Supplementary Table S1. The classification of germline and somatic mutations in case 3 of EBV-LELCC.
	Gene Symbol
	Amino acid change
	MAF, tissue
	MAF, blood
	Classification

	FAT1
	p.D1113N
	49.1%
	49.8%
	Germline

	KDR
	p.N793S
	50.3%
	51.5%
	Germline

	MSH2
	p.S494P
	49.6%
	50.1%
	Germline

	MSH6
	Splice donor
	46.4%
	47.0%
	Germline

	POLE
	p.P697A
	46.0%
	44.2%
	Germline

	PRDM1
	p.E80V
	50.0%
	50.7%
	Germline

	PRKDC
	p.G2112del
	48.4%
	50.2%
	Germline

	ROS1
	p.Y2173N
	48.7%
	52.2%
	Germline

	RUNX1
	p.D305N
	52.3%
	72.1%
	Germline

	SMO
	Splice region
	39.8%
	45.0%
	Germline

	SYNE1
	p.S289T
	47.8%
	51.2%
	Germline

	TET1
	p.I842V
	45.1%
	50.9%
	Germline

	BARD1
	p.I143V
	8.1%
	0.0%
	Somatic

	EPHA5
	p.H664R
	5.8%
	0.0%
	Somatic

	MUC16
	p.R7668T
	7.6%
	0.0%
	Somatic












EBV, Epstein-Barr virus; LELCC, lymphoepithelioma-like cholangiocarcinoma; MAF, mutation allele frequency.
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Supplementary Table S2. The classification of germline and somatic mutations in case 5 of EBV-LELCC.
	Gene Symbol
	Amino acid change
	MAF, tissue
	MAF, blood
	Classification

	CCNB2
	p.Y331C
	52.1%
	51.1%
	Germline

	FANCG
	p.P590A
	46.2%
	48.3%
	Germline

	FANCL
	p.T224A
	53.4%
	51.1%
	Germline

	FAT1
	p.H4295R
	47.4%
	45.0%
	Germline

	FAT1
	p.E1141D
	45.5%
	50.9%
	Germline

	GNAS
	p.E126K
	51.4%
	52.1%
	Germline

	GSK3B
	Splice region
	49.9%
	51.0%
	Germline

	HR
	p.R927H
	48.7%
	47.2%
	Germline

	HSP90AA1
	p.E246G
	47.1%
	46.3%
	Germline

	MUC16
	p.G13057S
	47.5%
	50.7%
	Germline

	MUC6
	p.D539Y
	45.7%
	49.6%
	Germline

	PDGFRB
	p.V84M
	57.8%
	52.3%
	Germline

	PIK3CA
	p.D527N
	47.9%
	46.2%
	Germline

	PMS1
	p.T451M
	34.6%
	35.1%
	Germline

	USH2A
	p.V2333A
	47.6%
	48.9%
	Germline

	CD19
	p.R163C
	5.6%
	0.0%
	Somatic

	PTEN
	p.Q17*
	8.8%
	0.0%
	Somatic

	TET1
	p.R1551G
	7.2%
	0.0%
	Somatic

	TNFAIP3
	p.A175D
	5.8%
	0.0%
	Somatic
















EBV, Epstein-Barr virus; LELCC, lymphoepithelioma-like cholangiocarcinoma; MAF, mutation allele frequency.
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