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0.5 Mg : 18 (206Mg) T QME|FHH| 2 werrmersmerseesssmssiossss s 0.53mg
1.0 mg: 13 (412mgq) g 2 = = RN 1.06mg
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« O] of2 1¢¥ 13| AHFIH|Z2M 05mg (A|EH 2] B2 10 mL)S EF0{ctrt.

StOjRE Mg AL &, 20[RE XR0E =5t BY  ZHFHO[HA —| &Y SMs
BEotAALE, 20[RE Mg Blo[7t A= 16M Olde| 2t @ 1¢1s| S=A| AHFHHZZM 1mg
(AEH Sl 2 20mL)
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O <f I §HKHHI UM Z[4ph Of ft BBISHO| Us 7Y LEHQ o|yHE2 F& HZ,
§71S, 20| Uct. 20| K ZetXof| M ZhE LEEHQN ojyEE2 —'?—%, Oz, 7|S0IAL.
o5 47H 01—_r101|A1 O|&EISOILE YYHAK o|gez FHot A= 0 oM 1%Q1H iy,

cto| R EOA 4%t

7oA Kz & LAt SSE~TF A HOE K=
32 Ot EOf| LtEfRiCt

B 1.2W7t0] 4742] 0] o YYATOIM 1T FSE~F5(Grade 2~4)0| YNF 0[S

=2/0|AHS FEH A g;s{gilbﬂﬁg dro Uy,
0] F 0.5mg |2tO/%El 100mg| O] o 1mg | 2t0|5El 100mg
(n=679) (n=668) (n=183) (n=190)

ji;éiiﬂ >y 15% 18% 22% 23%
2lzre
A A <1% 0 1% 0
st <1% <1% 1% 0
QA <1% <1% <1% 2%
TE <1% <1% <1% 0
HA
oz 1% 1% 3% 3%
MAAH
cE 2% 2% 4% 1%
YEE <1% <1% 0 1%
EX) <1% <1% 0 0
HUMEA
2oz <1% <1% 0 <1%

a K|2OFR|Q HEHIISAMO| Qe BE HQE =Bt

b &AHTAI463-022 Al463-027

c UMET Al463-026 U 2A0|LEIO T} TEA Hlo|AAZAS FES BXOA 525 et 0 & (01, 05, Img) A
Jbx| 8%at 2t0jRT 100mg 19 13 SO0 Tyt CtR7h RAQ|, 0| K24 YAeITol A463-0142 O O Imgit

2i0jfE X2 armES =g

2) AHEAK Ol



O] ofut 2t0|RES Bl 471 YLAFOM X2 & ENE LHAAMK 0|gel BEE ofzf &0
LEFRCY.

H 2.27t0| 4749] O] of AHAFOM ENE Xz T LU AYHAK] 0]
te Zd oS
Ol 2f 0.5mg | 2t0|ECl 100 mg | O] 2 1 mg |2t0|&El 100 mg

n=679 n=668 n=183 n=190
(Grai 3?3{0' HadnA oy 35% 36% 37% 45%
ALT > 10 x ULN & >2 x 7|X gt 2% 4% 2% 11%
ALT > 50 x ULN 11% 16% 12% 24%
=0l < 25g/dL <1% <1% 0 2%
Zd1g|2H| > 25 x ULN 2% 2% 3% 2%
2|oHA| > 2.1 x ULN 7% 6% 7% 7%
33 OFE|H > 3.0 x ULN 0 0 0 0
2ol=l 3| OtE|HIE 7t > 0.5 mg/dL 1% 1% 2% 1%
DECH MAl > 250mg/dL 2% 1% 3% 1%
Chipe 4% 3% 4% 6%
i f 9% 10% 9% 6%
a4 < 50,000/mm3 <1% <1% <1% <1%

a YEO(RE XFF Zt< 259/dL), &Ql=l JPOtE|H &7} > 0.5mg/dL, ALT>10 x ULN 3! >2 x 7|MZfS Heste, 2=
H=0f TSl 7IMZL0lM Grade 3 == Grade 42 43lE XEF 4t

b AMAT Al463-022 I Al463-027

c Al463-026 Al 3 2IO|RE £ F Ho|gagdFol LS Yo THR0IM 523F7HK] M 74X &% <l 0] &f (0.1, 05
2 1mg) 1€ 13|o X&HHoZ 2H0jfE 100mgs 1¢ 192 FO3t= N 2d, Ci=7h, FAHE, olSYdd AR AlM63-
014 Alge| O of 1 mgit 2iOjRE FOZS =

d St HAL UHEE SFSFHAL AIRF O b7 AL ZE

e Grade 3 = 3+, large, 2500 mg/dL ; Grade 4 = 4+, ®X{, &

f Grade 3 = 3+, large; Grade 4 = 24+, 3iX, 55, & U2

ULN = upper limit of normal(®d 4 A3HX])
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0|5 AT, 0| O X2 A B, AR 5 WANSKUN)S 108 0|43t 7|HteCt 26) 0|Al
O/ TiREol ofste ALTMZO| M%sLL

= 0|5
EE SAO 2 2|0910/mL9| HOl2 & sE=gaet 30| AULE  N=2Sos F7|HY U7s
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S Jjol YAAHEQA FSE AIH[A463028]T 34 AAA|H[A63189)0 AT O] YAA|HL

1 O
O] %oZ F7t K&7|ZH 99F SO KZ $e 19539| HBeAg-Y4 WHRO|MS| FHS Heict
0] o2 XEe A0t MEXSOIA BHEE 04 832 HoloA 0 oo J #0f A

1) O] ofo ATt = =AM HIE O|¢HS 52 Chaia ZCh 0|5 old#Es2 HM 7|8 &
- e UM AMHEHez 2 A7 Mo, 1 H=E =HAs| FIoAL o] oF 5812
It A S 2Eote A2 7hsotAl RLt

@ HAA FXHE : OILHEHA|AY HS(Anaphylatoid reaction)

@ CHAF & SLEO - RUS

® UHEE o : off|e7|Holza St

@ o/ o mgixy 248 g2, Z

6 SOt 3367HES THE HAIDH AT ASEXEALZD O|EHE O
QlutEtA| QF AHEHRI0| 7.57%(255/3,367F, 38074)2 EIE[QICE O] & O <fup lutzhkA|
| 25182 1.60%(54/3,367H, 6774)2 I 27} 0.30%(10/3,367H, 1074)2 7}&
BT, O CHSe HEREE 024%(8/3367F, 87) ZHEME 021%(7/33679, 8%), A=
0.18%(6/3,367F, 671), @Al 0.12%(4/3,3679, 471) 59| =02 L}EfLICE
S BSOS RofAtHel LEse  QluotEtAle Aol 027%(9/3,367F, 19M)E HIME
0.15%(5/3,367%, 5¢) =ZUsd, = Z 003%(1/3367F, 2¢) 2HY ax AET, =
o

s ol s e Lmier ol
g, 9EY AYEI HSHES HES SABMER, JUmT, oY RHS
L
—

EEd, g
0.03%(1/3,367%, 17)22 HIE|UCH, Of&stR| Xt Fofrtzel LHg2 2ut 1
5.58%(188/3,367™, 2537)2 7Zt&MEl 0.65%(22/3,367H, 23H), 47| 0.62%(21/3,367™H, 2174),
MEHE 030%(10/3,367H, 10H), 7|&l, ZIAMS ZF 0.24%(8/3,367Y, 871), 7I2d4=2Z 0.21%(7/3,3674,
H), 71585 0.18%(6/3,367H, 671), HH|, =&, 32|85 & 015%(5/3,367F, 5¢) =F=2;HL, =
2t 0.12%(4/3,367H, 4H) 59| =02 H

1%

~

5. UBtE o
1) 0| %220 XE7} HBVO| MTALL HAUOR QI MY 9IHHS AT S8T b} giom,
weth M FOIS SOF LS HS BROA FXAIHOF BCh  1BR, HEE Fol7t

2) M=t @A o s FoY FR of 18-20% = S+t F2EUACE HEHM S=0

3) ey
@ In cell culture : MZOf Z|=ot AFOM, 2tO[FE-LE =300 Ot AEH7IHZ BH Fdo
8~30 B Xdh(reduction)7} ZAL|ACE. QAEHFHHZ BEHY Zg0oAfel 1 0|42l M3H>70H)0=



(tT184, rtS202, L= rtM250 ZH7|OfAQ] =JPM X3t} &, Es HBY E3tEA LY rtl1699)
X|e Q2 oF AFBQI0| 0|23t XSSO I S| rtM204IV E= rtM240L/Va} rtL180Mo| OfO| At
x|2to] @FLEIC

@ YA HEHA

FEAEQ Eof AHO| gl=(Nucleoside-naive) TH X} :
L2 RAE EOZHE0| 9= TXE CHMCE B AAA|IE(AI463022, Al463027 L rollover AlH
[e] X=X
=

Al463901)0| Al 96F7tX| O k2 FOf 22 562FHO| mPXZREHl HI7b 7tsdt ZH 0| AM(>300
copies/mL HHHBV DNA) QMAIS TIIE AA|SFCE  96FNK|, 2H(2/562 = <1%)2| | XHoj| A
rtS202G rtM204V 9 rtL180M X|&tat &HA| rtS202G OfO|l-At X[ HHAio] Z7{7p LZAE|QOom, O
T 1H2 HO|HA Fhhei¢f(virologic rebound, Z[XMX|0M 21logl0 O] F7HE BEStALE £
rtT184, rtS202 = rtM250 X|2t0| Gl= HEHOIAM AMHFHH|Z0| Cigt HEHH A+=dHE2 LAl
rtM2041/VQ} rtL180M, rtL80I, EE= rtV173L OO|l- At X|&F 2HAHO| HEO|2{A =2
3F((B/562 = <1%)0|M2o| HBVOIAM ZHLRACL  48F Ol KERE XH/e HE B
75%(202/269)7} OtX|8F EOJA|™ (963 7}X|)0|A HBV DNAZX|7} 300 copies/mL O|StS LtEFLACE
IR LAMAIEOIN HolEl 2bF HEZ(complete response)E SHABHA| R23F HBeAg- QA (n=243)
= HBeAg-2°d(n=39) X|& naive IO XEOHHIE rollover A|O|A O] 22 AT X2E X5
2 QA F|OHSIQICH HBeAg-YAJol 2™ HES2 < 0.7 MEg/mL(2F 7 x 105 copies/mL) && HBV
DNAO|HA{ HBeAg7t AAEl AEHO| 1, HBeAg-24L < 0.7 MEg/mL HBV DNAO|1 ALT7t HA3IEl
HEjo|Ct.  EAE2 $7P£19E 144¥77H(| AEHZIHIZ 1mgS 1Y 13| FORACL 0|5 282Fe
e ZOo|N 1419 HBeAg-&4 2tXtQt 8HO| HBeAg-24d THAFE0| E7|Zte| FH rollover
of &ofstRAn °“El7ftl|§01| Ciot L0l H7t[RAC O rollover L0 E7toh 149F 9| 2HAtE

r|o

st

AT

ZO| A 88%(131/149), 92%(137/149), U 92%(137/149)7} ZtZt 1443, 192F, U 240X (R0 E=
ZSHMIEX| 300 copies/mL O|8te] &A HBV DNAZIS EGCH Ztzto| [XZ EEZ|FESEHEH
FHXE 7ML Jtstt 2E2lFS2 HUSASM QHFHHZE g #EE MER XS
SHZAZ|X| QEQICt 48, 96, 144, 192, 2|1 240 M0 rtT184, rtS202 = rtM250 QUE|FHHIZ LHA
I KBS (rtM2042Q} rtL180M X|EH0| QU= AMEHOIAM)C| £& gt JpsMe ZkZb 0.2%, 0.5%, 1.2%,
12%, U 1.2%= HCH

BhO| 2 C-LiA TR}
2t0/ 2 E-LHA HBV Al =0 A{(Al463026, Al463014, Al463015, %! rollover Al Al463901) 96F7HX|
o %2 £of ge 9OWWJHMNE§$EPIM7PW S Mol Cft RNXE I S E UL
967X, E|°4Xf H(22/190=12%)0| A|2| HBVO|A| rtM204I/V (rtL180VO| QUAHLt/Ql=), rtl80V, &=
rtV1i73L/M orOj 4t X2t U= AEHO A rtS202, rtT184, EE= rtM250 (rtIl69Hz7b QUALE/ Q=)
i 23 ofb|kih X[&HO| LtEfEteny, o] & 16YO| Hio|2{A Fhteids B oA (XX X0 A
>1logl0 O|A& &7 f 0| & 42 <300 copies/mLE AH T|X| LAUACt 0|3t 4HO| mAXZS0|M2|
HBV = 7|X1”EH01|A1 IHZIH 2 WY Xgs 2Ren o|F AHIHHZ2 FO0E BZSIRAL). 222
oidxt 2o, 3 T XH7F rtM2041/Vel rtl180M, rtl80V, = rtV173L/Mo| 2 nL Shj| HiO|2{A

| =
ETeNE ZEARCL Uy ANEl W W olds ETNNE ZHe TEXee

I’ZI



=230 CHsH(n=19), HZYULLEHES| dAHZHHZ EC509| Y Hif Hzl(fold-change)gfe
1M AEfO M 198 SI HiO|2{A ZSHFAH0|AM 106 HYRUCH 48F Ol X=E X|&3 SAtE2 F

EZ(963 THX|)A|0| 40%((31/77)7F 300 copies/mL O|5}2e| HBV DNA £=X|& HESLC} 96F7X| O]
AMAIHO|A Holst eH ¥ ®OX| 23 2t R C-Li4 BRSM=157)01H = AE|FE2 Xes
A% + QA MO XSS L4EMAK AEFIHE 1mge 1Y 18] Sojwyct oS
SRS ZOIM 80% BAISS H7|ZH FE 0| Hoisiein AE|FHH|Z0f Cfgh LAo| Wote it
144Z=, 192F, 240F (50 EFE ZTHHK| 34%(27/80), 35%(28/80), 2|10 36%(29/80)7F Z+tZt 300

copies/mL 0|3} HBV DNA 4X|Z HQICt 48, 96, 144, 192, 240=M{0j| rtT184, rtS202 E= rtM250

AE|7HH| 2 L d2E XS (rtM2041/V (rtL180MO| Z0| UALE gl=) X[2H0| U= HEfjo|A Q) +=H
E*o_mg*g,g 22} 6.2%, 15%, 36.3%, 46.6%, 515%Z HCt 63 $ASO| HBVE QlE|7IH|Z X2
=0| rtA181C/G/S/T OfO|At X|BH2 LIEFWACE. 2|3 0|5 F 4HS rtT184, rtS202 L=
rtM2500( A QH|ZHH| 2 Ld2tE X258 LIEFHD 1H2 J7[M X0 rtT184S X|2tE LIEFRILCE
JIMX|OIA rtA181 X|SHS LIEFLH HBVE 7}Fl 7EO| SHXFS ZO|AM 2HS 7| K70 rtT184, rtS202
= rtM250 X|et2 LEtR D CHE 2 QdE|IFHH|E K& 50| 0|F X|etS LtEFRCEH

WA LA

HBV ®Z2ZAIE |FAIHE 0o WXtLHdO| 2HEE[UCE M=Z7|8 M0 oI5tH, AHFHH|E=
2tO|ECint "HIHC XMEA rtM204/V4rtL180M  X|ES JHRl HBV O A OFA& HBV (wild-type
HBV)Of H|15l0] HBV DNA gMo| X3l ™ETf 8~30H WQCL rtL180M, rtL80I/V, EE= rtV173L O]
AALL @l= rtM204l/V X|etE2 2i0|fEaF HH[RE Hehdar 2##H0] o, AMHFHH|=0)| Cfsto]
BHY BRI T (phenotypic susceptibility)E LE$H ZEAA|ZICE OFH ZH|O] M3 ZHEAEZ rtN236T
L= rtAl8lV X|2t0| encoding & IHEE HBVE= MIE HYQF A[ROIA AHFHH[ZO| CHSH Z4="d0
UALCE (22t 0.3-2F 1.1-Hf H3}). ot =H|O| Hetd &3 X[=h2 77l HBV (HBV harboring adefovir
resistance associated substitutions)0f CH3F QEZIHI2O| &5 A AJOA ™EIE X QLY.
AE 7t 2 Qo et 20|REH =234 THXSUAM Z2|EHBV = OHZH| 0= #390|

AAL2Lt, 2O|fEHoE HddS RAISHAL.

AN AN —

rlOP

I'

s

&S| M

Of

N

) &S

sty &4

@ g : A4t TEXoM QdEFHZE= AMEZSHA S0 0.5~15AZH0 i HESZO
CESIACL  6~10Q7H 19 13| FOgt & 9F 28|19 =HE HO|H FHYJEM =FSHACL #HEFE
DXEAOILE AEAlar A AE|ZHHIZ 05mgg ZAFEN ob A, ofZtel ZFX|¢, CmaxQl
2+ A (44-46%), AUCO| ZtA-(18-20%)E H SiLCt.

@ =% @ AdHFH2o ¥ REEXF2 FU S =A5Igen, ol xEHCo =9l FFHO|
fotth= AS 2l0fottt. in vitroO| M ALZEo| HHTHMO| CHoE TH AR 2 of 13%RULt

® OiAH & HiE : AHFIH[ 2= CYP450 §_+_74|9| 71Z0|Lt M3, =Xt OfLCE %3 SEO
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A0 LM BEMe = Jjo| RS ZQI QAA|(A4630281F Al463189)0fAf HBeAg LAl OhA
BaZtd Hio|2{A0| HYE wIBAE X2E 22 HO| gl= A0 SKEREH P2 XNEE
718t 2 oirt £ AHAIF 2 13 AFEOM K= 2EE 183FHO| ShXiet 23 AFAM Xz

#EE  180Fo| wXoMel e AEE MIoCh 9%F St HO|HA  EIbd (virologic
breakthrough)0| QURAHLL 48FL} 9630 Al HBV DNAZ} >50 IU/mLO|E EII/ts3sl AME x| H
DS BIRfO| CHOl SFMAFE mILE AABMCE 21 A|™O|A 23O BEXfOyA| OME|FiH|Z o) CHSH
FEAE G0 HALACH2E AIE LY FHLLEE 1.1%)
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O 2t &9 X0l Aol 417|s2| Ato|& QI A2 HIJCE
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MEo| FLlE 7|20{0f ot, 47|52 #ES= A0| RS}t
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Esky Z0| 55 =5 55 M7|s* | BF MIs
>80 >50-<80 30-50 <30 (n=6) (n=4)
(n=6) (n=6) (n=6) (n=6)
Cmax(ng/mL) 8.1 104 10.5 15.3 154 16.6
(CV%) (30.7) (37.2) (22.7) (33.8) (56.4) (29.7)
AUC(0-T)
279 51.5 69.5 145.7 233.9 221.8
(ng-hr/mL)
(25.6) (22.8) (22.7) (31.5) (28.4) (11.6)
(CV)
CLR(mL/min) 383.2 197.9 135.6 40.3
NA NA
(SD) (101.8) (78.1) (31.6) (10.1)
CLT/F(mL/min) 588.1 309.2 226.3 100.6 50.6 35.7
(SD) (153.7) (62.6) (60.1) (29.1) (16.5) (19.6)
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