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Fig. S1.

Comparison between the three molecular subtypes. (A) Heatmap of the proteomic data. (B)
Relationship between CDF and consensus index. (C) Relationship between the clusters numbers
and the area under the CDF curve. (D) The PCA analysis suggests a clear distribution of samples
within each molecular class. (E-G) Volcano plot showing the DEGs between two molecular
subtypes.
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Fig. S2.

Mutation landscape and KRAS mutation. (A) Summary of the mutation landscape. (B) RTK-
RAS pathway was enriched in ICC. (C) Mutation frequency of the genes involved in the RTK-
RAS pathway. (D) Kaplan-Meier curve of KRAS mutations and OS. (E) Kaplan-Meier curve of
RAS-RTK pathway alterations and OS.



FIGURE S3
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Fig. S3.

Panel sequencing for the KMT2Dmut tissues (A) and heatmap of the feature genes in each
cell type (B).
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(A) UMAP plot of macrophages with their gene expression level. (B) M2 score of type 1 and

type 2 TAMs. (C) M1 score of type 1 and type 2 TAMs. (D) Kaplan-Meier curve of the C1QB




expression and OS (n=110). (E) Kaplan-Meier curve of the APOE expression and OS (n=110).
(F) APOE"C1QB" TAM signature scores stratified patients with poor prognoses.



Table S1.

Patient demographics
Characteristics Number of patients (n = 110)

Gender
Male 61 (55.5%)

Female 49 (45.5%)
Median age (years) 60 (54-66)
Differential level
2 (1.8%)
23 (20.9%)
33 (30.0 %)
42 (38.2%)
6 (5.5%)
4 (3.6%)

g b~ WO N PP, O

HBV
Negative 17 (15.5%)
Positive 93 (84.5%)

Stage
| 50 (45.5%)
Il 18 (16.3%)
Il 42 (38.2%)
OS (months) 20 (12-27)

Status
Alive 52 (47.3%)
Deceased 48 (52.7%)

Data are median (IQR) or n (%). HBV=hepatitis B virus. OS=overall survival



Table S2.
Hub-gene list

Hub-gene list

LUZPI
NIPSNAPI
ATP5FI1A4
CRYZ
XPNPEP3
AHCY
CARHSPI
ATP5PO
GLOI
NUDT5
CNDP2
MAT24
PALM3
KLCI
HDDC3
TRAPI
PSMA7
THOPI
SLCO2BI
SH3PXD2B
UROD
PHLDBI
zYX
ARHGAPIS
PSMAI
ATP5PD
MYOS5A4
ABCBI11
CAPG
MYGI
SCAMP?2
CIR
VPS134
K2
HSPAI2B
c2

MTA2
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PLXNBI
CEPTI
GSPT2
INTS10
FUBPI
C84
SMARCE1]
PROSI
ALGI11
CFH
RO60
SMARCC2
HDACI
c6

RPN2

CIS
SLC3041
AIBG
ACTL64
SPAG7
KNG1
SLCY9A43R1
MRPLIS
SLC2744
BUB3
1TIH4
RALY
ATIC
SEC61B
LICAM
PDLIM?
HDGF
ATXNI10
LBR
NMTI
SMARCAS
PSPCI
PPMIG
c3
SERPINDI
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(68)
ANP324
SON
SUBI
DDX5
NCOAS5
SYTL4
SAE1
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Table S3.

Tumor_Sample_  Start_Pos End_Pos Reference_  Tumor_Seq_  Transcri Protein_Ch  Variant_Classi
Barcode ition ition Allele Allele2 pt ange fication

16107 180555107T1 494?118 494?118 c T Nsl\ﬁggo 0.A3320T MissZEZ%_Mut
10322 180555111T1 4942676 4945677 GTTGCA - Nsl\ﬁgg 0 p.30980 d66—|39 In_Frame_Del
22060 180558018T1 4948527 494(3)527 G A N3|\4/|1§go 0.R2095C Missz'r[}zerTMut
22070 180558018T1 4943858 4943858 G A Nsl\ﬁggo p.A1634V MissZEZ%_Mut
22080 180558018T1 4942600 494;600 G A Nsl\ﬁggo p.PA8EL MissZEZ%_Mut
29709 180558022T1 494%560 494%560 G A N3|\4/|1§go 0.P5524S Missz'r[}zerTMut
29719 180558022T1 494;416 494;416 G A N3I\L/I1§go 0.P4632S Missz?izen_Mut
29729 180558022T1 4942481 4942481 G A Ngl\ﬁggo 0.P2247L Miss:?isO?]_Mut
29739 180558022T1 4942854 4942854 A c Ngl\ﬁggo 0.D1648E Miss:?iséen_Mut
30889 180558031T1. 494?433 4943433 C T N3I\L/I1§go 0.D2406N Missz;séen_Mut
43616 180558035T1 4945553 494(2)553 G A Ngl\ﬁggo 0.P4320S Missz?ize;]_Mut
53106 180558037T1 494?478 494?478 G A Ngl\ﬁggo 0.P22585 Miss:?isO?]_Mut
605f 180558041T1 494?077 4943077 c T Ngl\ﬁggo 0.R49910Q Miss:?iséen_Mut
611794 180558042T1 494?588 4943588 T G Ngl\ﬁggo p.K20320Q Misszgsc,)en_Mut
86016 180558043T1 4945081 494;081 G A N3I\A/I1§go 0.RAITSC Missg?isoe;]_Mut
86026 18055804371 494%697 4942697 G A Nghﬁggo 0.P3838S Missg?ize;]_Mut
86036 180558043T1 4942141 4942141 G A Ngl\ﬁggo 0.A3242V Missg?izei]_Mut
86(116 180558043T1 494?237 4941;237 c T Ngl\ﬁggo 0.G2923D MiSSZEZi_MUt
86056 18055804371 4942306 4942306 c T N3I\A/I1§go 0.D2769N Missg?isoe;]_Mut
86066 18055804371 4942521 4942521 c T Ngl\ﬁggo p.G2114D Missg?ize;]_Mut
86086 180558043T1 4943418 4943418 A G Ngl\ﬁggo 0.V1064A Missg?izei]_Mut
86096 180558043T1 494;1487 494;1487 c T Ngl\ﬁggo 0.R863Q MiSSZEZi_MUt
87006 180558043T1 494;1499 4943499 A G N3h2§go 0.S825P Missg?isoe;]_Mut
87016 180558043T1 4943537 4943537 G A N3h2§go D.S699F Missg?isoe;]_Mut
95384 180558044T1 4943769 4945769 T c N3h£§go p.N3597D Miss:gzen_Mut
96304 180558044T1 4942187 4942187 c T N3h£§go 0.V/3089M Miss:gzen_Mut
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Table S4.
APOE*C1QB* macrophage signature

Gene signature

LIPA
APOE
CIOB
CTSD
cPM
APOCI
IGSF6
ACP5
CTSL
LGMN
HLA-DOAI
PDK4
PLA2G7
KLF2
APOCIPI
ALDHIAI
TXNIP
SCD
PLIN2
EGRI

14



