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Supplementary fig 1. A. The difference of the tumor mutation burden between the RCD cluster A and RCD cluster B in TCGA-Glioma cohort (TCGA-LGG GBM). B. The K-M curves of the different overall survival for the two distinct RCD clusters in TCGA-GBM cohort. C. A heat map showing the relationship of the RCD clusters and the clinical index, RCD signatures, expression of immune checkpoint genes, and infiltration of the immune cells in TCGA-GBM cohort. 
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Supplementary fig 2. UMAP views of the AUCell scores of the different RCDs in 50000+ cells.
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Supplementary fig 3. UMAP views of the AUCell scores of the different RCDs in 10000+ cells which were treated with hypoxia and radiation. 
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Supplementary fig 4. The distribution and the density of the dominant RCD types in 10000+ cells which were treated with hypoxia and radiation. 
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Supplementary fig 5. A. The validation of the RCD.GP scoring system in external glioma datasets. B. The 1-year AUC, 3-year AUC, 5- year AUC and C-index of the RCD.GP score in multiple glioma cohorts. C. Multivariate Cox regression analysis of the RCD.GP score was performed in TCGA-GBM, CGGA-325 GBM and CGGA-693 GBM and CGGA GBM cohort. D-E. The meta analysis of the RCD.GP score for the category (D) and continue (E) variable. 
[image: SF6]
Supplementary fig 6. A. A heat map showing the relationship of the RCD.GP score and the immune score, stromal score, expression of the immune checkpoint genes, infiltration of immune cells and immune microenvironment function in CGGA cohort. B. The spearman’s correlation of the RCD.GP score and pathways associated with proliferation and the immunity in KEGG database. C. The spearman’s correlation between the RCD.GP score and the pathway signal scores in REACTOME database. D. A heat map showing the scaled values of the GSVA scores of the pathways in KEGG, REACTOME, HALLMARK and GO BP database. E. Enrichment analysis of the DEGs between the high risk RCD.GP score subgroup and low risk RCD.GP score subgroup with REACTOME and KEGG pathway database. G. The spearman’s correlation of the RCD.GP score and the immune score related with the immunotherapy response. H. A heat map showing the scaled GSVA scores of the 29 signatures related with tumor microenvironment. The Wilcoxon rank sum test was performed. “*”, “**”, “***”, and “****” represented that the p value < 0.05, 0.01, 0.001, and 0.0001.
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Supplementary fig 7. The difference of the immune scores related with immunotherapy response between the high and low RCD.GP score subgroups. The Wilcoxon rank sum test was utilized. 
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Supplementary fig 8. A-C. The volcano plots showing the DEGs among the GBM, LGG, and normal brain cortex tissues with the TCGA-GBM, TCGA-LGG and GTEx cohort. D. A heat map showing the expression of the 60 prognostic RCD-related DEGs in TCGA-Glioma and GTEx cohort. 
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Supplementary fig 9. A-F. The expression of the SLC43A3 in different subtypes of the CGGA cohort. G-M. The expression of the SLC43A3 in different subtypes of the TCGA-GBM cohort. N. The expression of the SLC43A3 in different glioma cell lines. In 74.51% GBM cell lines, the expression of SLC43A3 was higher than in LGG cell line (H4), while in 25.49% GBM cell lines, it was opposite. 
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Supplementary fig 10. The K-M curves showing the prognostic values of the SLC43A3 in GBM (A), glioma (B) and LGG (C). 
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Supplementary fig 11. The qRT-PCR of the expression of screened core genes including BMP2, IGFBP2, SPP1, P2RY6, PTX3, and STEAP1 in different glioma cell lines. The human astrocytes (HA1800) and three GBM cell lines including A172, LN229 and U87 were used for evaluating the expression of the score genes. The t test was utilized for confirming the difference.



image7.jpeg
2 z ° H
2 S 3
5 5 5
T T
T = = <
B = 7 = 3 7 T8 g = & = = o
21098 ainjeubig uonesnyu| ajfooydwA (a1ey UOnEIN| WUB|ISUON)ZBO| $}0949Q UOIEUIqWO28Y snobojowoH ssauuaAl ¥Og
° ¢ H o 0? =, 3z z
3 S i S
g 5 5 5
[T T [T
S > S < 5 T
23 3 S s 3 T J 3 e e Ty ¥ T E]
$S8UUSAT ¥OL (ssauyory ¥o1)zbo| asuodsay ewweb-N4| (ssauyory yog)zbol
o 9 8 > = ° °og oo = o=
& 3 3 S
5 ] 5
T I e
bt o =] w =]
< %) o e =) = ~ w o =) Y I T =
uouueys yoL (susbnueos [epul)zbol uouueys ¥o9
2 2z
S £
<
5 &
= ™ = T c w i =4 E w o N o4 w o
S i R T O 2 3 8 S5 3 T 3 I 2 s s 8 &
asuodsay ejeq-491 (ayey uonenp uais)zbo| AysuaboiajeH Jownjenu| 81008 VLD paus)ly uonoel4




image8.jpeg
A

150

-log10(padj)
=

(42
o

300

200

-log10(padj)

=
o
o

TCGA-GBM vs GTEx-Cortex

HOXD12
TRAV36DVT
HOXD11
HOXD13,
RP11.24B18.1
PRA

RP'l ¥7E10 1

moggsso.z
GTB:70G10.1

S2
° Aﬁ

-1 -10 -5 0 5 10 15

log2FoldChange

TCGA-LGG vs GTEx-Cortex

AC009065.4
HMGKNI2P17

1

I HMGN1P37

| EBE1A1P7
EEF1A1

1

e

-15

-0 -5 0 5 10 15

log2FoldChange

up
down
none

up
down
none

-log10(padj)

100

TCGA-GBM vs LGG
AC009065.4
RPS28P7:
HNRNPCP2:
RP11.40C6 . 2\
HMGN1P373
EIF5AP4

HNRNPATP4 |
ACO0008Y;;

RP11.215A21

RP11.10612.
RP11.452D2.
HMGN2P1 © down

o

none

-5 -10 -5 0 5 10 15

log2FoldChange

1 Grade
Normal
LGG
GBM

STEAP1 05
SLC22A18

ISLR

LOXL1

CHI3L1 0
THBS1 =

| TIMP1
SLC43A3
COL1A1
IGFBP4
CXCR3

il ‘J

| i

[

H‘ I (i CCR2
iy I

RA(
SERPINA1
DENND2D

fi \I ‘w‘; “ ‘\‘ A

Si
SERPINB8
ccL2

LIF
‘“\‘ ‘ SERPINE1
I !
IR

I ‘H
I H | || CFI
| | ‘ |

il L LA gl

‘\ I‘H ‘\ Ui ‘HHH\ | MXRAS

NRI
ST8SIA4




image9.jpeg
Q
[n]
@
>

krusk

o

IS

w

N

al.test, p=1.2e-73

B ccca
kruskal test, p=4.7e-48

@

N

9

Gene expression of SLC43A3 1>

Wilcoxon, p=5.9e-13 o

s

Gene expression of SLC43A3

l

CGGA

Wilcoxon, p <2.2e-16 o

Gene expression of SLC43A3

Gene expression of SLC43A3

f

i

o
1

IS
n

w
n

~
h

b

Gene expression of SLC43A3

<) A 3] ) A0 GEM  GBM
E CGGA
G2 ][ G3 11 G4
Wilcox.test, p=1.5e-05 Wilcox test, p=1e-12 Wilcox.test, p=7.2e-17

T

o
T T T T T —T
ciE No s Nt Widpe Mutant ~ Wildtype Mutant ~ Wildtype Mutant ~ Wildtype
1p/19q co-deletion status IDH mutation status IDH mutation status
F G2 11 G3 11 G4 | G
= = e = e =TT Glioma vs normal brain TCGA-GBM
2 5 Wilcox-test, p=0.11 Wilcox-test, p=0.042 Wilcox-test, p=1.3e-06 TCA LG -CEN vs CTRX bra
7] o Gender B female B male
5 ° 3 type2 Sl nomal B tumor 2 = ns
x| @ g |-
»n h z Sale
o P 7]
k] ° L s
< 5 of 5 2
=) B 2
B 5} 7
a § 25 8
o, 5 &
o ©
] < 00 L0
Z = 4
o, g | €
< €
G ° 225 2,
o bl S normal ‘tumor = Temale male
T T T T T T
Codel Non-codel Codel Non-codel Codel Non-codel
1p/19q co—-deletion status
| TCGA-GBM TCGA-GBM  MGMT promoter status K TCGA-GBM L TCGA-GBM M TCGA-GBM
Gaimenr 7 & foss i 10 BB No combined CNA Wetnyited B Unmethyisted IDH status B mutert B wr <ooy B sy GainEd Geinenr 1920 B No chr 1920 gain
Age
8ol Sl 3 - 8 I Tl
9391, 9301 . = P 2901 .
o |: @ |- @ 7] S |=
5 |4 5 |i k3 s 2 |
820l9 & 0|8 g 5 R H
ﬁ 20 ﬁ 20 g % % 20
o o 14 o 8
a a 4 5 5
53 8 b5y b5y :
< < 10]g < <
5‘0 3 E«o; z Em %10?
£ | £ |: £ £ |: e |
o o |[& o o | E
= = ) 2 2 5L '
= 0 =S = (= o n
Gain chr 7 & loss chr 10 No combined CNA Methylated Unmethylated Mutant WT <=60y 60y ‘Gain chr 19/200 chr 19120 gain
8-
o
2
3
2
S
2 C
2
s
24+ ¢
g
5
10
2 2
&
[
T T I T T T T T T T T T I T T T T T T T T I T T T T T T T T T T 11T
2% B AU AR D010 BAL PR 2O P NN AR DU L DD O D D N O D ORI 2D D O b
R S T T D B R 2 B N D P N SRS LG OF IR TRV
AR S RIS
XS
3 ¥
S

The celllines of the glioma in CCLE project




image10.jpeg
0S time- OS.time- 0S.time- 0S.time—
cgga cgga32s cggat93 gse108474
100 = high 100 = high 100 — high 0 = high
£ low £ ow \ low
z 75 75 ERd
H H Log rank test P < 0.001 Log rank test P = 0.0286
§ 50 50 2 501 --\-r -3
: s 2 HES I
& E i
a o gl _Bd 0 —
0 1000 2000 3000 4000 0 250 500 750 10001250150017502000 0 600 1200 1800 2400 3000 3600 0 600 1200 1800 2400 3000 3600
Time (day) Time (day) Time (day) ‘Time (day)
No. at Risk No. at Risk No. at Risk No. at Risk
high 259 35 1 3 0 high 60 36 13 5 2 0 0 0 0 high154 37 16 9 5 1 0 high 73 21 8 3 1 1 0
0Stime- oS time- g:é:';;s-
TCGA_array TCGA_Hiseq o
100 = high 100 -
low
g g
P > 75
H H 2 Log rank test P < 0.001
2 s 2 5 £ & Gl
: £ T,
: 25 HE s
E @
0 0 0
0 500 1000 1500 2000 2500 3000 0 500 1000 1500 2000 2500 St 75%,1,??5:;50150017502000
Time (day) Time (day)
5 ) No. at Risk
g P high 150 103 50 27 19 7 3 1 0
high289 84 20 6 3 2 0 high111 21 5 0 0 0 8
0S time- OS time- OS time- 0s.time—
gse108474 cgga6s3 cgga tega hiseq
100 = high 100 = high 100 = high 100 = high
£ Tow 2 low s ow - fow
z 75 > 75 z 75 = 75
i Log rank test P < 0.001 3 Log rank test P < 0.001 el Log rank test P < 0.001 2 Log rank test P < 0.001
g 50 Bt g 50]-%---+ 2 500 =% == == ‘gsu— -—————
H 3 3 H
S HES i £ 2
@ @ a @
0 o 0 0 o 0
0 10002000300040005000600070008000 0 1000 2000 3000 4000 5000 0 1000 2000 3000 4000 5000 G 1000 2000 3000 4000 5000 6000
Time (day) Time (day) Time (day) Time (day)
No.at Risk No. at Risk No. at Risk No. at Risk
high13523 8 4 2 2 2 1 0 high232 63 28 8 2 1 high328 75 33 15 6 hgh235 20 3 1 1 1 1
C 0S time- oS time- OS time- S time~
cgga cgga325 cgga693 gse16011
100 = high 100] = high 100 = high = high
low ow z ow low
75 z 75
Log rank test P < 0.001 Log rank test P = 0.0055 F Log rank test P < 0.001 2 Log rank test P = 0.1093
=0 Eighig Sed s0] = = Sl Homl|loooe £ ] -2
1 1 = 1 =
3 3
1 | 25 | 3 25 ! S
1 1 1 @ 1 @ 1 -
0 | | 0 | 0 1 of 1 1 1
0 1000 2000 3000 4000 5000 0 250 500 750 10001250150017502000 0 1000 2000 3000 4000 5000 0 10002000300040005000600070008000
Time (day) Time (day) Time (day) Time (day)
No. at Risk No. at Risk No. at Risk No. at Risk
high 180 96 56 29 16 1 high 40 33 18 14 10 5 2 1 0 high 249 138 67 14 3 high 37 13 11 7 2 0 0 0 0
0S time- 0S time—
gse108474 TCGA_hseq
100 = high
low

()

Log rank test P < 0.001

!

0 10002000300040005000600070008000
Time (day)

No. at Risk
high 47 9 4 2 1 1 1 0 0

g
z

0 1000 2000 3000 4000 5000 6000
Time (day)

No. at Risk
high169 37 9 4 2 1 1




image11.jpeg
~
©
oH® 2 e
@
N
2 o+
-
s ol
H 2
o~
H O +—elo ~ . o q
<
-] -
2
S -
a <
o T
2] (2]
o o o o = § o =t o
8 8 8 g
< @ N L
uolssaidxe YNHW aAleley uoissaldxe YNHW aAneley
~
w
o ami 8 [} ]
5
2 H
2 i
«
2 e > E
<
3 o
2
8
o
5 to d
™ T X
e &
) ) =) ) ° o =) Y =) ey =)
R <@ o - o o - - =] o
uolssaldxa YNYW aAneay uoissaldxa YNYW anleoy
~
m
e o S
=
5
e e
o~
e [ . E— ) W F — Q
2 2
o
% ©
g e T i 8
= T
o o
=) © =) © =) © © < « =)
I < < = =]

uoIssaIdxe YNYW dAleeY

uolssaldxe YNYW SAleeY

A172 LN229 us7

HA1800

A172 LN229 us7

HA1800

A172 LN229 us7

HA1800




image1.jpeg
A

5 TCGA-Glioma

!

< 0.001

08 U N0 INUMT NN N Transcriptome Subtype****
[] I MGMT promoter status**

Group

NN () NS NN A N N C'hr 18_20 co_gain
AN | SO S N A Y N [ 1D H status

B os.time-

TCGA-GBM.Hiseq

100

75

50

Survival probability (%)

25

I

mv il

Ill IH I

TR

T R

I' h ",II

1 Bl

Log rank test P = 0.009 ——III- II

A n=87 —
Bn=79

HR =1.59 95%1.12-2.26

i M'l'lll'ﬂﬂhu'n i u‘|| Hn' i

250

500 750

1000 1250 1500
Time (day)

T
N
| II ‘ll hll

‘E

Heatmap legend

Transcriptome Subtype

NA

MGMT promoter status

l Methylated

Unmethylated
NA
Group

Gender

l A female
B male
Chr 19_20 co_gain

Gain chr 19/20
No chr 19/20 gain
NA

IDH status os
Mutant Alive
WT Dead
NA

|IJIIHJ I\ |rIIII
'M' Iy .1 I
.. LGSRt A

2
il

[l

E -1
= W “IIM.'MHIM““IMIF.’II
l £ ICI

2

30 1

0

0OS.time 1

2500

-2

TIME

500 1

05

0

-05

-1

@ 1L l‘AlIH

Gender

0S.time

0T D YT Y N Y T T N M 0

oxeiptosis
lysosomal_cd****
necroptosis***
immunogenic***
apoptosis****
pyroptosis****
autophagy****
ferroptosis’
netotic_cd***
cuproptosis****
mpt
mitotic_cd****
parthanatos
entotic_cd
alkaliptosis
disulfidptosis*
anoikis*
autosis**

ImmuneScore
Il stromalScore
group

CD274

PDCD1
CD247
PDCD1LG2
CTLA4
TNFRSF9
TNFRSF4
TLR9

Tcells.CD8
T.cells.regulatory..Tregs.
T.cells.CD4.naive
T.cells.follicular.helper
B.cells.naive
B.cells.memory
T.cells.gamma.delta
Dendritic.cells.activated
Macrophages.M1

NK cells.activated
Plasma.cells
T.cells.CD4.memory.resting
T.cells.CD4.memory.activated
Mast.cells.activated

NK cells.resting
Macrophages.M0O
Macrophages.M2
Eosinophils
Monocytes
Dendritic.cells.resting
Mast.cells.resting
Neutrophils

Endothelial cells
Fibroblasts





image2.jpeg
Alkallptosis Anolkis Apoptosis Autophagy Autosls

ac
Lad [E)
L Ll 015 &
02 o
A7 o o
; a0 om
i ” 7 14
Cuproptosis Disulfidptosis Entotic_cd Ferroptosis. Immunogenic
' ' v
. e 4 A 4 auc
o2 - .
v, », v,
15 * 11 * o & o2
L " 2 oee oz
ons 07 i
oo ]
- - -
Lysosomal_cd Mitotic_cd Mpt Necroptosis Netotic_cd
v ' v
] ac ¢ Auc Auc ac
o o
J - :
e o
: 4 015 i) 0
010 o5 o
- 008
005 010 3
o
B B .
Oxelptosis Parthanatos Pyroptosls.
’
ac \ A
o ™
. w .
; e o ; ‘
il -4 0100 ided
02 3 - J o075
2B, 3 o nos0 L
£ a0
: b ’ ’





image3.jpeg
Alkaliptosls

Apoptosis Autophagy Autosls

can
o
s

Cuproptosis Disulfidptosis Entotic_cd

Netotic_cd

AuC
aze '
oors aor
oz
o050 ous
oot

ooz

Oxelptosis Parthanatos Pyroptosls





image4.jpeg
Alkaliptosis

Autosis

Disulfidptosis

Entotic_cd

Immunogenic

Mitotic_cd

Netotic_cd

Oxeiptosis





image5.jpeg
A LGG_cgga

High risk(n=267) Low risk(n=325)

LGG_cggad25
High risk(n=74) Low risk(n=98)

LGG_cggab93
High risk(n=263) Low risk(n=157)

1.00
M e 100 Median OS time 80 Median OS time
164 dire NA days 3299 days
o Y 1023 days 1588 days
E] (0598 788-512) = HR “8.02, Ry 2.38
H Tog-rark p;, <0.0001 £ (95%Cl: 2.55°6.05) ©5%CIT71-329)
2 .50 - H Log rank p: <0 T og-ranip: <0.0001
= 2 0s0] - 2 -
3 g g
4 g I 2 1
g 7 I 7 1
Sig2 Sozs h Sozs i ;
1 1 1
0.00 0.00 ! 0.00 ! !
0 000 TZODU DSOUU 4000° 5:5000 0 1000 2000 3000 4000 0 1000 2000 3000 4000 5000
ime (Days) Time (Days) Time (Days)
LGG_gse16011 LGG_gse108474 LGG_TCGA hseq GBM_gse108474
High risk(n=29) Low risk(n=88) High risk(n=104) Low risk(n=37) High risk(n=274) Low risk(n=249) High risk(n=23) Low risk(n=83)
Low risk = High risk
1.00 Median OS time .00 Median OS time .00 Median OS time .00 Median OS time
18323 days 2019 days 4068 days 65 days
481.8 days 4735 days 1886 days 468 days
075 075 075 075
= HR : 1.96 = HR :1.80 b~ HR :272 = HR :0.76
z O5%C: 1.21-3.19) Z O5%C: 1.11-292) Z (95%C]: 1:88-3.04 Z 95%CI: 0.46-1.24)
2 og-rank p: 0.005 g og-rank p: 0.015; g Logrank p: <0.0001 H og-rank p: 0.271
8 050 Foso] - Fos0f - - === Foso] -
8 2 2 b 2 )
2 ' 2 a | a '
Soas{ | 8o2s 8o2s . Boas |
1o 1 1
ooof ' ! 0.00 0.00 ) ) 0.00 !
T 1000200030004000500060007000 T 1000200030004000500060007000 T 1000 2000 3000 4000 5000 6000 T 600 1200 1800 2400 3000
Time (Days) Time (Days) Time (Days) Time (Days)
B e AUCAY o AUC-3Y e AUC-5Y—e— Crindex C
L6 TEeA s Ve ] FIR Tower 95%C1 upper 95%C1 _ pualie .
Glioma_cgga693 TEOA=SEM
ESEaRE LGG_cggate3 Age>65 1426 0.942 2160 9.37e-02 .
g Gendermale 0776 0497 1.212 2.65e-01 —+
IDHWT 4607 1.406 15.685 1.19e-02 .
i .
Bt o SR MGMTNA 1.585 0922 2724 9.56e-02 -
y MGMTUnmethylated 1,630 0972 2735 6.41e-02 .
4 CGGA-325(GBM) o
Gllomagee 103474 43 LGC_gse108474 - GonderMale 1,053 0710 1561 7.99e-01
Age>65 2274 0810 6.390 1.19e-01 -
IDHWildtype 0783 0500 1228 2.87e-01 —+
x1p.199.codeletionNon-codel 1.201 0526 2744 6.64e-01

Glioma_tega hiseq

LGG_gse16011

CGGA-693(GBM)

GenderMale 0801 0588 1.090 1.58e-01
g Age>65 1.164 0722 1877 533e-01 o
\ IDHWildtype 1.334 0879 2025 1.76e-01 .
Glioma_cgga | LGG._cgga x1p.19q.codeletionNon-codel 1837 0742 4550 1.89e-01 .
- - Riskscorehigh 1.780 0944 3.358 74902 _p o _ _____
CGGA-GBM
GenderMale 0897 0.706 1.140 374e-01
Age>65 1.224 0800 1873 351e-01 1o
GBM_TCGA_Hiseq GBM_cgga IDHWildtype 1.058 0.784 1427 7.13e-01
x1p.19q.codeletionNon-codel 1451 0793 2654 2.27e-01 -
Riskscorehigh 1.955 1257 3040 292603 |-
GBM_gse108474 GBM_cgga693 T T ™
GBM_cgga325 01 2 4 s
log; HR
D Category variable E Continue variable
Weight  Weight Weight ~ Weight
Study Hazard Ratio HR  95%-Cl (common) (random)  Study Hazard Ratio HR  95%-Cl (common) (random)
LGG_TCGA_hseq —=—  272[188,394]  49%  64%  LGG_TCGA_hseq e 112 [1.08;1.16]  53%  7.1%
LGG_cgga693 —sL 238 [171;320]  63%  67%  LGG_cgga693 107 [104,111]  89%  7.6%
LGG_cgga325 q—=— 302 [255.605]  36%  59%  LGG_cggad2s —— 119 (111,128 15%  53%
LGG_gse108474 — 180 [1.11:291]  29%  56%  LGG_gse108474 —— 1.13 [1.04;1.24] 10%  4.4%
LGG_gse16011 —_— 196 [121:319]  29%  56%  LGG_gse16011 - 1.05 [0.98; 1.12] 18%  56%
LGG_cgga - 246 [194;312]  119%  7.2%  LGG_cgga #* 109 [106;112]  10.7%  7.7%
GBM_cgga —= 199 [137,280]  48%  63%  GBM_cgga e i 103 [100;106]  87%  7.5%
GBM_cgga693 —ei— 218 [130;364]  25%  54%  GBM cggab93 te- ! 103 [100;107]  56%  72%
GBM_cgga32s |t 179 [103;309]  22%  51%  GBM_cggad2s Lot 104 (098,109  27%  63%
GBM_gse108474 — 076 [046;124]  27%  55%  GBM_gse108474 — 100 [091;110]  0.9%  4.1%
GBM_TCGA_Hiseq 4= 378 [239,598]  32%  57%  GBM_TCGA Hiseq — 114 [089;145]  01%  11%
Glioma_cgga 308 [257:370]  203%  75%  Glioma_cgga 111 [109;113]  228%  8.0%
Glioma_toga.hiseq | #-483 374623  104%  7.1%  Gloma_togahiseq - 121 [117:1.26]  58%  7.2%
Glioma_gse108474 —— 198 [132,298]  4.0%  6.1%  Glioma_gse108474 —— 113 [1.06;1.20]  21%  59%
Glioma_cgga325 i—m— 403 294,553]  67%  67%  Gloma_cgga32s i 118 [113;122]  50%  71%
Glioma_cgga693 8- 300 234;384]  108%  7.2%  Gloma_cgga693 -] 110 [1.08;1.12]  169%  7.9%
. i
Common effect model . 279 [257;3.03]  100.0% -~ Common effect model ‘ 10 [1.08;1.11]  100.0% -
Random effects model 252 [2.05; 3.10] -- 100.0%  Random effects model - 140 [1.07; 1.13] -~ 100.0%
—T ——

Heterogeneity: 12 = 79%, #=0.140, p'< 0.0
0.

83 1

2 5

1.26871138375345e-07

Heterogeneity: /2 = 83%, #=0.002, p <0.0
0.8 1

125

8.5668475614668e-09




image6.jpeg
>

wurescors
7
. CGGA E
3 immuneScore [
58 Stromascors g
) e
SR ‘StromalScore
' 2
f
o
e
PoCDILG2 H
TNFRSF4
e
TNFRSFS riin
i
T.cells.CD8 -
Teollreguiatoy. Tregs.  riskscore =
T.cells.CD4.naive 80 ]
ool Slkcdiaheiss 7 g
B.cells na e S
B cels memory 2
T.cells. gamma delta 50 L3
Cendiiicodls acthated 1

Macrophages. M1
NKcells.activated
Plasma.cells
Tcells.CD4.memory.resting

Tcale. 0D memory acivated
ast ot somated e

Ncellsrestng [

Macrophages 10 i

Macrophages. M2

Eosinophils 508

Monocytes !

Oenditc celsresing SO

Mast cells resting &5

Neutoshis g

Endothelial cells 03

Firobiass 5

N signttemncspoarman
Teatacivaton .

Teel sl E

Reauliory Teell S
ol signicanceicox
Myeloid.cells.chemotactism B High

TLss

BN

rskacors
HALLMARK_COAGULATION
HALLMARK_LPITHLLIAL_MLSENCHYMAL TRANSITION
HALLMARK_ALL OGRAFT_REFCTION
HALLMARK_INFLAMMATORY RESPONSE

HALLMARK IL6 JAK STAT SIGNALING
HALLMARK_INTERFERON_GAMMA_RESPONSE
HALLMARK IL2 STATS_ SIGNALING
HALLMARK_COMPLENENT

~log10(fdr)

[
L
‘w\‘ I
A IR
\H‘M‘ |

IFUROACTIVE.IGAND_RFCFPTOR_|
|_SIGNALING_PAIHVWAY

KEGG_I ONG_TFRM_POTENTIATION

KEGG_LONG_TERM_DEPRESSION

REACTOME ELASTIC FIBRE FORMATION

REACTOME_COMPLEMENT_CASCADE.

TERACTION

ignificance.spearman

Significance.wilcox
ITIAL_TRIGGERING OF COMPLEMENT [ =eee
RLATION_Of_C4_AND_C2 ACTIVAIORS.
REACTOME CELL_SURFACE_INTERACTIONS_AT_THE VASCULAR WALL.
RACTIONS

‘;\‘”wh i

REACTOME ACETYLCHOLINE NEUROTRANSMITTER RELEASE CYCLE
il | % }_METABOTROPIC_GLUTAMATE_PHEROMONE_RECEPTORS
|| REACTOME PHASE 0 RAPID DEPOLARISATION
INS_AND_NEUROLIGINS
UPROILININILRAC
(OSYNTRE: FSPiis

REACTOME ACTIVATED. NTRKS SIGNALS THROUGH P13k

coR

‘Significance.spearman N |

‘Significancwilcox

Activated dendritic cell- -
Type 1T helper cell - - .
Immune_cell_Cluster_21214954  *
TGFB_PCA_17349583 . .
ModuleS_TcellBcell_score
STAT1_score* + + - . ... ,
Natura killer T cell- = - -
Mast cell- - - - * o
MHC2_21978456 - *

100 Toell_21978456- *
g .
S © Positive
_8.’ ' © Negative
T
50

L4

* Positive

1501 . Negative

none

JAK_STAT_SIGNALING_PATHWAY- _

100 APOPTOSIS .
PSI_SIGNALING_PATHWAY- "~ . Tl [IKE REGEPTOR
CELL CYCLE: = »
MAPK_SIGNALING_PATHWAY " "
NOTCH_SIGNALING, PATHWAY *. NOD_LIKE_RECEF
MTOR_SIGNALINE_PATHWAY B_CELL_RECET

50

VANT_SIGNALING: PATHWAY:

CYTOKINE_CYTOKINE_RECEPTOR_INTERACTION

i °
NATURAL_KILLER_CELL_MEDIAFED_CYTOTOXICITY

mnseu}noc'sss&:;@uD,PREsENnmN
IGNALING_PATHWAY

_SIGNALING_PATHWAY
EPTPR_SIGNALING_PATHWAY
HEDGEHOG_SIGKALING.PATHWAY 'T_CELL_RECERSOR_SIGNALING. PATHWAY

INTEGRIN CELL SURFACE INTERACTIONS « « « . .
DISSOLUTION OF FIBRI CLOT- «
INITIAL_TRIGGERING_OF_CONPLEM|
COMPLEMENT_CASCADL
‘CELL_SURFACE_INTERACTIONS A 3
'RESFONSETO_FL EVATED_PLATFLET. CYTOSOLIC, CAZ- *
FORMYL_PEPTIDE_RECEPTORS_BIND_FORMYL_PEP
GREATION_OF C4 AND G2 ACTIVATORS. it
FLASTIC FIBRE FORMATION: * * ©

100 INTERLEUKI 4 AND: INTERLEUKIN 13 SIGNALING
PRESYNAPTIC_DEPOLARIZATION AND_CALCIUM_ CIANNEL OPENING
LASS C_3 METABOTROPIC_GLUIAKATE_PHCROBDNE RECEPTORS
PHASE_0_RAPID_DEPOLARISATION
NEUREXINS AND NEUROLIGNS
“PROTEN PROTEI INTERACTIONS AT Sviapsy
“BOSYNTFIESIS OF MARESIN LKE SPHS
“SERGTONIN NFURGTRANSHITTER RFLFASE JCtE
ACTVATED, NTRK_SIGNALS.THROUGH_PL
= +ACETYLCHOLINE NEUROTRANSMITTER REIRSE CYCLE
OPAINE NEUROTRANSHITTER RELEASHINCLE
* Positive
* Negative
none
o == - ——— -
=05 00 05 0
coR
E Reactome Pathway enrichment F KEGG Pathway Enrichment
otopae) | omveeincer | i
'RUNX1 and FOXP3 control the developme
Keratan sulfate degradation
75 Dissolution of Fibrin Ciot P
50 ds by Scaven
Retinoid cydle disease events.
25 Diseases associated with visual transducti
Diseases of the neuronal system
Sy G AR IR e
ter Opening
ot cogmaton N
'DNAmethylation .
ssonoyotcotaoentorsansover | | EERRCSOONREIEERRG miraton
IActivated PKNA stimulates transcription of
ISIRT1 negatively regulates rRNA expressi. e
Amyjoid fiber formation ”
[ ACHVAGRIGRARIEHOROX genes in hindbr. ulation in cancer
| AGHVAHGABHHOXIGEN s during differential
'PRC2 methyates histones and DNA Chemokine signaling pathway
g o1 02
005 010
RichFactor RichFactor
. F
37
&
S&
{o& FEF 3
N N
&






 


Supplementary 


fig


 


1. A. The difference of the tumor mutation burden between the RCD cluster A and RCD cluster 


B in TCGA
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Glioma cohort (TCGA
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M curves of the different overall survival for the two 
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