Supplementary Figure 1. Expression heatmap of 22 medulloblastoma group-specific genes in the NanoString CodeSet across a
cohort of 99 adult medulloblastomas
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Supplementary Figure 2. Kaplan-Meier survival curves (OS) of adult
medulloblastoma patients (a), stratified by (b) age group, (c) sex, (d) location, (e)
metastasis, (f) histological type, (g) resection extent and (h) adjuvant therapy

a 1.0— . b 1.0
S Median OS: 102 months S
g 08— 5-year OS rate: 60.3% 208 Age =30 (n=30)
(7] (7]
g 0.6 g 0.6~
o o
; 0.4— 30.4— Age 18-29
fo. (0
_§ .2 % 0.2—
* 00— a 0.0 p=0.125
0 30 60 9 120 150 180 0 30 60 9 120 150 180
Time Since Diagnosis (Months) Time Since Diagnosis (Months)
¢ ' d _1e] L Cerebellar
2 2 :
g 0.8+ Female (n=30 £ 0.8- hemisphere
3 (n=30) 3 (n=30)
g 0.6— g 0.6— L
o 1) Fourth -{':‘ Cerepellar
; 0.4 '(\r/-llil4eS) g 0.4- yentricle vermis (n=1 3)
g 0.2— E 0.2- (n=17)
° °
* 00 p=0.167 < p=0.597
0 3 60 9 120 150 180 0 3 60 9 120 150 180
Time Since Diagnosis (Months) Time Since Diagnosis (Months)
e 3 1.0 f 3 07 Desmoplastic/
2 o8- M- (n=58) 2 06 nodular (n=27)
(7] (7]
T 06 T s .
g 0.6 g 0.6 Classic (n=44)
"g 0.4 'g 0.4—
g 0.2- g 0.2-
& ol p=0.005 a 0.0 p=0.075
0 30 60 90 120 150 180 O 30 60 9 120 15 180
Time Since Diagnosis (Months) Time Since Diagnosis (Months)
g _10- h 10
£ GrOSSt_tOTa' £ . With adjuvant
a resection a therapy (n=61)
— (n=55) T os
g g
o o
S 0.4 i S 0.4 . .
£ Subtotal £ Without adjuvant
| 0.2- . | 0.2 therapy (n=8)
8 resection (n=7) 3
* 00 p=0.526 & ol p<0.001
0 30 60 90 120 150 180 0 30 60 9 120 150 180

Time Since Diagnosis (Months)

Time Since Diagnosis (Months)




Supplementary Figure 3. H&E photomicrographs of adult Group 3
medulloblastomas
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Supplementary Figure 4. Gene-level summary plots of mutations in (a) CTNNB1,
(b) APC, (c) TP53, (d) DDX3X, (e) FBXW?7, (f) PTCH1, (g) SMO, (h) KBTBD4, (i)
NOTCH?1 and (j) TCF4. Green, missense mutations; Brown: in-frame mutations;
Black: truncating mutations
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Supplementary Figure 4 (continued). Gene-level summary plots of mutations in (a)

CTNNB1, (b) APC, (c) TP53, (d) DDX3X, (e) FBXW?7, (f) PTCH1, (g) SMO, (h)
KBTBD4, (i) NOTCH1 and (j) TCF4. Green, missense mutations; Brown: in-frame
mutations; Black: truncating mutations
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Supplementary Figure 5. Sanger sequencing chromatograms showing concurrent
WNT and SHH pathway gene mutations in adult WNT medulloblastomas

p.T179M

Example Sanger sequencing chromatograms
43/M, with o Ao s s
concurrent
CTNNB1 and | CTNNBH1
PTCH1 NM_001098209
mutations c.C98G
p.S33C
PTCH1
NM_000264
c.968delT
p.L323fs*0
47/F, with
concurrent
APC and APC
SMO NM_001127511
mutations c.G7A
p.A3T
SMO
NM_005631
c.C536T




Supplementary Figure 6. Sanger sequencing chromatograms showing TERT
promoter mutations in adult SHH medulloblastomas
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Supplementary Figure 7. Oncoprint summary showing mutations in genes related
to chromatin modification

Age

Sex

Molecular Group

Histological Type

Metastasis

KMT2D
KMT2C
KDM6A
SETD2
CREBBP
BCOR
GSE1
ZMYM3
SMARCA4
SMARCB1
ARID1A
ARID2
H3F3A

ATRX

Genetic Alteration

Age

Sex

Molecular Group

Histological Type

Metastasis

il LT LR LR LR
w IR nninnnnmnmnmmm
= [IIIannnnmnmnnm
v IR nnnmmmmmmm
o JIIITNNEEERRNRREERER AR R
= [ inymnnmm
= Iy
el LR
% JIHIRHEITN i snnmmmnmmnmmm
2o [HININERRREEERRRRRERRRRERARRRERARRR AR
o  [IIHIITNTimnmmnmnmmmmmm
2o% [IRNINEERREEEARRRRERRRRERARRRERARRRRRRnRR AR
o IIHITNNEIINNE IRy
s JIHITNNEEERRNERARRE R

# Inframe Mutation B Missense Mutation B Truncating Mutation | No alterations
[0 [>=30

[ Femate || Male

fwnt Isie [crows || croup 4

| ciassic || Desmoplasticinodutar | Large cellianaplastic

I Metastatic I Non-metastatic =~ No data



