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Lymphoepithelioma-like carcinoma （LELC)

Supplementary Fig. S1

Conventional adenocarcinoma

H&E EBER

Supplementary Fig. S1. Representative images showing IHC staining for H&E and 
EBER-ISH. H&E, Hematoxylin and Eosin; EBER-ISH, EBV-encoded small RNAs-in 
situ hybridization. Scale bars=250μm
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Supplementary Fig. S2

Supplementary Fig. S2. Representative images showing IHC staining for CD 8 T cells in EBV 
(+) GC cases from the FMU cohort. Cases with a high (25%, left) and low (0%, right) 
percentage of infiltrating CD8+ lymphocytes (0%, right) are shown. Scale bars = 250 μm.
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Supplementary Fig. S3

Supplementary Fig. S3. (a) CD274 mRNA expression among  EBV (+), , CIN, GS, 
and MSI GC (TCGA). Red point showing tumor with CD274 focal amplification. (b) 
The copy number states of representative cancer-related genes that mapped 
telomeric and centromeric to CD274 on 9p24.1. Cases 1, 2, 3, and 7 showed high 
CD274 mRNA expression by focal and high-level amplification of the segment 
containing CD274. Cases 5, 8, and 9 showed relatively high CD274 expression with 
non-focal and arm-level copy number gain of 9p.

CD274 focal amplification
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Supplementary Fig. S4
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GSE31789 (Methylation)

GSE31789 (Methylation)

Supplementary Fig. S4. (a) DNA methylation status of IRF3 and IRF3 signature genes (13 
genes) among the parent (MKN7 p), mock [MKN7 EBV (-)], and EBV-infected clones (MKN7 
EBV#1, EBV#2, and EBV#3) in MKN7 cells (GSE31789). DNA hypermethylation was not 
observed in IRF3 signature genes. The β value, 0.00 to 1.00, reflects the methylation level of 
the individual CpG site. (b) DNA methylation status of IRF and IRF3 signature genes (13 
genes) between EBV (-) (n = 43) and EBV (+) (n = 11) GC (GSE31789). DNA 
hypermethylation was not observed in IRF3 signature genes. The β value, 0.00 to 1.00, 
reflects the methylation level of the individual CpG site.
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Supplementary Fig. S5. Representative images showing IHC stainng for NOXA and GC. (a) 
IHC staining for NOXA high (left) or low (right) expressions in GC. (b) Representative images 
showing IHC staining for GR high (left) or low (right) expressions in GC. Scale bars = 250 μm.
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Supplementary Fig. S6
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Supplementary Fig. S6. Molecular features of IRF3 signature in MSI GC. (a) Comparison 
between IFN-γ signature and IRF3 signature in MSI GC (TCGA). IFN-γ signature was 
positively significantly correlated with IRF3 signature in MSI GC (P < 0.001). (b) Average 
number of gene IRF3 signature gene mutations among EBV (+), CIN, GS, and MSI GC 
(TCGA). Gene mutations was highly accumulated in MSI GC (P < 0.001).
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