©

10

11

12

13

14

15

16

17

18

19
20
21

22
23

'H

BEFRDIFUEXRF—LEHEE ()

FHEERE 79 FURMEICEAYTSIMEASR
BEMRT I F U EXF—L




© 00 3O UL i WO

QO OO W W W W W WDHNDNDDMNDDNIDNDNDDNDNDDDNDIDDH H =
I Uk WNH O OWI0 Uk WNHFH OO0 Ttk WwhH~Oo

HBV

HBV

A

Genotype
7 B




© 00 3O Ut W

10

12
13
14
15
16
17
18
19
20
21
22
23
24
25
26
27
28

FRplk224F 35 Ll EBEUIEMTERF SR OSESEIT > -1r

EERISFRIE . ALT=31IU/L T
HBebHFiREETEIEX . HBWV DNAE 5 log copies/mLLEL_E
HBe b LEETEIX. 4 log copies/ mLLEL_E
AFEEZETIE . 3 log copies /mLEL E

HBW DMNAS
= 7 log copies/mblL << 7 log copies/mL
HBelLFR
ADEntecawir DEnNntecavir
eHLFRES % (Sequential FE &+ AIFNE A S (24—4838)
(Entecavir+IFNEE#HFEER)
PLEREEETE N DEnNntecavir
= Erntecavir SIFNE AT S5 (24-4838)

* EntecavirZ{#E A LeHFL A A EETEIELHBY DNAASEEME/E L f=ame& (X
SequentialFR;EITTIUEF X | Drug FreeZ & X3

= ﬁuﬂ*ﬂfﬁﬂﬁﬁ&hﬁﬂ ﬁ%ﬁﬁs&%ﬁ%m%*% (lﬂ'—é“th\ﬁ)
FFrEsgEE =iz rb»()bxﬁﬂ;i AR EAEIEI—BE S S ~ FERE21SFE B -5 IEER RS W —

R4 IS imBIRUIETERTF 2O ESEEIT 1T =1

SRSt Sk . ALT =31IU-L T :
HBefHFiFAEESTEIZXZ . HBY DNATE S log copies- - mLILzL_
HBeHFLEETE (X . 4 log copies mL 1zl _E
A+ BE TIE. 3 log copies/mL 1zl _E

-‘“\‘ = 7 log copies./ mL = 7 log copiesml
HB e 7L [F - —
=370 I B T (i)IFN:&IHE-E- (24—a485E > @IFN:&@_&-@- (24—4856E )
(EEntecawvir® (ZUEntecawvir

ArSequential 9 i35 J— - - N
CErmtecawvir+IFE M E #7590 32 (OFELUB ERSE F= = [FTEntecavir

eI EETE (EIEmtecawir EIFNEHA S (2458

msI#FHE1s5FIST S IFEI=I(XTF2L2L E OO MEFTHII= (X 70 H S Entecavir

#* Entecaviriz {EE FA L eBHLFAATEETEIE LHBY DNADSEETE JE L =05 (=%
Sequential@E:RITEIUER X . Drus FreeZ &g

mi’}i‘m!4‘—‘r—*ﬂl§€ﬂ-ﬂlﬁ;ﬂﬁl¥ W mﬂm%rmmsﬂ-!cﬁﬁ =5
TR A e O s D o S S BT A AR OD S R 0D AW S e | —BE  D ~IE AR AEEE RS- SrIEAN T . —

1986
95 Y

HB
1990 HB

1980 HBV
(CDC, 1991, MMWR RR-13)(Alter M, 1990,

JAMA)(Mahoney F, 1995, Pediatrics) 1991
1994 11-12 1997 18
(CDC, 1995, 1999, MMWR) 1991-95
HBV (Zanetti A, 2001, Vaccine)(Van Damme P, 2001, Vaccine)

(CDC, 1991, MMWR RR-13)(Alter M, 1990, JAMA)(Mahoney F, 1995,
Pediatrics)
(Zanetti A, 2001, Vaccine)(Van Damme P, 2001, Vaccine)

HB

80 90%
8 Rentala, 2008,



030 Ot W N

Eurosurveillance (Mele, 2008, CID)(Zanetti 2008, Vaccine) (Pickering L, 2005, PIDJ)
1998
30%
(Meffere C. 2010, J Med Virol) 1990 HBs 0.2-0.7%
2010 0.65% (Meffere C. 2010,
J Med Virol)

Rentala, 2008, Eurosurveillance (Mele, 2008, CID)(Zanetti 2008, Vaccine)
(Pickering L, 2005, PIDJ)
(Meffere C. 2010, J Med Virol)

HB
II 80
11-12 90%
600 20 150
HB (Zuckerman J,
2007, Lancet Infect Dis) HBV
(Smittevern 2000; 4:21-22,
)
24 HBV
Yoshikawa
A, 2009, Transfusion, p.3 7 p.8 20 HBV
HB 2010,

(Komatsu, H, 2009, Hepatol
Res)

(Zuckermand, 2007, Lancet Infect Dis)
(Smittevern 2000; 4:21-22)
(Yoshikawa A, 2009, Transfusion

(2010,
(Komatsu, H, 2009, Hepatol Res)

HB

21 p27-35 , 2010,

21 p27-35 , 2010,

HBs B



L3 Ok WN

STD

2010,

11 HB

(Dawar, 2003, CMAJ)

HBs
1980

1980
HBV
HPV HBV
(Mheeler, CM, 2008, Vaccine)

(McMahon

Mbheeler, CM, 200

8)

2010,

(Dawar, 2003, CMAJ)




© 00 3O O~ W+~

AR R R R R R W W W W W W W W WNDDDDDDDNDNDDNDDDN MR
DU WNDH O © W I U W P O © I ik W HO ©WOW-=IO0U ik WhHO

10 15%

1%

HBV

10 15%



© 00 -3 O Ut x Wk

W W W W WWWNNDNNNDNDNDNDNNNNRFERFEHERFRERFRFHF-R-+& &2
SO WNHFE O OWO-IHUkWhHOOWOW-1IG0 U kb whh—=Oo

13)

2003 11

2003 2006
1

HBV

200 250

90%

1999

4 12
2007

TNFa
HBV

HBV DNA

500
1999 4

IgMHBC

510
200



O© O IMOtk W H

32
33
34

13)

FR

WEH

_ 5 A A
19994F (4-12 1) 510 335 175
20004 433 318 115
20014 330 235 95
20024 332 218 114
20034 245 185 60
20044 241 186 55
20054 209 152 57
20064 228 163 65
20074 199 149 50
20084 178 134 44
20094 170 135 35
2010
1976
10 2
5,000
70 80%
20000
2
FER HWER
19994 27
20004 34
20014 45
20024 29
20034F 31
20044 60
20054 39
20064 49
20074 49
20084 45
20094F 51

30

14)



W 30 Ut v W DN

21)

HBV

19

Primary Endpoint “ HBe
10 15%
“ HBe ALT 7
ALT §
19, 20)
35 35

Genotype

ALT

10°

HBe

mL

“ HBe



T R224F 35R K HBEMBMERT K DBRH R

BENRIE. ALTZ31IU/LT:
HBefn [RGB, HBV DNAE 5 log copies/mLELE
HBelnRPE XL, 4 log copies/mLELE

FFIEZ TIZ. 3 log copies/mLELE

HBV DNAE
= 7 log copies/mL < 7 log copies/mL
HBen&

ot | ODFNEMES (24-488) OIFNFH 55 (24-48:8)
(@Entecavirk (@Entecavir
G)(?Ee:uenti.aLﬁi:E EHCE) DO BERE F = IXEntecavir

ntecavir § .
SHEME | 2Emocm QIFNEM 5 (24:8)

/P15 A ERGERIZF2LL L O ETHIZIZEF) M SEntecavir

* EntecavirZ{ A Lefn R A2 ME{L LHBY DNAABEMEE L= SEH I
Sequential#EIZHIYE R . Drug FreeZHET

EEHEHPRREEMEF L ERBREAANRHRER (HaH)
FELEEEH7MLAEFEROEAROBRLLIZETIIFE ~Tl2IEHE BE-SERARBEE~

F 224 358 Ll EBRUBIERT R DABA RS

BEFRIE, ALTZ31IU/LT:
HBefn [RGB EIL. HBY DNAE 5 log copies/mLELLE
HBeln[RPEtE (X, 4 log copies/mLELE

FFHEZE TIZL. 3 log copies/mLLELE

HBV DNAE
= 7 log copies/mL < 7 log copies/mL
HBe#i R
(DEntecavir (DEntecavir
efRHE @Sequential & iE* QIFNE i1 5 (24-48:8)
(Entecavir+IFN:E i %)
efnRIZ1E Entecavir Entecavir

QIFNE 18 5 (24-48:8)

* EntecavirZ{# FlLein B A EtE1ELHBY DNADEEM{EL 1= 5EMI (&
Sequentialf&i%(ZH1YE X . Drug FreeZsh& 4

FEEHFEBHERERENEF HFRBERAARFRER (FRH)
FEEEEHVALAEREROAROBLLICETINE ~TRAEE BF SHERARBRSE~

10

IFN




Entecavir 2 35

35
Entecavir
23,24)
1. . . update, , L pp
3- 6, 2005
2. 33(4) 367-372 2006.

3.World Health Organization, Department of Communicable Disease Surveillance and
Response. Hepatitis B (WHO/CDS/CSR/LY0O/2002.2). http://www.who.int/emc, 2002
4.

http://www.kansen.pref.saga.jp/k  isya/kisya/hb/houkokul60805.htm

5.

(IASR)Vol.31: p21 -22 2010

6. .
http://idsc.nih.go.jp/idwr/kansen/kQ4/K04_15/k04_15.html,. 2004
7 .HBc IgM HBc IgA“ HBc . ;62:

129133, 2004

8.Marusawa H, Uemoto S, Hijikata M, Ueda‘Y, Tanaka K; Shimotohno K, Chiba T. Latent
hepatitisBvirusinfectioninhealthyindividuals withantibodiestohepatitisBcore

antigen. Hepatology. 2000;31:488 -95.

9.Niitsu N, Hagiwara Y, Tanae K, Kohri'M, T akahashi N. Prospective Analysis of
Hepatitis B Virus Reactivation in Patients With Diffuse Large B - Cell Lymphoma After
Rituximab Combination Chemotherapy. J Clin'Oncol. 2010 Sep 13.

10.UmemuraT, TanakaE, KiyosawaK, KumadaH;JapandenovoHepatitisBResearchGroup.
Mortality secondary to fulminant hepatic failure in patients with prior resolution

of hepatitis B virus infection.in Japan. Clin Infect Dis. 2008;47:e52 - 6.
11.UrataY,UesatoR, TanakaD,KowatariK,NitobeT,NakamuraY,MotomuraS.Prevalence

of reactivation of hepatitis B virus replication in rheumatoid arthritis patients.

Mod Rheumatol. 2010

12.
B -
— 2009:50;38-42.
13.
19-21 :48 -55 2010
14,

11



© 0~ Ul Wb

SCRNCCIVC I I I G B G T N G T N T NG T NG . S S S G A S G S U
KR, O ©WWO0 NKE WNRL O WWOW=10U s W - O

21 1-9,200 9

15. , , B HBV
24 645652 2009
16. B HBs

51:44- 45, 2010
17.0ritoE, Ichida T, SakugawaH, etal. Geographic distribution of hepatitis B virus
(HBV) genotype in patients with chronic HBV infection in Japan. Hepatology; 34(3):
590 594, 2001
18.Matsuura K, Tanaka Y, Hig e S, et al. Distribution of hepatitis B virus genotypes
amongpatientswithchronicinfectioninJapanshiftingtowardanincrease ofgenotype
A. J Clin Microbiol. 2009; 47: 1476 -1483
19.lloeje UH, Yang HI, Su J, Jen CL, You SL, Chen CJ; Risk Evaluation of Viral Load
Elevation and Associated Liver Disease/Cancer -In HBV (the REVEAELHBYV) Study Group.
Predicting cirrhosis risk based on the level of circulating hepatitis B viral load.
Gastroenterology. 2006;130:678 -86.
20.ChenCJ,YangHI,SuJ,JenCL,YouSL, LuSN,HuangGT,lloeje UH;REVEAL- HBV Study
Group. Risk of hepatocellular carcinoma across a biological gradient of serum
hepatitis B virus DNA level. JAMA. 2006;295:65 -73.
21.Matsumoto A, Tanaka E, RokuharaA, Kiyosawa K, KumadaH, Omata M, OkitaK, Hay ashi
N, Okanoue T, lino S, Tanikawa K; the Inuyama Hepatitis Study Group. Efficacy of
lamivudine for preventing hepatocellular carcinoma in chronic hepatitis B: A
multicenter retrospective study of 2795 patients. Hepatol Res. 2005;32:173 -84.
22. B 2010 3
http://www.jsh.or.jp/medical/documents/HBV5 - 9.pdf
23.Tong MJ, Hsien C, Hsu L;Sun HE, BlattLM. Treatment recommendations for chronic
hepatitisB:anev  aluation of current guidelines based on a natural history study in
the United States. Hepatology. 2008;48:1070 - 8.
24 Liaw YF, Leung N, Kao JH, Piratvisuth T, Gane E, HanKH, Guan R, Lau GK, Locarnini
S;fortheChronicHepatitisBGuidelineWorkingPartyo ftheAsian - PacificAssociation
for the Study of the Liver. Asian - Pacific consensus statement on the management of
chronic hepatitis B: a 2008 update. Hepatol int. 2008;2:263 -283.

12


http://www.jsh.or.jp/medical/documents/HBV5-9.pdf

© 00 3 O U b~ W N =

o S G S o S = SRS St
N O O =~ W DN = O

18
19
20
21
22
23
24
25
26
27
28
29
30
31
32
33
34
35
36
37
38
39
40
41
42

20 24

HBs
2010 9
2
3 0.5ml(10
1
40 95% 40 59 909
10% non-responder low-

13

HBV
A HBV



© 00 3 O U b~ W N =

AR R W W W W W W W W W WNDNDDNDDNDDNDDNDNDDNDNDHEHE R
N H O © 0 3 U b W HOO WO U A W HO © 0 IO Ut = Whh = O

20

HBV

70 80%

1985 6

14

95



© 00 3 O U b~ W N =

R R W W W W W W W W W W N DNDNDDNDNDDNDDNDDNDDNHE R
N R O © 00 30 O W N HOOWOWO U ik WNhHFHFH O O©OW-O Ut W HH= O

HB

1)

HBV

HBV

15

10



© 00 3 O Ot b W N

R R W W W W W W W W W W N DNDNDNDNDDNDNDNDDNRFE R
N R O © 00 1O U b W NH OO WO Utk WhH O O©OWO Otk wWwh 4+~ O

1997

2005

N37,018

1-11)

6,800

4,800 12,000

16

30 HBV

HBs

$39,903/QALY

QALY quality -adjusted



© ® 1 O T A W

10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25
26

QALY
QALY
30.9704 ¥5,890 0.0048 0.0130
30.9770 ¥14,965 0.00%6 0.0016
0.0067 ¥9,075

1/8 1/9
QALY 30.9704ALY
30.9770QALY 0.0067QALY 1
\ 5,890

\ 14, 965 \ 9,075
\ 1, 360, 956/QALY

4,800
12,000 4+ 50
\2,187,566  \501 508/QALY \1, 677,908
\ 1, 044, 004/QALY
4,800 -50% \ 2,504,599/QALY

17



© 00 30 UL W NH

DO DO DO DO DO DO DO DO DO DD = = 1 1
O 0TI NN WN RS WWw=-10U i wWh - O

1)

L

D55 B R
- b i ) —y n
e | BERIE N RuE®
stife) {AJI[E#} N )
BEEE | mmmy
ey o | RUERTE e
Atzpams - RtiEE
MEESTRE |
22 p81- 82
Tilson L, Thornton L, O'Flanagan D, Johnson H, Barry M. Cost effectiveness of
hepatitisBvaccinationstrategiesinlreland:aneconomicevaluation. EurJPublic
Health. 2008 Jun;18(3):275 ~82. 32
DavidW.Hutton.Cost - effectivenessofscreeningandvaccin atingAsianandPacific
islanders adults for hepatitis B. Ann Int Med 2007;147:460 -469
. ¢ update, , :pp
3-6, 2005 2
33(4) 367-372 2006.
3

: 20
Hui=Fang Hunga, Tony Hsiu- Hsi Chenb. Probabilistic cost - effectiveness analysis
ofthelong -term effectofuniversal hepatitis B vaccination: An experience from
Taiwan with high hepatitis B virus infection and Hepatitis B e Antigen positive

prevalence.V accine 2009;  27. 6770-6776

HarrisA, YongK;Kermode M. Aneconomicevaluationofuniversalinfantvaccination

against hepatitis B.virus using a combination vaccine (Hib -HepB): a decision
analytic approach to cost effectiveness. Aust N Z J Public Health. 2001
Jun;25(3):222 - 9.
McMahonBJ,BulkowL,HarpsterA,SnowballM,LanierA,SaccoF, DunawayE, Williams

J. ScreeningforhepatocellularcarcinomainAlaskanativesinfectedwithchronic
hepatitis B: a 16 -year population -based study. Hepatology. 2000 Oct ;32(4 Pt

1):842-6.
Kanwal F, Gralnek IM, Martin P, Dulai GS, Farid M, Spiegel BM. Treatment
alternatives for chronic hepatitis B virus infection: a cost - effectiveness

analysis.  Ann Intern Med. 2005 May 17;142(10):821 - 31.

18


http://www.ncbi.nlm.nih.gov/pubmed/18160389
http://www.ncbi.nlm.nih.gov/pubmed/18160389

© 0 3O Ut v W N+

R R R R R R R R W W W W W W WWWNNDNDNDNDNDDNDNDNDNRFE R
W00 Uk WNH O WMV WNHFH OO0 UKk WNHOOWWJO0 Utk WO

10. AMark Fendrick, JasonH.Lee,Cory  LaBarge, Henry A Glick. Clinical and economic
impact of a combination Haemophilus influenzae and Hapatitis B vaccine. Arch
Pediatr Adolesc Med. 1999; 153: 126 -136.

11. Murray Krahn, Allan S.Detsky. Should Canada and United States universally
vaccinate infants  against hepatitis B? Med Decis Making 1993;13:4 - 20.

(HBV)
HB
HBV HBV
HBs B
HBs 0.229% B 10
5.0 20 HBV
HB
1990 HB
1980 HBV
(CDC,1991, MMWRREB)(AlterM,
1990, JAMA] Mahoney F, 1995, Pediatrics ) 1991
1994 11-12 1997 18
(CDC, 1995, 1999, MMWR) 199195
HBV (ZanettiA,2001,Vaccine)(VanDammeP, 2001, Vaccine)
HB

80 90%
8 Rentala, 2008,
Eurosurveillance (Mele,2008,CID)(Zanetti2008,Vaccine)(PickeringL,2005,PIDJ)

1998
30%
(Balinska, 2009, J Clin Virol) 1990 HBs 0.2-0.7%
2010 0.65% (MeffereC.2010,
JMedVirol) HBV
80 90% 30%
HB
MSD Il 80

19



© 00 00 Ut WM

AR R R R R R R R W W W W W W W LW WNDNDNDNDDNDDNDNDNDDNHEEEE R
I Uk WNHH O OO WNH OO0 URr WNEFE O OO0 Utk whh+—=O

11-12

600 MSD
D®BR IPV-HB/Hib
HB
HB
HBV
2 1
2
HB
HBV 5
HBs
HB

HB
LancetlInfectDis)

)
24

Yoshikawa A, 2009, Transfusion,
HB 20

2009)
HBV
2010,

HBV
p. 10)
HBV
HBV
HB

HBs

HB
HB

HB

90%
20

1 HBV

HB

(Zuckermand,2007,

HBV
(Smittevern 2000; 4:21
HBV

p.3 7 p.8

(McMahon BJ, JID,

(Komatsu, H, 2009, Hepatol Res)

HB

p27-35 , 2010,

20

-22,

20

(



© 01 U~ WD

AR R R R R W W 0 W W W W W W W NDNDNDNDNDNDDNDDNDNDDDN e
QU WO DN P O © 0 -1 O Ul WNHOOOWI0 Uk WNHOOOW-=JG0 Uk whhH—~=Oo

S
(o))

HB
HB
p.8-10
HBs B
STD 2010,
HB (Da 03, CMAJ)
i
HBV
u HB
"
a HBs
1980
HB
HPV HB

(Mheeler, CM, 2008, Vacci
McMahon B, 2009, JID)

HB

WHO

HBV

21






