BERENEIZER
Baraclude Tablets 1mg

BEEH S 55 024468 5}
REHEEET EH
hRZsH#8 2026-04-17

KATEEX -
BHERAFLENMBRMRIGE (B HEentecavir) MEBRFT R BERESMRIEAIRE - FLERBEFFE
AEZE - BUERRREBRZERGETVEARANNIG - EVEEXER - BEMEE - &R
EREMBEMRAR[BREZRLIEFE(S5.1.1) -

ERIRARERER  SERSERAENHIVINEREARZRB)RRRASE - EH
BARACLUDELUABEE €1 BEIFT IR E (HBV) B - RITTAE(E Ak E 3¢ IR L B HIVIX L [ 88 i s 1 I
BlZmZl - RAREREHIV/HBVEXREZRSMNRBIABEE (HAART) IR A R EZER
BARACLUDEETTAR[FFR EZREIEFH(5.1.2)] -

ERFERZTHELWMNHEE - XERRBIRRSEFE A SRREABMERPSNEHERLE2ENER
ENERZRS  ARECEABREZRLIEFE(BS.13)] -

1T MR
1.1 BUMSKRZE
BARACLUDE® £ (entecaviniE1E% - BE—EHBENTFE(HBV) BB RIENE
MR S IEIS4ZE (Quanosine) 2514 - Entecavirf9{EE & 752-amino-1,9-dihydro-9-
[(75,3R 45)-4-hydroxy-3- (hydroxymethyl)-2-methylenecyclopentyl]-6H-purin-6-
one, monohydrate - E2FHXBC1,H5sN5O3°H,0 - B FE7%295.3 - Entecavirés
B

Entecavir2BEBEXBEBAESEMAK - BAMRK (24 mg/mL) - 25° + 0.5°CRFEEF KA
R RERT.9 -
BARACLUDERE X fEfentecavird £50.5 mgHl1 mg & -

12 HEHE
BARACLUDE 0.5 mgi#1 mglgixiei92 A NFEEM M 7 BBKELIE - SE A
= REEBE 2 GMIEEE (crospovidone) ~ B2 &IEIE 5l (povidone) ~ MUK IEREEE
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#(magnesium stearate) - FEXEMDZE _&{EHK (titanium dioxide) ~ AR M4
% (hypromellose) + 22 _E2400 (polyethylene glycol 400) - Al B E2 L1 FE80
(polysorbate 80 - RE0.5 mg fe2 LM D) RALBRIEE (RBET1 mgfe 2 LA 7) -

13 7R
PEACEE °

14  ZE@INE
0.52%WBARACLUDEE i - BEBEXAE® - —=8F - —EHZE "BMS, + 5—
mAA "1611, -

125 IBARACLUDERRE KR - BinAL® - =/ - —EZIB "'BMS, - 5—HAIR
1612, -

BEABEN R REERMEZMARHEU LREZIEMBEIFFRBEA -
AR HE
31 HZRE

311 RERB

BARACLUDEERZERR A (BRI Z D2/ NR K EREE D2/ M) °
312 mMAEZEE

BT B i B 1 {8 8E ) (Compensated Liver Disease)
HRABEIZENFEaENRARMI6EU LEVF - JaEIEMUBEIFTK
mEREWBARACLUDEZZEIEZ05Z=E8H—X -

R Elamivudine’ 8 BB ABEMT X mE MM &3 2 1 Blamivudinesy,
telbivudinef i Z MR ErtM2041/VZ A= rtL180M - rtL80I/VEirtV173L
MR ARNSVER(Z/V165%) - BARACLUDEWZZHEEREH—RI1=Z% °

BEigIhsE (L (B 2= (Decompensated Liver Disease)
IR EMBEINT R EF BRI TINE ﬁEK’iE’JWAWFTﬁ'A%v
BARACLUDEZZEI=ZER1=E% - 8H—

313 RERAZZRLIE

%’J‘ﬁ’\ZﬁJ/XJ:E’m 2V REERA - R1IEHEBARACLUDERZZE
A2 830 kg ARV A FEE A O AR A -

xR1: RERANRERRER

BH—RORKBEHEBE (ML)

#2E (ko) REEZABBEIRA®
10£11 3
NN EP 4
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x®1: RERANREREER

BH—RXORKEZZBZE(mL)

A2E(kg) AEEZERIRA®

NN P
AR17220
RR20%E23
RIR23E26
RIR26230

ARR30 10

afeEAR30 kgﬁﬁﬁirﬁﬁﬁﬁm mL (0.525%) &R =L 1§80.52 5= it
B 8H—X

O 0 N O wv

314 BIEAZE

EBMEAZHRABA - ARIBEE EBXEE - BitentecaviraV# IO
IRERB R R[BRZYE) HEFM (11)) - BZMBEETESRER50
mL/minfyE A REEE - SEES MIRENNEEZENMEIEZENT(CAPD)
AR - MFR2FR - EHRBUEASH—RSEST

<2 : BARACLUDERRBUEARZERARAZEZREIS

Lamivudine;& B #E¥
PILE& BT BB 35 2 (mL/min) — AR =(0.5 mg) HFREINEERERE (1

mg)
=50 0.5 mg@H—% 1 mgEsH—
0.25 mgEH—Ra 0.5 mggH—
30E <50 i %
0.5 mg&E48/)\F 1 mgE48/\F
0.15 mgBH—Ra 0.3 mgBH—Ra
10% <30 o %
0.5 mg&E72/)\FF 1 mgE72/)\i5
<10 0.05 mgSH—a 0.1 mg@HA—%a
M&BEHLIHCAPD = =
0.5mg&+tH 1mgE+H

a #IR/NR0.5 mgiIVHE - A EFABARACLUDE H AR A
bEHEMBRBENME KR4 TBARACLUDE @ RIEMA BB 4AEE
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3.15

3.1.6

HARBERNAR - TR HBNEAZHNEER AR L ELEBARACLUDE
FERZEES  ERERUMA—RBEHEITERHEER -
HIngEr=

HINEEAZ R ARAREEE -

R HAE]

BRI A B2 2 FIBARACLUDEA 1 M BRU AT SR iR S B R Z W ARS8 R
AR - DUSCa B REER (BN : BN 40 E) BRVRI (4 -

N
\ &
el

/

=)

Ul
]]|||E

51 ZE&#

5.1.1

5.1.2

5.1.3

LRMIESIR
AERSEIR

BRI R BREZMRIE

LAEMAFIEABILAT K AE (Bl Eentecavina &) - BAEBRMXRSMEL
E’Jiﬁ%[ﬁ%%%ﬂffﬁiﬁfﬁ/ﬁ/f’é@ﬂ FLERBAEMIaBEURZEDERER -
FEFEERER R R AR ER B M 2 ) BRI m ARBTINEE - BERIAE - JAERERENB
HERIEAYSE =

BFRRABREAERE AR KRBAHBA

e AR aF 14 588 FABARACLUDER B IR RKRHIV/HBY E R 5 #E R A MAHIVA
B2mASE - BRRBRARERSHEM  SERESENHIV (ANERE
A2imeE)FmAS £ - EABARACLUDELUAEHIZ MBI K w55 RL
- Rldolg ﬁ&ﬁﬁ’f?J:I:'%THIVT%&&@%?E@?ED%J”‘JZﬁ;if&[ 5 R ZIEEA
(10.2.1)] - B - WAEZEFHBARACLUDE - SRR AR REAZTTH
/BRI R mB R E IR EAHARRTAIRBA - fEF1RETTBARACLUDER
BZA - BEABAAERAETHIVIRERE - BRrkBE O ERfR
BARACLUDEZ & ol/aBEHIVEEE - INAZZILERZES T -

FLRERE MAE K S BE I MR BRERTIE X

EIB AR ER B LISIE(E2BARACLUDE) - sl RN KRERKRS
El - 198 IR RS E KGR Ae I B MR R EMIEANEE - SFNmE
Bl - KERDZEAIGBRERLHERA - JaErERE 7 EiE LM EB RAIZE
TEI]%J’”‘J,J\ B - EAZERBEYIHEREMNEEURRERRF8IBA
- BRI A8 - EAEBHEARREFRBAS - INERE LilfE
FE

FLRERE MAE2ABARACLUDERY £ FRRR B 2 458 HR - BE AN BINBENEAR
- HthBEBFER T - AEYRERR - FEIERNEAZHNRALIRA
BB MAEMNERIERS - TR AERERNEREZIRBREFAKE
MAESL AR Z AT S5 14 RVE A (CIRE B FE AT RE R KRR An & - B R IR ARERAVER
fRE 71) - BE{FBARACLUDES -

6 RREEIEEIER
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6.1

6.2

6.4

MRS

EZREDTEESE HEERFERIBARACLUDEMSE - RIREIMEBFFTAMNMEETE
AANBHNKIE - TURBEBENSSRERENEBERRE - HSERNRR2 B
BARACLUDE (entecavir) -

EENEEMRT - entecavir ZEFRARERER  TAERIIAREEFE - =25
RESE (AUC) B ANEEHAREZEEZE (MRHD) H1 mgry 25 18 (KE) #2200 &
(RF) K IARBRIFZEESU GREN) -

o
N E R

R B (EIRE 6 £ 15 X [KE] HEIKRE 6 £ 18 X [RF]) - HIEZH
RE (BHE8ARERE?2 20 k200 =x) BR¥F (BHEATEE1 -4 K16 2

52) OARKEAS entecavir - EXES - EEEEZERE (AUC) S MRHD 89 3100 &

5 - BIZREIMNR - RR 5N B8RFRFRERE KIBBRW - EESSERE - 588
B SEREAT (B WEHEES)  IHROEBEENE  BRERERK - 11
ZEERETHRANETREEN - ERFP  EEEE5RE (AUC) & MRHD B9

883 1EKF - B2 - IR EM - EFEERXRERE - KIRBRIUABEE(L - 85
REAE (F8) - 5 13 WENRERIEN - BERZHYWOREAN entecavir 8%
28 & (KRE) #2212 & (RF) 2 MRHD ABERE= (AUQ) ¥ - WWEMAS - RREHMH
HIRZ - EEARERZEART  HHEIKRE 6 XEWIH/EE 20 X - HIERKE
OARMEFA entecavir - BIEREHBATEE 033 &30 E% - FHfENERSHE
T R]E=Z (AUC) i MRHD 94 & - WA EBREEFARTE -

I %L

ERiEE
BHAyisA5% BARACLUDE ZE&ZHFAALRIT - REZI W - AHHIEZEMN

B2 488
o=

EAEMIAIMERR - entecavir BHIREFTH BFRER) - £ZERMBEHIA KRB
MERM = - B— B2 EEE BARACLUDE HERFRFEK - DU BARACLUDE &%
ERNSENTHRBEIEZNMEUEARRE -

a8

EREMILE 7 ROMRER entecavir 10 mg/kg % - entecavir 80 EKERIZLT
th - L5 entecavir B EHEEMER PR 25% (1R#E AUC) -

NGB

O 5 T8 52 & B PR o B TS BARACLUDEROERY - IS BR #1422 L E - HBeAg
(Bt B HBVECR BRI S ER B DR ESHENT - HBAI63028T - £ 5
SR 0 AL B A 8 B 2 S lamivudines2 B 2 2550 - HBeAgia i+ 18
MHBVELSR BT SR B MR ES R % - 150.015 mg/kg (B S20.585E
H—%) 5£0.03 mg/kg (B SE1=5E 0 —%) ®BARACLUDERES - &
Al463189 (—EBSMAE - TREEHBAERR) IERLEDABNZESHE DD
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6.5

6.7

6.8

BENEENE S HRBY B BEE ) ALRAE (3.1.3) AER/ FERE
(8.2) MBI HEKH (1) REFABER (122)] -

WK B EZlamivudine BB E R A - EHABARACLUDENEHIER - RAXEE
WsE R BERRE - SEER 5 &R A B EBARACLUDE » ISR MIS SR A T4
EEERNEEAENBIDEE BRI XAS - fEE EFIBARACLUDES S AvARIE
B B BB (10.2.1)] -

FESR S 25510 53 oh 4 R TTBARACLUDERY B BA 22 214 - 0 ST I EE B W B A
BARACLUDERE X Y2 R 5 5/ BB e I 288 B R A HBY -

2N

BARACLUDEMEG PR EEFT B2 IG5 EZEFEA RSN - E I E AR E MM & E
Z2ERERERA - EntecavirE ZHEBW R - BIIEAERAEEFTERENER
MEEBRK - AREEALEROIBEAEBINEERENER - E/NVEER = - BB
PECIBE B EBBERALRAE (3.14)] -
BIhEEARE
HRABETEDEEXE <50 mL/minBE A - BIEERMRENTNCAPDAETRREA - 2
EHEZBARACLUDEMEIE (B R A A RAE (3.1.4)R ZYE) HE/F 14 (11)) -
HAithix B+
6.8.1 fEi&/KiEE

EntecavirlZEEI BB QBB ENELEZE -
6.82 ESHEEBEE

65 EIEMBENT w5 (HBV) RAH B EMETRBENZHE
ETHW—IEEA - AR - FFEBARACLUDEN ZE HEEY - &5
ERNZAEENRNBERHBVEEZIEZE (DNA) K1£172 IU/mL (531000
copies/mL) - A|#=BARACLUDE 1 mgBX—REHATREREE (B4
BRI X EEIRER) BAE - AREEH82%EM - 39% = MREAER3IT%
SEMATE - FIFERB4A95 ; 89%MZHEERERABHBeAgRRMERA
=,

65 & P AEANIEZBARACLUDEAERISEIE4ABLLT MIFT ~ 11U
EBE  URINUATSERTEERTE) RER AT - £ER
BARACLUDE&EBE4BMN6IUZHED - 60 ERREEBENT K BIEIK
EHAE - S3MURHE (M65MIERAESH EMN82%) Talati - WREBE
BIAEIET2HEN 2B ETHBV DNARIE - 553U ERIHBY DNA1I <50
IU/ZF (89300 copies/ZEF) - B8 DGR HEBRZ F72BRWHBV
DNAER - SfE3MABT AL TN #E - #% BARACLUDE (I0_LBZY
HREERER) AERE  BEASEHENHBY DNAZE>50 IU/ZFH - 5
61 Ot e B IHBSAgIIR B EEIEKL ; Hf2u=smEBREIR LA
SHIHBsAg - BEHBVEEMEEBENIER - AR TIEREHERE
BEFF R RIEIKEAAE T MABARACLUDER - HEMBEPFT KR BIEIKEH
BE—a%E  ESA0REBEZIHEHBY DNAKWZHELLA -
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R BRI IE TR O] B E B TFERI 2R I (B4 cyclosporine
Bftacrolimus);a BRIATHEBEERA - WRFEBARACLUDER % - R4
BARACLUDER /&= 2 B E2;8 BEHfET - 198/ i BB 15 B B T BE 78 B A AR
HE (3.1.4)LARZEYE) B (11)] -

REEH

Entecavir= 2B M BFER (B R ZY# 7124514 (11)] - EIEBARACLUDES B R {8 & THEEEK
REIBE/NEDLNEYGHE - tsEEiEaentecavirsl FAEYNMBERENS -
Entecavirfilamivudine ~ adefovir dipivoxil&itenofovir disoproxil fumarateff A~ & 5|5
ENEYZIEIFR - BARACLUDERE At ERBRHIRE S E X BB BN ENFANT &
e ARALFAL - FUEEBARACLUDEE IRZEY IS - BBEUERABRAGEARKE -

BITER/ARXIE
8.1 HAREZRRIFA/ARKE

AR KREBAEAGENEMET @ - HiZES .
s FILAEENXRIC[BERAALEREZRITZFIER (5.1.1) -
o AMBMERHZEMEMNBRENBARBREFKLEZRELEZRLIESE
g (5.1.3)] -
82 HRIRFERAER

R AR RIE TS EREBRATRE - BRARPEEINEN T RRERE
SREEANS —EMMERS RS HNRIRAE - Bt TR RE PRI
RTARTS -

BX A\ 2 B PR BR A B

Al B ERE

R 1FARVES Jh 2R Z 08 R R B8R (A1463014 ~ Al463022 ~ Al4630264]
Al463027) - E 81317208 #<BARACLUDE 0.5 mg/H(n=679) - BARACLUDE 1
mg/H(n=183)sklamivudine (n=858) ¥ &8 & 2F @M BEM S e BTl i
BREENRRZEE - EAI463022HAI463027: 58+ - X BARACLUDE S &
m AN EEHAPAIRIA698 - #EXlamivudine’aE&E K638 ; 1£AI4630267F]
Al4630145 e - #RBARACLUDESEZ R AR UEAT73E - ERlamivudine
BEERS1TE - mELRARAED - BARACLUDEAlamivudineMZ 2 M EAZ -
EXBARACLUDEREMRGAERER - AMEBRERE(23%) - BEVAMRREY T
FEHENARRERIER - K& - BEMIBL - EEMlamivudine’a IR Al E P&
ERNARRERIER - REMRE - £EIERAGRT - 1%Z=ZBARACLUDE®R
BERR AM4%EZ lamivudine’ 8 BRB AR BEIFAS ERERBEREEMF LS
<35 L EEEBARACLUDEE lamivudineRV B R K&l B - HOOARHAIB L IR B MRS
EOoE A BN P -ERERARRE -
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&3 HE2F MU {ElEntecavirtR FREVBR P HIRAV P -EE (FHR2EFRA) B
I N=01

RIS E B AR Lamivudinei& & ©

BARACLUDE Lamivudine BARACLUDE Lamivudine

BRR4%/ 0.5mg 100 mg 1 mg 100 mg
FrRKE n=679 n=668 n=183 n=190

HEEHR2E24 15% 18% 22% 23%
AR K Ea
=1

e <1% 0 1% 0

HIEAR <1% <1% 1% 0

I <1% <1% <1% 2%

& it <1% <1% <1% 0
—hg

&5 1% 1% 3% 3%
L R MR

PR 2% 2% 4% 1%

RS <1% <1% 0 1%

IERR <1% <1% 0 0
148 P

KR <1% <1% 0 <1%

a BIFEOIEE ~ ROJRE - MENAHBEEEHAEBHEZEITER -
b A14630221A1463027715%

B 146302631 5B 14630145 B EIBARACLUDE 1 mg&lamivudine’8 &4 -
A1463014: 52 _HHZEZ 0 - Bt - €53k - Elamivudine’aEEiE RS
MEEZEMNBAT - LB =FEBARACLUDERIZ (0.1~ 0.5 1 mg) BH —RMEE
fEMlamivudine 100 mg8 H —REZES2ENUR -

ERERREE

FA5HEEEBARACLUDEE lamivudinef M EER IR S D - FREFAEIEA - &
BLEIEMNERZGHES  BERYOF -
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x4 : HE2FEHANMEEntecavirkg R M A BB SMENERENREER
=
RS E B L P LamivudineaE&E L
BARACLUDE Lamivudine BARACLUDE Lamivudine
0.5mg 100 mg 1 mg 100 mg
B n=679 n=668 n=183 n=190
T3 244k
. 35% 36% 37% 45%
ALT{E>10 x
ULNE>2 x = 2% 4% 2% 1%
FE
ALT
ULf>5 8 11% 16% 12% 24%
=
2.
gE'/(TLEK > <1% <1% 0 2%
MR E=E>2.
g ETLN$> > 2% 2% 3% 2%
Effg@zm X 7% 6% 7% 7%
Ay
JEJILLE;%?, x . . . .
AT
= . 2o
Tzﬂgfmg ; f 2% 1% 3% 1%
ERe 4% 3% 4% 6%
[mERf 9% 10% 9% 6%
/M
50000/mm3 <1% <1% <1% <1%
< I
2 ERBHE - BTEEA EBBET—REREQS g/ql)  RENEEE

>0.5 mg/dL »

PIRALTE>10 x ULNBE>2 x ERELS - FIEMNSHERERESR

BRI =R UAR -
b Al463022%1A1463027F158
¢ B11EA14630267 M A1463014 3 BRIIBARACLUDE 1 mgAlamivudine/2 &% -
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=4 E2F AR EEntecaviris Rl S A BMRPH SN EREHREER
=

RIS E B AR Lamivudinei& & ©

BARACLUDE Lamivudine BARACLUDE Lamivudine
0.5mg 100 mg 1 mg 100 mg

i Es n=679 n=668 n=183 n=190
Al463014:l a2 s _HZEZ PO - BER - 5l - Elamivudine’a BB R E
MEEEZENEAF - LEER=FEBARACLUDERE|£ (0.1 - 0.5+ 1 mg) EH—RM#EE
fEFlamivudine 100 mgE H—RRES2HEMUR -
d BEM%E - BR1EE - BENINEERE - BRXEBEREREDT -
e Fi3=3+ " RNE " >500 mg/dL; 54 = 44+ BEH EE -
f FR3=3+ KRB, EhYg =4+ BEW BEE - FZ -
ULN =1IEBE LR -

B LA BEAEABARACLUDES BRI E D - HARKHIRMNALTRE EFHiBRIE
®ERULN)I0EEBR2EBEEMRE - —RUBSRSENESER - BEERRE
MIREAZHBERBEEMRE 22 logg/mL - MEEFZEEALTAS ZAIEER - A%
HAR FE Rz E HR BRI AT IOBE

fFIEE B IF K HE

EHE=HRAREERD - B—RGEE (subset) BAE I ZRHESEERAERE - &
EFEES2BF LA - A KBIEHALTRERIT(ALT flare) WE R HRE LFH88
IE® ERULN)10EESR2ERGEESZEENRES/VENRIRERAERIE
18) - $HEMBEFLLAENRHEERRARM) - REIEEHRPBEALTRERFA
XA ELLA - Lamivudine’ 8 BEEMHBABEREF LaBENARRYD - EILFATE
EF IARER R RBRILER - MIRAEBENRIERFHBARACLUDE - F1EaE®E
FRREWEREES - [FREZRKTEFIE(5.1.1) -

&=5: #£AI463022 K Al463027F1A14630265 58 - 7EA R 18 AYIE It HA R AT 3¢
=IEAYEEH)

ALTEEFAE>10 x ULNE>2 x2%1§?

BARACLUDE Lamivudine
REEZZEHIEE &
HBeAgl% 14 4/174 (2%) 13/147 (9%)
HBeAgFkz 4 24/302 (8%) 30/270 (11%)
Lamivudine/& & &Y 6/52 (12%) 0/16

s SEEAEIEES/ MERFRERABHEE - BIgARACLUDERBEHNIBEA
AT X B LA M 882318 - ESlamivudineABEE 151018 -
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8.3

FrEEIhEECEERZ

Al463048:t B —EFER « RS - T2 MHBVRCZR IR IR INEEELR
E(FEZERChild-Turcotte-Pugh (CTP) D EIEREAMNRT) A ARAS - LE&
BARACLUDE 1 mg& H—Z&&iadefovir dipivoxil 10 mgB H—RGEHABERIUR
(FBREGAAGREN (12.1)] - 10211%BARACLUDEABEH = E T - £48: 8RR
BR HUEREENARKE AEHELEERZREA @ BEEKE6%) - iBK
(15%) ~ 82¥E(14%) ~ FFHERRE(10%) UK EFEIRBEE(10%) - §E§UE"§F31E'E"48‘
HEZHEINEMEAR N RRESFEMPERKERE N EQ%) UKRBINERIB(<
1%) -

HERFREEREENSHEZLER  EEEHBINEREAZER  LEZER
Child-Turcotte-Pugh (CTP) CAZERMNZHES - BIRINBRENMARSHRER
BRe(ERZEEAR) - @At - BRYENLREAGENERNERZZSE -
10213~ BARACLUDEABEHN R E DB 18I (18%) il & MU K8 E=adefovir
dipivoxil’& B = E DA 1811 (20%) RIAEEARWAI48ERIET - KEDILTE

% (BARACLUDEAARFE11A ~ adefovir dipivoxil BARIFE16 A) BY1E %[5 EE £ T B 45
B - BINBTINEERIB ~ IR E - IFEEEHN N EHEE LM - F48ER - ##
ZBARACLUDEA BRI =& B2 EHCC)RIEEA) 7’5'_"6% (6/102) ~ #=adefovir
dipivoxil’/a BN = ERIZ8% (7/89) - E48:BHRE - AEARNBSNZHERLRK
EMF LS aE

A8 HEE - MaEANNESSHERN B AFERERIRTREXIRSR (ALT

>2 x B4EH >10 x [EE ERE) - £483B 8 - 102111#% < BARACLUDES B S
AEBEBPBIM(11%) ZHELIK11/89 (13%) fiuE=adefovir dipivoxillA BRI =5
& HmBEMNEEHREILZN00.5 mg/dL -

BfFEEEHIV/HBY

EAI463038:t BT - 243BIEEAIE - S ERFEEHIV/HBVIIZEHE - #3221 mg
BARACLUDE (n=51) %,Li?;z;;t’?"*“ (n=17) EFBANZEZME R8T ; b4

R EAIFHIVEER 2 2 BT LERAEFIE(51.2) -
BEZMBESE

FE—IRRME - FThEiSE @b P EXBARACLUDE S BRRI65 N R E P [E R HH %
FTEFIE (68.2)] ARBHARVARMMEHEN B ER ARTERBERIUK
BARACLUDERIEFNZ = M BER AT -

=325 F P AYEE R 5l AR A AR

BARACLUDEFE2S B M 18R ERRE PIZ LY - 2B HIBEHBVERS
SENERSER (—E% SR RAI463028] & —EF =M RIA63189) B
57 - 751681THBeAGRR 1 Fit B IE L S cP 1 FBARACLUDE A - 1 0%

FREcp{iIBR 7218 - 7 ESBARACLUDE A BN RESR E PREIN T B R EEE

BARACLUDEBI A A B BRSPS SN AR — ) - REEH B PBIRIBEER 1%
BT EREOERR  HPBE  BOMTE (TBIRERY ) B EER

B0 -

ERRER

REAEEGBER
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88 Al463080 2 —IEFEH AL ~ 23K - B - R E U - ST EIEY
HBV ER = & 5 BARACLUDE (0.5 mg/HEL 1 mg/H) /&% - 1R EM

HBV % & /ZE R B EESEN R EMREANES -

H75 12,378 BF AES BARACLUDE (n=6,216) St EM HBV ZE/ZE A [3F
entecavir (ETV)] (n = 6,162) - EEERGERAETTE - 2E8E 6 AL —RK -
RiE10 F - SBRENGHNEERKSEERSHAEEEMERE - FHEAEBEN
HBV ZEm#ER - HCC ~ 3F HCC B RER RS T - A it ih 22 ie B iEmr S 5
1R IE HCC B EREIERIFH TR - WEEEREM HBV ZE /B HRIZAESE -
78 E BARACLUDE B4 RERERY E fs 1S 00 A= 1878 - BARACLUDE ZHF03E

ETV A HERMNEUERS HCC - ERAEHERHERE - ENERER - HRNE
fth HBV ZE/#ZE 5% - REBE A BARACLUDE £ HBV &R #ERE S ERREY R
BT RRBRERE  FERKNAEGERSBHTELERG6 FIR -

=6 AEEHEEISENEEST - B/ RIERAENZHE
BEEHFMNSHEAR
BARACLUDE JEETV BLIBLE
LT (4 fEC [BARACLUDE : 3E
N=6,216 N=6,162
ETV] (CI?)
FEFGIEE
B8 =5 i i 331 337 0.93 (0.800, 1.084)
J?HWH i HBV =7 350 375 0.89 (0.769, 1.030)
HEE
T 238 264 0.85(0.713, 1.012)
RETHISIE
3E HCC B i4hEm 95 81 1.10 (0.817, 1.478)
HCC 240P 263 0.87 (0.727, 1.032)

et MR IB RIS ST HBV &2 E/ZEMAaEARTUNE -
a BERMERE - SET KM IHMHERER HBY ERERA Cl 4 95.03% ; IF HCC &

PERF HCC A9 CI 7 95% -
b —ZEREA HCC SHNRHEE - SHRED T Z5 -

c BERMERER HCC s 3F HCC BMBBRIARESH - HiHERE HBY ERERS

WThe =T ~ HCC 2t 3F HCC HBV BEimERNGE S -
Cl=EB&EE ; N=ZHEBANE -

AR RVPRE B2 1A R EFEH HA B RRF 2L - DUKRIE ETV dHBIRERM B ECR 258
BEAE - IES - AEBRNBRENACLEEIF HCC BHERBRERGFAEEE - HER
R RRER -
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LhEFBRNABRIE

£ E#EBARACLUDER R - BHIRU N ARKRE - ARELEREHRERMAN
ZIERNBEEMHE - FIE A G ET 8 £ R 2 17 BARACLUDER EZE B A
KA -

BRAGER  RBEMRIE -

RHEEE R - FLBERE MAE -

ATHEE R - EaBgRER -

KSR F A s T8 - K -

9 B=E
mABRAentecaviriBERAEBAIR - RENZHAEBEZSEIOMgZE—HIE5E20 mg/
EIE’F’”*‘J;FEM?EZ@ mJT’EﬁHSII?EiE?]D INAREEETARASMVBIEAR - TIREBEEIBE - WA
EAWABEPISESNR  BERATRENIFUEE -
&%entecawﬂ mgﬁ—”‘“UEZé FERA/NSHMRBETATIERZE13%8entecavirEl £ -
10 ZEIBgiE

10.1  fEFH%EE

Entecavir@—T@MBEN R AESBNINRBEN[FREZEF M (102.1)] -
10.2 EEEEIRRM
10.2.1 WMEY

{EF S

EntecavirE—@EEBRISZE R L) - $HBV KR EZE(rt) EBHIHIEY -
EHESEARIEANHRL - RAEFEEN = - EEARRm =+
REBIS/NE - BEEERAZE-_HMREREERELHSF - —ifentecavirft
Thae EHHIHBV R sEsnI — 1805 « (1)IESI3 - (2 )1¢HUEE§1.:1§T?+)§
B (mesenger RNA) 8 EHBVE R - M(3) HBVIERDNAKER - =
Wiftentecavir2 IADNAR Sa ~ B - S HIARIZDNAR SRy S5 I
B . KAE#18Z> 160 pMFE -

mmsEEYE

FEBEHFERHBVI A B FHepG24RM - Eentecavirfd/EE %0.004 uM
R (CRIZ50% » ECs0) T #IHIHBY DNAMIE A - Entecavirfllllamivudinets
ZMHBV (rtL180M ~ rtM204V) ZEC5oy A1 21%50.026 uM (£2E0.010-
0.059 pM) -

BIRFE PHIVIZE /128 1 2 8 2R BE 0 HI 2 (NRTIs) 22BARACLUDE A TI BE R )
BARACLUDE#HBVI E L& EHIVII RS &4 - TEREINMHBVASAIE
b . abacavir * didanosine * lamivudine * stavudine - tenofovirsg
zidovudineE RENREZFEENR - AEHEMentecavirlHBVEM - TEHIV
BB AED - entecavirfE AR 1001Fentecavir (1mg) Cr a5 - AEHER

S 7 \ENRTIsslemtricitabine ¥t HIVAI AR B B S &AM -
#BHIVEIHi ik 20
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EAEARNAMASEIEYE - Bz fentecavirdiZRBER = ERIR
FE—IHIV(HIV-1) D BER Z HDHEH - RS EIRECsofE T 70.0262] > 10uM
ZE; WP ERNEEERE  FEEIABENECE - EAmEEPR
B EMEBEEERIEETHEMI84IER ZHIVKR EiEEs A INHI I ERH
entecavir - BRERINERBEAIFIS] - entecavirif EM184VERKHOHIVE R
HKRAESURM -

praEtt

Fril b=

PR B E RS RIZER - lamivudinein Z RSk ¥ entecavirfURIBEZ
HPRIE 78 ~ 301F - EntecaviriRIRRI 4 E— T HIFRE (>701) EEHBVX
EIERE AR 5 M lamivudine T Z M IR E R B (rtM2041/VE AR
rtL180M) - BINEFEEErtT184 ~ rtS2028rtM250=EF I - Skt S =
LI HBIARFEAI169E - 2HrtL180MAIrtM204Vailamivudinein
EZIE RS REARERICA181CHEAS « FentecavirRIRRZ 4 RE16E
1221% -

i35 7

EEESEZEHIHEEENRA - RARBEIZEINHIEEER5628
BARACLUDE)&EIGEN=ZAED - sHEHETIFFMRIKZA (>300 copies/=
FHMBEHBYV DNA) #ETEREE L (Al463022 ~ Al463027 B3R BRE Hit 5 B
Al463901) - TEFE 6B - E2RTHE (2/562 = <1%) WHBVHFEE LR
rtS202GN_ErtL180M #1 rtM204VEZ E BBV - HP 12 HIRFHMGE (R
BEMHRERIEM=TEZE) - LI - E3R(3/562 = <1%) HIREE M RE
HW=EED - AEHBVHIRtM2041/VAIrtL80I ~ rtV173LEL rtL180MBRE S
BV (TErtT184 ~ rtS2028rtM250K HIRCZEE B R | - & A ¥ entecavirdk
BB TN BR) - ERIFEAEBE48BI=HE - B75% (202/269)7 1%
#ER T (REZEI6HE)HHBY DNA <300 copies/mL -

ERIPEMGERT A9 ERKRERRTER ZTE RENHBeAgE M
(n=243) K2 (n=39)¥IRFEXEENZHE - REFEMNentecaviria
% - HBeAgE MR 2 REEMZMEBE T X mEDNA <0.7 MEg/mL (K
7 x 10° copies/mL)E2HBeAgiE % ; MHBeAgi M S K FEHS 1 2 BELT
KImBEDNA<0.7 MEq/mMLEALTERIER - RaZFBBXEZ 12 5entecavir
—R - RIE144E - £E282URHET - B 1411IHBeAg5 8L
HBeAgPfztM =i EEARERFER - WHESentecavirnZE MR E - £5E
149 E A REMR S BIZHED - 1144318 - 19218 - B240BR(BHFEKR
#24EeR) - D RIB88% (131/149) - 92% (137/149) « £292% (137/149) 7 =
A ERIMBHBY DNA <300 copies/mL - tEER Ol 7 DB R A E(E Rl 2 &
HDBERIERE - WARKAHEERRK BB Eentecavirfi 2 - £
48 ~ 96 ~ 144 ~ 192832403 - H3RrtT184 - rtS2025rtM250 2 entecavirin
@RI EBE 2 EE(EELRIRtL180M £ rtM204VEUL ) - D RIAE
0.2% ~0.5% * 1.2% ~ 1.2%E11.2% -

Lamivudine;2 & #XAYEA - FElamivudine; 8 BEEMAIHBY (Al463026 -
Al463014 - Al463015 X REREH 1 B8 AI463901)F - &+ #1MBARACLUDES
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EIGEM 190 B X B s E I EAETER B M - E5968 -
rtM2041/V ZHAZrtL80V  rtV173L/M3L rtL180M iz & B BVt B 2
rtT184 ~ rtS20254rtM250 - 2 A2 rt11692CEVC BRI EEY B IR R 22
BZAEIIHBY (22/190 = 12%) - HP16BHIRAESMERE(REELRE
BHIEMN1EE L) - 4R U KREEI<300 copies/EH - HP4Z S ERHBY
EE IR EBentecavirTZ R MM BiEentecavinaE LIFE— D&
B - R 7E2RBZHES - 3BZAHEBEM2041/VAIrtL8OV ~ rtV173L/MEk
rtL18OMEBREIR LR mE 4 &8 - IR ZEMHBEE(n=19)B &%
REMRENZHE DB - Hentecavir EC5p BN S E BN ERE P MUE
DRBEBVIIERBEERBERERNT1061E - HRIFEAREBE48EH
SE - B40% (31/77)ERELRF(RiEIGHE)FIHBY DNA <300
copies/mL -

Flamivudine’/aBERNEHEICHEKRERNRER Y/ TERENZHE
(n=157) - IBHFEMWentecaving®E - K EBBXRER 1= entecavir—
R REVME - EEEZHAED - HBAUXAEBEARAEFER - 1T
E=entecavirln B AIREM © 1448 - 192:BE240B(B1FIRELR) - o
AIBE34% (27/80) ~ 35% (28/80)E236% (29/80)89BEL T K fmE=EDNA <300
copies/mL = 7£48 ~ 96 ~ 144 ~ 192K 2408 - HIRrtT184 - rtS2028%
rtM250 7 entecavirft Z 4 AHEAEN I RIE B 2 EE(HIRrtM2041/VE A
2rtL180MER) 2 BI£6.2% ~ 15% ~ 36.3% ~ 46.6%E351.5% - #EEH
entecavirlif - 6 U ERIBENF K mEHIRTA181C/G/S/THREKRERY) -
BEDPANIErT184 - rtS2028rtM250 38 Edentecavirin Z 4 A B RO ENL -
BHIUEEAZ HIRT184SE - FEE B 7 BRI X mE HIRrtA181HU
H7URHED - B2UEERR - TFRRrtT184 ~ rtS2025,rtM250 IR EY

K - BEINBE2UREERentecavinaER - BIRBLEIR -

F17IEE _BANE=HiRRAR D HentecavirE M ENETIZERLERS D
- FEES entecaviBEHARE - 146122 B PHESR(0.3%) AR H IR
entecavirinZ MR rtA181CEL - EEBFElamivudinen Z AR
rtL180MNrtM204VERFCHS - A BEA& I Z LEFEENAE -

R it

D AEHBVAZE B INGIE 2 R 2R Wi aEit - DUARRE A EREAVE RIZ8
7~ - entecavirfildlBlamivudineFtelbivudine i 22 14 48R ZR & rtM204V/1 S
FHAZrtL180M ZHBVE R EALLINHI B £ R R B R HMWIEA S8 E301E -
Bllamivudineftelbivudinefn Z 4 AHEARIrtM2041/VZ A ZrtL80I/V ~
rtV173Ls% rtL180M - [E1&iE A Eentecavirk BUBURK M T FR - FEERFRAD B2 0
57K 78 BentecaviriE © % Badefovirin Z 4 A REAIHBVEVL A ERY - 7#¢
lamivudine’aE R - Aentecavina BT R 2w ABEIWHBV D BERTERS
Sh¥fadefovirB =14 - B¥lamivudine) B ZEH - HIRBadefoviri 2
MBI 2 EAHBVERRS - FimEErtA181V 5irtN236T - EARIEE
th¥fentecavirBlEE 2RI A 1.1840.3fFH9 0% -

ERAT R AR
103.1 Bumlt « MRS - EINIE
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N EBEAMAKEETentecavirlREAO RBUZMER - entecavilNRE= S5
ABFEARSEHZE1 mg/HZREBSW42EF(NE)M3ISE(KE) - E/NEMAK
BERT  entecavirWHEMERZG M - ELEEEES BV RS
EREETRRARKEBINARI [BREIFEH/FRRE 8.3) -

/0@~ BN EERESHERARBERESNIFBM401EE - fMiRZE
RUBSAERIEM - B/NEFN N BERESHERARREE40ER - s
BUREAEIEN - I NEERBESHEENARREZEN3IE - B/ BENRESHE
ERABREESWA0ER - MREANMENESEERIEN - EMEERER
478 AR ESEIEE  EERREERentecavirlI KR ~ WEKREFE L
TWARE  BET/NEHRZANVMEEUERYEREMSHEESER - 1
NEERBESHERARBREZES42ER - FFHAREIEERIEN - FIRE
M ENEESRERTEIEN - WNEERESHENRARREZEENA0E
- MEREROVENFENMER - DKRBRMEARR)OEERIEN - &
RE  MREERBESHEERARRESN24EE - HFARRBENIEEEEIZ
m; RENERBHNES AR EIEN - BXENEAEERESHERA
BRESWISEMUAER PR CBEE - MABERBESHERA
RBEENAEE SRENBHERE -

EntecavirfE ASEMEEARRIEE P FEREREETH - EntecavirlE B2 FIECHF
E(S. typhimurium)f KB EE(E. coli)Ek - HBIRBRH M E(ETHAY
AmesKAEARE A - IBEL B AMERRE A k=EE(Syrian
hamster) e A iR 88 2L R P ERS BB R E 4 - EntecavirfE KB O AR
EBFOARDNABER BTt 2R -

EENZIE
EREABNentecavirEBSHERT - G TEVNEIESE3I0Mg/kg - H
EEREESNARESERHEE(1 mg/day) 0ENAEEEDR - WAKE

KIAFELENERE - aZEEEVEINS SRS  £EFBEBA
RRREEISER - JHRISANABENRIE - BFAREHBHNEAE
1t -

B NBRE

Entecavirty B — 8 5 5 B B8 B EA B R E RIS IMBEIT S H A BT -

LT

el mEaE ORRFentecavir 2% - entecavirfI BB MEFMER0.5E 1.5\ 2 BH - 18
FHR0.1-10 Mo S EEE 7 - BEREC,, MRERBBES FAEBAUONEIEES
MIEL - SBRF—X - 6-10RBAFEEMEE - KHBAEM0E - £10.5 mgho O REI B

i

#®

 BEMRBECaxm4.2 ng/mL - K& MERE (Cyrough) 0.3 ng/mL - LU mg Ry O ARHI = 1M
 REMERC 0 8.2 ng/mL - RE MERE (Cyrough)0.5 ng/mL

ESHE - BEORKREILLE - TN ERTTHER100% - ORRBIAES o LRI E

e
B
o
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B LR 2 84 : Entecavir 0.5 mgERIZ# A SIS B (945 keal - BSE54.6 q)TBHE
#(379 keal - BEES.2)HHR - 4 RIRUILEZ R AR FEFS IS T B (BB 21.0-1.5/)\6 - Z=i820.75
INES) - CirryaxPE1E44%-46% - AUCH 1M 18%-20% [ RE Ai RAE (3)] -

pa)

ORI TE - RiBentecavirWZEES M E M EBR D MIEEBREBKSD - RRentecavir
Bz MiRARA -
EntecavirE ZSM AN BMBEEBEASHEERKXEZ13% -

o8 B BEBR

HABMABRRT 4C-entecavirz % - RAERISLAIBERBEY - BOBE K
EBRAHEY(REBAMMKAASY) - EntecavirA 248 EPA50 (CYPASO)BERAMHIZE -
HIES AR - BREYS LR -

ZIESREZE - entecavirWMBREZSLERFHNZ - RInBIRFRIA128-149/1\F - U
BR-—ROAHNAE  BERINEYERBHIRD2ME  RNBEUEBFRIL24N\E -
EntecavirEZHBERHER - BRERERUREERPRIBNAORIRTHIE/I62%-73% - BES
BREATI SR - £3602471 mL/minlEER - #flentecavirETB #IKBRMNB/N\ED
WBERZGIEAH (7))

ROk R

MEl : EntecavirtVZE S B ERNMRIESE -

)%  EntecavirlZEF B ABENBIEER -

ZFEA  HEBNFEZHNERZAER T mglE—ORBEIE 7 %E - FFhFEikEentecavirE
FEBENFE - EntecavirEBE X BWAUCLEFE X EAR29.3% - EF ABFEA ZEA
EROIEER B INREMZE RS AAY - BARACLUDEWE SRR KIEEZE R ANBINEE - MAE
FRBRAZRHAE (3.14)] -

SE  BEHEARSEIZENHIESE RS ERlamivudine/aE - HBeAgE M BTl = BRE
BENR2RERMISHARERAE « EfhentecavirfyIBEAREEEENE - BRUMKRTFIR - R
REBESZEINHESENSHE - HentecavirRE=BRABH—ROSEZHSHBAE
P RBEMEL - HREFE=lamivudine’/8 BN R E - HentecavirRBE=2RAEH—X1
ExHENRANEINRESHEM -

=7 : RESHEBNEEFHBSY
REEZIZEIHIE A& & 42 2 |amivudine’a &P

n=24 n=19
Cinax (ng/mL) 6.31 14.48
(CV%) (30) (31
AUC(p—24 (ngeh/mL) 18.33 38.58
(CV%) (27) (26)
Crmin (ng/mL) 0.28 0.47
(CV%) (22) (23)
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=7 REZHENEIZESH

KB EZHEEBE @iEZlamivudine’4 &P
n=24 n=19
a R ERA0.015 mg/kgBA—RWHE - &8 ‘%0 5mg °
b =& AKAH0.030 mg/kgBH—RHHE - &R&EEZET mg -

EFEAE  EEBARAREENEAZHNRA(EEUBIEIN KRR  SFEIMABITNE
BEolLEB e BT (CAPD)AERREA » ¥ Fentecavir 1 mgE—HE 2% - ifi5tentecavir
MZEEE - BRINNES [BRAZRHAE (3.14)] -

&8 : EntecavirE AR EBRENZH BNEEZSH

EXTHAE B

H 4R A EE BT ER B Z (mL/min)

_ BESER
RS TMTE  DESE RmESE . jsz o BREZER
>80 >50-<80  30-50 <30 o CAPDAE
Y
n=6 n=6 n=6 n=6 n=6 n=4
Cmax
o) 8.1 10.4 105 153 15.4 16.6
30.7 37.2 22.7 33.8 56.4 29.7
(V%) (30.7) (37.2) (22.7) (33.8) (56.4) (29.7)
AUC (1)
oD 279 515 69.5 145.7 2339 2218
(ngeh/mb) 556 (22.8) 22.7) (31.5) (28.4) (11.6)
(CV)
(CWL]FL{/mm) 3832 197.9 135.6 40.3 \A \A
(101.8) (78.1) (31.6) (10.1)
(SD)
fﬁiﬁ:ﬂn) 588.1 309.2 2263 100.6 50.6 35.7
il ! (153.7) (62.6) (60.1) (29.1) (16.5) (19.6)

aﬂ& BT B4R %
CLR =B E/AZER ; CLT/F =IO REREZHR

AT MR BT ZA12/ M\ FEntecavir 1 mgE—BIELI#E - MRBRTELNTRBER
13%Mentecavirf| £ - EE DS IENEEHT(CAPD)E T RAKERE03%NEIE[ER ALK
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= (3.1.4)] -

FFIIEEARZ  EntecavirFAR P EE M INEEAZ (Child-Turcotte-Pugh BARELCAR) A TEA (FR1E
MBIRUFF L RB R R)NEFE - BER Fentecavir 1 mglE—HIE 2 BHEITIFE - Entecavir
NESHBEREAESRALRRRENEBASAERE - HEFIIEAERARERERARE
BARACLUDEWEIE - EHNEBEAZ MR ER R & P R iffFtiBentecavirfZE) &2 -
FriE#ta# - BARACLUDERRESHEZEENLZEHHEBEYERNABIR - A - —E/NERN
ERUMEET - HRBERZEScycdosporine A (n=5)3ktacrolimusiBE B £ FIHBVEI R H
(n=4) - HentecavirBBEEXRBELEENRESHEN2ME - ELEEANentecavir2EE
BT R B hEE N E IS AR - TEentecavirMcyclosporine AZitacrolimus 2 B S EZFHER
TER O BEE AR IER T E[FERAEF G TEFE (6.82) -

“fl‘%ﬁéﬁf’ﬁﬁﬁ

FESINRE R AT B Rt (hentecavirB R H - Entecavir R 2 4R 2 ZP450 (CYP4A50)iE X 4
E’J"“ RIS 5 58 H - EntecavirE RALEARRRE=10,0003092E T - HANEE
CYP450f2Z1A2 ~ 2C9 ~ 2C19 ~ 2D6 ~ 3A4 - 2B6FI2E19#HMNHIER - EntecaviriE KAIEEA
REES340EMERET W AZFEANETECYPA50EER1A2 ~ 2C9 ~ 2C19 ~ 3A4 - 3A5H]
2B6 - EIRFIR T CYPASOBEZE A - HIHISE R CYPASORE ZAMNE LAETE
EntecavirfVZEE) &2 - F1xit - CYPRBRESH BN AZ R ERFIR Fentecavirfi £ -
fEentecavirBd N3 EYWZBIEBMRD - entecavirflBEIFIE FEEM IS EARE BN EER
B#lamivudine - adefovir dipivoxil &tenofovir disoproxil fumarate - [FER X G 1EA (7)]

Eﬂﬂr_ﬂit %AAE -I-‘l’
121 BARHER

348

BARACLUDETEAS AL & M BRI & F — (B 55 — BB M H IR B PR el B 1T ME - 58
iR Rl el 21633216 L ABEIIT K5 E RIS (FHbDNAK A PCRIATD]
#ORIE MBHBY DNA) RIEMBEIFT S m A (ILEHBsAgEM ZE D /NER) - 2l &/
ALTERBARFERIEEELRULN)IT.3ME - mEFAMITIRBEEMREX  FEIE
MRE T KEZE - S—EE191UREHBVEFEINEREA NI EZHEN
A BRLUR —E St #1681 5 Hf R REHBVEAHIVZ i & 15 BT #£ 1 TBARACLUDER &2 2 14
BT AS -

KB EZHEIHEEEE - Eﬂiﬁﬁﬁ-ﬁ%ﬁ%ﬁﬁ’]ﬂ?r“*ﬁ%

HBeAg/Z 1% - AlA63022i a2 — B - Batk nEc - EEmARER - $H¥709&(715
AW BB D ) R B ERZEDHIE) K Hﬂﬁrc‘ﬂﬁﬁ%ﬁ%j] M= o] Al ZIHBeAgHY
MBI R REBREZHE - LEBRBARACLUDE 0.5 mg& H—ZXFlamivudine 100
mMgBH—RAEERDS2BHNEY - mARWFITFER R3S - 715%EBH - 5T%ED
MA - 40%ZETEA - 13%LUAIEZBaTEREE - m ATEELZKnodelFIE K5
BB %R7.8 - LIRoche COBAS Amplicor® PCRigEISA RIS MEHBY DNAKTE
19187%9.66 logqg copies/mL - MBALTERN¥IFER143 U/L - 1£89% W AWERI A
HEBEWFAST)RER -

HBeAgE % (FiHbe-[F14/HBV DNA-EZ %) : Al463027: 52 —EZZE - BEt& D EC
LEMRAER - T£638% (648 A FEH 7 #4H) R D B EIHIEE % - HBeAgia
(HBeAbRz14) ~ Ml ERESENAVIEMBENIT KB B R ZHEP - LER
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BARACLUDE 0.5 mg&H—%*x#fllamivudine 100 mgEH—R/aE &/ 52:BHIERL -
WARNFIFEER DA - 76% 25 - 39% =2 MA - 58%=2BEA - 13%LIAIES
BoaTBERE - WATEELZKnodel I KIEHWFIER7.8 - LIRoche COBAS
Amplicor PCR#RIZAI#F MEHBY DNARFII1EA7.58 logqg copies/mL - MMEALT
BRFERT142 U/L - E88%mANER M BESNTABIIRRAE -
TEAI463022HAI463027 R Rl R - TERT e AH B2 S (TR R FE48BRKnodell
BRILRISHPEE= 277 - Knodell@i#t IR BURRb) EREZEIGEZHE - WERB
FERENALTEERCHNREREMANEESHE - BARACLUDER R EStElamivudine
4F - AEBRIEMIshaki@ B EET D RERESIIRRI - RERSE - £ERMBELE
RASBEIINEI0 -

9 : Al463022E2A1463027 5 B PR B R AT HIHI A RAVR A F48B I A 42
AR ZE MIshak iR 7 RIZME

Al4630225 52 (HBeAg 5 %) Al463027:t 88 (HBeAgia )

BARACLUDE Lamivudine BARACLUDE Lamivudine

0.5mg 100 mg 0.5 mg 100 mg
n=3142 n=3142 n=2962 n=2872
{HE B (Knodell1EE)
=D 72% 62% 70% 61%
= 21% 24% 19% 26%
Ishak###E1E5T 5
E=cC 39% 35% 36% 38%
mert 46% 40% 41% 34%
&1k 8% 10% 12% 15%
;’Z;f%ﬂ@ 7% 14% 10% 13%

2 A R R ABBIOR A BB nodel| BT RXIEHL)) -
b Knodel T & SIS BB R EREES02 - TE KnodellHi4 L 5 KB -

¢ Mishak B4 LA DTS - M _EERERE 1S - BIb_ERET S -
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%10 : Al463022E2A1463027H 8 - REBEZZEHHIBFERAIRA L8 B
52 - £ERMBSHER

Al4630227t 53 Al463027z1 5%
(HBeAgF51%) (HBeAgk2 %)
BARACLUDE Lamivudine BARACLUDE Lamivudine
0.5mg 100 mg 0.5 mg 100 mg
n=354 n=355 n=325 n=313

REURF 3¢ = LS (HBY DNA)

&R AZIRIEE
(< 300 67% 36% 90% 72%
copies/mL)

WERELRE
R 1E(ogqo -6.86 -5.39 -5.04 -4.53
copies/mL)

ALTEEIER1L

O, (o) O, O,
(<1 x ULN) 68% 60% 78% 71%

HBeAg %

e 21% 18% NA NA

AN
0

a Roche COBAS Amplicor PCRBRVARIEEERE (LLOQ = 300 copies/mL)] °

A =ME R HBY DNASKALTERER -

Lamivudineia & &3 B BT b el B L {EBE DAY AT i (Compensated liver disease) =&t
&

Al4630265 e 2 — B2 E - FEH A - € 5BARACLUDEERR:LES - 128674 (293 A
WHEH 2 48) lamivudine’a R EN B TR & B ERE NRIB MBEMT Kin SR E A Y
% - #Xlamivudinefym A EAN TR - 2& XAHBARACLUDE 1 mg&E H—R(BEE
B TMEEER)  EEEEZlamivudine 100 mgBH—RAER/V528 - &
ABFHEFRBI - 76% 2B - 37%=2mMA - 62%ZBEA - 52%LIEI#EZ B
o FERAE - SLallamivudine’8 AR FI9ER2.75 - MR ERE R (line
probe assay)#/R - 85%Mm AEEZ S BlamivudinenZE M RE - I ATEER
Knodell#3E 3 K52 FIT1E%6.5 - LIRoche COBAS Amplicor PCRi&AIE RIS M
/BHBV DNARIFIF{EZ9.36 logqg copies/mL - MBALTERFIFER128 U/L - &
87%m AWERIR Y B EERNAB Y AR -
ERRABBNENHRETZIEE(FF48:BMKnodelli5) 5 HE - BARACLUDEARYE
Mtblamivudinetf - EL&ERMIshak@ A EET 0 HEEIINRETT - BHERSZ - £1b
RIEBHEZSRER2 -
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#&11: Al4630265858 9 - Lamivudine’a B EAVR A F48BRVA BB ET

Ishak## 4 {E5T 53 21k
BARACLUDE Lamivudine
1 mg 100 mg

n=1242 n=1162
BRI E (Knodel 15 E))
b 55% 28%
= 34% 57%
Ishak## 4 1E5T 5
EcC 34% 16%
meb 44% 42%
&1k 11% 26%
MR BABEABI A 11% 16%

2 A TS TR AR ARBAOR A (BB K nodel| BT R IEEL)) -
b Knodel BT K IS BILESEMRE.0% - TBKnodell #1655 REL -

¢ Mishak & LE DR - B _EEREREL 1D  BIE_tLEREA S5

=12 : A1463026:58% - Lamivudinel8 B BB AFISENRERSE - £t
R MBEREET
BARACLUDE Lamivudine
1 mg 100 mg
n=141 n=145
HBV DNA?
&8 R E LA
M.EJKEJE’JtH@JR 300 19% 19
copies/mL)
EEREZERFIE
R EEERNFIIE 511 048
(|og10 copies/mL)
ALTEIE®E{E(= 1 x ULN) 61% 15%
HBeAgM Bt 8% 3%

a Roche COBAS Amplicor PCRMRIZE(LLOQ = 300 copies/mL) °
BB E B E S HBY DNASALTE R -
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FFiEIhRE X (B A 2 (Decompensated liver disease) 9= &
Al463048:t Ba B —EREH 2 BC - R ER - 19111 (F195MIBEH D Ao =2t &)
HBeAgZEE k2t - B MHBVECEELUR M FEIFEERE D (E&H&AChild-
Turcotte-Pugh (CTP) 2 & IRt KR7) M ABA S - EEEBARACLUDE 1 mg&H
—REiadefovir dipivoxil 10 mgBH—RAVEEUR - KA B/ KREEXIBHBVEE
gy B #E =@ M lamivudinesinterferon-am E G

EAI463048:8 8 - HA100M = E B D Bt 22 BARACLUDES % ~ 91fIad
& 2R adefovir dipivoxilia % - TEEREARE - MK 2B £ = adefovir
dipivoxilaEN =R B ER L 1E#SBARACLUDERTAE - SEEN TR B525% -
T4% 5% - 54% 2 MA - 33%2BEA - 5%ERAN/FEEEEA - EHE - Y
PCRAIEZHEMFIIMBEHBY DNA%7.83 logqg copies/mL - B HALTRE 4100
U/L ; 54%M =& RmHBeAg-fB 1 ; 35% B EREFE B RElamivudineinZztt - &
RFIICTP 81/58.6 - SHA8BEIBE M BIEIZEMARIINR3 -

R®13: HRENERBEARAEZNZHEFISEIEENETER - 55 Al463048

BARACLUDE Adefovir Dipivoxil
1 mg 10 mg
n=100a n=91a

BEIFT K fm s A A BB (HBY DNA) P

BRI AZIRIEEAI(<

300 copies/mL) >1% 20%
CTPR BB ES i EC 61% 67%
HBsAgE%k 5% 0
IEB{EALTME (<1 x ULN)d 49/78 (63%) 33/71 (46%)

a FHEERERAEBGESIAITT) - SEERBEE O -

b Roche COBAS Amplicor PCR#&8I)A(LLOQ = 300 copies/mL) -
CEERRBCTPRELERE M EE L -

d P EREESRAEESHNRHE -

ULN =IFEE LR -

BHEREAEREAEZRBEBERXRENZHE

Al463038:ii e e — AR D - €5 - LRBEIHRGEER - 682 a T REEHIVA
HBV - lamivudine’a B EN(EES ZlamivudinelI S U BEN R E it R H A& [Highly
Active Antiretroviral Therapy - HAART] #3118 85 % 55 MJE) A998 A P EEER
BARACLUDERIZ HHIMMR - BLm AEEESZ 2lamivudinelIHAART A &
(lamivudineMEIE€%5300 mg/H) - I B#% 7 Bc 2R MMBARACLUDE 1 mg&H—R(51
BRANHLZBB(178FEAN)EE24E - FEESRI4BNRAMMAER - EBRFIEN
mABEEZBARACLUDER & - fEE R APCRIZANEAIEH AR MBEHBY DNAY S
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87/9.13 logqg copies/mL - BR ZNTHBAEELZZHBeAgE S - MBALTERN
FHER71.5U/L - HIV RNABRNFUSEE4BE aBRHBRIERE - KHNE2
log1 copies/mL ° FR14PINEE24BRFNHRB B E(ERHERER - WREIRER
HIV/HBVIm AR & #Zlamivudine’a BB A - BRIEEZR - B RS RE i [E) R B R
HIV/HBVE R #EZABYHIVEENEAFEABARACLUDEETTIHR - [(BREZLR TR
FIE (5.1.2)] -

&=14:  Al463038H 52K 24 B RB B M ELER

BARACLUDE 1 mg@ ZRIma
n=51 n=17
HBV DNAP
%8RB LAl
1 'EJKEJE’JI:IJ@J(GOO 6% 0
copies/mL)
MERBEEERFLE
s ?E {EBYF191E 365 +0.11
(logqg copies/mL)
ALTEEE{E(<T x ULN) 34%¢ 8%°¢

a FiBNRAE T ERE 2 amivudine ZHAARTAE °

b Roche COBAS Amplicor PCRIALZE(LLOQ = 300 copies/mL) °

CEEBALTE=R(>1 x ULN)MERIA TIERERARNE 2 LEBARACLUDERIN=35
ZRERN=12)

HRUBIESBARACLUDERE A - FEFRMNMH A EIN &R (354848) - 8w AR
PCR1&AI5ABHBY DNA <300 copies/ml - HBV DNATE B4 T2 5-4.20

logqg copies/ml - H37%ALTEERALTEERHEARBALTIEEL (<1 x ULN) -

48iH%E
BARACLUDEE—L S HEEHARIRA - HBRE=MEAARE S S RGIEE - A&
H2%  BEREBFASERIZIBHBVHEHEMMH(AAbDNAWADLE - <0.7 MEg/mL)A]
HBeAgﬁ?i(EHBeAgI‘@ R A)HALTEIEEE(TEHBeAgRR R A - <1.25 x ULN)AY
E% - {FHBARACLUDES lamivudine - ZE2|mEHIHIEREZEMN SR EHBeAgE 4)
YALT <1.25fZULN (HBeAglzH)W =il - BRI EUREFRFEI6HENER R
[EIE%E - BLEHBHEEMERANFESHEZAEER  UTAESIERRKEFHZE
8 - ZR B AHEIEREZEMNSREHBeAgREM)SLALT <1.25FULN (HBeAgiZ )K=
HE - EEETEMREFNFICHIEDNERE - BEAFBIEEMERNS
ExAEAEER  TABSEREREZLVER -
KIZZ B E W HIEEERTEA
UIRESZEAHEERNHBeAgE R A - IR ERAI46302205024311(69%) 15
BARACLUDE&ERAE A B1164111(46%) & FlamivudinefIfm A - HEESESHA
BHIFE6E  ELEFEESEFREIE_FHRA 1801&(74%)1§%BARACLUDE
B A B1601I(37%)fE Alamivudinefym AE 4 SRR E R (229638) - #EZIHBV DNA
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12.2

<300 copies/mLIVIR#E (RS BEEHE R IEE) - 19311(79%)F FABARACLUDER A ZE
FJALT <1 x ULN ; #BERERlamivudinefIm AR B 11211(68%) ZEFIIZHE - LA -
2607(11%)1H FEBARACLUDERYJ® A E220111(12%) & FlamivudineB9Jm A - HiIR
HbeAgME&#E (LRI -

VIRESZEAHEEERNHBeAgE 4R A - 74111(21%) 8 FABARACLUDER) & A £2
6711(19%)fEAlamivudineffm AR 48 B ZZ TR ITERFE  FEEFEBNH
2438 - FFABARACLUDER ZEZIZAEMREA - BN HAB%E B 2641(35%)HHBYV DNA
<300 copies/mL » 55i(74%)BIALT <1 x ULN - 56111(76%){rFFHBeAg M5 #1137
% - FAlamivudine BZEZIEER R A - EENEEEHE2011(30%)RHBYV DNA
<300 copies/mL - 4111(61%)fEABIALT <1 x ULN - B4711(70%) R FHBeAg 5
EEIRE -

PREZZEHIE S EIHBeAgl2 4R A (Al463027:158) & & - 2611(8%)E
BARACLUDERIJE A E228111(9%)fE AlamivudinefIfE A - FEESE T AEE 596
B EE—/)\BEESFEAREIE_FrRAT - 22ufEFABARACLUDEE16£11F A
lamivudineM5E A - FEAARIAEE (522 9638)1ZZIHBV DNA <300 copies/mL (&
Big i 88 7 FEOR) RUAZZE - IEAME D BB 7RI 6 m A FEAE SRIA R ZEIALT <1 x ULNEY
1R -

YREFEZZEIHIE A EIHBeAglz MR AT - 27511(85%) 8 FIBARACLUDEE245
f1(78%)fEAlamivudineffm AR E48BFIZEZ RENRERIFE  FEBIFEEM
2418 - EERAYT  BAESHETRBRVIBAEENEEEZEE/HBY DNA <300
copies/mLAVIEAE(R SR EH N EE) - 12611(46%)1FE FABARACLUDE - £18411(34%)
f#EAlamivudinefyim A - ZEZIALT <1 x ULNRIIRZE -

Pt R g4 R - BARES B BZEGEEENEARERAI463022 (HBeAg&4)
E1AI463027 (HBeAgPR2 t4) EFE H S MR A T B 57 AR A SR Tt R HART B 48 4 22 45
R - HEERASET - EntecavirBIEREXR0.5mg(FERESSE) ; aEENRPHR
BRI mg(FHERERE177H) tH ERBEXABRFPASIERAZRVLIER
Lamivudine(PAIEHEAREI2938) - FESLLm AT - 55/57(96%) B LRI E & 7 B K
= W H50/57(88%)E Ishak@ 4 ({E5t D EE3T DRIE D - R EZEIshak# 45T
332" A - 25/43(58%)EERABIRY - MER ST EC(ERET
Ishak 4 4 1E5T 2 %54,5,6) B A(10/10) EEN 2R/ N BERER VO PMUESR1.5
) - TR R BER - FIARAZEZIHBY DNA<300 copies/mIB49/57(86%)89 %%
NEZEZMBALT<1 x ULN - FRB57m A DA RHBsAgG 4 -
Lamivudine i ZE £ 89/FA

2 Blamivudinen ZE A E A E T (AI4630265858) - 7711(55%) 18 FEBARACLUDE
B3I(2%)EBlamivudinelE A - HEBESEERELFIORE - LRERE L
5 FABARACLUDERYE A P B 3111(40%)3EEIHBV DNA <300 copies/mLIIEA - B
62111(81%)ZZIALT <1 x ULN - B8MI(10%)E AN {RIFHBeAgIMEE LIRS -

REREAPHER

556 Al463028 ¥4 74 7 BARACLUDE HR R ESHENENB NE - T2 URA
REIENE - 24 BREAEN 19 FLESE lamivudine A& HBeAg Bt 52E 2
Z . ERNR2BERT 185 - BARELIEN B EFXRSHREALTHS -

A #5—=x BARACLUDE 0.015 mg/kg (&% 0.5 mg) = 0.03 mg/kg (&% 1 mg) #
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13

15

2

p2==4
=]

&
13.

13.2

13.3

Hth

AT - 58% (14/24) FRESREIZER 47% (9/19) 2B lamivudine AR
SEE - £ 48 BFEZS| HBV DNA <50 1U/mL ; 83% (20/24) KZaEMN= &
95% (18/19) B =48 lamivudine BB E ALT KELES -

Al4631895 5 5 EBARACLUDERIZ 2 M B2 i B Y - 15 IBBARACLUDES B8t
180015k LS EHNSIEIARE 25 5 A% 185 M0HBeAgS 1 B Tl S EEE N R
ALTH S8 1B HBRIFT S RRSZ IR A - 75 AHk2: 1 KOEL B 1% 5 B 5 BARACLUDE
0.015 mg/kgEB0.5 mg/day (N=120)3 2R HEI(N=60)1 B A% - BEgH Ras R
REBEEABQEECH ; >68E125 ; LUR> 1285 <188 - 2EAEERSER
BRI A (] 5t ER B HBV SR P AS R A BUAETE) - 2 ASRERES - HBV DNARYTES
E%8.1log10 IU/mLMALTHF9ER103 U/L - F2EIIEERRETH4ISBE M
BB 1230 A D - REASER EEIHBeAqMIEHMIL R MBHBY DNA <50 1U/mL
HIE 2 H54E - BARACLUDESSTEAAth 24% (20/82) 55 A SBZ2 RUEA B P 2% (1/41)
KOs NETI T BB ISIE - 46% (38/82)ZBARACLUDES BRI A H12% (1/41)1
2L R ENRE AR SE48:BZRIHBY DNA <50 IU/mL - 67% (55/82)#%=
BARACLUDESS B HI% A122% (9/41) 18 S 2 BB BB NERIALTE R 1L ; 24%
(20/82)##2BARACLUDEa ERIm A B212% (5/41) =2 L B aER B A HIEHBeAg
B -

Rtz

2k

BARACLUDE® (entecavir) 28175 Tt ) B B R A0/ 2 8 R R B IR MR B (05842
ERmE
EIR

7t AR g=

HeEXEE - =/ -
0.52 = E KT —HEZE "BMS, - H5— 308%
ZRID T1611, -

MmiLe ~ =@k - —mEZ

12BN B 'BMS, - Z—E/IA 308%
1612, -
HA
BRI -
IR

B RN BREFR30°CLLT -
RERIINZRRIRHE -

kR USPI Nov 2019=CCDS 18-OCT-2019

m
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T EIEERE Millmount Healthcare Limited

Block 7 City North Business Campus, Stamullen, K32 YD60,

pANIE el
Ireland
SIS Patheon Inc.
SIS ML 2100 Syntex Court, Mississauga, Ontario L5N 7K9, Canada
i)

ag2uaXMEERNERAE StmRUERER1565%418 - 518
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