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Abstractl : Collaboration with institutions in Japan

We constructed the “sample and clinical information collecting system” in our own host
server. Until 2015 year-end, we started collaborations with 48 Japanese hospitals and institutes
(Figure 1). In the collaborations, a total of 3,186 Japanese samples from HBV patients and healthy
controls were collected and the concentration of all genomic DNA samples was measured using
spectrophotometer. Finally, all the samples were arranged to have a uniform concentration (50

ng/ul, 10 ng/ul) and stocked in freezer (-20 degrees) until use.

Abstract2 : Collaboration with institutions in Japan

We prepared two types of entry forms to collect clinical information, simplified version
and detailed version (Figure 2). We collected the simplified version from a total of 2,968 samples
and the detailed version from a total of 2,242 samples.

For a missing data of HBV genotype in a total of 782 HBV patients, we performed
HBV-DNA sequencing after extracting HBV-DNA from serum samples. HBV genotype was
estimated using E-PAS system, and finally HBV genotypes were determined for 608 samples. The
remaining 174 samples showed an undetectable viral load, therefore, HBV genotype were not
determined.

For a missing data of antibody titer for HBs and HBc in HB vaccinated individuals, a
total of 196 samples were tested using ARCHITECT Anti-HBs assay (AUSAB) and ARCHITECT
Anti-HBc II assay. All HB vaccinated samples finally complement a deficit value of HBsAb and
HBcAD.

Abstract3 : International collaborations
We prepared a memorandum of understanding (MOU) for collaboration of HBV

researches, with foreign institutes, including universities and hospitals, from Indonesia, Thai,
Argentina, Myanmar, Uzbekistan, Mongolia, Taiwan, Hong Kong and Korea. We have already
completed the document for seven institutes from six countries, including Indonesia, Thai,
Myanmar, Uzbekistan, and Mongolia. In 2014, we joined two institutes from Taiwan (Academia
Sinica) and Argentina (University of Buenos Aires) as collaborative institutes for sample collection
and HBV researches.

In 2014, we accepted two researchers from collaborative institutes of Indonesia

(Airlangga University) and Uzbekistan (Institute of Immunology Academy of Sciences Republic of

Researchers [Z[X, DR EZELEHT 5,



Uzbekistan Laboratory). We received 150 genomic DNA samples from HBV patients and healthy
controls in Indonesia and carried out SNP genotyping and association test of HLA-DPB1 SNP with
chronic hepatitis B infection.

In 2015, we accepted two researchers from collaborative institutes of Mongolia
(Mongolian Academy of Sciences) and Argentina (University of Buenos Aires). We received a total
of 635 genomic DNA from HBV patients (n=360) and healthy controls (n=275) in Mongolia and a
total of 1,645 genomic DNA from HBV patients (n=401), HBV resolved individuals (n=631), and
healthy controls (n=613) in Argentina. All samples of Mongolia and Argentina were tested for four

SNPs located in the HLA class II region and association test were carried out.

Abstract4 : International collaborations
A total of 5,533 samples were collected from the foreign collaborative institutes

including Indonesia, Thai, Argentina, Mongolia, Taiwan, Hong Kong and Korea (Table 1).

Table 1 Collected samples from foreign collaborative institutes

HBsAb+ patients

Resolved 0 0 0 0 0 0 631
individuals

Healthy controls 400 0 380 241 257 275 613
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Figure 1 International collaboration in HBV research
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Figure 2 Clinical information using two types of entry forms

1. TSGR S — F (simplified version), includes summary of sample. All samples (genomic
DNA and serum) will be collected together with the simplified clinical sheet.

2. FEAMARESIR > — b (detailed version), includes clinical information depending on study

design. A total of 290 columns are prepared in the sheet, including Patients’ basic information,

Current medical condition, HBV marker, Blood test values, follow-up data (HBV marker,

Blood test values), Liver biopsy, Other department visits history, Previous treatment history,

Past surgical history, Chemotherapy history, HBV reactivation, and HB vaccination. To

lighten the burden to fill the sheet, only a necessary part is highlighted.
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WHERREEA TR OUESMEEE S TR D AT
FAEAEE 4 R M

SHEBEES K ER. EH O RR

*—U— K BN A. FFPEY 7, &7 AT A RESEMENT (GWAS) . By — 7 o A, T—H

R 2

JERR 1 :

lllumina HumanOmniExpress v1.1 (28557 ) AU A RSNP ¥ A B 7 %2 FEfi L, AT 25 DNA &L S
770D 1 LT Callrate [ £ 99.5%LL & 72 575,50 47D 1129 % & Callrate 78 99%LA T & 725 Z & &2
Ok Lz (R1) CREET—¥) .

Call rate

sample 1 sample 2

50 ng/ul 99.83% 99.59%
10 ng/ul 99.80% 99.66%
1 ng/ul 98.92% 98.92%
Ave. 99.52% 99.39%

# 1 OmniExpressv1.11ZX 5 SNP ¥ A B2 7R

WFFERCR 2

AT B TUEE L7z HAR N HBV BREIERIS L OMEF H O NS, A5 1,975 Bl 2 x5 L LT
Affymetrix £1:0> AXIOM ASI platform % FAVNCT# / LU A K SNP fifthT & S0 L 7=, HAA HBs FUIRBPERE
1,033 il & HAS AEFHE 942 9l &kt 5 & L7- GWAS Z 520 L. HLA class Il 15 7-fEIK Y B AUEMERFZ 12
BT 52 tomElah (K1) , 7/ 574 RSNP T —4 /5 HLA imputation 1512 L 5 HLA &1
FRIOHETE 21TV (Khor SS, Nishida N et al., Pharmacogenomics J 2015) . HLA class Il i&fx+ & B Blf@
fF2e & OREZZEMICHENT 5 2 & T, $¥E D HLA-DR, DQ. DP N7 11 % A 7% B RS PET 28 (i
THZEEZHLNE LTz, ZORE, CHETICHREZ LZs >EERE DPBL 7 U /LD 9 b,
DPB1*09:01 & DPB1*04:01 (%, 7' ¥ A 7% #His DRB1- DQBl DT INE—F2B#EZ R L, T b
250 DPB1 7 U /L1% DRB1-DQB1 & DG P IZ K 5 IR TH D Z L2 b e Lz,

(Nishida N et al., Scientific Reports 2016)

Chi-Squared 40910 P

HLA-DP
rs2395309
P=1.24 X 10%

1 HAA HBs HUREMERE R 1,033 ﬁJ LR o sl L
GWAS #E5R



WFFERCR 3

HBs PG IERED T, RN AE AT % HBV [BFEERE 463 1] & P33 A D 7o\ EEBE 510 il & x5
ELTEGWAS 25N L, 7/ AU A REBKEIZES 20 E ODOIFREN A L D55\ OB 2 /R385 1
EmAEERE SN Z EEH LM L (BREmsC. HiEd)  (X2) .

P | GeneA Jososston Tosts (B3 ek o) i Scstrchck 251
| ' . [ Gene B, P=g.aax 100 >

X 2 FFRERE 463 B & BHEATRAE 510 FlE xR E L7z GWAS R

TR 4 :

H RN HBs HUR SR 1,357 il & H A&l FRAE 1,225 il &2 %f5: & L C HLA-DPB1 % 1 £V
7 % Fi L, DPBL B n 1 & B VERT & O BIsEMENT 21T o 7oA 3. 1. B2k DPB1 7 U L 721K
PIEDPBL 7 U V& 1 DA T HJEFI L U b 2 OF T 2MER CELESHMANZR b 2 & 2. K
ZMH LIS DPBL 7 U VB ~T 0 THT HAERILARETH T AR L D & i B 2 7R
92 &, 3. DPB1*05:01 (&%) & #Lpirt DPB1 7V /L (DPB1*02:01, DPB1*04:01, DPB1*04:02)
DWTHnE~T 1 THT DERITIEL, B RUSMEITFR I L TP oBE (KHik opB1 7 U L
OEMIR) 2Rd 2 &, 2B 5T L7z (Nishida N et al., Tissue Antigens 2015) ,

WFFERR 5

AAN 129140, W#EN 5864, HUEAN 6614, #A N 6294 DG 3,167 4 aktg L L
HLA-DPAL/-DPB1 % A ©' 7 Z Fffi L, B BUNTIREETE & 5 xf FEE DO Ll b B BT 124 Ab
WX A T T UL 2 f (DPB1*05:01, *09:01) & #&HitE7T U L 3FE (DPB1*02:01, *04:01,
*04:02) #IAl7E L7= (Nishida N et al., PLoS One 2014, Nishida N et al., J Clin Transl Hepatol 2013),

WFFERE 6

2 BUPEIRIS 228 5 & 3 DIFH D A BT 2 82K & LT, PNPLA3 EIs 136 LUV IAZFL s
F-HEIR D SNP WA E R BEE A R T 2 & A 52 L7z (Ueyama M, Nishida N et al., J Gastroenterol
2016) , PNPLA3 B DU A7 7 UL (G) ZAHRETHT AREZEBWT,JIAZFL DY 27 7 UL (G)
AT LHEFTHERADY A7 B 6t b LW nnk L,
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AARICENWTIREL-BARAAHBVEEBEF S LIV BEBDF MG, §511,97561%F xF R EL TAffymetrixft D
AXIOM ASI platformZzFAWLNT / LT A RSNPEEMTZETEL -, B AR AHBsIIR 5 E 21,0331 & B AR A @5 5942
HZxtRELT-GWASEZEFEL . HLA class IlE{--FEIENABRIEMF R ICEHET HIENFHRIN-(HD) . 4/ L
T AKSNPT—AMBHLA imputation;E[Z K AHHLAEGFE DO HETEZ1TL (Khor SS, Nishida N et al.,
Pharmacogenomics J 2015) . HLA class IIE{FEBRVEMERF X E2 HLA class 1/\TO4 AT L1 HEFF % LD BEE
EDBELEZF MR T 52 E T HEDHLA-DR, DQ, DP/\T ———
O34T HABEEMHAT R ICEEHET HIEFHLMNELTz, CDEE HBV patients Healthy controls
%s u*‘aif‘ $ﬁi§LT_59J§EMFy§EDP817U)lx0):)'1:3~ 1.0% 1.9% 1.56X102 0.52 —{ 0406 H 0302 |— 0201 |

P value OR DRB1-DQB1-DPB1 haplotype

DPBl*O9'OltDPBl*O4:Ol'i\ /\7D947°€%E¢?DR31-DQ31 4.5% 5.2% 0.235 0.85 ::()901 I]:: 0303:0201 II:
S e —EH» _ — .~ 1.4% 2.4% 2.43%10? 0.60 0405 H{ 0401 0201
0)7:’_75\% %E’]@~F§ﬂ)§€$b~ ;hbmzoo)DPBl-?U VI 1.6% 2.0% 0219 076 — 0803 {{ 0601 — 0201 |-

DRBl'DQBlthEﬁEZ:EF&ﬂ:J:é:;kﬁqfila*ﬁﬁ_ts%é:k;& 1.4% 1.3% 0776 ~ 1.07 — 1502 { 0601 — 0201 [

BAGMELT=(E2) (Nishida N et al., Scientific Reports 2016) . 2.4% 3.3% 7.50x102 072 - 1501 H 0602 — 0201 |-
1.9% 4.1% WP {1302 }{ 0604 | 0401 |
HLA-DP 0.9% 1.3% 0.203  0.69 —{ 0405 H 0401 |— 0402 |-
r$2395309 2.0% 4.2% — 0101 }{ 0501 |—{ 0402 }-
P=1.24 X 102!
! Haplotype frequency

< P value OR DRB1-DQB1-DPB1 haplotype
l HBV patients Healthy controls

i 1.0% 1.3% 0376  0.78 — 1101 H 0301 —{ 0501 |

i
i 1.7% 1.3% 0.232 132 — 1201 H 0301 |— 0501 |
1.6% 1.6% 0.891 097 - 0802 H 0302 — 0501 [
11.6% 7.7% — 0901 H 0303 — 0501 |
S 2SS ffemss mmR o =momERo 8.6% 7.6% 0193 115 — 0405 H 0401 |— 0501 |-
- ae, 6.3% 3.5% {0803 H{ o601 |—{ 0501 }-

B 1 BARAHBsHURIGE B E#1,0330] &% X HEF

3.4% 2.4% 498x102 139 - 1501 H 0602 — 0501 |-

9M2PIERRELI-ZGWASTER
14.7% 8.3% {1502 H{ 0601 |—{ 0901 }
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BEFA3HI EFF RN AN EFRES1051% 5t
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Tissue Antigens 2015) ,

Chi-Squared Jog10 P GeneA As3003%0n Tests (Basic Allehc Tests) status® ScafterCheck [251]
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P =5.87 X 103
[*II;l 20 P =2.72 X 1010
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Usefulness of mac-2 binding
protein

advanced fibrosis

and hepatocellular carcinoma in
patients with non-

alcoholic fatty liver disease
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A novel glycobiomarker,
Wisteria floribunda
agglutinin Macrophage Colony-
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Receptor can predict
carcinogenesis and survival of liver
cirrhosis with hepatitis C virus
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