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1 IV Z{eEEEA 87625
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ENTECAVIR Tablets

i) EE - ESEONSEI LT L

[ &2 &S | 22900AMX00299 |
[ BRseBIss | 2017460 \

il

A
AHEESOBRFRICHT2AEELRTLZBET,. FAOA
MHEEFHESN TV S,

ZDfH, BEFRICHT 2AEERTT25HA1CIE, BEK
THIBELELH» BRIIBREOBKER EBERBEBOEE
EHRICITS 8, BBICKEU T, BRFRICHT 2HEES
DEEEDEHH D, [8.1-8.3. 11.1.28H]

2. B2 (ROBEICEBSLEWNI L)
ARFN DB L s EE O BEERE D & 5 B

3. #ERk - MR
3.1 #Rk
Bizes .25 % €V 0.5mg [VTRS)
R Lggh =27 H VAR 0.53mg

(rFHEMELT 0.5mg)

FUBEAKAI, b va—2, 2O0XARE RN, AFT) VBRI T AV

wom # . . _ . I N
AL BBLF S v, e TR A=A, ¥ T—)L 400, RV ILR— b 80

3.2 BHOMERK

. S mu -
WRH = S| e
L L i -k
\ / piA

IYFHEN ,‘\ / [— o E%;zia%
$£0.5mg " — — = -
[VTRS) AR o] it 05 7_4{»;7;
6.1mm 4. 1mm 123mg 7 BE

4. FEERIIRHE
BEIFF R A IV ZADEIEE EVIFREED R E AR S h -BEIEM
FFRBICH (T 2BRIFFR Y 1 JL X DOHEFEINH

5. WHBEXIIZHRICEHET BEE
AFN PG BIG 123 H . HBV DNA, HBV DNAKRY X 9 —¥H
HWIEHBeBUEIZ L ), 7 AV ADWHZTER T A &,

6. AZERUVAR
ARANL, Z2MER (A2 L2 Dk O O DL E R 125%
H¥#%5-3 %,
WE, BAZIZT Y FH UL E LT0.5mgx I HIERE LS 3 %,
BB, TITVUARIE (537D G RICBRERTF4 Y A )V ASEDS
BOLNLNETITIVIHEERIANAEET A% E) BHEIZ
T FAENE L ClmgZ IHIRRE G35 2 AR SR 5,
7. BERUARICEET 33E
71 FANTEFORE L YRIIEEPMET 20T, 2HEE (A2
K ] DL 722 ke O B 0 21 LL_E D) 12 4#% 54 5 & &, [16.2. 18]
7.2 BHRREREEEE T SO EREDSTHR T A2 BZ N0 H L DT,
TREAZEZIILT, 2L T7F=02)7 5 2 ADB0mL/ min ki o &
B0 O IR BT AT BT % i T ST 2 BET
1. HGRROTHALETH S, [9.2, 9.3.1, 16.6.1. 16.6.35H]
BREERE S BB AR - HRORY

sVT7F=r )75 A (mL/min) S = 53TV URIBEE
3004 E504i 0.5mg#2H 12 10A Img# 2H (Z1[a]
102 304 0.5mg#% 3H 2 1[A Img# 3H (Z1[A
1054 0.5mg% 7 H 2 1[A Img# 7H (Z1[A
BT USRS TG E T R .
(CAPD) % 0.5mg#%7H|21[a Img#% 7H (210

) MMBEEAT HILEN RIS 5o

8. EELEKRIER

8.1 AHNZ L ABIIBMEIFREDHRIE, BHPOHR TR CHEGHRT
b T OBl LETH ) FBIIIS U CEY) 2 ML E A %
%728, BEMBMEIFERE OB+ 2 Ak & w5 e FoER o b
ETHT AL, (1., 8.2, 8.3, 11.1.2%/]

8.2 AHNE, G X IFEREOEAL S L 13T OEAEL T 2
ST IEND D, RNELREHEICHI L. BEVHCOHEB TS
AHIEL WIS RET 52 8, [1..8.1,8.3.11.1.28 ]

8.3 FHOHEGHETIZL W IFRDEANROLND I ENDHLDT,
RN OFG-Z T 5 DYaIid, $GE TR &b B AL
BEDWFRER & RRAEMOBEZ +71247) 2. [1., 8.1,
8.2, 11.1.2&H]

8.4 AHANOH G PILEMMIIFEERE 2179 2 EHER T 5 2
Lo [11.1.1%H]

8.5 KK L BIBHIZ L D MENOHBVELAET S5 Z L IFFE
HENTWRWEEZBZEIHHT L2 &,

9. HENHER+ET2EREICHT AR
9.1 AHHE - MEEZEDH 2 HBE
9.1.1 HIV/HBVE#ER R X
PUHIVI#E % OB L T 7 WHIV/HBV @ 546 & 4 3% 12 13 AR
OG- 2 BT D ENLEF L v, JIHIVIEE R 21 T WHIV/
HBVOEMEY B E OBRIF I L CARAI ZH5- L 7= 6. 3554
i EHIVASH IR S 5 W RS % o
9.2 BipelEERE
DL E AT A BE N D B (7.2, 16.6.15H]
9.3 FrifpelEERE
9.3.1 FFistamsE
T UARY YIZEY 70 A AFEOEREREE IR A RO &
B EIIRIR DS ST B IR HLEE Tl AF oS BAHE
EG R ICERREOBIE A AT Z &
RN o B Rl BV A £ )L ) QO i ek 11 Rl BV EG | N 7N
BRIZFENE L T eve, [7.2, 16.6.35 0]
3.2 FEREHTELES
JEACIEMERFREZE BB 2 bR & L Ao e O e Z fgi & L 72
W BRIZ T L TV e s
9.4 4JEREEFE T HE
IR O W REVEA D 2 2RI L Tl 2 L 9 fRET 452 &0 R
WORFIHEZ RIFTBENDDH b [9.5. 18]
.5 1113
S IR SUSIEIRE L T B ATEEED B L e i, G L oG sk
etk z L LB SN LG ICOREG TS I L, AGHEE
HFURBRIZBWT, Ty N TEBEW RO - JBIRICHEED RO 5
. 7 FTRIE - JRRORZFEESRD SN0 Ty MR
FOWREFZREIL, b MmghGREORE B O Z 218045 & UN883f%
WSS 2, [9.45H]
9.5.2 FrEVEOHBVIEGx i1k $ 4720 2 LE 1T 2 & o RAFIDS
TR S H A BANOHBVIEGZ BT T HEII DWW T T — 7 A3\,
9.6 RILZ
G EOFEER OTAREZOF M EERE L. ZALOME UL IR
EMETT Ak, BEER (Sv ) T SR B 2 LR
HEINTW5E, KEDE FOFIH WM ENDDEPIEIAHTH 5,
9.7 NRE
INRER G & L7 ERRHBIEER L T v,

©

o ©



9.8 Sl
BHOEREEE ECBIEE L 2 oS- MR M 2 % LEE
G952 o RENTFIZE 2 HHEM SN DA, BEE CTIEEE
FHLDBEREDMET L TCnD I LS00,

10. HHE(ER
10.2 BHAEE HRICEETS L)

I T HAENVIEEICEPSIRES NS 720, ERERFIEHOS %
SEF 2 BRI S & D PRI S B A & R L 223 a2, ARH)
AP RO MIPIRIZA EAS 2RO H 5o T X ) 2 3EH
EBFHT 258 I REIEROREBICER L, BEOREZ 71281
895 L, [16.72H]

1. BMER

KRORWER D S b Db 2 EDdbHOT, B H5Icfrve, 2
RO SN G 2P IE T 5 LW A LEZ T 2 L,
1.1 EXLEEAR
11.1.1 FAEEREE (S AH)
RATOERFIZAST, ALTH LA TS 2 0B 5, AST. ALT
O LADERD SN AL L) HIRNCIF R 1T 2 L, Blg
T TIAT) Tk MAMESORGE G, FTEREREE AN NE T 5 Ik
BEAFRD SN WIHAIZIE, 5% 1T 2 7% S ) 2 Ll % 179
Z k. [8.4%H]
11.1.2 BERTHOFXOBL HEAH)

[1.. 8.1-8.3&M]
1.1.3 7F+717%2— (CHERH)
11.1.4 3LB87 > K—2 X (BHEARI)

FURT ¥ F—3 2B 5bNE I Ld ) FECHID i S TWh,
11.1.5 BEREEBIC L 2EEDIEKR (BERERF) CGBHZRIA)

B % G H RIS - X 2 EEOIER BRI 25, A#%&
H X7 LAy FERRO BT PTHIVEE & P FfE CHiE S
TWa,
1.2 ZOfOEER

109%L0 - 3% 1-10% i 3% A
5 b TR, G, RS, RN
LY BER D PRI
o5 Je T B g
&G [ O3 ELIHGE %
A HURE
95 A R L O i

AL

e AR B

FEETED T

BE B OB T 5. B
LA
P AR A M7 37 —€H | AST LS. ALT LR, Mfey

T ) 28— BB, | VY B, iR R
M FLEERSIN, 1 | BUN.ES-, JRIMFG T, IR
MERE A MERFE, S EREREE N

14, BALEDZEE

141 FHHZABEOZE
PTPEEDIHANIPTPY — b2 SM ) L TR 5 L O R4 2 2
Eo PTPY — b OREFKIC L ) BV AE DS AL~ L, HIC
35ILE B L CHERIA RSO EE R AIHEL BT 5280 H %,

15. ZDMOEER
15.2 FEEREREABRICE D C 1EH
15.2.1 PAREM

LER M AEERE S~ A (2 FH ) E LT :0.004. 0.04,
0.4% Wdmg/kg/H) &7 v b (¥ F7HE)E LT, H#E:0.003.
0.02, 0.2 01 .4mg/kg/H . ME:0.01, 0.06. 0.4% 0'2.6mg/kg/H)
TH LN T b, i~ 2AD0.0dmg/kghh . M~ ™7 2 D4mg/kg
OG- THIEO S AR FASBIE SNz, M~ Y A0RE
HHECHIE OSSR L APBIE S 7z, EESA IS 6 I Ra g
DIFEATFRD HNTzH, T by A XROTHFNVTI DX BREH
BRI TninwZ s, MEFHEY Y AHAZTTRTH Y.
t b O E OREIIRVEE 2 SN SRUSNIEHERET,
e~y ADNHE. M~ A0 BAEmAENE. MR v N ol
fE, WOICHET v N ORFRRIE R OO BERN LA L. 2hd

T ERHE TORER LR TEVIRER CHESI NI LD,
v FOEEEICHELRFOLOTIE R EEZ bz,
15.2.2 ZTREFEM

Reagv M) U NERIZn vitro TR R A R L2, EM %
W75 22 R BB (AmesiklR) « W FLERMNE & v 720z
FIEIRIEREAER T OV ) T N A Y — I % BV 7o I R it
BT, MIEFHMEEEO N TRV, 72, T v b2z
G2 & B /EEAER & DNABIRBR D BB 2R L T b,
15.2.3 £5EEM

7 v b OAFESEFERBRICB WV CZIBIENORE IR bk
Mo lze [Fo RO X% Fv 7zt esBRic B v O B A M)
RoOLNTZ, B, WRHAETOBRER L THWRER TIF
G- L7z Tld, BEOZLIZFED SN h o 72,

16. EMENRE
16.1 MeRE
16.1.1 BERA

I 7 5 EN0. 5mgh lmgx EHE A B T IR OG- Lzt &, =07 h
VLR 20 (WL S A, #5510 5~ 1 5G] TR AT IE (Coae) 12
FlE L7z T 7 A ENVELHLERAERS L 72RO EFIKEIZB 1 5 Cox k
I 45E P O R P AR T TR (AUC) 3B R Lze =0 T ENVEED
BRI G 56~10H TERIREIZHE L, BREREUIH2TH - 72 E
TAREEIZ B B Cuax L O MEH b7 73R (Coin) 130, 5mgf% 5-HET6.4 KL O
0.3ng/mL. 1mg#5-FT11.6/20°0.5ng/mLCH - 72" (1),

F1. EHEEABTICT Y75 V0. 5mglk Nlmg % 1 H 114 1 AR %
G LB 03B/ 8T 2 — &

fEasE

HEE ST 2=

0.5mg (n=6) Img (n=6)

Cumax (ng/mL) # 6.4 (34.8%) 11.6 (19.7%)
AUCo2m (ng - h/mL) * 17.8 (7.4%) 35.4 (8.1%)
tmax (h) ® 0.63 (0.50, 1.00) 0.75 (0.50, 1.50)

tiz (h) ©
Clot/F (mL/min) *
Clr (mL/min) *

96.6 (20.3)
468.7 (7.4%)
372.1 (17.1%)

83.3 (19.0)
470.5 (8.1%)
366.4 (8.8%)

UR (%) © 79.8 (8.6) 78.0 (3.8)
BRRREC 1.8 (0.1) 1.5 (0.2)
Cuin (ng/mL) © 0.3 (0.03) 0.5 (0.06)

Clk="82175 A, Clw/F=A2F0&E 7)) 77> A, UR=24BHRf ikl
a ST CEBRE%)
b R (R, oK)
¢ FATTFIMHE (=)
16.1.2 BEUSMATREBE
EP BRI 3BT 2 BEMEMEITF 8% (n=142) o IM4E i RE skt % v <R
EFSEBHREMRAT 2 R L 72/ R &5 7 ) 77 v X (Clw/F) OFfE (2
A7) 1358 250.5mg & Mlmg TZ L& 1442.4 (81.3) mL/min % OY
447.7 (79.3) mL/min. AUCo2mld 1 2M119.6 (4.1) ng - h/mLJ% 838.3
(6.5) ng - h/mLT, EHERA L RRETH - 722,
16.1.3 E£MZHEFHRER
IV HEIVEE0.5mg [VTRS] £ /35 7 v — F§E0.5mg% . 7 0 A+ —/3—
HIZE ) FENRENRLEE (7 AN E LT0.5mg) fEHER AT 12 A
AR5 L il = > 7 71 COVIREE 2058 L 15 & /-3 B ig X 7 2 —
% (AUC, Cinax) 122> TI0%ME TAX 2 CTHERHIFAT % 17 o 7245 H log (0.80)
~log (1.25) OHEPFAN TS Y. WiHIOEYFHRSFEAIFER S 2,

M T > 75 EVOEYBEE T X — 5

HEIST A =5 BHEINT A—F
AUC: Crmax tmax ti2
(ng - h/mL) (ng/mL) (h) (h)
IV 71 EV§E). 5mg . .
[VTRS) 9.84+2.71 4.65+1.28 0.77+0.40 | 14.92*11.85
INT 7V — F§E0.5mg 9.87+2.90 4.35%1.26 0.79+0.42 19.50+20.03

CFIff = B (R, 3381
¥ > 7 91 L DR

o

—@— L7 7 ENVEE05mg [VTRS]
~O- /N7 7 )V — F§E05mg
P+ AR A, 3300

S = NN W s Ol

IAER#EE (ng/mL)

0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72
KR (h)



MIAE P EE NG ONIZAUC, Crad5 00785 A — & 1%, #ERF OBIR, AR D FRIL
W5 - BRSO RERSMIZ & > TERAR B WREND D 5o

16.2 BRYY

16.2.1 BEOTE
IYTHENERFLELIHG T EWMNEPNKTT S, 20T ANV
0.5mgZ fEHEFIRI AR A L & D ISRIOES L2 8 &0 T (tea) 13D
FOIREL (AFE & D I2HRG 1 1~1 5MER . MEEIE 0 0.75H M) . Caxld
44~46%. AUCIZI8~20%MKT L72Y (WEANTF—%), [7.15H]

16.3 9%
RO GRICBT 2T T ENVORDTOSHRERIIENOBKIE LD
KREWZENL, U TFHENOE TR L. ILHIC ST 5 &
2 5N720 In vitrolZ B A & MIERE AR ARIIFI3%TH - 725

16.4 X4
IYFHEMIF 70— AP4A50 (CYP450) DIETIIAL, $/20 7
HENVEEIZ X HCYPASOD HERLFHFEDOEH b BlE S Wi o 7z & b TH
RN B M O 910, 0006 LL L i £ TCYPLIA2, 2C9. 2C19. 2D6.
3A4, 2B6J% OF2E1IC /) § 2 FHE X720 59, #3401 L L 0 i T1A2,
2C9. 2C19. 3A4. 3ASKU2B6DFEIIFRD SN AahoT0 KRB E LTk
EREE (Fv b A X, HV) THhERICT VS O A S i
HERERD NI,

16.5 Bttt
LT HENVIEEIREREA 8 ERME SIS E ) BRSNS, HAE
NOREER NS 12> 7% E0.5mgh NlmgZ 1 H 1A AR 135 L 72
FF DR IRREIC BT 2 RZALEOIR PRI (%UR) 1378~80% T, &2 1)
75 A (Clk) 13366~372mL/minTdh V) . H&EIAKLE L 0o 720 #KY
S0 120. 5mg M U Img TZ N E 996 .6 K 1883 35 Td - 7217

16.6 HENEE4HT28E
[P FER 12 3515 2 BRI VERT 28 3 o) ILSE PR i 138 i 2 > C RE4R [ 34 )
FEMRNT 2 FER L 72455, T T A ENEED S 2 ) T T v AR L TE R
RGBT DRTCThorze MR (BrELL66), 2 1E2661) T HRE, 4 (24
~6387%) & OREMIZED SN h o7,

16.6.1 BH¥EEEEREICH T 2EYHRE
T2 7 h ¥ hvimgk B R SRS ICH AT L oY EE ST 2 —5
B FATT ., BEEOE TS LTy 74 U VORGSR I 720 2~
L7F=r2) 7T Y AH50mL/minAkii O BHFIIE, T VD
SR HET A 2 EAERSNEY WHEAT—%), [7.2, 9.22R]

#2. BRREEELEICT Y T A U lblimgk HERIRG: L7z k0SB RE <5

A—=%
EhkRE 1EH B s R R il
SVTFZYI)T IR >80 | >50~80 | 30~50 <30 HD? CAPD*
(mL/min) (n=6) (n=6) (n=6) (n=6) (n=6) (n=4)
Crax T 8.1 10.4 10.5 15.3 15.4 16.6
(ng/mL) (EBHERE%) | (30.7%) | (37.2%) | (22.7%) | (33.8%) | (56.4%) | (29.7%)
AUCor T 27.9 51.5 69.5 145.7 233.9 221.8
(ng - hr/mL) | (ZEBR$%) | (25.6%) | (22.8%) | (22.7%) | (31.5%) | (28.4%) | (11.6%)
Cle Tl 383.2 197.9 135.6 40.3 NA NA
(mL/min) (FEieffz) | (101.8) | (78.1) (31.6) (10.1) ’
Cl/F Tl 588.1 309.2 226.3 100.6 50.6 35.7
(mL/min) (FiefF#) | (153.7) | (62.6) (60.1) (29.1) (16.5) (19.6)

CR=%27VT7T YA, Cw/F=AT0&H271) 7 J v A, HD= &N, CAPD = £

AT AT

a AR OHD TG0 #13%, CAPD TG00, 3%H k2 S 7o

NA: F—%7%L

16.6.2 FHSREEERE ICH (T 2 EYENE
FPEREE A O T O TR E BB I L 0 7 4 Y )blmgk AR 5 L 723k
PRI REATIE T R A L AR T 0 . IS S B 2B W T, Hik-
HEORHOLIEZRVEEZ 5NLY GMEAT—5),

16.6.3 FIEMEREICH T 5 EYHE
MBS Ty R RERCIE, FRBRER Y 7 0 AR ¥ (n=5) iEy s 0
VA (n=4) ZHERIL CWAHBVERBED LY 77 V)V DOBEFZEIL
ERRED LT TH B MADORETH - 720 BHEEOWINIIFRATRE O
DI TICE 2 b0 eEz 5 /00 (HEINT—%). [7.2. 9.3.12]

16.7 EWHEEIER
IUTAEVIEEICELLPEES D O T, BHEEREIET O H 2 A LR
A WA T 5 &) REA O L2613, =0 7 7 Vg UL bE
IR OMAEEDS FAT L EENH L, I 7T 0, TTHRELVERF
SNVHIETYNVET /RNy T XNV EL Y T hCNVEER B L2
E. HEERIERO SN o722 (BHEAT— %), [10.221]

17. ERPRRXIE

17.1 Bt RVURESMICET 28R

17.1.1 EREE21EER (A1463-047)
27 Lk Y FEBGEREROBRISEMHIFZEHE N T L2y T ELOHE
FOSTERBRIZEN THEBE N2 X7 LA ¥ NEGERIGREE T 5T
> 7 71 ¥V0.5mgl H 11122383 S > 7 A )V 2548, bR f ON I 278
WMEEEUIRT,

FE1. ENEE2AEER (AT463-047) K™

st o 017

5B HBedt & Btk I OB
%5 HBV DNAfH (logiocopies/mL) 8.42

HBV DNA@&%»(EK);;ZS);Z?)@&ﬂ?eﬁiaﬁi'; ( 755412“(11930)

(959ZHEIX [H) T

HBV DNAREPEAL= (bDNA#) * 100% (32/32)
ALTIE# b5 80.0% (24/30)

ooy oN—Y g e 3.6% (1/28)

a 0.7MEq/mL&ili (bDNA#)

b i R X 1. 25

¢ HBeffURDIHEAOHBebt Ao B
FIEH S BB X, =2 7 /7 EV0.5me G- T61.8% (21/34f1) Td -7z,
F 2R EIE T i FLERBE N4, 7% (5/34481) R 1B 11.8% (4/3411) Tdp > 7,

17.1.2 @51 EE248:{8% (A1463-005)
X7 VY FERERGEOBEBUEFZEE N T2 7 Vo Hi®
FUGHERER T CEBE N X7 LAY NEBRRGRERE N T
> F 71 ¥ V0. 5mgl H 122383 G- > 7 A v 2248, HEALSERY f ON LG 769
R EFR2TRT .

2. HEHMAE2HIAER (AI463-005) HLAE'®

AR
ALTIE ke

a  FEfE_FRR X 1. 250K
“EEMMEICB 2 FEHERIEBHEIL, T 7 E)V0.5me#k 51 T65%
(30/46f1) TIh o7z FEHAEFRILFHRH30% (14/4661) JEH26% (12/4661).
JEH717% (8/4651) T I L FBIED T 5% F5 #511%(5/4661) Tdh - 720

17.1.3 EANE24H3ER (A1463-053)
X7 LAy FEBGERGHREOBRISMWNI ZEFH TN T 20 77 EVEED
PR E N R B TR S 7z X 7 LA v RERRRIAHES (1283
% T2 7 1 EOV§E0.5mgl H 148 G-I > ™7 A v A 521y, AEALEEN . Ik
K O E TR R % R3ITR T, FEEHliTH H Td %483 H OPCRIZEIZ
& 5logioHBV DNA 220 EiA E A BRFE (400copies/mL) #iifi & 72 -
72 BEOEE1X100% TH - 72,

#3. EINAE2MHHE (AT463-053) Hifg!™ ™

AT463-005
69.0% (20/29)

e

P 5-HiHBedt )5 Btk I OB
%5 F39HBY DNAE (logiocopies/mL) 7.68

HBV DNA®O$ 'i(r;giz&og)l::;rniawt%ﬂ%kat ( 754 '18241(11546)

(95915 HAIX ) T
HBV DNAFEPAL= (PCRE) © 67.6% (23/34)
ALTIEH b3 93.8% (30/32)
LH T N— Y g ke 29.6% (8/27)
LR R e 80.0% (24/30)

400copies/mLA i (PCR{Z:)

FEHEAL B PR x 1. 2565 Kb

HBetitJ# O %> HBeifhk o Hi 31

KnodelB#EE 45 A 3 7 258 5-Hifiti A S 2LL ARTF L. M LA 3 7 SBAL L e 2o 7285

B g
BIVEFH S BURER X = > 7 7 ¥V EE0. Smgfk 5-#ET76.5% (26/34%1) Td - 72
EEIER &, M FLERREIN29.4% (10/3441) . BEFE23.5% (8/34%1) . 1) 75—
YHINN20.6% (7/3461) . 7 3 T —E¥N14.7% (5/3461) Tdh -7z,
17.1.4 @5 5E31EHER (A1463-022)
X7 LAk Y FEBERGR OBV £EFH T35 22 77 EVEED
IR FAL AR R FRER CREI S 720 X 7 Lo & FERBRIRRGIEEE IS0
% T2 7 EOVEE0.5mgl H 1RI48AFE G- 0> ™7 A v A&y, AALZEi . Ik
0 I ORI R R & AR T,

a0 oo



F4. WHVESHIRER (A1463-022) A

e
G- HBe 5 7263
F5HIFHBY DNAE (logcopies/mL) 9.62
HBV DNA® Q%uﬁ‘ﬁ@@%@%@%tﬁr%iﬁ%% _6.08+0.11
(logiocopies/mL)

HBV DNAKMAL# (PCR#E%) ° 69.5% (246/354)
ALTIE# b5 78.2% (277/354)
=PI 20.9% (74/354)
ML T 72.0% (226/314)

400copies/mLAi (PCREZ:)

FEHEA 1R x 1. 2565 A

HBeffUE O 42 > HBehit ik B

Knodell#3E 4 iE A 2 7 258 G120 5200 FAKTF L. MM LA 3 7 2SBAL L % 2o 7285

G Rl LR
F 7o, AUETERFEZ & b 5 BAMEMNT R EZ 0§ 2 T 0 7 7 EVEEDERIRR)
SIS AR B TP A SRR S N BE BV TR S /e, =
771 € VEEQ . Smgtk G- % 2T 7o AME PRI ZE 3 2560, 4878 H HBV DNA
FetEfb=e (300copies/mLAi) 1396% ALTIE b (Bl BIR < 1.065LLF)
1360%. HBefUH 42 10 01 > /N— 3 3 » #(332%, MR CE=2R1376% Th - 72,
RIS B 2 A EFREIIE L, = > 7 7 U 51 T86% (306/354
Bl) Thotzo EBEFLILIARE2% (87/35401) . FAGEEY22% (77/354
Bl) . BIHEEJc15% (52/354%1) . %Wk15% (53/354%1) . 58#412% (42/354%1)
HEEE. PR 9EST % 11% (39/354%51) Td o7z,
17.1.5 BH1 5531 ER (A1463-027)
X7 Lk Y FEBRERIGROBREMNF LB TN T 22 7 7 EVEEDRE
RN FANE WA R B BR CREAN S 720 X 7 Lo ¥ FERBRRRGERE 1203

a0 o

AT463-052
(n=42)

4

e

afn

15.2% (5/33)

Lo N—=Y g e

L T R 60.0% (21/35)

400copies/mLAi (PCR#E:)

HHEA IR x 12565

HBeJU B 0% D HBedith o B

Knodel#58 4645 A 1 7 A5 5-Hifl 4> 5 200 FAE T Ly (LA 2 7 ASEAL L % 0> 7235
ER e A
BITERZE B 1. =0 7 71 ©VEE0. 5mgd 5 T1387.8% (36/41%1). =
¥ 7 EOVEE I mgi 5B T181.4% (35/4361) Td - 720 T4 EITEMIE.0.5mg
HECIEIMEREDEA 24 .4% (10/41490) . BEF. ) 78— EHIn #19.5% (8/41
Bl). PRERK, SIREEZ %14.6% (6/4161), Bl IFERERECEAN. ASTHAN,
M7 F o e, PRI MmEYE £12.2% (5/41610) . Imghe Tl i FLkEE
n25.6% (11/43%1). BENGE20.9% (9/4361), 1) 73— EHahn18.6% (8/43%1).
BREIE, 7 37— BRI 414.0% (6/4361) . SIEEE S i € ) b & 2 HI,
BUN#AI #411.6% (5/4361) T&H -7z
17.1.7 @51 55318888 (A1463-026)

T 37V U ANEOBEB YIS EE I B L T EVEEDERR) R i

FRAREBE TR S N7z 73 7Y Y ARIRBE ST 52077 ¥ vimgl H1H
48T GFFED 7 A N A AALEANY L L S0 I OHRE R % RTNR T,

F7. EYVESHIEER (AT463-026) RG22

a0 oo

, AT463-026
SR
AT (n=141)
5 R HBeH U 3R
% 5-HIFHHBY DNAE (logcopies/mL) 9.48
HBV DNA® Q@ﬁ‘ﬁﬁfw@?ﬂaéﬁtﬁ:ﬁ 5 14%0.20
(logiocopies/mL)

B I YT H EIVER0. 5mgl H1R4SHIE 5K 7 A L 2520, EALERg . I HBV DNARHE(L# (PCRi%) ° 20.6% (29/141)
S MO B R R & 518 ALTTE 3k 75.2% (106/141)
F5. WEHME3MERER (AI463-027) R > DN ERZ 7.8% (11/141)
- AT463-027 AL T 54.8% (68/124)
AR BT
(n=2325) a  400copies/mLAifi (PCR#%:)
1 5 ATHBeHUE Ratk b Hhiffl R FR x 1. 2565kl
Py—— — ¢ HBeHUR D %A >HBedufE O 1Bl
FE5-HF9HBYV DNAfE (logocopies/mL) 7.60 d KnodelBEE4AE A T 7 A G-RiED S2LL FIET L. #MEL 2 2 7 25EAL L 2 2o 7235
HBV DNA®#G-HIMEA 5 O F372 i + FLiE e ~5.90=0 10 BrRUYE LER

(logiocopies/mL)
HBV DNARE{L# (PCRi%) *

91.4% (297/325)

ALTIE# b5 85.5% (278/325)
toarN—v g ke NA
HAE A= Ut e 70.3% (208/296)

400copies/mLAi (PCR:)

FEUEAE 1R X 1. 256 A0

HBeHUH O J > HBedifh o> 3L

KnodelB#3E 254 A 3 7 236 5-Rifl A S 200 FART L. #fE LA 3 7 25BAL L e hr o 7285

i £

NA:F7—=%7%L
7o AUETEIFZ & 0 ) BEUEMEIF R EE IS T 5 2 7 EVEEDFRIR
BRI GRS B I 2R S N2 BE IS B W TR S 7z,
IV T EOVEE0 . Smgtk G- VT 7 ACUE A 1961, 488 H OHBV
DNAREMEALZ (300copies/mLA) 1395%  ALTIE# L (Fifefi FBR < 1.0
FELUT) 179%. MARSRIUESRIZT4%TH > 720
N B 2 A ERERIEBUEE L. = ¥ 7 5 EVEEf 58 T76% (246/325
Bl) Tdh oo FFERRIL TH15% (50/32561) , 58 #G14% (44/325
Bl) THo7z

17.1.6 EIN5E24HB% (A1463-052)

T 37V UREOBRIEMEIT BRI T ST 0T EVEED RS

MR CEHi S N7z T3 7Y Y RISEE N T 222 7 7 Ubdilmgl

H1M48EF G- R > 7 A W A0y, HEALAERY, LG 70 B OSEARR-R R R & 3

6lI7RT o FEFHIIEH TdH 54818 H ODPCREZEIZ £ SlogioHBV DNA #4320

A AR BR B (400copies/mL) Aiiii & 7 o 72 BE OEIE1393% T dH - 720

#6. [EINEE2AHER (AT463-052) Hufg'™2Y

a0 o

S T AI463-052
Ersins (n=42)
#45- R HBeH LR Btk )% Okt

% 5HF#HHBY DNAE (logicopies/mL) 7.60

HBV DNADO#G-HifE A & D392 b = il

(logiocopies/mL) ( :f '1735 i_Og 1396>

(95% =1 X #) -
HBV DNAKMALE (PCRiE) * 33.3% (14/42)

ALTIEH (b5 78.4% (29/37)

F 7o AMEMERTEZE % 0F 5 BEVE SR REZ 20§ 5 T 0 7 7 EOVEED R
BT G- T A B CTHFREZS 25 A2 S L7212 B\ TR S A7z
IV T h Ve lmgt G & 2 22 AU PRI 25 B 1460 . 483 H OHBV
DNAREMEALE (300copies/mLAH) 1321% ALTIE AL (FLd#efl FIRE x 1.0
RELLT) 1350%. AHARS 12035 31350%CTdHh - 720
HFEIIMNC B 2 A EFRSEBUHE L. =0 7 7 CVEHES-HET85% (120/141
Bl) Th o7z A EFRIL, LAERKY18% (26/14141) | 5HF18% (25/14141) |
E5713% (19/14110) EK12% (17/14161)  BIHEE£10% (14/14151) TdH > 720

17.1.8 EIR#ER 535 (A1463-060)
N CHERAER (A1463-053) =3 T L7z X 7 LA ¥ FEBARIEHREE L
OGERAER (AT463-052) ##T L7225 3 7Y U RIGEE ISHkHEAER (AT463-
060) B2 CZNZFNT YT 5 EIVEED. 5mgh Plmgx 1 H ARG Lk 20
FRE A IUE = & IR T,

#8.  MMFREER (1488) »

27 Ly FRBEREREY 537V U RIGHEE

(n=36) (n=25)
e 97.2% (35/36) 88.0% (22/25)

a BIEEHIEZ 2. =70 CNEE G omE R
b Knodel#i3E 220 A 2 7 ASHEG-HIl A 5 200 FART L ML A 2 7 ASEAL L 7 2o 7235
B Rl ER

18. IR

18.1 {EA#F
IYFHENMEITT )Xo Ly FEBETH Y, HBV DNAKE ) £
7 — ¥R LT o @I 2 HEEEL2 BT 2. T2 77 EVIEHIEA
T Vb EN, EHEAET A FA NS YERICELT B, TV T
AENZY) VERG, REREETFTAXF D77 /700 Z) U BEDBEAIZED.,
HBV DNAKRY 2T —=¥D (1) 79437, (2) mRNA»SH YA F A
DNAA B OMiHzES. [0 (3) HBV DNA®D 75 A AW OIE§ X TOH
e ZIHES 2, Ty T HENV=Y VEEOMBAMDNARY) A5 —Fa. f.
OB eIZT b K FDNAKEY A5 —F p 12x4 2 MEFEHIZTH
(Kifi : 18~#7160uM) =9,

18.2 V1 IV RiEM
IYFHEIIIHBVE bS5 A7 22 b L7zt MiFHepG2HlIEIZ 3515 2 HBV
DNAGHLZ BLE L, 2 DECfti20.004uM T - 7203V,



IUTFHENET Y RF Yy 2RI ANV AEEERE LYy FFy v
7T N7 OVBEIFF 4 AV AN G L7z 7 e VIS5 H SISO
HL7zE &, A VADNAEDOEH L (4~8logw) WADFRD BNz, 7 v
RF v v 7% vz Bl SRBRTIR, =077 ¥V %0.5mg/kg (E
PR Imgh4) 1M, 344 M ERE %S LR, 5 0Ehoy 1
)V ADNAS IR B LT CHERE S iz (PCR‘H:)O F 70, SEM oG TIX
WENROBIWIZB VT HHBY DNAKRY X 5 — LI 2 R 21013580 5
N2 o 723990
18.3 FEHIMHE
18.3.1 /n vitrosB

HBV DNAKRY 25— ¥ D7 I 7 WG 2 Z R (rtM204V/1,
rtL18OM) # A3 55 3 7Y VIHHEHBV Tld. T2 74 EIca§ 5 Bzt
P AE RN I L CL/8UUTF IR T L7275, Imgf 5B o iisErh = > 771 v
TERE % e 2 MR IS BV L BN T A V=Y Y RIE T I 7Y
VIiFPERHBY DNAKRY 27— Btk T4 c BT 2iBEABL T2 b
DEEZ LN, T TFRENVOINEERTH HrIN236T % 2 — N L 7-A1
ZIANVAIBWTIE, T YT VKT 2B MEDHER: S LT 729040
LT EVEBENESNTH 725 3 7Y URISEE D SES N /-HBV 5
Midin vitroTT7 FTARENVICH T K2/ LTz 93 7T VIR
BIEZMIIRO SN 572, 53 7Y VAR (rtL18OM K UrtM204V
DT I BER) AT, rtAI8ICO T I VBEIRAME) Lk, T
FH CWAKT T B IS A R i L C1/16~1/1221248 F L 729,

19. BRIRSCET 2L ER

— MM Rs - =T EVAKEIY (Entecavir Hydrate)

b4 1 9-[(15,3R,4S)-4-Hydroxy-3- (hydroxymethyl)-2-methylenecyclopentyl]
guanine monohydrate

7530 0 CizHisNsO3 - H20

e 295.29

IR - A ~E RO SEOMETH 5,
Ko A% 7= VIIFTH 7= (99.5) IZHEITIZL Vo

1 li‘%é’f%i'fﬁ J

l

* H.0
6:
22. A%k
708 [1488 (PTP) x5]
23. EENH

1) JHEE s VR RER (SUEHES) (ONT 7))V — F§E 1 2006.7. 26758, H
FEERIEE2.7.6.2.10)

2) MBI B B RHEMSEY BEMIT ()NF 7 )V — FiE © 2006.7. 26752
HEE AN EE2.7.2.3.1)
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BEH2.7.6.2.13)

BIUFT 457 A v ARG L 72 BFR AT R o SEy Bl

2006.7. 26772, HIGE G EH%TE2.7.6.2.36)

BEIFJe 7 A )V AT L - Z O3B (ONT 7 )V — i -

2006.7. 26758, HREERIESE2.7.2.2.4.3)

12) 737V EOMENER ONT 7V — FiE 1 2006.7. 267K

%2.7.6.2)

TFARENEDHENER O8NF 27 )b — F§E : 2006.7. 26758,

%2.7.6.2)

10

=

ONF 7 v— N

11

=

HIEE R

13

N

B
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