Top 20 Mutation Genes in Cluster 1 (n=199)
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Supplementary Figure S1. Comparison of gene mutation profiles between the two clusters.
Mutational landscape of Cluster 1 (A) and Cluster 2 (B). (C) Comparison of TMB between the two
clusters. ns, no significance.



o Cluster Dendrogram Eigengene adjacency heatmap
@ -1
o
- B A 0.8
_-5, o
% ﬁ = _0-6
o
= : : EEREEERE d t0.4
S 3 ' I ¥
Dynamic Tree Cut 0.2
Merged dynamic o

Pl ‘ Cluster 1 ‘ Cluster 2

wkw

sk
*kk

.Lﬁ ﬁﬁ “ aﬁ ** ﬁﬁ il u. J-J- ik

PODN DCN LUIVI CCDCSO SVEP1 AEBP1 FBLN2 TNXB HAND2 INNIT OMD GPBAR1

Expression

O N B OO O

Supplementary Figure S2. Screening of hub genes related to immune infiltration by MGCNA. (A) Gene
dendrogram and module colors. (B) Eigengene adjacency heatmap among the modules. (C) Comparison of the
expression of the 12 hub genes between the two clusters.



A B c BS custer1  BF Cluster2

* s - s

Cluster 1 Cluster 2 — — Lo —
10004 - 2000 0.9
2 500 1500 20007
® ] ]
35 0.8
I
0+ 1000 1 1000
0.7
4 =500 500 04
]
o 0.6
125 | . -10007 | 01 -1000 -
13.8 14.1 14.4 14.7 T T T ——
HSPAS Stromal Score Immune Score ESTIMATE Score Tumor Purity
D CIBERSORT ES custer1  ER Custer2
06 ns ns ns * * ns_ ns ns ns * e ns ns - ns ns e ns ns ns *
c
2 04
g
= ‘ ** “‘ $+ +* * ‘ ‘ i“
" “5\43 o“"‘o e \\5(“_,0 &0@\1 & d\\a\ad o 6@9 ée\‘ L 2 06;@5%6 o W 95\43’ gc;\\g 6\6‘5 c_;\\g \a’@ & o o
%o‘a\ <),a\\s ?-35 < \\500 PRI \\\0\)\ 2° ,56“(\ Ga\\ \\6 NG o @7 o o X% e\\ﬂ’ e oe)\" w? ¢ e
] 6300&6\6 & da\\g,’\ 599\3_\ Qe W e e ‘\Nad‘ ‘1@0 0(\\\5 A ® ‘4\6
. o Ga\\"o < cF' 0%
hY
E
$sGSEA B custer1  [BH Cluster2
s = g M+ wmw g s ms o e oo x ww e % e poowm e e e s oo we s g
c 04 - *T s -
.5 02 -#***;;{.“'=++ ++ *+ -;; - *+++ - $+ - “ +
g oo ++ T *$ .l &= T O de
Wo_g2 H + K
! I ++
-0.4
Qa\\ & c,e,\\ Qe,\\ Oe.\\ e Qe.\\on\\ & da\\ e W@ C,e\\ ece\ o e < & OQ@\\ < 00\\ Qe.\\ c,B\\ cg-\\ ce,\\
o
\\@‘626 006 0%66 6\\\\ \\\e “\:‘50{% 01 On.\’ o e)e\ ba\\'a \o@é 0\\“ ‘oo e - “\ U “\o“ N \\\;\L\\eﬂ ,‘h\eo;‘ 6‘“{9\‘\* “a\g\ \\e;v o““a\ve
O o A o o oo o (@ 2 g‘ & QQ
P \‘\\‘a\ \Q“mé\ o\ co\<“e((\vﬂ\e“\a«\@«\e " \(0«.{\"’\6 R \ac‘!‘o\ ‘1« \o\“c ﬂ.\’e’ w®° ﬂ*%"e'
o C,Oﬁq:‘,.a““ze*‘“;ed‘o‘x\ o ¥ ?\?'%“
o &
F - Cluster 1 - Cluster 2
16 " - ns . . -
o4 -I-'l' * -‘--I- """
§ q- -H' &
8 10 ++ ++ ** .
o .
> 8 -
i .
6 - -
pe '?' ~ <a‘° PO e’l & g o \ o‘a or \z\é' ' >
W O o™ O A S < AP A /0? 0 0 O \,P- ‘(\\’?'
A WD T Al T T T T T T W o \J* T

Supplementary Figure S3. Validation of immune infiltration of the two clusters by GSE19977. (A) GSE19977
patients are divided into two clusters according to HSPA8 and DEK. (B) Association between the expression of
HSPAS8 and DEK. (C) Comparison of the four indices of ESTIMATE. (D) Comparison of the proportion of
immune cells by CIBERSORT. (E) Comparison of the expression of immune cells by ssGSEA. (F) Comparison
of the expression of MHCs. ns, no significance, *P < 0.05, **P < 0.01, ***P < 0.001.
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Supplementary Figure S4. Validation of sensitivity to immunotherapy of the two clusters by GSE19977. (A-
D) Comparison of the expression of immunomodulatory genes. (E, F) Comparison of the expression of

known chemokines and chemokine receptors that regulate the progression of HCC. *P < 0.05, **P < 0.01, ***P
<0.001.
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Supplementary Figure S5. Validation of immune infiltration of the two clusters by ICGC-LIRI JP. (A) ICGC-
LIRI JP patients are divided into two clusters according to HSPAS and DEK. (B) Association between the
expression of HSPAS and DEK. (C) Comparison of the four indices of ESTIMATE. (D) Comparison of the
proportion of immune cells by CIBERSORT. (E) Comparison of the expression of immune cells by ssGSEA. (F)
Comparison of the expression of MHCs. ns, no significance, *P < 0.05, **P < 0.01, ***P < 0.001.
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Supplementary Figure S6. Validation of immune infiltration of the two clusters by ICGC-LIRI JP. (A-D)
Comparison of the expression of immunomodulatory genes. (E, F) Comparison of the expression of known
chemokines and chemokine receptors that regulate the progression of HCC. *P < 0.05, **P < 0.01, ***P < 0.001.



