weighted
rs9419958 - e 3
15228505 — e+ o d1A0 / MR Egger
rs2302588 - : — S 00- s
rs3785074 _————— = o 1 Simple mode
rs62053580 : . & /
rs7194734 _— = °
rs8105767 A —_—— [ e Weighted median
rs75691080 [P % 034
rs34978822 4 g . :
1973624724 - I WA %) ° Weighted mode
All - MR Egger A | ——ge—
All - Weighted median = 0.6 -
All - Inverse variance weighted - = e
-10 0 10 20 0.04 0.08 0.12 0.16
MR effect size for 'Exposure’ on 'outcome’ SNP effect on Exposure
Teratoma (trios=145, cases=286, and controls=336)*
rs3219104 —_—— 064
rs55749605 4 _— e — ’
rs10936600 4 ——
rs13137667 4 g
rs4691895 - e aer— [} MR Test
rs34991172 . £ 03l
rsrgszg?lézg : .—.— 8 Inverse variance weighted
1 =3
rs9419958 —_—— 3 o
rs228595 o . put . MR Egger
re5 705074 1 * S oot
Is. b " g 4 ° s .
rs62053580 . 8 | —T— Simple mode
157194734 1 . = o . ) .
rs8105767 4 B ——— [ (4 Weighted median
rs75691080 » % 034
rs34978822 4 g : L4 ;
1973624724 I P n . Weighted mode
] . °
All - MR Egger 4 —— L4
All - Weighted median —— 0.6
All - Inverse variance weighted - —— o
-10 0 0.04 0.08 0.12 0.16

MR effect size for 'Exposure’ on 'outcome’

SNP effect on Exposure

Yolk sac tumor (YST; trios=134, cases=62, and controls=89)*

rs3219104 -
rs55749605 o
rs10936600 |
rs13137667 o
rs4691895 -
rs34991172 A
rs2736176
rs59294613 A
rs9419958
rs228595
rs2302588 -
rs3785074
rs62053580 |
rs7194734 4
rs8105767 4
rs75691080 -
rs34978822 |
rs73624724 A

All - MR Egger A
All = Weighted median -

All - Inverse variance weighted -
T

0.6

SNP effect on outcome

-0.6 1

MR Test

Inverse variance weighted

/ MR Egger

Simple mode

/ Weighted median

Weighted mode

20 ~10 20
MR effect size for 'Exposure’ on 'outcome’

0.04 0.08 0.12
SNP effect on Exposure

Mixed/Other (trios=162, cases=309, and controls=372)*

0.16

rs3219104 4
rs55749605 -
rs10936600 o
rs13137667 o

rs4691895 -
rs34991172 A

rs2736176
rs59294613 A
rs9419958
r$228595 -
rs2302588 -
rs3785074
rs62053580 -

rs7194734 4

rs8105767 -
rs75691080
rs34978822 4
1s73624724

All - MR Egger
All - Weighted median 4

All - Inverse variance weighted

————
——
-

0.6 1

0.31

MR Test

Inverse variance weighted

/ MR Egger

0.0

-0.31

SNP effect on outcome

-0.6 1

Simple mode

/ Weighted median

Weighted mode

0

-10 10

MR effect size for 'Exposure' on 'outcome’

0.04 0.08 012
SNP effect on Exposure

0.16

Supplemental Figure 2. Mendelian Randomization (MR) analysis results for the
association between individual SNPs that genetically predict leukocyte telomere length
(LTL) and pediatric germ cell tumors (GCT) for the Li et al. (2020) genetic instrument
excluding TERT. Forest plots (left) show the effect estimate per variant using MR Wald
Ratio single SNP test, and overall MR estimates using MR Egger, weighted median,
and inverse-variance weighted (IVW) estimators. Black dots represent the betas
corresponding to a per 1 kb increase in LTL and black horizontal lines represent 95%
confidence intervals. Scatter plots (right) are of the effect of each variant on LTL and
pediatric GCT showing the per— allele association with pediatric GCT risk (outcome)
plotted against the per- allele association with kb of LTL (exposure). The vertical and
horizontal gray lines represent standard error for each SNP. *Subgroup analysis
included trios, Hispanic and White case—control only samples to get stable estimates.
African American and Asian case control samples were not included in subgroup
analyses due to small sample size.





