Supplementary Figure 1. Adult glioblastoma (aGBM) signatures. Lists and description of the genes composing the 52 DNA repair and cell-
cycle gene expression signature identified in aGBMs as well as its refined 27-gene signature.
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Supplementary Figure 2. (A). Heatmap of hierarchical clustering in the DIPG cohort based on the 27-gene aGBM signature. [llustrated is the lack of segregation
of H3.1 and H3.3 tumors in separate groups based on the DNA damage repair and cell cycle gene expression signature. (B-C) ICA (Independent Component
Analysis) of the cell cycle component in the DIPG cohort. Weight of the cell-cycle component from ICA of the DIPGs (B) showed no linkage with mutations in
H3.1 K27M and H3.3. K27M specimens (C).

C cell_cycle

pv = Bie-01

Independent component analysis

M H3A1
W H33

) N
)
[}

06 o

04

probability

02

0K
Ll I l.\‘I
L] f=r =R )
%v g wﬂmzrzﬁr&m f.v'i
mmN XU}B}U’@NG]B}@DQN

on -

|
PR =
[} 11

)
e
| |

X2704
4733,
o74
a7y
73
a7t
1955_1
X2704
X270
9789,
718,
ars1
9732
a768_1
Q747
x2701
9751
9719
2201
9769

scorefiemi]
02 03 0 05 o8 OoF 08 08




Supplementary Figure 3. Heatmap of hierarchical clustering in the sus-tentorial pHGG cohort based on the aGBM signature. Illustrated is the partial
segregation of pHGG specimens into 2 groups based on the 27 DNA damage repair and cell cycle gene expression signature.
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Supplementary Figure 4. Heatmap illustrating the partial segregation of DIPG specimens from a cohort containing H3.1 K27M and H3.3 K27M

mutant samples based on the specific pHGG 28-DDR signature.
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Supplementary Figure 5. Inmunohistochemical analyses. Illustration of TMA HE slides and imunostainings on left side. Examples of PARPI,
XRCC1, KI67, RAD51, MPG and APE positive immunostainings on right side (x40).
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