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o FE A (YA 2413 & EE H2 24T F) A
A Ad FAZo) vlg & 9o =1

o] ¢ke. 19 15] de)7l 224 05mg (A EAY 2
ATFA g

gl id Aag4d &3, F, #Hrid A5
Holg 29 &4 S5 HY
164 o]de] #x} : 1913
7% 20mlL)

ARARA} : ARA

2 10 mL)&
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Bt BY 1+
At A, FeRd A #ort e
FEA AdgmEEA 1mg (AHA

£9]

g Zeoteld Jogo] Fadl ue
& #agt. FAFENY EuHEN(CAPD)E
¥ &rste] A olElY HAEo] 50mL/min B gl

O3 2] &35 2490




B 5 5 o
g oteld Fag(ml/min)|  dE7tvlE g E}H]Tgalj}fé ix%t:ﬂw
> 50 1913] 05 mg 1913 1 mg
1913] 025 mg ° 1913] 05 mg
30 - <50 re =
4841 7kvlt} 0.5 mg 48277t 1 mg
1913] 0.15 mg ° 1413] 03 mg °
10 - <30 T E=
72A17kutt} 05 mg 72A17bebt) 1 mg
1913] 0.05 mg ° 1413] 01 mg *
<10, 9454 ° EE CAPD EE EE
79vlt}t 05 mg 7¢eitt 1 mg

a:05mgHtt AL &2 YA ALgo] AZHT
b: AEA o FAAGH, TAFEY 7F o o] kg FAgTh
(AR SRl FFEE BA 0 ARG FoARE 8. AR
3 Fo FX")
o] 71 X} 2015.06.04
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- Al AlO _
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AMEHEHH 2 LG
A | EY EE
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=29 5|7} ge
5| 7} M O ek Z AL 2 A T} SIZIEER | $37, 495, H9F
2oporz (b)) AWA, 48], o2
(¢} 1 - ]
M AL A ALAFEFCER} (71A1) 3%, o] Al, el
FaEEAT (554) 9dF, 7228, oli=x
GMP+ ] GMP |
HIEM e}
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1. 3|7}-AR} AL (TYRES9 kA Tk 72, A4RA1F T
11 AR -FEAN 2 7F L Ay Axdn 291 #=2

1.2 HZF 7S
O &%-23%

254 vhol 2 BA} $A¥T, 8 obrl:Hola
o2 BF4 28] FAY AAL6A 1 w4 BE 3

A(ALT L&

AST)®] A&7

Hgnpolg|s Mg A&

o §-8%

o o] ¢k FE Al (AAL 2A17F ¥ Ev FHA AT F) HAFFo g

o of & AE TAAAN AW AF HE § 9o ¥, 59X = glo] BE&FITh

o o] of2 14 13] A EEA 0.5mg (A FAY 2 10 mL)S ZFFH3c
Ao5Y ARY 84, 3, R A2AE BT BY Berolda A&H AL
AEGAY, SuEd A Holrl sle 164 o] B4 @ 1918 FEA] JdH7vaZ
A 1mg (A8 A8 4% 20mL)

o ARAA : ARW BAAAE Tl Bago] Bade me o oo A7 2A8E
74230 GAEHY BUEAN(CAPD)S Y e AE X389 Adolgd Higo
S0mL/min ¥|ge) BAGAE e 2ol §FL 2ABT

Aoy N BelRE AP BRolA e
A 28 (mL/min) AT S A= g
> 50 1413 05 mg 1413 1 mg
12138] 0.25 mg ° 1913 05 mg
30 - <50 r= =
48A17teit} 0.5 mg 48A17kwitt 1 mg
1413 0.15 mg ° 1¢€13] 0.3 mg °
10 - <30 T e
72A17telt) 0.5 mg 72A1Zkult) 1 mg
1413 0.05 mg * 1¢13] 0.1 mg *°
<10, §HEN " r= - o
74wt} 0.5 mg 749wt} 1 mg

a:05mghtl A §32 AUA Ao ARHCL

b: 2% Yol FAHTY, FAFH 3 Fo o e TRk

W2 BAdAe FERH B4 AMege FANG F8 ARABAY dE Fd 22
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3 7o) A8E o] o] AL BT HIV H2 oA E AHAEA AAAd o

S Uetd & o] AT 94T AEAAM Ueigt. 822 155 3

EZnlolgA A2WHAARTOZ 74 283 9% && HIV/HBYV 54 74 87447
]

e
2
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st

£ o] 92 ARR AR RAUA e o] $E AGEHY) Ao BASL HIV 24§
2E7H Bedth o] e HVZYY AREBACE 94757 $9a ods S50z 44
94 etk

2 g $RE FASHA T A
o) afoluf o oo gzl Huwgel U BA
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FEE Fol g 1o FelAeA o %] a¥E AN A & Nz 7 A5
2 Fostel Wrhefop Bk

4. o) guE

1) ARl MY dAH o] ks

Y

2d ¢k o] ¢F 0.5mg/day(n=679) £+ °] ¢ 1mg/day(n=183), =r|Hd(n=858)& F3
A BY Hlolds #HE &2 172080 tid IR9 o]FAE FAAFE 2AZ §to o ywEE

H7 ﬂiﬂ{ﬂ oFe Al463022 H Al463027 ATFNA o] <k X ZEA | I 69F

T GrRY X8 344 U3 63FPom, Al4630267 Al463014 Ao A o] ¢k XF 3}
o ol 73%9‘& grRd A5 @A dfsf 517Gtk olE AFelA o] % uEde
AL frAtetgTh

of of AnFA Yold HaF o ok} BAAFAel Ut HF LAY ogESe TF
sz, 8713, 240l9leh ge R
o9tk o|F 47} AT ol FUSONt YRHAAA oIBOE FVE BAE o ol A 1%
d wal, el %5

o2
[
TEdeAE AHA AeE
S Eilecy s g o A gFg°
A8 g’
o) Fd o3
°] °F 0.5mg d1-0(])—'1:r1—g ° ¢f Img a1’0(]);'1;g
(n=679) (n=668) (n=183) (n=190)
FEE~F3
0] }b]-lgll——g—-(Grade 15% 18% 22% 23%
2~4)°
$1783HA
AA} <1% 0 % 0
AslE ek <1% <1% 1% 0
24 <1% <1% <1% 2%
TE <1% <1% <1% 0




A4
0=z 1% 1% 3% 3%
A AA
TE5 2% 2% 4% 1%
SR <1% <1% 0 1%
Ev <1% <1% 0 0
AANAA
Ay oax | <% ] o <1%
a AggA S FEbeHol AE RE BE X
b 9AATFAI463-0222 Al463-027

¢ YAAT AM63-026 ¢ v Ede s AL dleld AT Ee BETE FAAA R2F T
ol ¢ (0.1, 05, 1mg) Ml 7}x &&FF r]Ed 100mg 19 13] T g th=7}, T34,
olFHWA A2 YAETQ Al63-014¢] o] o Imgd r|HY X F armE T

2) YHAAA o

of ot RS Hug 4 FFEFNAN AE F Bud GAAAA o HEE o}

Fo Ve

B 22979 4749 o ¢ QAATAN BHid AR T AT AFAAA ol

ZH A= AsfA
A A8 S ghe) R A A
e AP g’
o] o g 3o o] of 2o rd
0.5mg 100 mg 1 mg 100 mg
n=679 n=668 n=183 n=190
(TG;iET ;)94 HAHAA ol 35% 36% 37% 45%
ALT > 10 x ULN & >2 x 7|43 2% 4% 2% 11%
ALT > 50 x ULN 11% 16% 12% 24%
drwT < 25g/dL <1% <1% 0 2%
Z9lgl:d > 25 x ULN 2% 2% 3% 2%
234 > 21 x ULN % 6% % 7%
= oleld > 3.0 x ULN 0 0 0 0
igo}fl ZHELAET = 19, 19 99, 1%
189, A4 > 250mg/dL 2% 1% % 1%
2R 4% % 4% 6%
' 9% 10% 9% 6%
g0 ,000/mm” <1% <1% <1% <1%

% < 50
a ORU(ZE BT F< 25g/dL), 399 FFoleld F7} > 05mg/dL, ALT>10 x ULN g




>2 x 71AE AYsta, ZE Hgd Yl 71AzIA Grade 3 =& Grade 42 213ld A&
T

b QAT Al463-022 4 Al463-027

c Al63-026 A|E R r|FH Fol T ool AT Ads AT AFANA 525744 A
747§ o] & (01, 05 % 1mg) 19 139} A&Eo 2 ehuud 100mge 1% 132 =
Ash= A 24, d=7h FAAENA, oleHA A EQ Al463-014 AJFe] o] o 1 mg ol R
9 247 TH

d g% AA), QA P, A % )% 2AL ARE: P =BANE XY

e Grade 3 = 3+, large, >500 mg/dL ; Grade 4

f Grade 3 = 3+, large; Grade 4 = >4+, A, T5, = B+

ULN = upper limit of normal(d 43HX])

JF AT, o % NE B2 F B F PPIBAULN)Y 108 o[ 7NARRT 24
o|49) ALTASE oz AeE A%sd] L45d0h oF WREY 5 ALTHS
HYFAY EE BAG > dogu/mLe sholgx FEGAS Bdo] YU ARFeE 7]

A9l 7t71% AAE A9

3) AR TT F TEY o3

7rgde} ofst = ALT otgh= ALTVF A33dae) 108 =3 2 Hdze] zg(71AdH 9
HAxg Ee 7o TR A AT SADY 2 A2 A FAE T EE HAZA
thetei(elfrot daglol), the el 4 APAN A2 F ALTZE AdEtd @AY Hes
Uebdnh. ol AlZEAM, ABAY sATelM ANBAGH Hojd Fool BhE W
& B A 525 Ee olFY Fo FHo| HEHAT o] 2 ARES dAglel F
2 Aol A5FTA F LA Aegol v wokd £ Uk

£ 3 3 dBATAAN AR TG FAH/L ¢ TH oh3HAM63-022, Al463-027,
Al463-026)

ALT%<% > 10 x ULN 2
> 2 x EA AFA°
ol o A
FEHAE AMA AEE TS FHE
8
HBeAg-F4 4/174(2%) 13/147(9%)
HBeAg-24 24/302(8%) 30/270(11%)




el e A | 6/5202%) | 0/16 |
a RZFE N Hag £E 2azeAd AZ2AFoT. 29 FEAAY FF AT
e o g FAY YA HE BFEYoH FuRUL FAG APl AL 070

4) HIV/HBV &A124

AMG38 Aol Fol HIV/HBY 5429 HBASE=5)sl tsiel 4% 59 238 37
AzolA o] ¢ 1 mge) ¥R ZEdde YHP=17) FAY Z2AL FAHET, o
A HIV(Q ARG 2D ato] 8 2)39 SAA ehd di4 Z2dss fARET (L 7
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FEES U8 49 d3AFeANY Hgs} Afdos vud £ gla 44 BRHE &L

of gxjelA o] oke] WAL vy HBV gaio] 9 XE Aoz Ay

Zo T e YANFA B A B[AM63028]F 34 AAAD[A1463189])0] ZATTE o]

PFAEL o] oz F7F A&7 605 T A& v 173752 HBeAg-¥A I E Aol A 4

Age BIYTh o] GOT ARWE Lok HFASNA BLH ol w3 YA o] o

FHY QIAGIA BRY o 4NST ABA] ATk kot NPAY 1% 2FAANN B3
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(1) o] <& Al# F ZALA BHug o] dihg £
= ZAGA AdFHor Hud o

B&39 ABAE FHate AL ek &

Ho7A 2248 oh A 2% dh-g-(Anaphylatoid reaction)




2 O 2 FFA i
3 2eEA A : oA EA 37
T 9% 2 Jezd 244 9w, 24

Tl A ALAE st 635t 33678 Ao R AAG ARF AL ARAEG ot
o HEL AFAAS} FHElol 7.57%(255/3,3677, 3807)2 HAHUT o] F o] °fF
FBAE AT & Qg fee AL 1.60%(54/3367%, 6774)E T 27T 0.30%(10/3,367
,107)2 7b weta, 2 ohee AHERE (024%(8/33671, 87), /&2 Y 0.21%(7/3,3675,
87), 2822 0.18%(6/3,3671, 67), L4 0.12%(4/3,3671, 47) 59 o2 Jeyth
sAtE o wHEe AFFIA G FEelol 0.27%(9/3367%‘, 19)2 RN E
0.15%(5/3367%, 57), =4 WEE, B4 7+ 0.03%(1/3,367%F, 27), #9%

=

U o

d8F, g RHlsg 7
_—g_]. A

kA
re
of
e
ret
o

N,

.
5.58%(188/3,3679, 2537)2 7}&2d 0.65%(22/33679, 2374), 77 0.62%(21/3,3679, 21
JEREE 030%(10/3367%, 107), 714, {HANE 7 024%(8/33674, 874), 7S
0.21%(7/3,367%, 77), 7t&EZ 0.18%(6/3,367%, 67), W, 2E, 352 2+ 0.15%(5/3,367
W, 57), BRI, 2L 2 012%(4/3367%, 47) 59 o2 RuHoh

S
N
ox, Ul

5. AukA 7o)

1) o oz g7 HBVY A3 8oz 93 A9 934 224002 ¥82 o
Qow, meA A FAg ok Buke A2 BANA FANAL Bk IHEE, A
g 37 ks oo} o,

3 @7 o] FL AT A & 1820% BT F47F PAIQY. HAA R 28

D In cell culture : A Eol| 7128 AFAA, Fr|EdUA T2 st desivz 238 7
42439 8~30 ) AH3Hreduction)’t TAHAG. JdEFHIZ THEY A5AAAM 1 o]t
A3H(>7080)oll & rtT184, rtS202, £& rtM250 7)ol M9 F714 X &3 g7, =& HBV ¥
FGaEL W rtlle9e] AEFFe FEgle] ol ATES 29H} A M2V E=
rtM2401/ V3 rtL180M &) o}m|i=at X|&ko] @ FHT

2 AdALA #3kA

FE2YLANE Fo AHo] ¢E(Nucleoside-naive) 33 A} :

FEHNE B9qZFe] gl FAE ez 3 I3 (A1463022, Al463027 L rollover A




3 Al463901)1 M 96F74A] o] & T e 562359 HPAZRE S Hr 7453 A oA
(>300 copies/mL EAHBV DNA) $4%8 B72 AAsAth 962717, 28(2/362 = <1%)
o I @A o)A rtS202G rtM204V 2 rtL180M X313} &7 riS202G ofr|=Ak 2|3 @Al A
b dAg oy, o] £ 19L& ulolga E3dE A (virologic rebound, HAX A >1logw ©1%
70 ZAEstgeh w3, rtT184, 115202 & rtM250 X gko] gl AElolA dE 7t 2 o
3 , TtM2041/V e} rtL180M, rtL80I, == rtV173L ofum| =4k 2|3

a3t o [e] 1:! ':——:_
Aol vpolg & ER RS AIH APA 3%(3/562 = <1%)oAM e HBVAA AU 48F
o NEE A& AAE Fo 75%(202/269)7} vFA Y FEAXH (965 71A))o| A HBV DNAS

2|7} 300 copies/mL ©]&}E el

9%F7A AAAFANM HFodd 4A Hk-g(complete response)E BAEA 53 HBeAg-U%A
(n=243) ®=& HBeAg-24(n=39) A& naive IJFHASNAE rollover AlFAA o] k& Al&3l
A2 A& 4 JA AAAT. HBeAg-%A o ¢A we-e < 07 MEq/mL(% 7 x 10°
copies/mL) ¥% HBV DNAo|#HA HBeAgrl 44 H Aefo]i, HBeAg-242 < 0.7 MEq/mL
HBV DNAO|3l ALT7} 8438 Aol #2342 371802 147717 dg7HH2 Imge
d 135 Fofukgdty o & 282wW 9] AL FollA 14199 HBeAg-¥A A1} 815 9] HBeAg-
£ FAE0] A7|7te] F3F rollover Ao FA3IH T AE IR 2o e WAool HrES
o o] rollover ATo] FrF 1499 FAE Fo|A 88%(131/149), 92%(137/149), %
92%(137/149)7} 7Hzt 1443, 1923, 9 240%(%o] £8 Z3HA7A 300 copies/mL |59 &
% HBV DNAZS XYtk 449 dizxg EdFE27H 3 WL 7hed BEFES
Has S de7HE AR BEE AEE AFEL TAHA gIdh 48, %, 144, 192,
223 2405A) o] rtT184, rt5202 & rtM250 dieH|7lH2 YA #d X 3E5(rtM2049} rtL180M
A o] sle A F4 Fd 7he8L A7 02%, 05%, 1.2%, 1.2%, B 12%E EFoh

)

1

o
)
2

o4

EREERIE LR

gulE ] HBV A @& 4 (A1463026, Al463014, AT463015, H rollover A3 Al463901) 96+
7hA o] opg Fo 2 190359 APAEZEEHY F7} st e A i R Hot
AT %F71A], IFAF 227(22/190=12%) 1 A 2] HBVOIA rtM2041/V (rtL180Ve] 1A
U/ 9l=), rtil80V, E= rtVI73L/M ofu]icit X]&o] 9= AejoA rtS202, rtT184, = rtM250
(16937 SIAU/ gE) WA #E obredt X&) Jeldor, o] 3 16% 0] nlolyx &
HdAE AIFFT(FHAR AN =1logw o) 71, o] F 452 <300 copies/mLZ A H A
gtk oldd 449 FPASAAY HBVE 7IANEA e 2 WA XgEs Bion
T dHRE B4E WHAsAT. 2% HFA 9, 38 IAFAUE rtM204I/ Ve

o]




rtL180M, rtL80V, EE rtV173L/Me] @At a7 ulolgix 2384 S Adstgct. WA X&
o A A dlolgx EnAGE AP AJRAZRHY T tEl(n=19), HxgoR
FE 9 dHHHIZE ECx FY w4 W8 (fold-change)gt-& 7|4 e A 198 2 vlo]H A &
F@delA 106 wifth  48F ol ARE AEF FAELS FA FR06F 7AA)A
40%(31/77)7} 300 copies/mL ©]3}2] HBV DNA $X& K9t}

967717 o YFAPNA Jelg ¢ W Bolx 2 B RdfA FAEM=157)l A=
del7iz AEg ALY & A AdHAT. FASL WUFA7A deshuz 1mg% 19
15 Edugith o|T $AZ ZolA 0% BASL A7 23 AT BeAsiga AeF
2ol f@ YAl FAPAL. 1MF, 192F, U0F(FY FE E'@)v}x] 34%(27/80),
35%(28/80), 18] 36%(29/80)7} Ztz} 300 copies/mL ©]l¢] HBV DNA & Hgt}.

48, 96, 144, 192. 240% 5] o rtT184, rtS5202 TE rtM250 AE)7H2 WARH X TS (rtM2041/V
(tL180Mo] 2ol gAY flE) Ao U UML) FH LPAE A7 62%, 15%,
36.3%, 46.6%, 51.5%2 BYth 6% $AE9 HBVE dEg7iHlZ A8 29 rtA181C/G/S/T
olu| =4t A3 Jehdlith. a8 ol £ 49 & rtT184, rtS202 = rtM2500 A4 <llE 7}u| =
WARE AFEL UeD 132 AAAAAA oT1845 XFS ebich 7IAHeIA rtA18]
3L Jebd HBVE 713 7H 9 SAE Fo|A 258 7| A Zholl A rtT184, rtS202 =+ rtM250
Age Jehga g2 2% deEsbilz A& Fo oS N$e ehdch

J

mlo m[o

2z YA .

HBV w&H A= FAE el At go] #AHUAT A7)k B4 9gd, de e =2
v guEdyg dui2yg A4 rtM2041/V4rtL180M X3 7}z HBV o)A ofAld HBV
(wild-type HBV)e] ¥®]33dled HBV DNA A4 As| HT7F 8~308) ity rtL180M,
rtL80I/V, & rtV173L o] JAAY gle rtM204I/V =L doiddy dujid Aty @
dol glon, deg7nZe sl 8 WL (phenotypic susceptibility)E L3+ 24 A FH
ofel Enlo] Az TEP riN236T =T rtAl181V X|3o] encoding ¥ AZF HBVE AX
ik AlgelA Azt 2o i Aol Aith(ZHzh 0.3-9 11-#) §s}). ofe| Zrlo] A7
#¥ AL 717 HBV (HBV harboring adefovir resistance associated substitutions)ol] ot <l
A7t 2o 552 93 A7 AEHA &gt A7 2yl A3 Sejitd E84
HPAEAA E2ld HBVE ofd|ZHojd & ¥3-4o] ey, guFdede AFAHS F43
Ak
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1-[1 ]IIo[l
agl

F[II

C A8 AN dEFEIzE A&A S50 05~1547H A EFEE0
gtk 6~1097F 19 13] B3 & oF 2ujo] FHL
B3 nAgAon} A @4 dEFHIZ 05mge ATEY 3 An, ot F4A4d,
Cmax] 7+ (44-46%), AUCS] 7+4(18-20%)2 H Y.
deliulze F4 FEXL8HLE AN FEFE 2H5¢en, of
of £3tthe A& duigth  in vitroo A Argre] X wdo] gt

(A

P A 2 uiAd A FI 25 CYP4S0 E4A19 71Folu AsjA, FEA7F olUth. Hi F

2o =2 F desiEd ¥AFEE AF A8 B 4 1s9NzeR

bi- exponent1alo} A Aastger. TEE OB FAASE 19 13 EdoA] 282, <k 2447
& FANA7E Jusdn. deHEE 2 AFoF WA, AFLEL &

I F#EA 360~47ImL/minZ A ALFA A 2 FA=H BH A4S A

T BE THE HE BAGA o] o HAY ARV 7 AR TEWE H HAEHGH 2

< A2 FodAe €A AA g

6. 334§

1)

o] F& AFog F& WEH7Y| WEd, AVe e FAEAIAY TFAY AmEnld 4
AAQ FEHe HE FoAs o FEY €4 FEE HSAZ 7 Atk GERd, opvlE
o] OoEd ¢ Fri24 Hxxlo] AZELT HRA {93 FE Fazg

A sttt AFoE wAHAY 475 4%

ko] HWEFA g FIF& ”37}'3} Ae

wole ol gukgel s} FAE ALE] FHFoF gt

In vitro 2 in vivodTE o] °k«] ALE Hrtetgnr. o] e ANEZE P450E LAY 7)
Holup F=A, AsfA7E oty AbgelA Hh oF 10,0008 o & FxolA, of & A
o] CYP450 # A 1A2, 2C9, 2C19, 2D6, 3A4, 2B6, 2E1S A 3}A] &Skt Algho A &3
H A B oF 3408 ¢ & FEoA, o] 2 AlEe] CYP450 a4 1A2, 2C9, 2C19, 3A4,
3A5, 2B6E frEskAl &th o] oo FFH E54L CYPLS0A2dd o) HAtEAY,

olg A EE fESE FEHY Wl 9FL TA @S Aotk g o], 7|A¢

CYP 7129 FFAEAL o] o WE JFE WA & Ao

WEEF A FR2EIAM=HY BHAEF2(n=4) A ES LI 9l HBV-ZIEE ol
A A7}

&
23 o WGtk WHE 4% Aol o5 AFAEANN eIz
2 ZAAAT. o o Aol2EATIAY BASYTAY FEHY B3 1




A s TA4SE BhEA Soith AelF2Tdo dagdrad 2o A7
o 9B WA 5 Ut BAAAE o] wAAY 5o 3 Tel4 FelReldl of
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a BATY A% £

o3 T, gABHoz of oo o 13%7} 447 B
i

GAFA 247 ol o] & Imgs &3 =
o o 03%7 AASLL. of e BATH P

_El_
AAHYL. CAPDZE 79 E¢ld E9
Fdsjof gt}

E

2ol gl F55 B 359 7+ E4(Child-Pugh Class B or C)ol
§Img $%& B3 FAS F o o9 dEue ATARG ol %9l kEe 1A A
o A%E UE ABA ol fAAGoH, HHA BRE BAA ojotel 8T 2BY PR




7b itk THREA Lol @AM 9 et drd nivt glth
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