Hl'E-I"Il_'E’Sijg,

HI‘E-l'-'T-E’§1.0mg

(GNE|FIHIZ)
AR YA

[HEEd R 153

HIZRF2H05mg: AEIFIHI2(ET)  ----mmommeeee o053
(HEf7 102 F+=E2M 0.5mg)
Higk=281.0mg - HEZ | 2(EH) 1.06mg

(AEZH 2 R+=22M 1.0mg)

WIRSESH): SEHBS(L-28)

HOH(ERMA) - 28 LR0E20]3, HM405 L=0I=T(0|3,
FHui55 22 0}E2]0|H M2 H 1 Omgoll SHBILITE)

A

BfBl 20 5mg: 8l

Blele | Omg- EEAe] APie Bor| LTl

las - &m
HEX sjo2iA0l S} HOIE|T, B ofu|=FOlEAAT EE ASTIOl 4N 8 £ XA

=
254 TEi0| 2olS 491164 0[] Ok B 2IRibjoleix 20| X2

Hethiod S

2% - 83
- O U2 B A| (MAL2A[ZF = &[4 242 H) ZF F0{3ICt
- 0| 42 12 13| A7 |22 M 0.5mgS AT FOfBiCt.

1
2I0IC Ay B, 5, Bl0fFE X20|= =611 BE 719GH[0 [2{A0] K&K SAIE BEsIU{H, 2Hoiet
K HOPIUE 16M Ol 2Rt 12 13] SHA| AE[FHIZ2AM 1mg
- AREER}  MRH 2o s FOIE| HAE0| HAT0f W2t 0] 9] HF AUES HABICL
SHEMOILL SUEM(CAPDIE U U= EXIE £E510] I30KEIL FA80| 50mL/min 0|2kl
BHRjol M= ChETHZ0| SFE ZESICL

3 ofeld 2| fE HEy gxolAel
HA&(mL/min) AE|7HIS EETEEE

> 50 12 13 0.5mg 12 13| 1mg
—_—— 12 13/ 0.25mg* 1212 0.5mg
= 48A12101C0.5mg EE= 48A1Z10LC} 1mg
—— 12 13 0.15mg? 2 13| 0.3mg?
= 724121015 0.5 mg = 72A12401C} 1mg
<10, HYEAP 12 13] 0.05mg® 1213 0.1mg?
< CAPD = 720tk 0.5mg E= 720i0} img

0.5mg =Lt M2 S Al ARZ0| Y EC
o

g
b: EIHE oloj So{EICiR BOUS M P 20 0] o4 SofBiCk
(M BERfOlAfo] OES 3R] 4 AIBAIRI FOIA 5 *B. ALSTHERI TS F0{ 2)
(42l FolAR
.27
=

1) F22RAIE FAR HFSARE = dEFIE|I2E Zeioh YRE20I0[2AR2 SSAUS wf, (G
BPE E6l0], FUS X X[YS0| U= S5 LSCPH LTI, 05 THFES 00| LY,
SRt X&E FERRAIE ARS0| HEIXEY 4 UCE ZHEEo] Cieh Lol HEeINES R
B0 FERRAIE FAFIE FOfet wol= Z{E5 Fopt 27 EICE S| LT EeINES
TR RAX| B2 BEOIME ZUE AP AUCE FUS0| EEiion, S5 2P [SHO, TE
S8t ISP HeH(medical condition) == A2t 2RE ZI0IACH TP [SHOKE T 2HRfo|
B2 RS PYO| O] =L 0] AS AT X|ZE RMSO(LE B 7 IS(EAA0MT|LIF| $X|9
SO LS AUSS RS LEIE PN L2 o= USHARP FLEILT ZA| SX|z|0{0}

S
=)
o+
b
o
5

O eiBEIE ots SR 2ol BRI S5 S4%ebt 2UTIRIC). PBEYIE
2HS SRR CielM= Xoi 4= izt Ay Y SR 2D 155 T 75 2Esfot
BIC AEG A, SBELIE QUS AR+ Uk

3) 0] 242 FUHRI HV(QIAHAZEBI0[Z AR 2 E 2l UK| = HV2t HBVO! 8| ZigE BiSS
HHES 2 ET|R| SIUCE HVOHl ZEZIAX|2H OFF XIZEA| 242 BRI The BE ZEO| K22 0|
Q0| ARBELH HV FE2|AIE HEA2A ARH | Ciet MPEE U + US0| Hote
HAE BN UERCE 222 Te s RIER2H[0[2A XIZYHAARTIOZ e X=zg
UX| G2 HV/HBY SA| A BROfA= 0] 25 ARBSH X7t HIE|X| §A=C 0] 25 ARG |
Hoi| BRSS HV Al BIAESF LR3I 0] oF2 HVZES| XZSHo2 H7ER| B2{d 02fEt
SHoZ PSR HE

2.CIg gixjofl= Foiofx] & A

1) 0] 2f0|L} 0| 22| M0l WD IHES0| Q= EHA}

2) 0] A2 RIS HRoll U2, Z2ERA ELl(galactose intolerance), Lapp REEoiEA ZES
(Lapp lactase deficiency) = ZrE-ZHERA S+F0l(glucose- galactose malabsorption) &2
FEERI 27} U= EHXI0| A= FOfo1E OF Elct.

3.0k Etxjoli= Lkso| Foi” A

1) AR HUSN = SUSM(CAPDIS B QU= BIAIE E8loi0] J20fEL! HA80] 50mL/min
O[3l EHRtoflAl= SREHO| HEECE

2) 21014 =0{X}: OIS ZAXRIO|L} E}F BR|FARL 20| AT 7I50| FHE & 4= s A2S T 2l
QU= ZI0[A =04 RI0l|A O] 2t RES JHAISE | & % XIE B0 L[5S F2[510{ EIfofof Bt

3) 0] 22 MES(MAIBZ P FCF, Sunset Yellow FOF)E BHRa1l RSS2 0] M0 12 5Lt 22|27
20| U= ERIol= 1B FOBICHHIZH-2E1.0mgol| 3FBALICE)

4.0lg8s

1) &olof Mol L&A 0|4EES
21 E0F 0] 2 0.5mg/day(n=679) B 0| 2F 1mg/day(n=183), 2{0|FEI(n=858)2 F0i3+ Ot BY
Hlo2iA 2 X} 1,720F0fl ChEH 4740 OlEUH U&AIRS 2HZ i0] o|MEISS FIRC
X2 [21e] HYgk2 A463022 % Al463027 70A O] 2 X|ZXtol CHell 697X 2IO|RE Xz
EEXtol| Chll 637FA20H, Al4630261 Al463014 S37L01|A] Of 2F X|Z EHXIol| ChsH 731 20 XE
EHRfol| Chofl 512=%ICE OIS 70l A O] Ofmt 2f0 R EI0| R E 2 FABIACE
0] 2f X|2Hxj0f| UM Z|AFH 0| Ut BT K50 U= 7He YR 0] aIS 2 &5, 1|2, #7135,
240IUCE 2O |FE K Z 2RI 7F LERI O|MEIS 2 F5, TIZ, 37 [B0IUC. 015 471 S701|A
OAHFS0 |t YMZIAR| Ot 2 FEISH &K= 0| 2A0l|A] 19%2 1] B il 2{0[ 5 EI0l|A 4%t
2i0|SEIDt 0] oF2 HwSH47HO] AMAITNIM X2 B LYE FE~FE X HoiT X2t B[ US
WO2 W2 irl= UMK 0[&8HS 2 Of2H 2O LIERHCE
128210 4749 o] o UYHT M B UE SS=~FS(Grade 2~4)2] P& 0|4HES?

=)

L=, [=a Ik 2=
grolgug | TEAZHS WA =S ol el REAe
0] 2 0.5mg | 2H0IFE100mg 0] 2 1mg 2H0[£E100mg
(n=679) (n=668) (n=183) (n=190)
55539 048
= e 2'~4"§ 15% 18% 22% 23%
A
AL <1% 0 1% 0
P <1% <1% 1% 0
N <% <1% <1% 2%
e <1% <1% <% 0
Al
] 1% 1% 3% 3%

AEA
5 2% 2% 4% 1%
REE <1% <1% 0 1%
e <1% <1% 0 0
FAAZA
=0i5 | <% <% ] 0 [ <%

a X|2R|2H IS HO| Us BE HRE X8t

b UAIGITAI463-022%! Al463-027

© AT Al63-026 X 20|STIof| CHal MEHA Hio[HAZIRS 235t &t
05, 1mg) Ml ZIx| 82 20[FEl 100mg 12 13| SFo{ol CHSH CH=ot
QIAITION AIU63-0142] O] @ 1mgTt 2105El X|2 ame 3t

IR O

2)

o
0| Ztﬂ} 2i0[FEIS H|WEH 471 UHTOIN X2 & 2 0E UUHARK| 0j42] BI=S of2f 2ofl LIET.
B2, 2710 4742] O] o UYHT M ENE X7 T Lot ULHAIR| O]
2 A =8 | apniwe may
0/2f05mg | 2f0[FE100mg | 0] 1mg | 2t01FE100mg
n=679 n=668 n=183 n=190
RRe 36% 36% a7% 45%
ALT> 10 X UINS > 2 X 7[Rk 2% 9% 2% 1%
ALT>50 X UN 1% 16% 12% 24%
=0l <250/ <% <% 0 %
FLeIF>25 X UN 2% 2% 5% %
IRl > 2.1 X UN 7% 6% 7% 7%
S0l > 50 X UN 0 0 0 0
=0IE 30Tt > 05mg/il 1% 1% 2% 1%
T2 A > 250mg/oL 2% % % %
B % % 9% 6%
B %% 10% 0% 6%
48 <50,000/mm’ <1% <1% <1% <%

a YRUZE XEF %t < 2.50/dL), 2IE F2{0lEl] 7} = 0.5mg/dL, ALT>10 X UNH >2 X
7| MES MIQIsHl, BE H=0f| CHoh 7 [Xig ol Grade 3 = Grade 42 U3l XIZE 24

b QAT AI463-022 X Al463-027

CAI463-026 A& K 2I0[RE £0{ F HI0[HAFE0| MLkS Zl5h u[EHXI0l|A 525 7HK| MI7HK| 822
0] (0.1, 05 % 1mg) 1Y 12]9 XIEHO2 2{0|RE 100mgS 1Y 122 Fofsk= A 24, Ch=71,
SR, 0I5 W AICI Al463-014 A[ES| 0] & 1 mg1t 20 [£E F0oir-g 3t

d S 2IA} YR SIRtZAL MR R 7P |5 AL AIEEA F = HAE 28

e Grade 3 = 3+, large, 2500 mg/dL ; Grade 4 = 4+, &M, 55

f Grade 3 = 3+, large; Grade 4 = >4+, 31X, 55, 8 WS
ULN = upper limit of normal(4t A5Hx])

OIS HF0fM, 0] 2f X2 Bt} Z, R|E T TAMBIXIULNI2| 108 Of&kmt 7 [KZLCt 28f Of&fQ] ALT

HE2 HHIHOZ X2 E AlEol0] AUTIUCE OIS CHERC| 2sh= ALTAS0] MBS EE= SAl0

= 2logio/mL2| Hi0[2{A SEZARLHRAO| UUCE XZ Bolli= F7 (X1 217 |5 ZAp L HEEC

3) Rz BH = 71go| o5t

2420| ofg} = ALT S ALTZH EAASHR|Q| 100 0t & TIFIAIC| CHEZHY IMAERS] FlA%t =

£0| B A| 25 FTLHY 28 22 FOIBICt FOIE STSH 2E LEKI0] Choto(0|R 2t AR3{0]

CHS 201 2 Aol M X2 ST 2 ALTZ L 243tEl T[ERIC] 4SS LIERACE 0[2{3H AIZE0]M, LX)

SIRIZOIM LMAIRA Mol HOlE! Fofoll Cist BISS 20l ZAR0| 525 = 0129 F0{ B0

SIELIRICE 0] A4S RZHRSOf| &bigio] BT AR0= RRSA| £ 7=R| 4580 o £OM 4= Tk

H3. PN UMOIT0M R|F BEHFED |2 S 2IEC| 2UBHAI463-022, Al463-027, Al463-026)

ALTYE >10 X ULN & > 2 X T EZQI X
0] of 2ol
FRERAEXR RIZE L2 FHI8IZ
HBeAg-2d 4/174(2%) 13/147(9%)
HBeAg-2¢ 24/302(8%) 30/270(11%)
SHIRE MEY 6/52(12%) 0/16

aChEgH2 7 [RaEle] XAzt = ST EAIC| REEFZI0ICH £0 SEMIK|| EL AIZH2 0] 242 FO0{5H
IR0 23RO 210 [£ TS FO3HLIEXI0)A= 105U
4)HVHBY SARE
AI463038 H201] FHOIBHHVHBY SAIZY LERIS(n=51)0i| Cio
mgo| QMM TRIULS 2(0kA(n=17)2| QKHN Z2MAUD RARBIAL, Of= H-HVQIMITHSZE0[21A)
2 SHXjolA LIEK O ZRmInE RARGIRICH 1. 20 FE]
) ZH0[A! =04 R}
7 2fEo|, ZI0[A] = =345t oIt [0, ZHEX BRIl CHEH S0d AEJ0IM, 0] 2S5 ST 658
LRSI LIEK O|AERS0| s ot ERIS0| Z10jAS B2 BXIS0A Ojaizh= LMgIe 3
O[4EFS2| S, TI12[11 0] 20| YT O =2 Rt A2HE0| QAT
) 20 T X0l M et AR ZE
Qe AR OH CIISH 24 SOl AU | THZ0]|, 0] 2| UMAIBIOIM ZHELE 04 BISE2 CIE 2O
LHAIHOlIMO H BT 2FHXO 2 H| Wt 4= gl AK| ZHEEl=H[SS BIFSHK| 242 4= QU0
2H[ClIA] 18MI2] A0t EHAj0llA O] 20| Ok Ok HBY ZIR0| QU= EHRIE CHAOR TR F01 £ JH9|
UMAIR(24 255 ARAMB3028]1 34 UMAR[AUE3189])01 ZHBIC, O] UMARR 0] Ao=2 7+
X7 [2H60F S0t X|2 22 173HO| HBeAg-2A TXI0MO] HES HINSICE 0 U Z X|TEH2 A0}
H[ERISOM ZHALEI O] HRS2 HRI0AM 0] O R 43451 QA0 A] ZFEFE! O |A RS T 2UEHJO | URICH
A0t IEXIO] 1% Z oM H10E O Foff BIS2 =5, T, 50| 2F ZS(poor palatabiyl&E St O14)),
2, AL TFES EFEINCE
7) Almt
(1)ol
DEHIM REo2 B E Zio)7| mhEof, 1 YIS S| FIloi7Lt 0] oF S 812
al2lot= 22 7otk 2ot
® HAH FAES - ORLFZIAI AL} BEE(Anaphylatoid reaction)
@AY U} : FMS
@ IEEY Fof: o7 [FMo| g4 Bt
@ T Y D[oIRA AL S T
(2) JLH A2 = =ARZ T
SLHoIA THAALS 215101 61 B2t 3367HS CHYOZ HAISH AJLE ARBAXZARZD OJARFSO)
LHS2 lnlEA|et HRRH0| 7.57%(255/3,3679, 380712 EUSRUC 0] & 0] 2 QluEAS
KIS = Sl RoAl LHES 1.60%(54/3367F, 6721)2 LIZ7+0.30%(10/3367F, 1020)2 712 o
U1, O CHE2 AS5E 024%(8/3367F, 821), 7I5M2 0.21%(7/3 3674, 821), 28122 0.18%
(6/3.3673, 671), 22! 0.12%(4/3,3673, 471) 52| =& LIEIICE 5 SCist RofAlel deigs
QInEAR} ARGI0] 0.27%(9/3367F, 19712 ZHIME 0.15%(5/3367F, 51), SLLIEE, 54 2t
0.03%(1/33679, 224), et STl PMHEF, =55, SELET, Fuig, S, dI5ZEe, WEs,
EHELRAS, JERE, ObY SHISH 2} 003%(1/3367F, 12422 ENT(CH, o|A5IK| 25t
FAMAEIC] LHES QINIRAR ARII0] 5.58%(188/3 3678, 25371)2 7 HSME 0.65%(22/3, 367,
2371), 47| 062%(21/3,3673, 2171), 485E 030%(10/3,367F, 1024), 71&, ZRIME Zt
0.24%(8/3367%, 871), 712425 021%(7/3,367, 721), 71585 0.18% (6/3,367%, 621), #iH|, 55,
SI2IEE 2 0.15%(5/3,367F, 57), SF=32, = 24 0.12%(4/3 3678, 42) 2 =22 BUTIUCL
5. Y8k 9
1) 0] o=20| X|27t HBVS| HEHAL; HAHOR OISt MY ABMS ZIAAZICITL BISITI bl IS, W2tk
G IS oH0} BICH= IS BXJOIA| FXIAFHOFBICE 222 AAESH oD - I=(0{0F BICt
2) SAIST B 0] AS FOIE B2 2 18-20% H S5V AT et Z50f S8sie= Sict
3) My
@ In cell culture : MIE0]| 7 |Z8F H701 M, 240 1R EI-LEA w230l CHSH QlIE|Z7 |2 53 Z4=42] 8~30HH
KioHreduction)? t LZAEIRACE HE|7H |2 EFHE 2=l M| 11 0|42 MEH>708H)0ll= rtT184, 15202,
EE= tMR50 B (0] 3271 X[t} B, S HBY SEie 4 U 1692 XIBHR Rof ARRIgio| 0243t
R[BHS9| ZBH1} S MR0AIA Eoi= M40V L 180MS] OO |- At X[EH0| 27LEICH,
Yt MEtd
F3EAIE0] F0f BEO| H=(Nucleoside-naive) L[EA} : FE2 A FHAERO| gi= XIS
CHAO2 B UAAIRI(AI463022, Al463027 % rollover A& AI463901)01IA 96F7IX| O] 2US =04
2H2 5620| THAI2FEC| BI| 7 Hs A0l M(>300c0opies/mL EEHBY DNA) ST EotE
HAISICE 9657, 2H(2/562=<1%)2| LIEXI0fM S202G tM204V X! rtl180M RI&tnt &7

o

bal

ol

o

= xR

oro| AjE & Al ETE OIS S CI2T} 2/t 0[S 0[ARISSS FA| 7|2 2 4 g
o
olnjz

e

®

1S202G Ot | At R|2H 20| Z747} HATIRICH, 0| & 1F2 Hlo[2iA SuEevirologic rebound,
Z[KRI0IA > 1logio 04 S7HE ZHEBIRICE 3t iT184, 15202 F== tM250 XIBH0| Sl AEHOIA
QE{7H |20l TS BEE 88 ZAAT|E, tM204IAV2E L 180M, tL80I, S== V1731 Ofa|t=it
R|gH 20| BlofA STHAS AT DB 35(3/562=<1%)0lA2] HBVOlA LZATIRICE 48%
O& RIBE XISt SRS B0l 75%(202/269)7} OFX|ZH FO{AI™(96F ZHXI)0IA HBV DNASX|7}
300copies/mL O[GHE LIEHCE.
967X UAAIR O HOE 28 BES(complete response)E SHAISHK| 2258 HBeAg-2FA(n=243)
= HBeAg-S4(n=39) XIZ naive LIBXHSOl|Z= rollover AIROIA O] 2US ALESHRIRE XI&E 4=
QUA| HIQISIACH HBeAg-2AI2| £FF HEZ2 <0.7MEG/mL(St 7% 105copies/mL) & HBV DNAO|ZHA
HBeAg7t AAIE MEHO|T, HBeAg-S 42 <0.7MEg/mL HBV DNAO|LL ALTZ} FAfSHE AEfo[Ct
SRIES RO 1445 7K AEFIE|2 1mgS 1 13] FORIUCE OIS 28252 BHXIE F0flA
14180 HBeAg-2H4 BRIt 82| HBeAg—S 4 BHRFEO0| F7I2H2] 4] rollover 470f EOI5IALL
CE7IH |20l CHSH LiMol BIIIACE Of rollover TR0l ETISH 149O| BRI BoilM
88%(131/149), 92%(137/149), X 92%(137/149)7F 242} 1443, 1923, ¥ 240F (F0f B2 X&)
M7ER| 300copies/mL OISte] B3 HBV DNAZLS ERUCh 220 CiXZt 22lFE2%H [UAE
EIPtotsst 221558 HIusIe [ Q|7 H|2 LMD BRIE MER XIZHE2 YATIX| AU
48, 96, 144, 192, 112|211 2405=M0f| 1tT184, 1S202 &= rtM250 YIE|ZHH (2 LA 2= X[2HE(itM204
9F iL180M XIBH0| U= MEHOIM)S] F5 Ls THsHE 212t 0.2%, 0.5%, 1.2%, 1.2%, X 1.2%=
=23k
20[SE-LA TR} - 2f0|RE LS HBY AIRE0A(AI463026, Al463014, Al463015, X rollover
AIZ AI463901) 96F71K| O] 25 S0 22 190F2| THXS2LEHC| &It 7ksh Ao Chet
BRI I eI 965 7HX], LIRRE 22(22/190=12%)0l|A12] HBVOIA AM204IAV (1tL180V
O| UALYBIE), AL8OV, EE= rtVI73L/M OOt X|&H0| Q= AEHOIAM tS202, tT184, Hi= tM250
(169317 UALY/E) LHA 221 oln| it X[Z0| LIEISDY, 0] & 16T0] Hio[2A SLEMS
ZBEBIADEIXRI0IAM > 1logio 04 B7), 0] & 452 <300copies/mLE AKETIX| Q4RUCH. OI2f5t 4
FO| LRSI HBVE 7 IMAEof M AEZHZ LHY X[eks 2320 0% AE7HHIZ F0i5
PSR 22| LEA} 2lofl, 352| LIEAZE tM204IAVRE HL180M, L8OV, T nv173L/M|
LD 3| Blo[2A STHEAS ZESINUC LY AR LTt 8 vioj2iA EnEYE ZEtt
LYRZLEHO| 22IF0| ishn=19), CEGC2REC| HE|FIH|2 ECs2| &Y b wist
(fold-change)%t2 7 M AEHOIIA] 198K & Hio[2{A STk AM0|A 106 HIACE 485 0|4 XIS X435t
SXIE2 £0{ ZR(963 TIX)AI0 40%(31/77)7} 300copies/mL O|512] HBV DNA $=XIE 2T
96F7H| O] LMAZOIM Folet & BIS2 2O|X| 23 2I0|RE-LIY BRE(n=157)0Al=
HE|FHH|2 RI2E AISE 4= U RMBIRUCE XSS 144FMIX| HEIFHH]2 1mgS 12 13] F0f
HIQITE 01 EIXIS S0flM 80Y SRS F7[2F F5 G0l Zo{oiin AlE|7HH|20f Cist LiAo]
GOIEIRUCE 144F, 192F, 24050 ZRE ZEIIR| 34%(27/80), 35%(28/80), 2|1
36%(29/80)7 Z+2+ 300copies/mL O[5t2| HBV DNA =XI1E E AL
48, 96, 144, 192. 2405Mol| rtT184, S202 = tM250 NEFHIZ LA RIEHS(M204IV
(tL180MO| ZH0| UZ{L} =) RIEH0| s MEHOIMC]) 5 LTS HE 212t 6.2%, 15%, 36.3%,
46.6%, 51.5%5 HUCH 6 HAFS2| HBVE= AlIE|7H|2 X2 S0i| nA181C/G/S/T oo | it XBHe
LIEICE 2|10 0| 5 4T iT184, 15202 F= riM2500(|A GE|71H|2 LIMRI XSS
LEIED 12 Z[MRIOIM T184S RIBHS LIERHC 7 [MX[0IA tA181 RIBHS LIEHH HBVE 712l 7
Ho| SIXIE S0 2Z2 JIMgtollA] T184, 1S202 K& MM250 x2S LIERYL CIE 2
HE|ZHH|2 X|2 S0i| 0I5 RIS LIEICE
WAL :
HBV FE2QAIE RAAIE Ztoll WAIHHO] ZHEHEIACE MET (B 240l olstH, AE|7HH[2=
20| R HHRE K& tM204I/VErL180M X|2ks 712l HBV Ofl A OFE HBV (wild-type HBV)OII
H|15t04 HBV DNA B2 Xl =7+ 8~30uH SUTE. i 180M, L8O, = rtv173L O] 7Lt Sl
MM204NV XSS 20| S Emt R El KB 2210 20, ME|7[H|20] oo BHY TiZ4E
(phenotypic susceptibility}S S8+ ZAAIZACE OFH|ZEH[0] Me4nt AE iN236T = rAl81V
X[&t0| encoding & AHZEE HBVE MIE B2 AIEOIA YE|7H|20f| CHE 20| QURUCH (212} 0.3~
QF 1.1-tf H45}). ofd|xEH|0] MEY 22 X|gk2 TR HBV (HBV harboring adefovir resistance
associated substitutions)oil CHet IE|FIH[2C] Es2 24 ST0IM FEER URACE AEFHIZ
oo dijg 20|t 284 IEASHAM E2lEHBY = OlHZH|ool= gHedo] UAASLY,
2|0l MEES RIS
4) A4S EY
[OF=SaaPALi gt
6~1027H1Y
ATt 8 AEZHIZ 05mgS ZTE0] 8 A, 27I| EXI, Cmaxel ZiA(44-46%), AUCS
ZA(18-20%)5 EXCH
@ 2% : 7|29 £ EESAE MY +EHS 215192, Ol ZEQE9| ZFHO|
R=51Ch= Z4E 2IDIBICE in vitroOfl A AZIC] A 0| CiE THZBRS OF 13%%CH
@ CHAF S B : E|7 [ 2= CYP450 EAAIC| 7 [Z0|LE X3 A, RER7} ORICh 21 s=0f ZEHst
= Q7 IH (20| S aEE 25 tlA U147 (7} 2 128- 1494222 bi-exponentialsiA| ZtASIRUC
FEE o2 FHR|ISE 1Y 15| FO{0|M U2, OF 24A17t0| RE FAEIZ|E 9|0[5I%UC. I
TH2E F2 AR viMTn, MEAS2 S0 FUSHH 360~47 1mL/min2A AFFA0{RE
EM B 28] S {RICE
5) DHe BH 71 21 SHXI0IA O] 0] X X207t Y K20t 7FAH & ZIMIE et 22 Zu7 o] Azt
2= U AR Yt
6. 45RE
1)0] 42 AFO2 F2 UMY | H20]|, A7 [5S ZAAT L SSHQ Ml BHEH [of ZREI0l ATl
HE F0i= 0I5 U= B =s=E 45AIZ = U0k 20|RH, ofdjEs(of ClujS4 ¥ Fo=M
EfllcH(0f CIAZS AL HEOjM |5t AE SHES ZefotR| YUCH MTSZ HHMETHLE
A7 |50 FEES O[Rl= 202 Uizl i A4S 0] 2| HESF0| TSt HtS I ISHRl= HUCE
HE(7HH|2E OIS AUSTHEE FOiE o= 0 AHFSOf| CHaH EIXIS TS| THkHo BiCt
2) Invitro & in vivo T2 0| 20| CHALE BIISIRICE O] &*2 AIETF P450FEAAQ| 71H0|LE RER,
XISHA|7} OFICE AtZtollA =Ct2F 10,0008 O £2 SEZOlIA], O] 22 ARZEC| CYP450 &4 1A2, 2C9,
2C19, 2D6, 3A4, 2B6, 2E1-S XoHGHR| URUTE AIZI0l|IA ZHEHE! 24 RO 2 340 of =2 SZ0fIA, O
QL2 AIQ| CYP450 24 1A2, 2C9, 2C19, 3A4, 3A5, 2B6E F=5HK| QUCE 0| 20| AUFEH ENS
CYPAS0AIARIO 2Jah CHAE ALY, O1F Mol = Riroh= ASUC| HE0| ks WAl &8 Ao|ch
0|2t 0], 7|X|2| CYP 7|2 AFHSH2 0] 20| Hao| ks LX| YS Xolct
QFEEZC| Mo|ZSRAZZIAN=5)L} EfFER|RA(N=4) RIZS L QU= HBV-ZEE ZH0[A] s=0{xjof|
UOIA ATHRO| OfjH|HFL01A, O] 24e LSRR Fat M |5S JIEl 7148 LERLof| st e E-e| of
26 HstE AF 7|50| 01 LEAISIAM HE|FHIZS| =&E8 SIHAZIC 0] 2kt Mo[22A
EEIALLEIFER|RAC| AT HSAE Jts 40 tiohils TSR BIIE|X| YUCH Mo[Z2A
ZZI0[L} E}3ER|RAR} Z0] AV|S0 FEES O0/E 4= U= HAAFKE Fof LUALL F0{ B2
ZH0[A =04 RLof|A 0] 2+2 04517 | Mo|Lt F0i Bofli= AV [5S F2lsh0f TEksHof Sich
7. U8 W R, A0 L FH, QISR S0i| et £0
1) = (Pregnancy Category C)
QUAIRo| CHEt ZEsHA| & TIME M7= GIUCE 0] A2 A Fofl= R2H0] Efotof ChEH HBNS
AM3[5he ZR0lITH ARBSHOF SHCh QAIRo| St Mot BRZFE R0t HBVS| MY Cifst 0
QFo| Akoi| TSt Hl0[Efi= AT Wt Al4H0te| HBY ZI&E S BiXIafy | /sl R otAH| ZsHof Sict.
2) /=
0] 20| Al RECR #H|Tl=Al= Ledx UX| Yk SHXITE 0] o] FHER HEO| RECZ
2H|ECHL B2 QGES0| MRS RESE RH7} E1 7 F2! R0toflA 0] 20| EREQI Al2fstH
A8 20, =772 BEZIE X2 SHH 72| 0|2 52| 5248 Uslo| +=7E SH6IAL 0
ofo| Fotg Ftistodof Bict.
3) A0t
0] 22 HBeAg-AI2| TH HBVO| ZIHEIT BAMY ZH RIBKS J1TI 24 O|A9] A0} TIFAIE CiMe2
B HOl LMAIEM ATEIUCE FERRAIE MalR| AE A el 2H0|RE X2Y2 H U=
HBeAg-2Hed 2| B HBY BT B&E 2H HES 7171 24| 042 A0t LEXI0]A 0.015 mg/kg(EICH
0.5mg 1 13]) == 0.03 mo/kg(EICH 1 mg 12 13])2 2t2} F0 22 QAR Al46302801|1A] 0 242
=E0| G EIUCH PAINE, 21 CHE X2 AIEQ! UAAIE A6318901M X|2 &0 2= Aot
SAfo M MEE 82Ol Ot REH0| HRIFUCHESE, BHEY, 4. 0[HH22] 6) 40t
LEXIOIAM LULAIE AR EX).
0] o RE AT QM2 24 DITfC] BXIofAE ERIE[X| 4UCE 0 BF TEM= HBVS| RIZ7}
719] F&|X| PO E2 0] Y TIF0A 0] 242 ARRS HTLEIR| RIAUTE
4) DHX}
s HY ¥ 20 XYERA 1mgS TR ZFR0{E = 0] 2o A4F3A SHof| st PEs
FISIICt FAE TR0 Hs 0! mEXI0A 0] 2k AUCT} 29.3% T ZACH Htmt =01 MRt Ztof
LEZ0| Rj0k= 72| A7 59| Rfo|2 Q15 o2 Bt
0] 20| YA 0l= F25t 0| 654 0|4 LA | EHOISHA| R0k, FA LRI CHEA| BRESH=X]
Eolsk 4= Qi 0] 2 0| AIFOR HiMTOZ 0] ol CiE S-S5 BISC| &0l Als
EHERIOM O 2 4= UC 1 B0l AP |52 o Z4E 07| hEol|, 82 MFof F2I5 7120{0k
B, A7 [52 TESh= 20| R85t
5)7|Et: 0] 20| 2FFEIN EM2 &E I 01E0| Wt FOl5kA X107t gict

[BIXo M Qe | 2= A&0HA| §4=EI01 0.5~1.5A1210f Z/CH EZ ST ol ZHoIACE
12| £0{3 £ oF 24jo] FH S 20| I HEHo| =T &2 UXGA0[L B

FEL

=~

62

8. A=A BHxjol| Cit =04
HOUE MO |L| EUEM(CAPD)O 2 AIRNS Helol= BIRIE Z 31610, 0{= HTO| AIEHO0| Q= SHRKTHY
B 71d0fl Z4ETIX| 2)oll CHell 1mgS 3| F0f = 0] 22| okFoto)| CHo| Asiict. Zt= Ok #2t
2L}, ZUFAO|L CAPDEIALES HIZS10] 32[0E|C! FA80| 50ml/min 0201 EHXjof CHeAl= 82|
ZH0| Y=

LIFEIO) HE0f [E LA HE7HH|= S Ha

Aols2
F2(ote|L! HAE 7|XZHmL/min) PPN p—
A Zo| 35 55 | 33WI5°| BBWIs
>80 (n=6) | >50-<80(n=6)| 30-50(n=6)| <30(n=6) |  (n=6) (n=4)
Cmax(ng/mL)(Cv%) | 8.1 (30.7) | 10.4(37.2) | 10.5(22.7)| 15.3(33.8) | 15.4(56.4) | 16.6(29.7)
AUC(0-T)
(ng - hy/mL) (OV) 27.9(25.6) | 51.5(22.8) | 69.5(22.7) | 145.7 (31.5)| 233.9 (28.4)| 221.8 (11.6)

CLR(mL/min)(SD) | 383.2(101.8)| 197.9(78.1)| 135.6 (31.6)| 40.3(10.1) NA NA
CLT/F(mL/min) (SD) | 588.1 (153.7) 309.2 (62.6) | 226.3 (60.1)| 100.6 (29.1)| 50.6 (16.5) | 35.7 (19.6)

a EUFH 2= £0]
CLR= A48 CLT/F =Gt A7 AuE
SUSA 242 Hof 0] 2f 1mgS EF3|F0I5H =, FHEMOZ 0] 22| OF 13%7+ 4A1ZH S MIAZINUCE
CAPDEE 72 S210i| F042k2] 2¢0.3%7 t MIHIUCE. 0] 242 HHEM 20f| FOfH0F Sict
9. 7M1 BHxjof CiEt =04
2hY BEZIES H0| gl 55 F= 532« 2H2H 2K Chid-Pugh Class B or C)ofl CHal 1mg
B 3| FOf5E = 0] A2 AFsIS HHSIACE 0] 42| AUSSH2 7HEH BHXIQ}F 7426t ThE LA
20l RABIFCH, Wt 7HEH SHRto]A 0]2f] 82k xME Wt girt 7HEH A0 BHAjo|AQ]
o Feie T E B Rl
ZI0|A] =ORIS: B HBY 242 BIESOR Qlof 7101412 22 65T LIHAFS0IA 0] 9| OHEdmt
FaMs U, DN AT BIKSIRACE 2104 AFEol HBY DNAZH 172 IU/mL (2£1000 copies/mL) OI2H1
LEAES B 2t M 2282(hepatits B immune globulinyg E &3 ALHEQ1 0|4 & 2#0} =201 0|
of 1mg 1Y 132 XZLUTE ABITO| 82%7t HAOIUL, 39%7F TIHAIR Q1B0|USH, 37%7+
OFAOIRI0|AT, Bt HRHR 49 MIUCH, LIHRFSS| 89%7+ 014 A0l HBeAg-S&J0IACH
658 LA & 40| 0] 242 4% O[512 FHLUCDZ HIPHETISIACH2 B AL, 1 THO[A (retrans
plantation), 1% tAIEARIA 2fEH). 0] 22 4F 0l F0iE2 61F LIHAS & 60 F L[HAIS0| BE
21 e 22821 0|4 T 2% (hepatitis B immune globulin post-transplant)& SH4CE 538 LIEXIE (658
& 82%)0| 75 2ARGIUT, 014 £ 723 X2 F0f HBV DNAS FHGIRIC ZE 53Y LEXS0| HBY
DNA Z=X[7} <50 IU/mL (2f 300 copies/mL)OIICE. TIEAIS & 80| 723 Aol H717t 7155 HBY DNA
Cio[EL i1, 015 & 32 M7 E 2tEopy| Mol AlUSIR 0] s Fofeh= 50| (BY 721E &Y
S 2SI F04) HBY DNA £40] 50 IU/mL O &R LEAk= iICH BIt 7ttt 2E 61 H LEAE2
0[4] 2 HBsAg (HBsAg post-transplant)? | AATIACE O1F & 2 LEXIER HBV Hi0[HA EE(viremia)2|
M 10| 5T 715t HBsAg AHEkS ZBESINCE 0| 7= BE 7219 T 22581 th= @#1tH| w5104, B
d 21 B 22E20f 0] &2 FII5 Q0| 04l = HBV DNAVH 5 Vst LEAES) Hlgs
HAATIEX| AFE E1SH=S AT K| UCH
A 7150] T2 & 5 U= MOIZEAZRIOLL EFFERFAC} 22 HH AR[KE FoiL2 Ho|
UL, SO QU= 2 04 S=04RISO0A| 0] 2 20| LR 2102 HHEH, 0] o X|E AR HMut
R|& 7|2+ &0 F2l5t0f ZLIEfSI0{0} BiTt.
10. HZFOIA|Q| A
BIXjOM O] & DO HEHES HFH0IC) 40mgtR| HHElF0 EE 149 S92 20mo/dey K|
BHSRO{5E 74243t w/ERI0|A O|4BHSO| BTILE C[&tR| UUT OJMEIS2 ARt WO 2 ROz
AR, SHo| Wslol| Ciiel BXIE PO 5I0 LRA| BE XX|IQES AAlSof ST 0] & 1mg2
CHS1R0] 3, 4AIZHBO HMEMO 2 S0f20| OF 13%7 | HHTRACE
T1.7]E}: HIeA oy
1) ey
OFRAQL SHE O A ALRIOIA ZICH 3 82 1mg/dayollA] 2= =50 2F 428H(0t2A )2t 35HH(RHE)
9| E0i| CHolA REFIH|22] F7| BT Lt AE0| AT DFRALt SHE HEHolA,
SE|7H 2= U2t Ao BEOZ LEITTE DIRA0M AN =EEE 22 3-408H0lA
70} AZI0IA T HE0| SIIZIUCE ARRIOIM =BT 22| 4082 =F0M #3063 ojA
R0 Ho] BT H M0 Bt S8 A2 AleIMel L& ¢ SHiobE +3
OFRA0IM B71ZIA2, 4082] Lolit= A3 OFRA0IM SIHEIUCE Folle S Hd2 B Az
E4o| MAEIAED, Ol AEHFHIEE F0f 22 BHE Y, = #50(0|M TEXX| PRAeH, 0=
OFRAOM ZEE BEYR & S0/X0[2ks ZES SILEBICH Y Zit0| =70 M B71EIen
, 1F BB 7 BUS SR TR ER AR =EE= 20| 42419 EOA ST AR
OFRA0IM Eat B0t Xz Et AT H1H2| 2UFE)2 MM &2 406 =E0M
ST HEOIM ZHEY HE2 ARIOIM =EE L2 24812] LrE0iM 230N SIHEIUCH,
MBI BUC| St Bl EB AR =EE 20| 244H9] =B0j A 270 SIHEIC HAH nE0|
At2tollAf 3582t 248H2] = 0ilA =740t 47 LFOIM RERUCE LT HRE0| ARRI0IM =EE O
4H2] =E0IM 0NN FETIUCE HXIFO| Lot U0 ArollM LoHt o EXY 2 AT
ChshMe L™ UX| Tt
BHOIEY, TEis =4 A AP (EY
HE|ZHHI2E AR AT ool CHa FA4A| Ol&f8 LIEHHCH CHARRHES| & - 2ol 47ei0] S.
tyohimurium} E. coli @5 ARZSt Ames D42 HO|J AR, ZRAE FERIHO| A, A2|H HAE]
HAIZEOI| CHEH HEAROIIM AIE|7H 2= H0|2ES 2O[X] U/UCE HE|FH 2= SHEOAM EoF A+
ABAH T ZTDNAST A0 24S LIEMICE MASEAIROIM, 220 K 23 SHEOIM Aol
Sl 2082921 1mg/kg2l 908 O[4Q] MAIN &2 30mg/kg S| 475 F0i5t SSOIA
SEIS 0|4S 20l= B7= UUCH HRIFOA IHE AREEH SHAIZSOIM ARZIM FoiE 82| 354
= 0 040] SN AR Elop | ZEEIQICE H50] Rl 20| HalS LIEMLIX| 24Tt
SHECL E7(0l| CHSIO MAISH AJZI0] HAIZIRACE ARZOIA 210 A% 822! 1mg/day2] F 28HH(HE)
o 2124H(E7))2] B2k Al B2 S20/7 A7 FO0IRUS W RS0 [LE ZHISE2 LIEIR] R4t
SHEO|AE A2 R0 3100812 =ERS W ZHSY, vi-EHRt SH(E=), Eixt MAIB, 12| ¥
HE VIS, 35 UAEF, SEMEE, XIZ) & 629 9Fet |t TET|UCE ET[olME AR
FOIYO| 88312 ERS W HH-EfRt SA(E), 23 AA(EZ) W 13N L LYE SIPt
ZEEIAC FU-R7 AR ME HEFH2E SHEH| BT F0{510] Al FO0{20| 94ul Z1t5H04
TES [ SAXI0M 0SS HO[X| 24Tt
12. H 2 3 FF 0| FO|ArE
1) O{2I0]2] £=0| FX| Y= 0l 2SS FOIE 7|2QICE
2) UHB7 |, 42(15~30) 22, AHES ol AT EZHB0| 4xH) 2ol =2
3) T2 87(0fl HHEo] E= A2 AFC| §Rl0] THLE FE RXITHOIM HIZESIK| Y82 01F FOf
SHo{0F Bt
[ZFELI] 30
R S ARBTIZE LEE |0 'E0] A&510] H2(15~30C) 22, XY= FE 3671
[MIZ=R (OO SEEE ORA| 0™ St 342
[MIZ=2|2(Xt 3 EH] (ERHIO[LA S AZAA| AfSH! CICHZ 368-3
* ZOIER POlOEE IR FKEMPIO oftt FERRIE T MFULICE TreF PUA| HE, I =
2EE HF0| YHE ZR0I= TUAME So10] wEsto] =
+ 0] U2 ABSHAPD | Ol HHEA| 2 HEME HOFEAP | HIILICH 2 MBME 22510 LS AR EIsHP|
HLIC
* LIZFATIBERRS 2R 01942} FAEICHR2IQI| A 15771255, drug.mfds.go.kr)
« O] HFEM2 YA 0|22 HAE 57 pAFR2 EALEHO|X|(www bi-nex.com)Lt
H5}H080-263-3151)2 22[SIAIH EIRIH <= UELICE
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