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WFZERC R OMEE (J230) : 1. Randomized controlled trial evidenced that switching treatment
to ETV was recommended during at least 2 years’ follow-up period in patients treated
with LAM for more than 3 years maintaining HBV DNA less than 2.6 log copies/m. 2. Using
chimeric mice model, we found new small compounds to inhibit ETV resistant. 3. We found
that the low binding affinity for ETV to the DNA binding domains, involving conformational
change of the binding pocket of HBV RT by the ETVr substitutions, could induce BT. ETV

should be considered as a first—line option for nucleoside—naive patients; however, it

is not an optimal therapy for patients with LVDr.

SR
(ST : D)
R MR &
2008 4 4, 500, 000 1, 350, 000 5, 850, 000
2009 4 4, 800, 000 1, 440, 000 6, 240, 000
2010 4 4, 800, 000 1, 440, 000 6, 240, 000
i
i
o Fk 14, 100, 000 4, 230, 000 18, 330, 000

BFgesyr iy« [E 3k

BfE o8 - FE - WBREEREZ - HILSHRNES
*—U—FK: BEFFEIVANVA, =T hEe), TIT720, AN, AT~ A



1. BFFEBHAAE S WD 5

B BT ™7 A /L A (HBV) 1% 1967 4EI2FE L&
NAETTE 40 22526 bsF 8l
FETHHFRP TR 46E 2 T ANDOFFkgE
PMFAE L S TAER] 100 5 AN HBV 12 K
D IFRZSCHF 28 A CHETE L, AF T HA 100
75 NDEHGER G E & AERIKI 6,000 NDRFA A
THLELTWDA, ZORBIELHELL T
72N (WHO 2006), & DOBFLHILEICKRD 4 J1T
HoTe,

(1) HBV DERRG A IRENZ T2 > TV B
e ~OHRP I TIFEN ST Z L

(2) HBV D A HE— S 7o Sy FEFLE L
ol &,

(3) HBV D zh=R Ay 2 M E5 38 73 T & 2273 o
ek,

(4) HBV DREYLEEBRNTF /N ¥ —T LT
XMool

2. WFEOHD

WA TSR (RT) PHE AL HBV (2%
ARIRIRFETH D08, WHES R RITH
BIHZ EBRRERMETHL, DRE
([ZBWTRT HEAIDOSE IR TH L~
> 7 71 eV (BTV) MM B ) OV oD 28
INB— e SRR SRR AR K0 R
B, IBIT, HA RTA L THSEEINT
W5 ETV ~D8) ) &2 OfF PEZ REET
Do EMERRETE LT, Box AT TITHE
S LTV B YT TV & O CERAI i
HEBLDO A B = X LE 6N T 5 L [RRE
(2 THERRIS kE U T 2h 7 B BLEE A o 1
HEITD, &6, RTFEAFEGICLS
TtEZE AL 5 RT O A TE D2 (L=07h
FIRPEICHF G927 2 7 BAEOH
K BOK PR EE AT 43 A1 D ZEABIZ DOV THR
RERAE

3. WD Sk

HEPRAURR Y

Zhs L FATFEIC LY . T I 7Y (LVD)
B ETV ~DU) ) 2 DA ZPECE LT
7 o B DU R R R R TR L7,
ERERIREY
(DT TICHME SN TWD Genotype (2%t
J& L7z LVD Mtttk 7 @ —2 . ETV M PERE
7 o=V HERT D, M2 Rk o
RE « RYLRE AT D,
(2) in vitrofE#E 7 V% I\ CIEAKSZ
PE(IC50 72 E) KD D, FAT T A%
i LAY 0
(3) ffi 11 28 A2 ff 5 ST AR K o0 (b L 1R
eIl A N e ANVA N 3 (el U i}
AHERS D, BT OATRLBUKME - BUKME
DEVART FHEAIOFEGRE 2 L S E 5
AREMERBZ N6 Th D, £,
BAMNTY 7 bERACC Ry v s va
JL—varEI,

(4) IR B OB (5% 5
ELL ) HMBLEI O 2 b T
AT AL, RINCBIET 5, Mt
PEH B N2 — 2 Z 3 %
(5) IEAEE HBV YL I2331) 5 HBV DNA O
TEPEAL  VETEME HBV e (HBsAg &tk
HBV-DNA B5ii) 1y OsEYetEIZBI L <, fa
EARE MFMER~ v 2 &2 VT
AET %,

4. WFFERCR

HEPRAURR Y

HA BT A~ OREE : 3 4L LVD
HIioX v REIELALTWD




(HBV-DNA<2. 6) B Y& JIF 2 JiE B2 %F LT
LVD fikfoids G- L ETVEI 0 B x B G- C o

Z B MU BRI & i L 7=, £ O

FER. LVD Sk RE CII@mRIC T L — AL

— &R TZ 3 (40%) . ETV B) 0 &2/ Tl

W13 A AOBETLHIE T L—2 AL

—HZ RO IR0 T, FHIAIIZIZ ETV 8] 0 &%

RDHERE I T,

ERER R
(1) FCle#ss & TV 5 Genotype (2%t
Ji& L7z LVD Mtk 2 v —2 . ETV itk
7o — v EBBER L., MilaNTcoy
AN AL, HFORTICE EE-
Te Dy, R HRIT B AR LTz,
(2) ABDHMIE TR L 722 WHEMEN &
% BTV MHPERIC R LT, BLo A v AZh3
EHT DIy FALE WA in vitro HHEE
THNTAZ V== 7 LI R, O
BERIE G RRE Sz, ¥ AT~ T A
ZHWe in vivo JRYSET L TH, £D
U AN AR BRES LT,
B) =T HAENEIV)MERA =X A
DFEE : ETV 28 5 (180M, 2026, 204V)
(ZFED RT OSEIRREEN AL, Ry
YIvaIb—va kb BV Lok
BREME T T2 2 EMGE TE 7,
(4) FHNZMHPERR BB (B 54 5
DL L) BB MIE A & R
FATVUACHERML, REICEIZE L,
4t ultra-deep sequencing % F2fi4 %
TiE,
(5) WEAEME HBV JikYe [HBsAg J&RJELL T,
HBV-DNA [5: ] F83 oD ifn i A FH\ N 72 S e 5

B S AR AIRREICH D B S ATHIRE S 2
T AR L L A, B KA
TAHYUANFELT, IR 7 U —=
7T R TC, miig B AT R AN
AT HAREME R RS D EERT — X L
Bbonsd,

5. ERFEERLH

(WFFERFEA . WHIE5 R M ORI IEH 12
(=Y

CesEamsr) GG 14 1)
@D WusS, Tanaka Y, Mizokami M. et al. (10
A 9%EHE). EHA. Evolution of
hepatitis B genotype C viral

quasi-species during hepatitis B e

antigen seroconversion. J Hepatol.
2011;54(1) :19-25

@ Kusakabe A, Tanaka Y, Mizokami M. et
al. (9 A 9O%H). AH

A population—based cohort study for

the risk factors of HCC among
hepatitis B virus mono—infected
subjects in Japan. J Gastroenterol.
2011;46(1) :117-124.
® Yuen MF, Tanaka Y, Sugauchi F,
(13 AW 123 H).
A5, Transmissibility of Hepatitis
B Virus (HBV) Infection through Blood

Mizokami M. et al.

Transfusion from Blood Donors with
Occult HBV Infection. Clin Infect Dis.
2011;52(5) :624-632.

@ Sugauchi F, Tanaka Y, Mizokami M. et
al. 8 A1 8%H). A

Virological and clinical

characteristics on reactivation of
occult hepatitis B in patients with
hematological malignancy. J Med Virol.

2011;83(3) :412-418.



®

Roman S, Tanaka Y, Mizokami M. et al.
(7T A 6FEE). &5 A. Occult
hepatitis B in the genotype H-infected

Nahuas and Huichol native Mexican
population. J Med Virol.
2010;82(9) : 1527-1536.

Matsuura K, Tanaka Y, Mizokami M. et al.

(22 \H22% H). #HiA. Distribution
of Hepatitis B Virus Genotypes among
Patients with Chronic Infection in
Japan Shifting toward an Increase of
Genotype A.J Clin Microbiol. 2009;
47(5) 1 1476-1483.

Tanaka Y, Mizokami M. et al. (11 A
11%&H). #&FHH. Characteristics of

hepatitis B virus genotype G
coinfected with genotype H in Chimeric
Mice Carrying Human Hepatocytes

Virology. 2008; 376(2):408-415.

B T INGRERID)

)

Sugauchi F. IN VIVO MODEL USING
UPA/SCID MICE WITH HUMAN HEPATOCYTES
TO STUDY CROSS—GENOTYPE PROTECTIONS
OF HBV AND A ROLE OF HBS ANTIGEN
MUTATION IN IMMUNITY ESCAPE. The 61°
annual meeting of the AASLD. 20104
10H430—11H3H. The Hynes Convention
Center (Boston USA).

Kusakabe A. Mizokami M.

A POPULATION-BASED COHORT STUDY FOR
THE RISK FACTORS OF HCC AMONG
HEPATITIS B VIRUS MONOINFECTED
SUBJECT IN JAPAN. 20104£10H30—11H
3H. The Hynes Convention Center
(Boston USA).

PRI ERER. 1 LS. 7 I 7V h
BlcIB T 2= 7 0 e8] D B 2 HEAE

ZE 0 R Bk, 55460 B AR TS
. 20104F5H27—28H. "FNLA fnm
KU & (L) .

@  EACH. B REMERT S EEG B~ D %R

B BIFFZIZ%t9 5 Adefovir, Entecavir
DIEFRAR & Z Al HBY 28 BRI o3
% Tenofovir OFXME. 5 13 [l HAATF
g Kz, 2009 42 10 A 14-16 H. 3T
HREBS s ()

® Tanaka Y. Three-year assessment of

entecavir resistance in chronic
hepatitis B patients and the mechanism
of viral breakthrough by the
resistance substitutions. The 59°
Annual Meeting of the American
Association for the Study of Liver
Diseases. 2008411 H2H. Moscone West
Convention Center (San Francisco

USA).

6. WFITALAE

(D) WFgefzs

M b FESE (MIZOKAMI MASASHI)

A RTNLRS: « REPLESEMIER - K8
iz

HFgeE &5 40166038

(2) Wrge sz

M %5 A (TANAKA YASUHITO)

A BHINLRS: « RFPPRE P IER - %
WF7eE% 5+ 90336694

B 3T (SUGAUCHT FUMINAKA)

A BN RS - REFPEESFIICR - P4
=

WF7e&% 5« 20405161

Fuat Kurbanov (FUAT KURBANOV)

A BN R« REFPBEEFIIGER - FE T
Bh#

WFgeE - : 10444978

(2008 4EFE « 2009 4 D Fr)



