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(B EERRY R B R ER GBI C o a2 g HBV-DNA &7 20 IU/mL 2L E
272 DAL IR, TRIEBANA 6 » B F CTHEME 3.2% T, TOROFIEMELIIH CTH D Z EBRHL I
L7- (Mochida S, et al. J Gastroenterol 2016)
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LFIRIEH O BT R T A )V A FEMEAVBIEAT RS (2 B9 2 2 sk e [F 5% )7 (A 2 5E,

TESES AMFGEE o 2 —  HHEAN | EZEEO HBV fEH D Y 27 ZEREST 52720 DA 7 ) —=
ZOERRRAEBRFI L, A7 V== 7 TRV TWEHARLR Y V== IR AR08 21 5
Mz L7z,

UNKRT HENE ) AT EEFICHKIT 5 HBs Hii - HBs HiikO AL LB ho
HLA-DPB1 OB FARIZFHIEMHALOBEEN S 5 Z LR Iz, £7-. HBV U7 F U Z)ifTL
72 21 1, HLA-DPB1 @7 U /L& HBV U 27 F > OZNRIZOWTHENT L7z, HBV U7 F U E%)
T o TIER] & BN TH - I2JEH| Tld, HLA-DPB1 i&{s R ORAHEITENEZR DT,

MEIN KR HEATEE) R —4 o —% VT de novo B AUFARIIEIZESE 95 7 1 /L A4l
K232 Z L1k, HBV BEHERRIED A I = X LA O E Lz, = Xe—7H8H
DT 2 BRER) de novo HETAHEICE R TH o7, precore ZH (% de novo BFE CHEICERTH -
7

TAARA A BA ] EEEER N OB FHEIC LV HBV-DNA 235aiEIEEM, /A E Rt & 72
DR EIE U, Hazpking OFdn, 5. HBV &n 1O %E %17 -7, HBVDNA HRHKH]
& FHEMALE OFERRZ D R OBRFT 2 D 7=,

MENCRPEREIEASE S5 T5 ) U U~ TR AR TREMsIRIE LR T 2 E8E 12BN T, B
R R OMeER, TR GO FEh, FIEHALORBEBEEICOWTREEHRT — 4 X— 2, K2
WgkE VTRl L7z, sk 0T — 2 i+ 2 2 & C, BIEME bR ARE NFERCTHRE T2
Z LT LT,

TGRS BATREE  ARTAR ) & s fiaf it o HBV BEHE ERIERZ G 2720, 4P T
T 8 AT HBV BEAFEGL BTt U C 320 S - BAESER] 66 Bl 2 fiftr L7 & 2 A, 8 (12%)
(CFHEMEAL A FR O 7o, FE oMl 25217 5 HBs HURRRMECHBe HUA M) OBEFE R YYE
BNk LT HBV U 7 F B Z24TV, FEMALO TR B2 B A HE 2 0 7=, BE, SERB
Prich v, HBV U7 F U 5%1281) 5 HBV FHEMH L ORIER 2 Bid 5,

MENZERRER S o2 — B B BT RABMEALES M - #5510 HLA-DP 75+ & B BT
T ANVARRARTF R L DOFEEME L FEhi L7, HLA-DP & HBs, HBc $itlfi~7"F N & O AEAEH




Z MEFREAICHEAT L. HLA-DP 7 U LR TOFEE T F R OEW, A TEROENZ B L,
[ENCEGYEMZERT KPR BIEEN CHEH LT bd HBV v — 7 —f#&E ¥ » MMZ2\W T, HBV
genotype REEI ORI SRR &2 W 7= MEREfAE 2 50 L7 & 2 A, RiZ HBs HUR - L& x » b
IZEB T, Genotype BEDRIA T v MNEOHERBENIHE Ch -7, iz, OF > MLV HIK
JELEZ DN 1RES v MCOWTIX, BENREENED HiL, ENERTIRDRD ST,

People having previously resolved HBV infection and/or those with serum HBs-antigen
positivity are likely to develop liver injuries after receiving immunosuppressive therapies. Host
and viral genetic data were analyzed to elucidate the factors associated with hepatitis B
reactivation in each study group of rheumatism, hematological malignancy, solid tumor,
hematopoietic stem cell transplantation, or blood donation. We determined HLA-DP/DQ
genotype and haplotype in each disease group, and sequenced whole viral genome. These genetic
data were provided to assess the risk of the reactivation in each disease group.

The frequency of the reactivation in rheumatism group was 3.2% until 6 months after their
treatment. The criterion of the reactivation is over 20IU/mL of HBVDNA.

Three clinical trials are ongoing on rituximab-combination chemotherapy. One of the projects is
to analyze a host genetic factor on the reactivation after rituximab-combination chemotherapy.
Second project is to elucidate availability of ultra-high sensitive HBsAg test. Third project is the
retrospective study to determine the frequency of the reactivation on diffuse large B-cell
lymphoma positive to HBsAg.

On solid tumor patients, no significant difference was found on their clinical and viral factors.
Then, we focused on the improvement of the screening system to detect the patients with the
reactivation risk.

On patients of liver transplant from a living donor, the association between the reactivation and
genetic/clinical factors was found by analyzing HLA-DPB1 and HBsAg/Ab status. Next, their 21
patients who received HBV vaccination was analyzed to evaluate the factor associated with
response to the vaccination. The frequency of a HLA-DPB1 genotype showed the significant
difference between response and non-response group.

Whole HBV genome was sequenced to determine the viral factor relating with de novo hepatitis
using next-generation sequencer. The significant difference of nucleotide mutations were found
in the envelope and precore region.

The retrospective survey was determined to find the individuals who showed HBV DNA positive
transiently in blood center using blood donation. Clinical and viral factors were analyzed to
divide spontaneous disappearance from the reactivation.

The significance of HBV reactivation undergoing immunosuppressive treatments was studied by
using administrative database and chart review. For verifying the HBV reactivation, 103 and 89
candidates were abstracted from administrative databases at National Hospitals Organization
and chart reviews were conducted in two selected hospitals. As a result, rates of HBV
reactivation per person years were obtained in these medical centers.

To investigate the incidence of HBV reactivation following hematopoietic stem cell transplantation, we
analyzed 66 cases of transplantation performed in our hospital infected cases over the last § years at our

hospital. All cases were allogeneic transplantation. Then, we found that 8 cases (12%) of HBV



reactivation was confirmed. We also conducted HBV vaccination for HBs antigen negative and HBc
antibody positive patients who underwent hematopoietic stem cell transplantation (HSCT) and clarify the
preventive effect of HBV reactivation by prospective survey. Register the patients of resolved HBV
infection and measure serum HBV-DNA every month after HSCT. All patients will be injected HBV
vaccine at 12 months after transplantation. Currently patient groups are under follow-up for trials
registration.

The docking experiment between HLA-DP and HBV antigen were examined in our new vitro system.
Some peptides of HBV antigen showed the specific binding to HLA-DP molecules which were related
with chronic HBV infection by exhaustive research using whole peptide sequences of HBV.

The performance survey of HBV marker kits was prepared using blood donation samples. We found kits
that showed low correlation value when these kits were compared among the other kits. The company

producing the low performance kit has started to improve their kits.
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