Clinical and molecular features in medulloblastomas subtypes
in children in a cohort in Taiwan
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Figure S1. The clustering and relationship between subgroups and subtypes of MBs in this cohort.
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Figure S2. Fusion genes distributions in MB subgroups.
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Figure S3. (a) The scores of the infiltrating M2 macrophages cells in SHH MB subtypes in the SickKids cohort. p value
calculated by Kruskal-Wallis test. (b) The overall survival based on high or low M2 macrophages cells infiltration in SHH
MB:s in the SickKids cohort. p value calculated by log-rank test.



|

5. p=002 p=0.0018
o o —
5 — ‘N .
g ) $10- ==
g 10~ [ g
R —  — 2
4 o
g &
o . _J 3 s5-
9
3 2
o o
0- 0-
SHHa  SHHB  SHHy NB SHHa  SHHB
p=0.88 100- p=076
S : ]
29 ——F—— 3 75
; :i‘: P ==
s —
o d
8 g [ —]
gs' ® 50-
g g
-
Q 3- § 25
o o]
= o
o- 0.0-
SHHa SHH B SHHY NB SHHa  SHHB
( ) SHH SHH

CCL2 + Low = High

CD68 + Low = High

|
il

SH.N Y

N8

I
|

125- p=028 p=0.18
L —
3100-5;], $9- 3
s — E
5 c
75 o
2 4
8 2
g so- 8
-
g 25 2
0.0- 0-
SHHa  SHHB  SHHy NB SHHa  SHHB
p=0.0066 100-  p=0.0076
E o
3 3 =
S 10- =  — £ 7s- —
c
H g
4 8
o 5 50-
g 5
o 5-
« N
T O 25-
a =
o o
0- 00-
SHHa SHH B SHH y NB SHHa SHH B
SHH SHH

CD163 + Low + High

SHHY

MSR1 + Low = High

NB

2 20 20 2
Years Years
Low 8(0) 4(1) 103 1) 0(3) Low 3(0) 100 0(0) 0(0) 0(0) Low 3(0) 100 o) o) o(n Low 16 (0) 8(3) 3@ 0(9) 0(9)
Hoh 16 (0) 1@ 7(5) 2(10) 0(12) Hoh 21 (0) 1403) 8(8) (13 0(15)  Hon 21(0) 14(3) 8(7) 3(12) 0(14) Hoh 8(0) 7(0) 5(2) 3(4) 0
SHH SHH SHH SHH
MRC1 + Low -+ High €D209 + Low = High CSF1IR = Low —+ High CLEC7A + Low = High

100

07

Boso

025

000
20 2

Years

Low 2(0) 0(0) 0(0) 0(0) 0(0) Low 2(0) 0(0) 0(0) 0(0) 0(0) Low 5(0) 101 o(1) o o(1) Low 2(0) 0(0) 0(0) 0(0) 0(0)
Hoh 22 (0) 15(3) 8(8) a1y 0(15) Hon 22 (0) 15(3) 8@ 3(13) 0(15) Hoh 19 (0) 142 8(7) 312 0(14) Hoh 22 (0) 15(3) 8(8) 3(13) 0(15)

Figure S4. (a) The expression of CCL2, CD68, CD163, MSR1, MRC1, CD209, CSFIR, and CLEC7A in SHH MB subtypes. p
value calculated by Kruskal-Wallis test. (b) The overall survival based on the expression of CCL2, CD68, CD163, MSR1,
MRC1, CD209, CSF1R, and CLEC7A in SHH MBs. p value calculated by log-rank test.
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Figure S5. (a) The expression of CCL2, CD68, CD163, MSR1, MRC1, CD209, CSF1R, and CLEC7A in SHH MB subtypes in
the SickKids cohort. p value calculated by Kruskal-Wallis test. (b) The overall survival based on the expression of CCL2,
CD68, CD163, MSR1, MRC1, CD209, CSF1R, and CLEC7A in SHH MBs in the SickKids cohort. p value calculated by log-

rank test.
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Figure S6. Distribution of focal MYC and MYCN events in non-WNT/non-SHH subtypes in Northcott et al. cohort.
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Figure S7. (a) The scores of the infiltrating NK and NKT cells in non-WNT/non-SHH MB subtypes in the SickKids cohort.
p value calculated by Kruskal-Wallis test. The overall survival based on high or low NK or NKT cells infiltration in non-
WNT/non-SHH MBs in our (b) and SickKids cohort (b). p value calculated by log-rank test.



Table S1. Demography and clinical annotations of molecular subtypes in our cohort series of 70 childhood

Medulloblastomas (MBs) in Taiwan.

Molecular subgroup assignment
WNT,n=8

(11.4%) SHH, n = 24 (32.7%) Non-WNT/non-SHH, n = 38 (54.3%)
o o
N=70 a B a B Y 1T 1T v \% VI VII VIII
7 1 7 9 8 4 3 4 1 5 13 5
Frozen tissue for molecular profiling
Primary 7 1 6 9 8 3 3 4 1 5 11 4
tumor
Recurrent -, 0 1 0 0 1 0 0 0 0 2 1
tumor
Age (median, range) at diagnosis (years)
7.9 (3.1-11.4) 4.1(0.3-14.3) 6.9 (1.5-18.3)
7.2 (0.3- 8.4 6.5 4.1 14 5.5 3.0 6.6 10.1
18.2) (4.0- 3.1 (28- (B35~ (03 (15 4‘5’8%2' (2.4- 15.4 (5.1- 8'5’8(;')4' (6.0-
11.4) 126) 143)  58) 9.1) ' 4.0) 11.0) : 11.0)
Age distribution (%)
<By,n=13 1 7 1 2
(18.6) 0 0 (14.3) 0 (87.5)  (25.0) 0 (50.0) 0 0 1@7 0
>3y, n=>57 7 6 9 1 3 2 5 5
(81.4) (100) ! (85.7)  (100)  (12.5)  (75.0) 3 (100) (50.0) 1 (100) 12(92.3) (100)
Sex
Male, n =
35 (50%) 1 0 4 4 4 1 3 3 1 4 8 2
Female, n
- 35 (50%) 6 1 3 5 4 3 0 1 0 1 5 3
Male/fema
le ratio 0.2/1 1.3/1 0.8/1 1/1 0.3/1 3/1 4/1 1.6/1 0.7/1
(1)
Metastasis stage at diagnosis (M0-1, M2-3), number of cases (%)
MO-1, n= 7 1 6 6 8 2 2 3 4
50 (71.4) (100)  (100) (85.7) (66.7)  (100)  (50.0) 2(66.7) (50.0) 1(100) (60.0) 8 (61.5) (80.0)
M2-3,n= 1 3 2 2 2 1
20 (28.6) 0 0 (14.3)  (33.3) 0 (50.0) 1333 (50.0) 0 (40.0) >(38.5) (20.0)
Extent of resection (NTR-TR, residue tumor<1.5 cm% STR, residue tumor>1.5 cm?), number of cases (%)
NTR-TR,n 5 1 4 7 5 2 3 2
g 0 3 (100 1 (100 6 (46.2
=40 (57.1) (714) (100) (57.1)  (77.8)  (62.5) (100) (50.0) (100) (60.0) (#62) (40.0)
STR, n=30 2 3 2 3 4 2 2 3
(42.9) (28.6) 0 (429) (222) (37.5)  (100) 0 (50.0) 0 (40.0) 7(538) (60.0)
Pathology variant, number of cases (%)
Classic, n 4 1 2 7 3 1
=34 (48.6) (57.1) (100) (28.6) (77.8) (37.5)  (25.0) 1633 3(75.0) 0 3(60.0) 3(231)  4(80.0)
DNMB, n 1 3 2 4
=11(157) (14.3) 0 (429) (22.2)  (50.0) 0 0 0 0 1@7) 0
MBEN, n = 1
10.4) 0 0 0 0 (12.5) 0 0 0 0 0 0 0
LCA, n= 2 2 3
23 (32.9) (28.6) 0 (28.6) 0 0 (75.0) 1(33.3) 1(25.00 1(100) 2(40.0) 9(69.2) 1(20.0)
MMMB, n
114 0 0 0 0 0 0 1(33.3) 0 0 0 0 0
Molecular subgroup-based clinical risk stratification, number of cases
Non-met
(M0-1) AR, 7 1 4 6 5 0 2 1 1 2 3 2
n=34
Non-met
(MO0-1) 0 0 2 0 3 2 0 1 0 1 5 2
HR,n=16
Met (M- 0 0 1 3 0 2 1 2 0 2 5 1

3)HR, n=



20

CMT
alone, n=
4 (5.7)
RT alone,
n=>5(7.1)
RT+CMT,
n =60
(85.7)
HDT/
SCR,n=1
(1.4)

Recurrenc
e, n=27
(38.6)

Median
time
(range)

5.1 (0.3-
25.5)

5-year OS
rate: 74.1
5-year RFS
rate: 63

7
(100)

(14.3)

1.5

49
2.8
11.7)

100

85.7

1
(100)

5.6

100

100

Treatment strategy, number of cases (%)

3
0 0 75 0 1(33.3) 0 0
1 1 1

(14.3) 0 (12.5)  (25.0) 0 0 0
6 9 4 3

@7 (100 (00 (50 27 3050 1(100

0 0 0 0 0 1(25.0) 0

Recurrence, number of cases (%)

2 5 4

086 @56 oo 000 2067 1050 0

Time from diagnosis to the first recurrence (years)
0.8 2.6 0.7
(0.7- (0.9- (0.3-
0.9) 16.3) 2.3)
Median follow-up time (range) (years)
54 12.3 5.7 1.1 9.7
(1.1- (1.9- (0.7- (0.3- 8'6;(61)'1_ (2.5- 3.7
16.8) 17.7) 13.4) 4.8) 11.5)
Survivals of molecular subgroup (%)

1(02- 1406

2.5) 2.2) 09

85.7 77.8 62.5 0 100 100

714 66.7 50.0 0 33.3 75.0

5 (100)

1 (20.0)

1.5

2.6
(1.4-
7.4)

50.0

50.0

1(7.7)

12
(92.3)

3(23.1)

1.9
(14-
2.3)

5.2

(2.5-
12.5)

71.8

65.9

5 (100)

2 (40.0)

10.4
2.1-
18.8)

59

(1.8-
25.5)

100

75.0

TR: Total resection, NTR: Near total resection, STR: Subtotal tumor resection, DNMB: Desmoplastic/nodular

medulloblastoma,

MBEN: Medulloblastoma with extensive nodularity,

LCA: Large-cell/anaplastic,

MMMB:

Medulloblastoma with melanotic myogenic differentiation, Non-met: Nonmetastasis, Met: metastasis, MO-1: no metastasis

to presence of tumor cells in CSF, M2: intracranial subarachnoid space or intracranial compartment metastasis, M3:

intraspinal subarachnoid space metastasis, AR: average-risk, HR: high-risk, CMT: Chemotherapy, RT: Radiotherapy,

HDT/SCR: high-dose therapy with stem-cell rescue, OS: Overall survival, RFS: Relapse-free survival.



Table S2. Comparison of demographic and clinical annotations of SHH MB subtypes in our and SickKids cohorts.

SHH
Subtype
Study cohort Our SickKids Our SickKids Our SickKids
Frequency (%) 29.2 44.2 375 23.8 33.3 32.0
Age (median, range) at 6528126  80,20-450 41,35-143  19,02-60  14,03-58  13,05-417
diagnosis (years)
Male/female ratio 1.3 1.7 0.8 0.9 1.0 1.2
Pathology variant (%)
Classic 28.6 48.1 77.8 40.0 375 20.9
DNMB 429 28.8 22.2 53.3 50.0 53.5
MBEN 0 0 0 0 12.5 209
LCA 28.6 23.1 0 6.67 0 4.7
Metastasis (%) 14.3 20.0 33.3 33.3 0 9.4
5-year OS (%) 85.7 69.8 77.8 67.3 62.5 88.0

DNMB: Desmoplastic/nodular medulloblastoma, MBEN: Medulloblastoma with extensive nodularity, LCA: Large-

cell/anaplastic, OS: Overall survival.



Table S3. Comparison of demographic and clinical annotations of non-WNT/non-SHH MB subtypes in our and SickKids

cohorts.
Non-WNT/non-SHH
Subtype | 11 VII VIII
Stud Sick Sick Sick Sick Sick Sick Sick Sick
. ryt Our Kid Our Kid Our Kid Our Kid Our Kid Our Kid Our Kid Our Kid
coho S S S S S S S S
Frec(ll;‘;my 0 19 114 118 86 68 114 74 29 56 143 96 371 289 143 280
(o]
Age
(median, 65 55 47, 43, 49, 30, 36, 90, 66, 7, 83, 80, 10.1, 100,
range) at 40- 15- 20- 32- 20- 24 12- 154 28 51- 25 24 10- 60- 40-
diagnosis 465 91 130 182 496 40 82 170 110 180 183 21.0 11.0 482
(years)
Male/femal 07 03 25 100 30 32 47 4 16 16 17 07 30
e ratio
Pathology variant (%)
Classic 750 250 524 333 800 750 688 0 500 600 69.6 231 805 800 93.6
DNMB 0 0 48 0 0 0 188 0 333 0 87 77 104 0 48
MBEN 0 0 48 0 0 0 0 0 83 0 43 0 26 0 16
LCA 250 750 381 333 200 250 125 100 83 400 174 692 65 200 0
MMMB 0 0 0 333 0 0 0 0 0 0 0 0 0 0 0
Metastasis
p” 0 500 520 333 389 500 588 0 467 400 304 385 361 200 403
5-year OS
o 100 0 476 100 365 100 933 707 500 923 718 791 100 782
(o]

DNMB: Desmoplastic/nodular medulloblastoma, MMMB: Medulloblastoma with melanotic myogenic differentiation,

LCA: Large-cell/anaplastic, OS: Overall survival.



