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Chen C-J, et al. JAMA. 2006;295:65-73.
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A1) Entecavir 1554 (14ELL_EB54160841]) D =

Demography

n

Sex, males/females

Age, years

Family history of HBV

Cirrhosis

Median duration of treatment, years (range)
Laboratory data

Aspartate aminotransferase, [U/]

Alanine aminotransferase, IU/1

Bilirubin, mg/dl

Gamma glutamyltranspeptidase, [U/]
Albumin, g/dl

Alpha fetoprotein, ng/ml

Viral load, Log copies/ml

HBeAg—positive

HBYV genotypes, A/B/C/D/G/H/unknown

608
418/190

49 (17-82)
393 (64.6%)
124 (20.4%)
3.5 (1.0-8.8)

49 (12-3003)
63 (7-3389)
0.7 (0.2-14.5)
39.5 (9-679)
3.8 (1.9-5.1)

5 (1-1469)

6.5 (<2.1->9.0)
336 (55.3%)

17/83/435/1/1/2/69

Data are number of patients or median (range)
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Lamivudinelif4 ™ A /L R Z X ABreakthrough hepatitis 3
| ~dDLamivudine& Adefovir®D 3 FHIG D A&

JiE B3 3674l
4 ik 495% (26-78)
il Bk 292, &tk 75
e 5 H f* 4.24%(0.5-7.9)
FFRELRS: 5 CH 260, LC 107
HBYV genotype Al5,B21,C313,D1,F1
HBeAg (+) 193, (—) 174
HBV DNA (baselme)* 7.0 (<26_ 76<) (Log copies/mL)
ALT (baseline)* 90 (12-1563) (1U/L)
Platelet (baseline)* 15.8 (2.8-38.8) (x10%/ 1 L)
sCrn (baseline)* 0.8 (0.4-11.4) (mg/dL)

eGFR (baseline)* 84.2 (4.1-179) (mL/min/1.73m?2)

eGFR: H ARt B o HE R AU K FHA
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Tenofovir B aaRFDFH K F
¥l FHE 84 Zt3p1

G2 485% (35-65)

AST 40 (16-102)

ALT 35 (19 -214)
HBV-DNA 4.9 (3.3-8.0)
eAg(+) / () 10/1

Genotype A:l / C9 / F:l
£ 5 51 10M (3M-53M)




BEY 844 AT 212 5% L Lamivudine + Adefovirff Fi #¢ 5-%%
EntecavirZ# 5 L 7= 03 FANME S HHELL . Tenofovirft 2 B 4E L 7=iE#

SEHI: M 43y Genotype C

ALT — HBV-DNA=——
(IU/L) | Tenofovir300mg [(HSSSEp,
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1]Jan.2002 @ @ @ —————— ————
2]Apr.2006  —————— e I U S V2 —
__________________________________ —————
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R025-8310 (W Ao Z—Txr) o -2a) DBEE M RT45 BB 5%

KR EUTHF I/ AR ERIRFER (H A)
AERT YL
N=200+60
(=
= R025-8310 180 g 24 Week follow-up
H
TR - g | R025-8310 901 ¢ 24 Week follow-up
%ﬁﬁ{aﬁ é R025-8310 180 g 24 Week follow-up
-8 R025-8310 90 e | 24 Week follow-up
N ASTzBAO6MIUS/W | 24 Week follow-up

O FRFHERE

HBebi/E 514 : #8 & 5E4f (SC, HBV-DNA < 5.0 Logat—/mL, ALTIE®EL)
HBe¥ /R et : HBV DNA < 4.3 LogatE—/mL, ALTIEEt



Evaluations RAS ZX48w RH R 24w HLBI2458*
60075 B {iL
180mcg 90mcg 180mcg 90mcg 3/

Combined 19.5% 17.1% 9.8% 4.9% 7.0%
Response*(%) (8/41) (7/41) (4/41) (2/41) (3/43)

95% Cl(%) 8.8-34.9 1.2-32.1 2.7-23.1 0.6-16.5 1.5-19.1

*Combined Response:

e-seroconversion, suppression of HBV-DNA(<5.0 log copies/mL) and ALT
normalization(=40U/L) at 24 weeks follow up

*HLBI:Natural IFN (sumiferon)

JSH 2011 Hayashi et. al. O-53
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19794 —2002

qzh‘

= CROMIFERIZBITS

HBV carrier 385644

PRI

H

H 2 HA

] (0. 5—304F)

! |

385645 H1 23 14| THBsHLE A3 21l

(4.6%; 1.15%/4F)

Arase Y, Kumada H et al. Am J Med 119; 2006
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Arase Y,Kumada H et al. Am J Med. 2006.
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RIAE—T a2 o -2aDBRELE S
H AT 55 I/ ILFH R R R BR DR BR Ak
(BIRBUEHEIE B DB ZhE)

=

J’

REBERRLLI

HBe £aaYN' —"3Y 7.3%(3) | 17.1%(7) | 24.4%(10) | 24.4%(10) | 14% (6)
HBV DNA B&f#1t 4.9%(2) | 17.1%(7) | 31.7%(13) | 26.8%(11) | 11.6%(5)
ALT EE¥1E 22.0%(9) | 39.0%(16) | 36.6%(15) | 36.6%(15) | 25.6%(11)
HBsEmIYN —"3Y 0.0%(0) | 2.4%(1) | 0.0%(0) | 2.4%(1) | 0.0%(0)

HBV DNA [&$#4E:HBV DNA <5 LogatF—/mL

JSH 2011 Hayashi et. al. O-53
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HBsin/RIEHLEDHF
_ (16% * )
14 ] 12%
12 (9% * )
10 9%

SR IZ1EIEE (%)

20/230 25/230 28/230

O N b OO X
|

1 2 3 4 5
ARREBENRE (F)

Marcellin P, Gastroenterology. 2009 Jun;136(7):2169-2179.
Marcellin et al Hepatol Int 2010

* Genotype CEEfl D SR 4L 2
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198420084 % TIZIFN!

HIMRIEZ 1T LT E B

Total number

Sex (male/female)

Age (years)*

Duration of treatment (weeks)*
Follow-up time (years)

AST (1U/L)*

ALT (IU/L)*

HBeAg (+/-)

Staging of liver histology (CH/LC)
Previously treated with IFN

615

464/151

35 (15-68)

26 (4-981)
8.1 (0.5-23.2)
72 (18-990)
138 (12-1578)
414/201
432/72

123 (20%)

HBV genotype (A/B/C/D/H/unknown) 24/37/504/1/1/47

*median (range)



Cumulated development rate of HBs antigen loss (%)
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Cumulated development rate of HBs antigen loss (%)
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A —T ca  I5ROERGE
HBsAgREMALIZEF 53 HE 1 ; 2B EMEMT

- E 16154 -
Factor Category Hazard ratio (95% CI) P
A= 5 1: < 30 1 0.002
2:30 < 4.433 (1.703-11.538)
Genotype 1: A 1 0.004
2: B 0.296 (0.087-1.005)
3: C 0.199 (0.075-0.528)
]l 1: i 1 0.005
2: 2.962 (1.387-6.327)

Suzuki F, Kumada H. J.Gastoroenterogy 2012 Jul; 47(7): 814-22.
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Lamivudine# 54 D B EH L& &=

HBs#HLR

—_— FfekatE (n=753) [2 Ak (n=38) P
Al *45 (19-88) %44 (29-58) 0.292
PRI (M:F) 595:158 32:6 0.542
HBVRSF kR 519 (69%) 20 (53%) 0.047
IFNIgREHY 273 (36%) 24 (63%) 0.002
FFEEZE (%) 163 (22%) 6 (16%) 0.543
ASTE (IU/L) *74 (15-1656) *86 (19-2395) 0.248
ALT{&E (IU/L) %114 (12-2274) %120 (12-2928) 0.193
HBV genotype (A :B:C: others) 20: 64: 639: 30 8: 3:25: 2 <0.001
HBeAg(+) 434 (58%) 18 (47%) 0.315
*HBsHLR & (IU/mL) 2590(0.6-311000) | 1360(0.7-295000) 0.134
HBV-DNA£: (log copy/ml) *7.0(£2.6->7.6) *7.4(£2.6->7.6) 0.430
5 B A HER (%) 421 (56%) 18 (47%) 0.316
R 7T a7 (LAM: ADVHA) 461: 292 31: 7 0.134

*:CLIAYE

HBsHLR

e 3841 (4.8%)



Lamivudine® 5% OHBsHLR B LICEH 535K F

-2 BT
Factors Cate gory HBsAg clczggz;)rgi)rate Ratio P
1:B,C,others |
HBY genotype 2:A 3.9 (2.63-6.06) <0.0001
1:72L 1
IENTAE 5 0.009

2:5Y 3.4 (1.36-8.40)
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