20244E3H SET (BE1RR)
BF & B
BREAR - 34F

By 1 L 2L RS

IE o 4 S
I FhEILKIIYEE

T/7hEN=0.5mg"EE.

Entecavir Tablets

1. B
FEEEECBREFRICHT 2EELETL-EET, X
DEMEEIrHE I TV,
ZD=. BREFFRICXNTIAEELRTIIHEICIE. &
ERT#®I B EHBH » BREITBEDBKER & BHEKR
BEEOBEEEZTHITITHIZ &, BBICIEU T, BEFFRIC
WNIIBEEIDEELDELH D, [8.1-8.3, 11.1.2
B ]

2. B2 (AOBEIZRIBELEWVWIE)
REN D BN U sEoE O B O & 5 B

3. HRK - MR
3.1 A%
Hir 4 T2 57 EVEE0. 5mg [EE]
1
e e LT A CVIKFI
BRI 0.53mg
(7 #ELELTO.5mg)
JUARYE R, BEERT A8, HHtro—2, a
g RYE R BIbF4 >, JUBRMY,. e 7ax0— 2,
TYVEEAT TN M) AL <7 T T —)b400
3.2 RAIOMIR
Wi7544 I 77 ¥VEE0.5mg [EE]
HITE VERIZN=EE I/
k| Bt~ A
i G
g |
E 1]
i —
AL (mm) #9.0
[ (mm) #3.6
& (mg) #1206
- IYFHEN
ENUS TN EE

4. REER IR
BRIFFRY 1V ADEIEE FVOTHEODER PR SN /B
RUSMATARBICH T 2BRFT RV 1)V 2 DHEFEINH]

5. MEERIIHHRICBIET 2=
AHNPx5-FAEIZ5E7 5. HBV DNA, HBV DNAFY A 5 —
YHDHWIIHBePUEIZ L D, v AV ADOWIEEFERT H 2 b

6. AERUVAE
RENE, Z2fGEE (FBR2FM LU0 R O O 25 LI #i)
WRROS$ 5,
BHEL. RAIIET 7 AU E LT0.5meg% 1 H 1R %5
T 5o
BB, TITVIANG (I 7Y UESHTICBREFLEY AV
AMIEDNFEO SNLNIZT I TY VIHHLER YA NVA AT
L7 E) HEICIE, U7 AELE L Clme% 1 H BRI
52 e HEREEINL,

BFEEmRTEES
87625

AFSES | 22900AMX00390000
201746 1

) EE-EMEOLLGEIZLYENTL L

7. BERUVASICEET 315

7.1 RANIEFOFENC L Y WINEPMET 50T, 2HEE (&
B2 LB D D R O O 2 LU LR 1cR 55 2 &,
[16.2.12M]

7.2 EHREEEEE TR, BOMAERESERT 2 B0 DH
LHDT, TRESZEZIZLC, 2VT7F=0 2075V AN
50mL/min A O B O M BT X Fei 17 28 5 %
MERITENTOLEE T, HGHBORSSLETH S,
[9.2, 9.3.1, 16.6.1, 16.6.3Z%H]

EREREREE R T ICB I A - HEOH%E

A SR g 53TV LRI
3084 50 i 0.5mg#x2H 210 Img# 2H 1Z1[A]
100 304 0.5mg# 3H (211 Img#3H 21/
JEST] 0.5mg#7H 210 Img#7H 210
BT A Frbe ek - R
LB (CAPD) M 0.5mg#7H (Z1H] Img#7H 21A]

) MENT HILEN RT3 5.

8. EELEANEE

8.1 AHIC L 2BREBMIFHEEDEHIT, HGTORTHE LK
HHTHL T RREBBEPLETH Y. FHBIZIG L T#E
) 7 Ui S B 7 720 . BIUISVENT RS B O WG+ 50 7 Flek
LRREREFOEMOD & AT, [1., 8.2, 8.3,
11.1.2&H]

8.2 AHNL, FG-HILIZ & ) IFHRBEDEAL D L ST O EE
LERITIENH L, RAFEZEEISHB L, BEPHC
DM THERGERIEL AV E ) I HafREd s Lo (1,
8.1, 8.3, 11.1.2&#]

8.3 AFNOFHEMRTIZE D IFLEDOEAL RO SNE Z Db b
DT, REOEG T T LA, HGRTHRL R L
L ¥y AN RS ORRIER & R E OB % 1+ 124T
)k, [1., 8.1, 8.2, 11.1.2&M]

8.4 RHNOF G- X gAY IR BEME 2 1T D % &k
HZ ko [11.1.12H1]

8.5 ARANNC L B EHIC L ) EE~OHBVELA T 5 b 2 &
WAERH E N TR nWE R BEICHHAT 5 2 &,

9. RENDEREHI 2BEICHTIER
9.1 AHHE - IEEFDH 3 8F

9.1.1 HIV/HBVEHE L EE
PUHIVIEE 2 86 L T 72 WHIV/HBV O HH K ge 5 1213
RENOFG 2 WET 52 EHNLET Ly, FHIVEEZ 2T T
% WHIV/HBV O BERIEYEE OBITF 410 L CRHA % %
S U784, SHMTEHIVASH IS 2 WGt D 5,
9.2 BipEEERE
EWWIMAEEI T 2 BN D 5. [7.2, 16.6.1F0H]
.3 FFpEEERE
9.3.1 fFisHERE
T OARY YIAL Y 7 0) A AEOEREEE P 4 B
P & B GRS ST B FBALEE Tl A
OFG-BGERT & 2 5- I BRBEOBIZE + 14012479 2 &,
IFBMER =R e LA O et /i & Lz EA
FEARRERIZFME L TV e, [7.2, 16.6.320]
9.3.2 FENEMITELEE
JEACIE T2 B % kG & L 7oA sh i e OV 4 % 4R &
L 7 EI R SER I S L TV 72 v,

©



9.4 4JEREEEF T 2 FE
AR O W REVEDS D A Leth ik L Cldi 32 L 9 E$ 56 2
Lo BIROREICHER RITTBEINNH 5, [9.5. 18]
.5 TR
S IR SUIIEIR L C W A etk o B 5 ik, mEEO
AErfelattae L2 SHI SN EIC0AE5T5 2
o RS BIERERIC B VT, Ty P TIREE R OIS -
I EED O SN, T FTIRIE - IBIE O R ICHE AR
OOoNZe Ty P RO FOBRGEEIL, © Mlmgik5Eo
BEFE D F N2 N180ME [ 8835 12 M 4§ 5, [9.45HE]
9.5.2 A ROHBVIEY % Fi1k$ 5 720 y) 2 i %479 =
b REIDFEARD S FERANOHBVESL 1 T4 522D
TIET— 7 H 7\,
9.6 RILF
HEREOB RN OCHILFREOE R ZRE L, HILoikb
ATHIE AR T A 2 b, BWER (5 v ) T, FibdiC
BT LI EDHEEN TS, AFD e b OFLt A 20w
ENDEPEPEARHTH S,
9.7 ‘hNR%E
INREE R R R & L F R SN L T e v,
9.8 SpE
BHE OB A BB L 22 oG- M %R 5%
EEEICERG T L AFNTEIZELSH SN DD, B
BB CIEEFR L) DEREEIMET L Cnd 2 A%,

10. #HE1EH

10.2 BEREE (BERICEET 2 &)
IYTHENVIEEIZE» OIS NS 20, B RRGEREEH
D& B HH R SR /W X0 HElE S B 3K & BRI L 72
A2E. RH ST BEHER O M i E s E RS B etk H
Do T XD RER LT B IEEIEH OB
L. BEOREL H5ICHgT 52 L, [16.720]

11. ElfEH
KOBIWERDH S5bNDL T ENHDHDT, Bl e 512470,
BAEPRD O NTGAI 3G 2 kT 5 72 E#Y) R ALE &
7952k,

1.1 EXAENER

11.1.1 FAggEEE HERH)
AKFTOERBEHIZAST, ALTH AT 22 2935, AST,
ALTO LA S84, L 0 HEN I HREERE %179
&, BB TG 2. MEMESEOFRED S IFHRE
B4 2 JkED D SN WEIZIE, &5 2 dikT
L Y R ME T 2 &, [8.48 ]

11.1.2 5B THOFROE(L GHEARH)

[1., 8.1-8.3%:H]

M3 7F7147x%>— (BHEARH)

11.1.4 ILEE7 > K—2 X (BHEEARI)

ATV F=Y ARH b, ENnH ), T HE S
nCTwnb,

11.1.5 BEFREIC L 2EEDOFEX (BREFFF) CHEAT)
B2 & LIRS 2 X 2 EEOMEA FRIF) 25, &
HlaEat X s LA v NEBEOBEMIUIPTHIVIE & o ff %
ETHE SN TV D,

1.2 ZOMhOEER

© ©

el

10% 2L L 3%Lh 1 10% A i 3% Al
I B AL EGG, RS, IEERE
B G R AT
A HUE
AR O GATUIEN

AR
MRREEE B
ALy A
LA
R A k7 39 —¥|AST LA, ALT E&-. i
BN, VoS—E(E YV LB, T R
B, b FUER BERSIN. BUN S, BRI IR
. BmERE e R I ERR I A ERER
E%a Hadhn

FHEOF
55, T

14. BHEDEE

14.1 EBFIZFEFEOXE
PTPAZED#HKIZPTPY — F b B Y ML TIRHT 2 X H 45
5T, PTPY — MORRAKIZ L D o A F A Bl kG
BEAFIA L. T2 B2 L CHERRIR &5 0 B 4 & 0F
T LI ENH D,

15. ZOMOEE
15.2 FERREREABR (CE D < 1R
15.2.1 PAEM

UM AEEREE S~ A (T ANV E LT 0,004,
0.04, 0.4 Pdmg/kg/H) Iy b (T HELELT,
i 2 0.003, 0.02, 0.2% 1 .4mg/kg/H . Mt : 0.01. 0.06, 0.4
KO2.6mg/kg/H) TIHbNTW5DH, M~ 2D0.04mg/kg
VLB M~ 2 D4dmg/kgD ¥z 5= THiBRIE D F8 43 - F2)8
g s Tz WElE~ 7 A O s H 2Tl O38ER LA D
Bl s Tz BERSFSAE T BT O EFEAEED &7z
Dy Ty by AR LNTID L) P EE SN TW
HTWZ eSS, MilEE T~ AEERTRTHY . b
Tttt oI InwEE 2 S, TNUANIEHERET,
e~ A0, M~ A0 BIEMAETES ., WiET v ~ ok
MFEBE, W ONCHET v b ORFIRIE K O O F8EER )Y A/
L7ze INBE, BRHECTORER L ENTHVWIRERET
Blgasnizoern, e hoReEIllErEOL 0TI,
WEEZ LTz,
15.2.2 ZERM

A v M) VORERIZn vitro CHARRE RS LS. W
W % 7o AR R 2 R (AmesitBi) . IRFLIEMIIE =
W7 BImFIRERBR R ) T s 27 — IR %
W7 PR SRR o Twniv, $72,
T v MEHWROKS 12X A/ DNABEZED
kxR LT b,
15.2.3 £zt

J v b OEGESSE TR BV CRIBEANO B 5
Nhahorze FomEE A X% W3Rl B v O
LRBEERRD NI, B, BRHRE CORER LT
EWIRE R CUERKS L2V Cld, BHEOZBILIZED S
Nenroilz,

16. ZEEHRE

16.1 IMHEE

16.1.1 fEEER A

I VT HEN0.5mghk Nmg % R A ISR OR G- Lz & &,

IUFHENVIGER I E A, $570.5~1 . SRR T m i

HEPEEE (Cnax) ICHEL 720 T2 FH YV ZIHIEIRKERS L

72O EFARREIZ BT B Conax & MAE I BEIF I AR T THIFE (AUC)

AR L72e TV T 0 ENORYEIE I 5 %6~10H TE

FIRFEICHE L, BREREIIH2TH o720 EERIEIZB T S Cnax

BOIMAEF b5 7R (Cmin) 130.5mg%5-HT6.4 % 0°0.3ng/

mL. 1mg#%5-#T11.6 % 0°0.5ng/mLCTH - 72 (£1) Y,

£ HERABEFICTZ Y7 A EN0.5mel Nlmg% 1H1EI14H [ 5
BRSO3 By e /S5 A — 4

B

HIPRE/ST X —F

0.5mg (n=6)

6.4 (34.8%)

17.8 (7.4%)
0.63 (0.50, 1.00)
96.6 (20.3)

468.7 (7.4%)

372.1 (17.1%)

Img (n=6)

11.6 (19.7%)

35.4 (8.1%)
0.75 (0.50, 1.50)
83.3 (19.0)

470.5 (8.1%)

366.4 (8.8%)

Cmax (ng/mL) *
AUCo-2ir (ng - hr/mL) *
Tuax (hr) °

tiz (hr) ©

Clt/F (mL/min) #

Clk (mL/min) *

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

Cr=%21)77 A, Cl/F=A0T0EH 7 )75 A, UR=24K:HJK

kiR

a AT (EERE%)

b Rl (R, RR)

c BTt (Bl E)

16.1.2 BRUISMAT X EBEE
ENFRERIZ B 2 BIEMEIF R EE (n=142) O Im%E i & o
W CREMSEWBIREMAT % I L 724 5H%. @820 770 A
(Clo/F) O¥I4Ml (HEHEFE2) (35850 .5mgl FlmgTE 1
Fi442.4 (81.3) mL/mink 0%447.7 (79.3) mL/min. AUCo-2nr
I3ZNZ119.6 (4.1) ng - hr/mL% 1°38.3 (6.5) ng - hr/mL T,
TR & FARRE Td - 727,

16.1.3 &M EHIFREMHER
I VT HEVEE0.5mgl EE] & /NF 7 )V — F§E0.bmg%x . 7 U A —
N—FEIZE ) EnENnIgE (T FH NV E LT0.5mg) fEHEEA
BHIHE AT RS L CIidEh o > 75 COVEE % e
L. BN HEENNT A —% (AUC, Cma) (22WTI0%1E
SIS CHRERTHEAT 21T - 7245, log (0.80) ~log (1.25) &
FFHNTH O . WHIOEWHEWRSEESHER S e (FR2) Y,



2. EERABEICB LY 77 EVOEYEIE ST A -5
HE AT A—F BENTA—F
AUCo-72nr Comax Timax t1/2
(ng - hr/mL) | (ng/mL) (hr) (hr)

14.32+2.32 |5.02+1.05| 0.8+0.4 | 40.5+8.1

I T 5 EVEE

0.5mg [EE |
NTZV=FG | 1y 40+1.09 |4.9141.35 | 0.8+0.4 | 42.5+7.0

0.5mg

(188¥%5-, Mean=S.D., n=20)
(ng/mL)
—& T 5HEN8R0.5melEE]
5 7] +0 INF 7= K §R0.5mg
[ 188#% 5, Mean£S.D., n=20

RS I\ HEEE
w
T

'y Py

0 J ! ® @
0: 4 8 12 24 48 72

BFRE (hr)
MAEFERESE N AUC, Cuad500/35 A—F13, BeBE IR, i
ORI - RS ORER S L > TR D WREED D 5.

16.2 TRIR

16.2.1 BEDEE
IUTHENERFRE LIRS T A LTI TT 4, T
T/ EV0.5mg & EHEE AR TR A L & LIRS Lk
E I (Toax) (DT HPIRIE L (B E & I35 0 1~1. 5.
HMEETIE £ 0.7505H]) . Crmaxtd44~46% . AUCIZ18~20% 1% L 72 (4
FEANT—%) Y, [7.158]

16.3 2%
BIOESRICBU 2T 0 75 ELORDTOGAmAERIEN O
KGERLDRKRENWZEDSL, TV T HENVDE ATHMAFEITL.,
INEEFHIC AT B & 2 B ITzs In vitrolZ BT A b b L& A
EHRITFIL3% TH - 729,

16.4 X
IUFHENIEF b7 a—2aP450 (CYP450) o#FEETIEA L.
T2 FHENVIC L BCYPASOD HERFHEOEM b Bl S
oz, B N TTEIEEN D M EEOK10,00065 L EojEE T
CYP1A2, 2C9. 2C19, 2D6. 3A4. 2B6J U2ELIZHRI 9 5 FHLE L3R
O HNT, F3M0R L E D EET1IA2, 2C9, 2C19, 3A4. 3ASKO*
2BODFHEILFRO LN otz fAHE LTide b BHEA) &
B (Fv b, A X, ) ThEPIZT IV Ty RIaEE LT
FRF A AR DR & 1729,

16.5 HEttt
LT A EIVIEFIRERE A 8 & RS W L0 B S Hkit &
N5, HRADERER NS FICT Y575 EN0.5mghk Flmg# 1H
LA AR AR P 5 L 72 B 0 58 HRBE L 81 B R ALK o bR HE il
# (%UR) 1378~80% T, B2Z V75 A (Clk) 1£366~372mL/
minT® 1) . HEIKLE L 2 h o 720 R I FmIH120.5mg
Ulmg TENZFNF-396.6 L U883 3 TH - 72V,

16.6 HENDEREH I 2EBE
EINEER 12 BT 2 BREUS MERT 2888 o) M4 r i BE it 2 iV CRESR
HSEM BT 2 EhG L 7o R, mo T Evoeg s ) 7Ty
AR U CBRBE DS A BB T 2N T-Th o 720 MR (B1E116
B, E26M00) . BFHERE. fElp (24~687%) & OREMEIIED b
Loz,

16.6.1 BHEeEEREICH (T 2EYERE
IV 75 E)Vimgk B RERE £ R E IS H PG L 7o o S B
T A—=F %IRRT, BHREOKTIILL Ty 77 VDR
TR L 720 2 LT F =02 ) 75 ¥ AHB0mL/ minaAdi 0
FHIE, T EVORSHIEERNET S 2 LRSS (Ut
EAT—%) 7, [7.2, 9.2&K]

F3. BHEREREEEE I Y 7 Ellmg® B 135 L 723

WEhRE /NS X — %

Hikne % W | bAEE | B il Y
JVTFZsINT TR >80 | >50~80 | 30~50 <30 HD* | CAPD*
(mL/min) (n=6) | (n=6) | (n=6) | (n=6) | (n=6) | (n=4)
Clr Tl 383.2 197.9 | 135.6° 40.3 NA NA
(mL/min) | (E#fEE) | (101.8) | (78.1) | (31.6) | (10.1) '
Cliot/F Tl 588.1 309.2 226.3 100.6 50.6 35.7
(mL/min) (EERZE) | (153.7) | (62.6) | (60.1) | (29.1) | (16.5) | (19.6)

Hikne X4 BE | PEE | EE HE B
IVTFZVINT I A >80 | >50~80 | 30~50 <30 HD* CAPD*
(mL/min) (0=6) | (0=6) | (0=6) | (n=6) | (n=6) | (n=4)

Cinax ik 8.1 10.4 10.5 15.3 15.4 16.6

(ng/mL) | (ZEFRE%) | (30.7%) | (37.2%) | (22.7%) | (33.8%) | (56.4%) | (29.7%)

AUCo-r FfE 21.9 51.5 69.5 | 145.7 | 233.9 | 221.8

(ng - he/mL) | (ZBIRE) | (25.6%) | (22.8%) | (22.7%) | (31.5%) | (28.4%) | (11.6%)

Cr=%2177 YA, Clo/F=&DFO4E 7)) T J ¥ A, HD = M

CAPD = Ffesfs 1 AT

a 4B OHD TH S8 D#13%. CAPDTHkG-& D0, 3%A 3 S vz,

b n=5

NA:F—%7%L

16.6.2 FFREEREEREICH T 2 EYERE
AR O EEOERERERE I Y 7 Evlmg % B 5
L 7- O S BRI REATIE T 2 BN E AR CTH 0 o Bk BERE
EEZIIBWT, - HEOFHOLEIZWEEZ 5L (U}
A?“—y> 8)o

16.6.3 FFSHERAE ICH (T 2EYERE
INEED A Ty NRAERTIX. PR 7 a0 AR v (n=5)
Nixrrma) ax (n=4) ZHEERHLTW2HBVIEEEZ O
VTN ENVOIGEFERITEEGESIEF THLBEADR2ETH - 72,
BEFE = OMNIIFEMEZT OBFREORTICLI2b0EEZ LN
72 MEANT—%) Y [7.2, 9.3.1%K]

16.7 ZEHEEER
IyTAENVEFILE2LHREE NSO T, BREREEFEHOH
5 HEF R IRME WA T A & BIEH O LG E I,
AP AEH O MAEES AT 2l H 5, 79I 7Y
UL T TFRENVERF VNI TIIVET /ALY Y TaFxy
Ve T VEHR LS. MEERIZRO SN ko7
MEANT—%) 10, [10.258]

17. ERERERIE
171 BIHROREMICET 255
17.1.1 ERE24858% (A1463-047)
X7 LA NEGERREHEOBEEETFREE IS T2y TAE
VO HE ISR EN TER S Nz X7 L ¥ FERER
EREEICST 577 E00.5mg 1H1RIZ22HEB S Eo ™ 1)L
AR, ALY K OSSR % RS R T,
1. EINE2HAEE (A1463-047) Hifk

- Al 07

%5 A HBePLE Rk B OBk

B GHFHHBY DNAfE (logicopies/mL) 8.42
HBV DNA®OFGHifiE A & O Z b + f i 5164013
(logiocopies/mL) P
-y (=5.42, —4.90)
(95% 15 HE X [H])

HBV DNARE{E(La (bDNAH) ° 100% (32/32)

ALTIE® b 80.0% (24/30)

ooy N— g sk 3.6% (1/28)

a 0.7MEq/mLA&fi (bDNA#:)

b AR B X 12565

¢ HBeHUE DA >HBebik o B

BIVEFSSHUEE I, = 7 7 E V0. 5medk 5-EET61.8% (21/34%1)
THoloo ERENWERI, M FLEERIN14.7% (5/3461) . FRiEi
Fik11.8% (4/3461) T - 72,

17.1.2 B518E24H5 8% (A1463-005)
X7 LAy FEGERRGREOBREMITREFIIHT L2y T7HE
VO SRR I TR S ze X7 L v FERRER
BEBB KT LT 7 H Y IL0.5mgl H 1EI22:8# 5.0 7 A L
ALEN), AL K DN AR R % F212R T,

2. EHV 2R (AT463-005) B

A
5 AiHBe U5 BT O 1
5P HBYV DNATE (logicopies/mL) * 8.08
HBV DNAOHHEIED 5 O P39 L + BiEiie 4 724011

(logiocopies/mL)
HBV DNARE(L= (bDNA) *©
ALTIEH b
OO N— g ke
5T AL TSR fl EBR D1 2565 DAL > #5554 ]
n=43
0.7MEq/mL#iif§ (bDNA7%)
FEHENE IR x 1. 2505 A1
HBeH U O 2D HBeflLiE D 3
ZHEEMRIIMICB) 2 A EFRLEIMEEX, =7 EL0.5mg
FE5BET65% (30/46f1) T - 720 E A EFHRIE, TRE30% (14/46
B BERE26% (12/4661) . JE5717% (8/4661) . THi, .l FH)
o Fwv, 8% 55 K11% (5/4661) Tho722,

82.8% (24/29)
69.0% (20/29)
0% (0/21)

o o0 oW



17.1.3 ERE21855 (A1463-053)
X7 LAY FERERGREOBEBEFKEZ T 2T HE
WV OBRIRA R EN R RABR CRHl S 7ze X 7 L ¥ FERRAE
KIGEBEZ IR 5 0757 ¥ )V0.5mg 1H 1E48H#% 5K 7 1
W ASER . ALY S I SRR A IR R & R3IR§. &
FRFIIE H T 548 H OPCREIZ & AlogioHBV DNA=AS2LL
FA E R (400copies/mL) Al & 722 o 72 BEF OEE I
100%CTd > 72,

3. EINGE2HER (A1463-053) Bk

s
% 5HiHBe LR Rk B OV
F5-HFYHBV DNAfE (logcopies/mL) 7.68

HBV DNA®OFGHifiE D & OFHZE L& + fEif i 48440 14

(logiocopies/mL) (oR =Y

-y (=5.12, —4.56)
(95% 5 X 1H])

HBV DNAREE{L# (PCRiE) ° 67.6% (23/34)
ALTIE# b 93.8% (30/32)
toarN— g s 29.6% (8/27)
F kAR U R 80.0% (24/30)

400copies/mLAi (PCRE:)
FEEAE PR x 1. 2565 A
HBeHt i il 2 > HBed L ik o Hi B
KnodelBEIE 4648 A 2 7 058 57 5 280 FIE T L, LR 2 7 A
LU o 2o i R i LS
BIEFSSHEE I, = 7 5 Y V0. 5mgdk 5-5C76.5% (26/34%1)
Thotzo EREWERIE. MhFLEEEIN29.4% (10/3461) . Siif
23.5% (8/34%1). 1) /8—EHM20.6% (7/34%1). 7 I 5 — L1
14.7% (5/34%1) T o729,
17.1.4 B 55310508k (A1463-022)
X7 LAY FERERGREOBEBEFZEZ ST s T7hE
VDO EERBFAZ MR R RBR TR S fze X 7 LA ¥ FEERBAR
FIGEBEZ IR A0 75 ¥ V0.5mg 1H 1E48 3 G- 7 4
VAN, AL M A0 ORI R R & 241 R 1,
F4. wHVESHIRAER (AT463-022) 1iAE

0o o

o0 oW

400copies/mLAii (PCR#:)

FEHEAE IR x 1. 2565 Kl

HBeft i O 2 Ao HBebi ko Hi 3

KnodelBEAEISAE A I 7 A3 G-FifEA 52D FAKT L. #fEL A a7 250
LU 7 2r o 723 e U0 & 2SR

NA:7—=%7%L

7o, AUETEIFEZ 2 0 ) BEUSEFREE 05 77 e
DR B G RITERICB WL SR SN BEEICB
WTEHi SN ze T2 F B EV0.5medk S % 2 7 A TR 2
BB H, 48 H OHBV DNAD&G-HIED & OS2 L& 1%
—5.2logucopies/mL. HBV DNAREMEAL= (300copies/mLAii)
1395% . ALTIE®{bE (Lefl BB x 1 OMLLT) 1379%. Mk
ML ERILT4% TH - 729,

EHFMEIC B 2 HERREBHE X, =07 HENVKGHT
76% (246/32561) Ty - 720 EAEFGIL, F15% (50/32561)
RAGHEIES14% (44/32561) TdH o729,

17.1.6 ERE248505% (A1463-052)

737V RN OBIEMFREE T 50 T EVORIK
BHIZEN R TR S Nz 93 7Y YANSEZIIHT S
IV 7V Img 1H1A48MEIE G- KD 7 A )V A=), AL,
LT 22 09 M OSHLR S B9 R % F61R T A E Td 548
HHOPCREEIZ & SlogioHBV DNA A2 DL F A 313 H BR A
(400copies/mL) Kiffi & 72 o 72 BFOEE1293% Th - 72,

6. [EINH2MASE (AT463-052) B

. 5 AT463-052
ARE (n=12)
%5 B HBe LR R P % OB
% 5-HiFHBV DNAME (logucopies/mL) 7.60
HBV DNA®OFG-HifiE 7 & OF 2 b + [ ins ~37540.19
(logiocopies/mL) a4
ey (—4.13, —3.36)
(95% 15 HEX 1) '
HBV DNAREPEAL#E (PCRE) * 33.3% (14/42)
ALTIEH k> 78.4% (29/37)
YO N—D g R 15.2% (5/33)
L eSS 60.0% (21/35)

S e S Al463-022
AR (n=354)
5 R HBe U5 [Z2Es
X 5-HFHBY DNATE (logocopies/mL) 9.62
HBV DNAOHG-Fifli 2 & O bR + Rl 69840 11

(logiocopies/mL)

HBV DNAREMALE (PCREL) ° 69.5% (246/354)

ALTIEHA LD 78.2% (277/354)
O g N—Y g R 20.9% (74/354)
AR s e 72.0% (226/314)

400copies/mLAdii  (PCRZ:)

FLAEAE 1R x 1. 2545 il

HBe#LJE O 2 2> > HBefit ik o Hi 31

Knodell#7E 355 A = 7 2552 3R 4 5280 LT Lo (LA 37 A58
LU h o a2 U &8sk

F 7o MEEIEZ % D BRI REE T2y 7 eV
DR FA T G R AR I BV ISR S - BE s B
WCHRHli S N7z T2 7 1 ¥ V0. 5medk G- % VT 7oA 1E 1 BT A 28
HE2560%, 4838 H DHBV DNA D 5-HiE 2> & DI & 1
—6.2logucopies/mL., HBV DNAEMALE (300copies/mLAji)
1396% . ALTIEFALH (M FE X1 0500 T) 1360%. HBeh
FlaarN— g UERIE32%, MEEEREEEERIZT6% Tdh - 729,

EEMEICB U 2B EREREBHE L, “ v 77 EVEGHT
86% (306/354%1) Td o720 EHHEERIL, FHMH25% (87/354
B, FAGEEG22% (77/354M50) . SIHEZ15% (52/35461) . K%
Wk15% (53/354%1) . 36#412% (42/354f%1). LIEERHE. THI. 9%
57 £11% (39/35461) T - 7219,
17.1.5 #B515E3108% (A1463-027)
R 7 LI v NEFERIEHEOBIEBEFLEZ T 220 7H
VDR FNSHET G R ER CREM S /e X 7 Lo o FEERARR
BHEEICHT A7 ¥ L0.5mg 1H 148 5B 1 v
AZERY, ALY, IS K OSHLRF ARh 3 % F5I1R 41719
F5. WEAMESHREE (AT1463-027) Rk

o0 oW

oo o

400copies/mLA&dii (PCR{Z:)
FLHEfE LR x 1. 2545 i
HBeHUE il 2 Ao HBed Lk o i3
KnodelB#9E 464 2 2 7 DS G- pi il 5 280 FAR T L. (L2 2 7 A58
LU o 2o By Bk U3 b sk
RIVEFAZEBUEAE X, 2 5 ¥ L0, 5meik 58 T1387.8% (36/41
Bl), T2 ENImegtk 5EETIE81.4% (35/43%1) TH -7z
FREIWERIZ. 0.5mghE T3 IMEREE A 24 .4% (10/4141) . BEFE
) X—BHIN 419.5% (8/4161) MUK, HINEE S £14.6% (6/41
B O DFERERECHEIN. ASTHEIN. Ifnrp 7 Ko BN, bR
Bk %12.2% (5/4161). 1mghETld M SLERIEN25.6% (11/43
B) . SEHE20.9% (9/4361) . Y /S— BHAINLS.6% (8/4301) . R,
7 35— BHN %14.0% (6/4361). SIHEEZ, MP Y1) e~
B, BUNHGH %11.6% (5/4361) Tdh -7z,
17.1.7 51 EE34EEER (A1463-026)
7 37T YRR OBRB TS IS A T 2 T OV ORRIRRD
BIXIMNRRREBR T M S Nze TI 7Y URISEEICH TS T
Y7 Evlmg 1A 1A48TE 5D 7 A v A%, AAbEEn, I
TH 0 OHURRSA B R  % RTIR T2,
F7. WHVESHREE (AT463-026) 1A

SRR AT463-026
AR (n=141)
% 5 HiHBe LR Rk
P59 HBY DNAH (loglocopies/mL) 9.48
HBV DNA®#5-Hifii 2> & O 3475 b + {8 5144020
(logiocopies/mL) R
HBV DNARMALE (PCREE) @ 20.6% (29/141)
ALTIE#LE® 75.2% (106/141)
OOy N—Y g e 7.8% (11/141)
HAR S S 54.8% (68/124)

SRS D AT463-027
il (n=325)
5 A HBedLE Fatd
F5-HFYHBYV DNAfE (logicopies/mL) 7.60
HBV DNA@%Q%(?ﬁ{ﬁﬁ‘ 5 DI = R L5 90+0.10
ogicopies/mL)
HBV DNARMALE (PCREE) @ 91.4% (297/325)
ALTIE# L 85.5% (278/325)
O ayN—T g e NA
LR S st e 70.3% (208/296)

400copies/mLA  (PCR:)

FeHefE_E R X 1. 2565 i

HBeft/FE D i 27> > HBebtfk o Bl

KnodelBEFE 48iE A 2 7 A3 G- A 5200 FART L #ffEfb A a2 7 255
Ll e ho 2Bk s & B3

F 7o RUEMERFZ 2 ) BRIEBUFREE T 2207 E
VO BERA TIPSR AR I B W TR ZE SR S Lz B8
BWCEHi SN 7ze T2 T 5 Ulhlmgik 5% 52 72 A MR 28
BE14BF, 48 B OHBV DNADEG-HIE D & OS2 1L
—5.5logucopies/mL. HBV DNAF&VEILE (300copies/mL Abif)
1321%. ALTIE#bH (Lefl BB x 1ORLLT) 1350%. ik
MR IZ50% TdHh - 729,

oo o



EEHIMIC B 2 ERREBHEIL. v T EVEGHET
85% (120/14161) TdH »7z. EHAEFRIE. FAHEEY18%
(26/141%1) . BERE18% (25/14161), HE5713% (19/14161) . LWk
12% (17/141%1), 5IHSEZ10% (14/14161) TH - 722V,
17.1.8 BS1EE3HEEER (A1463-048)

JACE 2 B 20 G & L 72y bR Bk (AT463-048) @
PR ICBWT, T 77 Ellmgk 5 % 513 723460, 2434
H»OHBV DNA®DOG-RifE A & OFI32 b 1d — 4. 20logicopies/
mL. HBV DNAFEMEALE (300copies/mLA) 1247%. ALTIE®
b (R ER X 1.0fBELT) 1350%TdHh - 72192,

18. EExhEEIE

18.1 {ERHF
IUFHENETT ) VX LAY REBETHY, HBV
DNARY AT —VIZh LTI A0 @R 2 IEE 2 F T 5.
I A VMY VML s, EEEAET AT A
WED VRRIZEALT B, Ty T A U= UG, KRBT F
FVTT T yE) VEEEDOBAICE D HBV DNAKRY X F—
Yo (1) 79437, (2) mRNADS <A F ZEDNA S R
DOHHEE. K1Y (3) HBV DNAD 75 AE KO3 T o
REEMEZHET 2. Ty 77 ELV=) VEROMBIEDNARY 2
F—¥a. f. ORVPeLITI ha > K1) TDNAKY X 5 —Eyl
X3 A ECEMIZTE (Kifil : 18~#9160uM) 22,

18.2 LU A IV XiEH
IYTFAENWVIEIHBVR T Y A7 27 b L7zt MTFHepG2HlliZ B
ZLHBV DNAGHZEEL, ZDECxfEIZ0.004uMTH - 727,
IUTHENET Y RF Yy 2RI AN AEEEGE L2 v
FF vy 200K N7 e VBEIFF 2 A )V A& L7 7 e vIciE:
H I ELA S EHRS L7k &, 7 A )V ADNA® O FH 2064 H%
BoOLNT. 7y FF vy 72 o BESRRGSRBECIE, =
Y7 HENVEO. 5me/ke (FERME1ImgtiY) CHELE., 34EMIIE
WG L 72 fE H . G-I P o 4 )V ADNA® IZMH R R LT
THEFF S N7z (PCRIE) . F 72, 3B OGS TIZWFhoBiyic
BWTHHBV DNAKY A 5 — B2 R 2L 5t
o2,

18.3 A4

18.3.1 /n vitrosXE&
HBV DNAKRY X5 —¥ D7 I /) B IC 8 e LR
(rtM204V /I, rtL180M) # 4T 55 I 7Y VidEHBV Cld, T~
T HENWAIRT B ST AR E LTI L7225, 1mgfk
Bl T > 7 7 COVIRE % K4 5 MR EE I B W T
ATy FH L= YIRS 7Y Vit RIHBYV DNAKY)
AT —BEEE THICHETARELZBITWILDEEZ LN
722829 0 7 FREIVOMMLERTH HrtN236T % I — F L 72
ATANANZBWTIE, T 7T VISR IS h
T, TV T A ENVIHEPES TH o727 I 7Y VRIBEE
7B N-HBV BNk (Xin vitro TT7 TR E VIR 5 2 %
HLTWED,

19. BRI ICEET 2 IE{LZAIZNR

— AR - =T H EILVKHIY (Entecavir Hydrate)

1224 - 9-[(1S,3R,45)-4-Hydroxy-3- (hydroxymethyl) -2-
methylenecyclopentyl] guanine monohydrate

4373 0 CizHisNsO3 - H20

SrFi 0 295.29

K HE~EEOEORERTH L, K. A5/ —VIFLy /) —
b (99.5) IZHEITIZC W,

= 3
0
N
HN
CH:
HoN \N N o H:0
Ho— 11
Z  on
-
A
[ oH
22. A%

70%¢ [14%€ x5 PTP]

23. FEX®H
1) BEHBEASE T 2L e R BREERE T 57T
LARKT I - s IR (B S) ONT 70— R
0.5mg : 20064E7 H26 H KRR, HIFTERHETE2.7.6.2.10)
2) EINHEERIC B 5 THEMSEWEREMNT (NT 7V — N
0.5mg : 20064E7 H26 H KRR, HATEAHRT2.7.2.3.1.2.2)
3) ALPVERL ¢ AW [ S R R
4) BEERAZNGE LDy 7 CILOEWEIREIC RIFTER
AR EOFEREE (8T 7 )b — F§0.5mg : 20064E7 H
26H KGR, HIRHERHINE2.7.6.2.2)
A5 ONTS 7 )b— FEE0.5mg : 20064E7 A 26 H AR, HEEE
BE%E2.6.4.4)
RFH BB OLE) (YT 2 )v— F§E0.5mg : 20064E7 H 26
HKRE, & E%2.6.4.5)
BHESREREE R 2R & LoDy T YOV EL R SR 0 3
BRE N OV i oMEr (8T 7 )b — F§E0.5mg © 20064E7 A 26
HIKRE, HREERS2.7.6.2.14)
JFHREREERE 20 R e LoD > 7 UL O3 EIRE I 0V
WA E T 5 HAEGHBE (YT 70— F§E0.5mg : 2006
ETH26HAKGE, R ERM%E2.7.6.2.13)

5

Nabd

6

=

7

~

8

=

9) BEUIF22 AV AICHEg L FREEEICBIT Ly T2
UL OSEMBIREDO T (NF 7 )b — FE0.5mg : 20064E7 A 26
HARE. HETERHRTE2.7.2.2.4.4)

10) FEWHTAERRER (3T 7 )b — F§£0.5mg : 20064E7 H 26 H &
A HREEESE2.7.2.2.3)

11) ENE2HRAER (A1463-047) (/T 2 )b — F$E0.5mg : 20064F
TH26HAKFE. HREEEHRE2.7.6.2.20)

12) #hheE2aER (AI463-005) (VN 7 v — F§E © 200647 H
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2.7.6.2.23)
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FAX (076) 442-8948

26. BLEIRGEEESE
26.1 BEERSETT

amw YA/ TINIVR a4
HRHBPRX/)\EMN2 TEI10EI10S
26.2 35E5T

TIVAY R tatt

NicHiko E LT HH&E1IT HE6&E2]
26.3 BR5EIC

4 BHE I uzat

NicHiko = LI I #fi &1 T BB &E 2]
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