(A4 )

I EAER
E

WFFERAJE RS

WFFERASEH 4 &

ATl ek K4

WFFERASEH 4 &

ATl ek K4

SRR

PZEIRE 4

[ 16kk0205007h0001]
TR 2 9% 5H12H

Vopk 2 8 £ EFE ML B % KR W EE

(RATH) Wik s/ SRR 7 — 5~ R Ui T 3

(¥ §&) Program for an Integrated Database of Clinical and Genomic Information

(A AGE
C

(A AGE

Ca

)

B BUFRICBIT DA MEGIR 7 ) 5T — 2 X— 2D %Z B a7t
Construction of integrated clinical genome database regarding hepatitis

B related diseases

ENZATZEBARIEN  ENZEBREROZE ' o % —FSERT

7 LERETR Y27 b

Trnv=r Mg LR L

National Research and Development Agency

Research Institute National Center for Global Health and Medicine
Genome Medical Science Project

Project Manager Masashi Mizokami

Frk2 84 9H 1H ~ Fk294 3H31H

(HARE) ENZATZERISEIEAN  ESZEEREROTIE Y o & —HFERT

T AERE T2 b
v/ b L MW

(¥ FE) National Research and Development Agency

Research Institute National Center for Global Health and Medicine
Genome Medical Science Project

Project Manager Masashi Mizokami

(AAEE) #efih, o B BRHI OREEE, AT RS IR ZMEATFEH KO FEHE (8 _EIE)

& o

(£ FB&) Supervisor, Construction of quality management pipeline, Cooperation

with Mizokami’'s MHLW research group

(BAGE) ESCHFERRFEIAN  ENZEFRERTIEE > 2 —WFJEeT

T AERET e Y2 b



ATl ek K4

SRR

PZEIRE 4

ATl ek K4

2
=
=
=

=
b

WHFERASE S A

ATl ek K4

WHFERASE S A

ATl ek K4

2
=
=
=

=
b

ko 4

ko 4

RlZ7ny=r Mg KL Eil

National Research and Development Agency

Research Institute National Center for Global Health and Medicine
Genome Medical Science Project

Senior Project Manager Masaya Sugiyama

A F /37 NCBN & i, B RUFR 7 A /L 2 DT
Cooperation with BioBank NCBN, HBV-DNA analysis

ENAFERITIEN BN EERERE I o 2 —

FFo - SafEtftget o 2 —  IFREBMFEE

-k Bk ER

National Research and Development Agency

National Center for Global Health and Medicine

The Research Center for Hepatitis and Immunology Department of
Liver Diseases

Director Tatsuya Kanto

FFPR B AR e . IMIBRRAEOIE, F =2 L—3 3 O
Cooperation with linked regional core centers for the treatment of liver

disease, Blood examination, Clinical data curation

ENZATZEBARIEN  ENZEBREROZE ' o # —HFSERT

T LERYTe Y2 b

ERROFZEE TEE SR

National Research and Development Agency

Research Institute National Center for Global Health and Medicine
Genome Medical Science Project

Senior Fellow Nao Nishida

WFREGR YT ) DEFHT — X A R L —VOREE, NGS (7 V=L —r =
Y R) OEME, FEERHRT O 5 b

Data storage construction, NGS implementation, Statistical analysis

ENZREFEN R REFEE AR AR E AR
FrEEZde A BT

Kyoto University Graduate School of Medicine
Department of Drug Discovery Medicine

Associate Professor Akihiro Fujimoto

IV ZHN—T T RADINA T T A

Construction of clinical sequencing pipeline



II.
1.

10.

11.

12.

13.

14.

FRRDRE (FETZERE)
ENOWFZER 7] 24 figk (H26 FFR % wiRFERMEIIZE SIS 1T 2 FOKBEO k) TERIL L7 B
TURFREFE OAEGE (777 5 DNA, LiF) 3 L OEIRIEHRZ 216 JEF] /0B8N L TIEE LT,
A total of 216 samples (genomic DNA, serum) were newly collected from HBV patients in
collaborative hospitals and universities.
B ORI (BB, BARPL, KISLEPES - A ERE o2 —, ITRT, ARKRRT. K’
RERERRZ, JUNKRE) 2B s s LTiBMmLT,
Seven hospitals and universities joined to our collaborative research group.
LabChip GX microfluidics /] Genomic DNA Reagent kit # I\ T, 7/ A DNA OWET = v 7 %
FhiT /AT T A L EHHELT,
Quality control pipeline for genomic DNA was developed.
BEAF D9 3,000 FEBNZSWT, BRIRIEHIS KO AT T — Z ORGSRz B TH 5,
Clinical information and acquisition of genome data for the 3,000 previously collected samples
were confirming (in progress).
JHFR S e IR R EIF PRS2 OMFZEEE G EBE) 123V CINEE S vz B BUFRFHEME( L O AR (77
/ 5 DNA) Z=F Az,
We accepted samples (genomic DNA) collected from HBV reactivation, in cooperation with
Mizokami’s MHLW research group.
2T AR FZ LA SE FHE OMFZEEE (R KIE) 12V CTUEE & 72 Genotype A JEBI D AEMRRE (&
/ . DNA, 1Lif) OFREAEE LT,
We requested to provide samples (genomic DNA, serum) collected from HBV patients infected
with genotype A, in cooperation with Korenaga’s MHLW research group.
HF4¢ DS H DR — b=V BB LT,
Homepage is now available
URL: http://www.ncgmkohnodai.go.jp/genome/genome_ds/index.html
B BT 120 SEBNZ DUV T, AF LT LA Z2 W T A F AR 2 FEhi L 7=,
Methylation analyses were carried out using 120 HBV patients.
HLA V2277 U NVEHT5H 258 el 2 x4 & L C HBV-DNA HEALSIRE % T Th 5,
HBV-DNA sequencing is still undergoing for 258 HBV patients harboring HLA risk allele.

L RRPEERS e (2017 42 1 A 20 A, &)ll) 1IZBWT, AERGUEHCRRIR i D f2 ik 2 (ki
L7,

We requested to provide samples (genomic DNA, serum) together with clinical information
at the meeting of core hospitals.

2% DS Hh— S— (B’BAH) A ML— (ABMH) ORELZTET LT,

Main server and storage for data sharing were built.

HLA % A v 7R % 725 DS 1B iATeHERE A BRI LT,

A system to import HLA genotypes to the data storage was developed.

T BT OB TREZEHT 27200V AT ABICET Lz (BIELEITYH),

We started to develop managing system for genome analysis (in progress).

FRBHF S HECH NIF E OB TT =2 =T Vo 7T D10 DV AT A EE LT,

A system for data sharing between collaborators was developed.
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HB U 7 F VIGREMEIZBI 9% GWAS 36 LU HLA BHE T 2 55k L 7=,

GWAS and HLA association test using HB vaccinated individuals were carried out.

HBV HRIFRE N ABEEER F 2R E LT AZ Ly T Ty —F v F2{ERLT,

HBYV related HCC targeted custom capture sequencing kit was constructed.

B BT R EH 288 JEFIZONWT U ¥ R=h T LA ZHWTSNP ¥ A ' V&2 FEfi LT,

Genome-wide SNP typing for 288 HBV patients was carried out using the Japonica Array.

B B R FHEMEEE ) B HRfE S 72 154 JEBNIZ DUV T Axiom-AST 7 LA & HWT SNP # 1 &
7 % FE LTz,

Genome-wide SNP typing for 154 HBV reactivated patients was carried out using the
Axiom-ASI array.

HLA imputation # Efi 35 & & 112, £ DOFER ED7-% Reference Data Z 457 L. AR
Y=z R DR HLA ¥ A © 0 7 21T o7,

HLA imputation was performed for HBV-related disease studies. For the improvement of
accuracy, the reference dataset was extended and next generation sequencer-based HLA typing of
reference samples was initiated.

INAFIN T D N TR SN TV DR & ENEBRER 2 — 07 —Z ez BH
& LT, Mi#E OEEREHRIC OV C LRt UILEE B 2 R L7,

For the integration of database in NCGM and Biobank Japan, I compared two datasets and
selected common items between two databases.

121 B RAT 2% 1092 61 % O HBV BT 28 A 184 il D427 7 L Bhd AT K OVRAZ IR T DIERIC
& o THHL HBV 123 AV M s+ 2 [RE L7z,

To identify genetic factors related with HBV related diseases, we conducted GWAS of
HBV-induced HCC. Finally we identified one loci associated with progression from Chronic
hepatitis B to HCC.

EZEBEEREEE 2 —hofttsniz B BFREFHFO SNP 7 LA 7 —ZI1Zx L,
1KJPN/2KJPN (ToMMo) DU 7 7 L ANRF N AR LA v B aT—2a Y EFETL, 7/ LY
A REERAT 21T o 72, 20 b ORCRITENLEFRERIITE o 7 — THREF DT & DS (21 #s ik S
NOTETH D,

Based on the ToMMo’s 1IKJPN/2KJPN reference panels, we have imputed the genome wide
SNVs for HBV related SNP array data, which was provided by the Research Institute National
Center for Global Health and Medicine (NCGM).

We have also performed genome wide association analysis for the imputed data. These
results will be registered in the integrated clinical genome database regarding hepatitis B
related diseases that is under the development of the main project.

ToMMo 23T %% 2,000 KD LG > 7 /L O E L EHBRERI LY o 7 —~D N i#E1T - 7,
ESZEBREBEMIEE v 2 — TR b0 7kt L, BREFR ST 25U, Filfii 217> T
B, A% INDOMRAE L ToMMo THY & 7K L THE LI TWD WGS 7 —% 2 W =it é
AT 24T > TV PETH D,

ToMMo have distributed the serum of around two thousands of volunteers from the
ToMMo’s cohort project to NCGM. NCGM has performed the antigen/antibody tests of HBV
against the distributed samples. We plan to perform integrated analysis with the obtained HBV

status and the associated WGS data of these volunteers.
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The study protocol of “Construction of integrated clinical genome database regarding
hepatitis B related diseases” was approved by the ethics committee of Hokkaido University.

HF RS TEARBF 2 S 3 ORFZEHE (RABE) 12OV THLHRE K TOMBEE R ICB W TR 5
DG HFFT,

Study period extension of protocol in Japan Agency for Medical Research and Development
Program for Basic and Clinical Research on Hepatitis “study group of Dr Sakamoto” was
approval by the ethics committee of Hokkaido University.

At X BE BT 2 2 o0, B BT RICET DA IR T ) LT —Z N—ZOMEIZET 5
AL — NT v TR 201742 H 27 BIZHAfE L7

A start-up meeting of “Construction of integrated clinical genome database regarding

hepatitis B related diseases” was held in Hokkaido area at 27th February 2017.
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Serum Wisteria Floribunda Agglutinin-Positive Sialylated Mucin 1 as a Marker of
Progenitor/Biliary Features in Hepatocellular Carcinoma. Sci Rep. 7(1):244, 2017
hepatitis control measures in Japan: A supportive role of Hepatitis Information Center in
building a solid foundation. Hepatol Res, 2017 in press
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