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Exploring biomarker and disease-associated gene in pediatric patients with
autoimmune liver disease

Mizuochi, Tatsuki
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We performed a comprehensive genetic analysis of 47 Japanese pediatric
patients with autoimmune liver disease (AILD) including autoimmune hepatitis (AIH), primary
sclerosing cholangitis (PSC), and AIH/PSC overlap syndrome. We identified a significantly higher
frequency of the missense mutation of P242S in the SH2B3 gene in the AILD patients than the Japanese

database.

As for biomarkers, ELISA analysis was performed for serum GDF-15 in three groups: AIH and liver
disease control groups with normal ALT and GGT, and healthy group. Serum GDF-15 in the AIH group was
significantly elevated than the liver disease control group and healthy group.
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growth
differentiation factor 15 (GDF-15) matrix metalloproteinase 7 calprotectin leucine-
rich a 2-glycoprotein 4 ELISA 18
Discovery Cohort ALT  GGT (ALT<30
GGT<40) AIH(n=8) age-matched (Healthy Control: HC, n=7)
Discovery Cohort Validation Cohort Validation
Cohort ALT  GGT AlH(n=18) age-matched
ALT GGT (Disease Control: DC, B , n=10) HC
(n=14)
AIH PSC ASC
AILD 44 (JPAILD gene panel)
DNA (MAF)<0.01
ToMMo14KJPN Fisher
Discovery Cohort AlH GDF-15 (P<0.001)
Validation Cohort  GDF-15 AIH 460 pg/mL DC 254 pg/mL
(P<0.01) HC 186 pg/mL (P<0.0001) AlH DC HC
1 AIH (0O) ROC AUC  0.92
ROC cut-off 278 pg/mL AlH 80% 94%
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GDF-15 AlH ALT  GGT
15 49 AILD AIH 25 PSC 14
AsC 10 47
MAF SH2B3 P242S  SNP
7 (AIH 2 PSC 2 ASC 3 ) MAF  0.07446 ToMMo14KJPN  0.03217
(P=0.0327) AILD SNP 5 8

P=0.2692 SNP
SH2B3 SNP  (c.724C>T, p.P242S) AILD
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