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GWAS-based integrated analysis of PBC to dissect the mechanism of development
and progression of primary biliary cholangitis

Nakamura, Minoru
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Since October 2010, we started genome-wide association study(GWAS) of
primary biliary cholangitis (PBC) in the Japanese PBC patients and identified 8 GWAS significant (P
<5.0x10-8)) susceptibiity loci(HLA, TNFSF15, POU2AF1, IL7R, IKZF3, NFkB1, PRKCB, ETS1). We also
developed an efficient method to identify causal variants and effector genes by using genome-wide
imputation, eQTL and genome editing in silico and in vitro. In addition, we performed the integrated
GWAS and mRNA microarray analysis using IPA, resulting in the identification of IFNG and CD40OL as
the central upstream regulators in PBC. International PBC-GWAS meta-analysis is now underway to
reveal the molecular targets of PBC on the pathways of PBC-development and progression.
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8 (HLA, TNFSF15, POUZAF1, chromosome 17q12-21, IL7R,
PRKCB, NFKB/MANBA, POGLUT1/CD80 )
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