HRE : 2645112

WRZERRRES R ERF S BEEEUR & O BRI & 1k O A Rt~ — ) — DS
FAAGEE S - BKER

SHBEES BN Bk

F—U—F 2 BUERE, IS A, FEEZE, SNPs, fE KT

WFZERE R ChE PR P R SNPs & AT REMEE & D BIfR)

MEEZERITEKRT A THD IR RE A R EHER 7B 57 215 K 7 & pERE~ —
T3 — DT (206) | THFEE BRIRREFRIE Mg ~ — B — O BI%E & HuH, @iE > 2 M2l EEo £RIZE
T HMFZE(1122) | ITIRWFZEREE LY, 2EFRILEIFEBEO R v 8T — 27 2170 LT 1 FH5E
HFE LA OWTER & OFHTHA L, HERH R L PR EETE) Lo, CEICK
5 RBBS %, 8 OBEICLE BRI 21T 5 BRIC genomic DNA fliH F o> ik & BESHHTEGRIE A o i
a5, EFERBERBNE & B2 300 . DERER T 2 BRI RO 2208 S PR -
A3 R 238D 72 VW MER] ] O sample INEZIT - 72, £ HIL7Z sample %, DigTga2 assay *<° Tagman
assay (2 & V) PRI BEHE SNPs <CHF# B BEE#E SNPs 2 JIE Uiz, FEFHE 330 451l & F&9E 59 Hil D Ll ¢
1%, FFSHENEHE SNP T 5D PNPLA3 & KEFRIEREHE SNP T 5 genome A AR 2NN L CTHFIE A AT
352 mbny | BfEmERTTh D,

AL D SNPs X C RUEBMEFRBIZITEL LTIV &, £, S%ENTs 2 ERTHEND
FHRIANABEOR Y AT FEORKVIARZHEATH Y, EREREHIBSCMH S 2 WHEOMNLICH A2
LEbNS,



Subject No. : 26SHI112

Title : Association between host factor and hepatocellular carcinoma in non-viral patients
with type 2 diabetes

Researchers : Masaaki Korenaga

Key word : Type 2 diabetes, Hepatocellular carcinoma, Liver cirrhosis, single-nucleotide

polymorphisms, host factor

ACKGROUND AND AIMS: Several metabolic disorders, such as type 2 diabetes (T2DM), obesity
and hepatic steatosis associate with the liver cirrhosis and development of hepatocellular
carcinoma. New genetic loci that contribute to the development of T2DM have been identified by
genome-wide association studies. The aim of this study is to examine the association of T2DM
susceptibility loci and the progression of liver disease in Japanese patients with T2DM.

Methods: We genotyped 359 T2DM dJapanese subjects without viral hepatitis, who underwent
FibroScan for measurements of liver stiffness for the following T2DM related single-nucleotide
polymorphisms (SNPs)in Japan; EIF2AK4 rs2250402, KRT4 rs2307027, FAM60A rs3741872,
ANGPT4rs574628, SPDEF rs2233647, A2BP1 rs3785233, Intergenic rs2075931, SLC30AS8
rs13266634 rs3802177, HHEX rs1111875 rs7923837, CDKN2B rs10811661 rs564398, GCKR
rs780094, IGF2BP2 rs4402960 rs1470579, CDKAL1 rs7754840 rs7756992, TCF7L2 rs7903146,
KCNJ11 rs5219, PPARG rs1801282, KCNQ1 rs2237892, HNF1B rs7501939 rs4430796, KCNJ15
rs743296 rs3746876, ACACB rs2268388, SRR rs391300 rs4523957, PTPRD rs17584499, and
KCNQ1 rs231359 rs223895. All patients without viral hepatitis had more than 10 year’ s history
of T2DM and were genotyped PNPLAS3 rs738409.

Results: In T2DM patients without viral hepatitis, the genome A rsXXXXX risk alleles exhibited
significant associations with HCC group. No other SNPs were significantly associated with HCC.
The distribution of PNPLAS3 rs738409 risk alleles significantly increased in HCC group than in
control, however genome A and PNPLAS3 risk alleles were independently associated with HCC
Conclusions: The rsXXXXX in the genome A gene is associated with liver disease progressions in

Japanese T2DM patients who do not infect HBV/HCV.
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