RS : 28F81302

TR REA : HLABEFIC & SHBVEE A B D RIEMFHEHZHIs T HE
TEMEES HE Rk

SfprgEE 4 KiE A

X—U—F  BARFL. M. HLA Efs . GWAS, My —Z7 A&

WFFERR S 1 : 55 —
AN AARN 1,193 il Z%5: & L ClRl— D . ke
¥ v h & 7z HBs BUARRIE & £ L 7=, B »

600

BonPEEARE D LI, V7T UK
BsEE (107 . HBsAb 10mIU/mL LA F)
U 7 F o ROSHEE (351 441, HBsAb 10mIU/mL
#8, 100 mIU/mLLLF) | U7 F o mROnEE

500
;Ak 400 i aE

300

200 FS,

(735 {5, HBsAb 100mIU/mL ) @ 3 BiZ N

100

STl A FmMERVIE S, Eim kit oon
DI DHURFELE BN L 72D 2 E M5 ° RUREMT  0<HBs<10 10<HBs<100 100<HBs
MERoTz, FOVTRL193 BlaR e L kK A -
TH ) BT REIHARNT L O HLA BAg E M e Y i~
Mradifi L, HB U 7 F U IRBEMHIZRE D \
HLA-DRB1-DQB1 /711 5 A 7 X1 AARALIBAOE— LT R O HBs Huikfl

(DRB1°04:05-DQB1 04:01. DRB1 08:03-DQB1 06:01. DRB1 14:06-DQB1°03:01, DRB1 15:01-DQB1 06:02)
& BINL2 B F3B# 3 A Z & #8502 & L7z (Nishida, Ohashi et al. Hepatology 2018)

WFERCR 2

HAN BRUFFRBEOH T, FFRNAD B DIER] 472 B & FFRE A A O 72\ WERF] 513 il &2 %R & L7
7 AT A REBEAENT 2 SE0E L, S 512 GWAS THWZEM L3N O A ARASLH 4 N, FHAD B
TRT 2% G TE % V7= Replication AT 2 320 L 7=, BEEMEAT OFEF. HLA class | EaFD—>Th 5
HLA-DPB1 AR DT, HLA class | I8/ T-HEIRIC/FAET D HLA-A BT b IR D ACH B /2B 2 7R
TZENHEMNE ST, 7 LU A RSNP XA B THERNDS 6 JENLD HLA 7V V& HEE L HLA B
HENT 2 I LT=& 2 A, BFED HLA-A T VIVISFFRNAD Y A7 % EiF 5 Z E0RHALNE o T

(Sawai, Nishida et al. Under revision) .

WFFERCR 3

B FUNT 2 HSRATFE 25 A DI A2 5T A B 7048 LR+ T % HLA-DPB1 7 U v & T TAHT 5126
DO THFFED A& FIE U TAEF O Mgk 5 HBV-DNA Ol 217\, @iy — 27 = —% T
HBV-DNA 271 Amplicon sequencing % i L7z, [A U HLA-DPB1 7 V) V% RECHT DN A D7
VMIEBIIZ351T % HBV-DNA 858 & il 2 L2 & 2 A TR ABE TR W TREBUITIZ 2R WITRE DS AU IT R
W77 X VBRERNGEAET D Z EEZH LN L GRsCHE ) . £ 512 Immune Epitope Database and
Analysis Resource (IEDB)IZ & %D HBY X7 F R & HIA & DA TRIZEm LI 2 A, Ri&Snhi=T
I MBAERIZEY HIA 537 L OFSERTI< 222 4 FREHD HBY N7 F R & | fEG 2R < 7225 3 D0 HBY
NTF IR TFRE T,



Subject No.  : 28-Shi-1302

Title : Understanding of roles of HLA in HBV-related diseases

Researchers : Nao Nishida, Jun Ohashi

Key word : Hepatitis B infection, hepatocellular carcinoma, HLA, GWAS, NGS

Abstract 1

Serum anti-HBV surface antibody 800 High responders
24 7] Female

(HBsAb) was tested before the " R Male
600

vaccination with a recombinant
Intermediate

R . *
absorbed hepatitis B vaccine 3 400 responders
=
. o 300
(Bimmugen®, Kaketsuken, Kumamoto, 5
. 200 Low responders
Japan) and at 1 month after final i |1 ‘
: 11 | 48 |
inoculation for 1,193 Japanese adult 0 — 5 KM
Detection Limit 0<HBs=10 10<HBs<100 100=<HBs
individuals. In this study, we XK £ 4
Recognition of a vaccine related HBsAg BTNL2 controls high immune
categorized 1,193 individuals into by specific DRB1-DQB1 haplotypes EspensejtoHE veccine

three groups: group_0, low responders,
Figure 1 Distribution of HBsAb levels among 1,193

HBsAb <10 mlU/mL; group._1, Japanese individuals.

intermediate responders, 10 mIU/mL<

HBsAb <100 mIU/mL; group_2, high responders, HBsAb >100 mIU/mL. GWAS and HLA
association tests were carried out using a total of 1,193 Japanese individuals including 107 low
responders, 351 intermediate responders, and 735 high responders. Classical HLA class II alleles
were statistically imputed using the genome-wide SNP typing data. GWAS and HLA association
tests identified independent associations of HLA-DRB1-D@B1 and BTNLZ genes with immune
response to HB vaccine designed based on HBV genotype C (Figure 1) (Nishida, Ohashi et al.

Hepatology 2018).

Abstract 2

GWAS using 472 HBV patients with hepatitis B related hepatocellular carcinoma (B-HCC) and
513 chronic hepatitis B (CHB) patients identified the association of HLA class I gene with disease
progression. The following HLA association tests revealed that two specific HLA-A alleles increase

the risk of B-HCC (Sawai, Nishida et al. Under revision).

Abstract 3

HBV-DNA sequencing was carried out by NGS amplicon sequencing using serum samples from
B-HCC patients harboring homozygote of HCC-protective HLA-DPB]I allele. By comparing of
HBV-DNA variations between B-HCC and CHB patients, four HBV related peptides showed

significant associations with increased risk of HCC (paper in preparation).
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