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1. EASL guidelines. J Hepatol 2009; 2. Lok, McMahon. Hepatology 2007
3. Liaw et al. Hepatol Int 2008; 4. Lau et al. NEJM 2005; 5. Lau et al. EASL 2006
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Patients with HBeAg-positive CHB were randomised using a
1:1:1 ratio

ITT population: n=814

_ End of Treatment End of Follow-up
Randomise 48 weeks 72 weeks

PEGASYS 180 ug gqw + oral placebo qd

S 24 week
PEGASYS 180 pg qw + lamivudine 100 mg qd follow-up
lamivudine 100 mg qd
| I | /7 |
0 24 48 72

Study weeks
Lau et al. N Engl J Med 2005



HBeAg Seroconversion
24 Weeks Post-treatment (Week 72)

P<0.001 (OR = 2.0)

N
(@)
]

’/ P=0.232 (OR = 0.8) —| |/ P=0.023 (OR = 1.6) —

w
o
1

Patients with
HBeAg seroconversion (%)
S

=
o
1

PEGASYS PEGASYS Lamivudine

+ placebo + lamivudine
Lau et al. N Engl J Med 2005



HBeAg Seroconversion
24 WeeksPost-treatment by Genotype

B PEGASYS + placebo
B PEGASYS + lamivudine
B Lamivudine

o
o
]

52%

D
o
1

Patients with
HBeAg seroconversion (%)

22%

18% 18%

N
(@)
]

A B C D
Genotype

Lau et al. N Engl J Med 2005
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NEPTUNE Study

N _ Primary endpoint
HBeAg-positive patients (n=524) 6 months post-treatment

\

Treatment Group A
PEG-IFN a-2a 90 pg/week bbb Further Follow up
Treatment Group B
PEG-IFN a-2a 180 pg/week Follow up Further Follow up

0 48 72
.. ek Weeks
Stratified by

ALT level and
Treatment Group C
genotype PEG-IFN a-2a 90 ug/week Follow up

' Randomization Primary endpoint
6 months post-treatment

Screening
Days -35to -1




HBeAg seroconversion

36.2%

post-treatment (%)

47/130

HBeAg seroconversion 6 months

90 ug/week 180 pg/week 90 pg/week 180 pg/week
24 weeks 24 weeks 48 weeks 48 weeks

No interaction between dose and duration: P=0.8959

Liaw et al.Hepatology | 2010
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Patients with HBeAg-negative CHB were randomised
using a 1:1:1 ratio (n=537)

EOT EOT
Randomised 48 weeks 72 weeks

!

180 uyg PEGASYS gw + oral placebo qd

—_— 24 week
180 pg PEGASYS gw + 100 mg lamivudine qd follow-up
100 mg lamivudine qd
| | | l
0 24 48 1e

Study weeks
Marcellin et al. N Engl J Med 2004



Co-primary Endpoint —
ALT Normalisation

24 Weeks Post-treatment (Week 72)

80 - P=0.004
SCUR
0
=
Q
6_5 40 -
20 -
O . ' ' . .
PEGASYS PEGASYS Lamivudine
+ placebo + lamivudine

Marcellin et al. N Engl J Med 2004



Co-primary Endpoint —
HBY DNA <20,000 cp/mL

24 Weeks Post-treatment (Week 72)

g P=0.007
S
—~ 40 -
c
Q
©
o
20 -
0 - . .
PEGASYS PEGASYS Lamivudine
+ placebo + lamivudine

Marcellin et al. N Engl J Med 2004



Combined Response*

60 - 24 Weeks Post-treatment (Week 72)
P=0.011
— [ P=0.612 | P=0.002 —
S
2]
=
Q
T
a
20 -
O "PEGASYS ~  PEGASYS Lamivudine
+ placebo + lamivudine

*Combined response defined as ALT normalisation and
HBYV DNA <20,000 cp/mL

Marcellin et al. N Engl J Med 2004
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552 patients with HBeAg-negative CHB randomized using a 1:1:1 ratio

< Initial study?
ITT population: N=537

PEGASYS 180 pg qw
+ placebo qd

PEGASYS 180 pg qw
+ lamivudine 100 mg qd

» <«— Long-term study?3 —»
: Modified ITT population (PEG+LAM): N=230

Baseline EOT
(week 48)

CHB: chronic hepatitis B
EOT: end of treatment
HBeAg: hepatitis B ‘e’ antigen
ITT: intent to treat

f |
Post treatment Post-treatment
(6 months) (5 years)

1. Marcellin et al. N Engl J Med 2004
2. Marcellin et al. Gastroenterology 2009
3. Marcellin et al. APASL and EASL 2009



HBsAg Clearance

230 patients with HBeAg-negative CHB treated with PEGASYS = lamivudine

* Genotype CEEHIDS/REELE

14 - (16% *)
o 12%
> 12
) —~
(O
T ~
§5 8-
=
9% 6°
c o
Lo 44
@
ol 2 -
0

1 2 3 4 5

Follow up (years
P (y ) Marcellin et al. Gastroenterology 2009
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HBelt R
BtE
20741

o mm  PEG-IFNa-2a 180ug/w, 24W ﬁ*;ﬂﬁ% 24W

ZEEE 24w B
s PEG-IFNa-2a 90pg/w, 48W gesxE 22w Hi

HLBIZ %
D FREE
| .| |
ow 24W 48W +24\W

®  EEAZM, PEGIFNAER—EER



MNREBE (EEIREZEE)

y ROV—=UJKREIZTHBs REYE, HBs ikiEtETHY, hoEHD
64 A LLERIIZHBe }iJR, HBs HiJR, HBV-DNA, DNA RYAS—E DL
TS BEETHDH L

» BEHENDHALIAIC, EEELREZEBASALT EMN2EIL EANT-BE

ry RYVY—=UTREIZTHBe HilRIETE, HBe HuikiEtE, DNA RYAS—+H
BB, HBV-DNA H%5.7 Log AFf—/mL Lk (AL aPCR)THHEH
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» FEFEEAE

* PEG-IFN48W #t & # B UPEG-IFN24W S H#LHLBI DB 54
THR24BEBFOESTEDEEDE

(BZHEDZENDIS%CIND TIEE MN-7%EBA-158EIES L)
> ElXa9EE(IE B

 HBe-tOaX/N—L3Y, HBV-DNA ik, ALT IEEH#IE, HBs-+Q
O N—23Y, HBefi[RDiEk, HBsHIRDEL =

ry ReH
© BhREER, RERBRE, (LY Y, DERRE

JSH 2011 Hayashi et. al. O-53



BEER

Fin (), F13 32.8 34.7 33.8 33.8 32.4
Bt n (%) 25 (61.0) 21 (51.2) 27 (65.9) 24 (58.5) 29 (67.4)
(K= (kg), F19 61.2 60.0 61.5 61.4 64.5
HBV DNA (Logat— 7.5 7.4 7.3 7.4 7.4
/ImL), 15

ALT (U/L), 1§ 147.4 143.2 171.7 150.7 138.7
Genotype C, n (%) 39 (95.1) 39 (95.1) 39 (95.1) 39 (95.1) 42 (97.7)
RmRHR (), T3 5.9 4.6 5.3 4.8 3.5
IFN;&#HY, n (%) 10 (24.4) 7 (17.1) 7 (17.1) 9 (22.0) 9 (20.9)
NAEFaEHY, n (%) 4 (9.8) 2 (4.9) 2 (4.9) 3(7.3) 1 (2.3)




5 BAHENE (AT

B A Fli: HBe- OO/ \—T 3> HDHBV-DNA 2141k (5.0 Log IE—.mL X&) AN DALT IEFE 1k (40 U/LLLTF)

25

19.5

N
(=
1

17.1

-
(4]
|

9.8

=
o
1

7.0
4.9

BERTE24BEBEDES
Ll DB ZE (%)
(4]

90 yg/w 180 pg/w Oug/w 180 pg/w HLBI
24 weeks 24 weeks 48 weeks 48 weeks 24 weeks
n=41 n=41 n=41 n=41 n=43



PEG-IFN 4883 5.8, 248 58 LHLBIED LB

(4 & 54
40.0 -
HLBIEEPEG-IFNE D ZE(95% Cl)
= 24 weeks: 0.3% (-9.1~ 9.8%)
= 300 - 48 weeks: 11.3% (0~ 22.6%)
g < (FELHER—2 :95%CID TIRIE -7%)
# 4 20.0 - 18.3
<t ™
(Q\
ﬁ% : 7.0
= 0.0 -
24 w 48w  HLBI

(90+180) (90+180) n=43

n=82

n=82



Bl R A

DHEME

4

HBe tRaX/A—S3y | 3(7.3) | 7(17.1) | 10 (24.4) | 10 (24.4) | 6 (14.0)
HBV DNA B&1%1t 2(4.9) | 7(17.1) |13(31.7) | 11 (26.8) | 5 (11.6)
ALT EE#{t 9 (22.0) | 16 (39.0) | 15 (36.6) | 15 (36.6) | 11 (25.6)
HBstRax/s—a> | 0(0.0) | 1(24) | 0(0.0) | 1(2.4) | 0(0.0)

HBV DNA p&f41t: HBV DNA <5 Logat—/mL




EE-EREXNEPLEZELE-FEER

BEEREBHIH (W)

(%)

41 (100) | 41(100) | 41 (100) | 41(100) | 43 (100)
REEROHH 503 603 657 768 570
@)’;ﬁﬁ’ﬁ EREEBOE | 104 | 208 | 104 | 2049 | 50L6)
(%f’?’ﬁ EREREROR | 373 | 3¢73) | 3073 | 3(7.3) | 5(1L6)
AEBRILOFLA N | s | e




W Bt EMNAEER  BIWFE30%LE

L 29 (70.7) | 34(82.9) | 33(80.5) | 33(80.5) | 40 (93.0)
BEE 20 (48.8) | 28(68.3) | 29(70.7) | 29(70.7) | 33(76.7)
BeR 20(48.8) | 22(53.7) | 27(65.9) | 32(78.0) | 36(83.7)
SIHEE % 17 (41.5) | 16(39.0) | 24(58.5) | 23(56.1) | 19 (44.2)
NG MR EE L 5 16 (39.0) | 15(36.6) | 23(56.1) | 18(43.9) | 12 (27.9)
1%z ek 11 (26.8) | 11(26.8) | 23(56.1) | 18(43.9) | 11(25.6)
2% 9 (22.0) 10 (24.4) | 19 (46.3) | 11(26.8) | 12(27.9)
) 8 (19.5) 11 (26.8) | 12(29.3) | 15(36.6) | 15 (34.9)
B8 #i 7% 12 (29.3) 8 (19.5) 10 (24.4) | 15(36.6) | 14 (32.6)
TH 10 (24.4) | 13(31.7) 8 (19.5) 19 (46.3) 8 (18.6)
Bt B E 2 (4.9) 12 (29.3) 9 (22.0) 17 (41.5) | 15 (34.9)
SESER AT HTBE 11 (26.8) 7 (17.1) 14 (34.1) 9 (22.0) 9 (20.9)

MedDRAJ version 10.1




\ fRRREREE  RIE200L £

yFRERBR A 28 (68.3) | 39(95.1) | 38(92.7) | 36(87.8) | 36(83.7)
B I Bk £ 4 16 (39.0) | 30(73.2) | 25(61.0) | 34(82.9) | 13(30.2)
ALTHEh0 28 (68.3) | 25(61.0) | 23(56.1) | 26(63.4) | 26 (60.5)
ASTIEMN 27 (65.9) | 21(51.2) | 19(46.3) | 21(51.2) | 25(58.1)
/MR B > 9 (22.0) 23(56.1) | 16(39.0) | 19 (46.3) 9 (20.9)
y-GTPH#&0 15(36.6) | 16(39.0) | 11(26.8) | 16(39.0) | 14 (32.6)
mey>i@ga 3(7.3) 4 (9.8) 9 (22.0) 6 (14.6) 6 (14.0)
AETOEVELD 3(7.3) 3(7.3) 6 (14.6) 12 (29.3) 1(2.3)

MedDRAJ version 10.1




HBeln/RIEME B F I T HRERT T

» HBs In/REGtE, HBs k2, HhDOEFD64 A LLERIICHBe HR,
HBs HiR, HBV-DNA, DNA RYAS—E DL T HEE

» ZFO6AHALIAIC, BEELEREZBZHALT EA2ELU LA SNT-BE

P RYVY—=UJBREIZTHBe Hu/REHE, HBV-DNA $H%5.0 Log aE—/mL
LLE (A2 PCR) THIEE

» FEFMIEH :HBV-DNAREE ( <4.3LogaE—/mL), ALTIEEE

oo |

p=1% =
6145 PEG-IFNa-2a 90ug/w, 48W ¥R 24W
I J |
ow 48W +24W

& RELEST, AER-ETER




HBe fRIEER BT TS/

HBV DNA [EtEEE (%) 37.5% (12/32) 37.9% (11/29)
<4.3Loga E—/mL
ALT IER{EZE (%) 68.8% (22/32) 65.5% (19/29)

'HBV-DNAEE{E®D

E¥+SD

= 180pg/48w =™ 90ug/48w

BE5HE S, PEG-IFNa-
2a 180uglE90ugiI=LbL,
KYUTELVL I ILAZHR
NERHLNT-,
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» PEG-IFNa-2a [HBeln[RIGEDBEIEHF 2t BEIZH LT
BB ERUEBREHRBICHEC-EMEERL=,

» HBelnREEDBEEHF X EFICHLT, PEG-IFNa-2a
A8 5 H TIEX18% DEMNELZRL, KAEIFN 2488 D7
%I L TIELETHLSI_ LIRS T-,

» PEG-IFNa-2aldi 55, HE5HRHICEHLT 2R KT RIF
-GEOT:O




