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7]

L
ruE
ultA —|~

= 7] 42 ELE’:“}EJEHE]E P45
53 A 7,199,259 & (Daugs), ©l=r 53] Al 6,646,004 Z;
(Z¥7}, Luskey et al.), W= 531 Al 7,714,131 & (Zhu et

(o))

A .
624,194 %; 6,613,802 %; 2 6,262,118 3 (Z}7]
al.), "= 53] Al 7,432,394 & (Cheng et al.) ¥ w7 ZH #| 2010/0093854 % (Broggini et al.) (°]&
T e O el FAxEA X2FTE AdS) & FAxs.

4- Al <] a‘r*ﬂ ] 3= gy e E=S ma 5 A
3,517,050 =ofl 7]&H WRdl o8] = ? A g} N AL o]
AdAE FFAd 98 A" 4 WY F Gt 93| } g ol dA Y FAH] EFE9
23 9 =52 ¢ . dE S99 &4 [Jaques, J., et al., Enantiomers, Racemates, and
Resolutions, John Wiley and Sons, New York (1981)] & Z=z3%kc}. ”‘”X}Oﬂ A A" g2 15 83 9
HozE v AAs H azvEaYS Ba7F AHEE F oy, oo dAHHE AL ofvn (xR, dF &

B-Egdzdds=a) (4-F2old) oM EAL {1
o

=

o], Stereochemistry of Carbon Compounds (1962) E. L. Eliel, McGraw Hill; J. Lochmuller,
Chromatography, 113, 283-302 (1975)). T3, F2HdlolE, 2, L= o] ofgH oz FHEseT
A, &, FFHoRE e o)A, axF A Fu Fald s v FEEHEH AxE ¢ U

gukdom g4 Aste Huj falle 01‘31 ZIEHo duk (Fx, odE B9, vx 53] A 5,057,427 &
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WA 5,077,217 &, ol AL Bl FE Q18E). ALY olHAAS FEE e dwrHel g
YA EolH A& 5‘_?—{]’5&‘:} (Fx, & &9, A.J. Li et al., Pharm. Sci. 86, 1073-77 (1997)).

shitel Tae]

L ogEddelE mE gEaAde Aoz S§bsd 9 EPHE 2YES AU
AgAe) F4 e BAA WAow 9e 9y EE A AEAYD B ARAE vegond 44d -
itk ARAY B GHE 54 B4 54 (A0 4 80 FelAel S of slold thw ¢ 9
g} olahth, 29A gow e w Feleh Srlolth,

el Fadel glold, aatd-AaAlE WH i £ES BEE Qo) 4849 & . and-Ag)
Ax 24 A ASA (F S0, AE SATel AdAl B FA FIUeAS TAELlA AsA), £
A A R Sl AE T % Sol, ¥ TA oA, aAA-AsAE AE SATholA
AaAelth. R SATholAl Sl a4 $AS FaAPeRA W F adde] 3 wEG. @
W SATelAE FH oabel TRHL 8 FES FAAVE EAE AN@T. FE SAtell A
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o sh3t=E9] sl=FA # 371«1 01]’\512, OPUIE % FhEnkHe
EHet. sheka] (D), (1) 9 (I1D) ¢ a2 ke (1Y) ¢ §‘r %«1 X*—T“’k o] A&
oo AFFEe] 7} o= [J. Rautio et al. Prodrugs: design and clinical applications, Nat.
Rev. Drug Discov., 7, 255-270 (2008); Edward B. Roche, ed., Bioreversible Carriers in Drug Design,
American Pharmaceutical Association and Pergamon Press, (1987)]; % [T. Higuchi and V. Stella, Pro-
drugs as Novel Delivery Systems, Vol. 14 of the A.C.S. Symposium Series (1975)] oA 2& 4 low,
o= BHe 747 BeloA] B% olgwt),

L > o op
im

My ~ -

oo
oz e

theFst FEd] glojA, B 7ie® WHoR Fosly] [l didAe 84 24 #FF vuste], Edd
71 ZAE, WY 2 NEE= didAol A <k 5%, F 10%, <F 15%, F 20%, °F 25%, °F 30%, °F 35%, °F 40%,
oF 45%, °F 50%, <F 55%, <F 60%, °F 65%, °F 70%, <k 75%, <F 80%, °F 85%, <k 90% o|ow HHY A &

S UEr. thekglt FEAO QojA], A QA FFEE <k 5% WA < 50% 2= ZAHar, oF 25% WA %k
75% B oF 50% WA °F 99% = FrawTh gy A4 58 ZAs e 2 A o8] FAEHA Q)

AR FEHdoA 2 A WHE, Eod yAE Wy B 2AES Ty Ao didAle 84 84 £
of wlate], °F 7 mg/dL °lsf, °F 6.8 mg/dL °l&}, °F 6 mg/dL ©l38t, ¢F 5 mg/dL °]s}, °F 4 mg/dL °|3}, E=
oF 3 mg/dL olstZ uldAle] dA At oS wET). AF FHo oA, 2 A WHE e 7AlE
= ZAES Fodry] de] dAaAe dF o4k =) H]%ted, 0.1, 0.2, 0.3, 0.4, 0.5, 1.0, 1.5,
2.0, 2.5, 3.0, 3.5, 4.0, 4.5, 5.0, 5.5, 6.0, 6.5, 7.0, 7.5, 8.0, 8.5, 9.0, 9.5 =+ 10.0 mg/dL &=+ 1
ooz gAY ¥4 84 £EE HWEUL F7F FEdA], oA ZAlE W2 0.1 WA 10.0
mg/dL, 0.5 WA 6.0 mg/dL, 1.0 WA 4

0 mg/dL E=x 1.5 WA 2.5 mg/dL 22 dH L4 £S5 YUl
4 o

Add g4 et a2 Al whel dskd g glan, WA A sk wyael whel Aztel] AA S

A Al skl Wskd 5 gl FARSHA, &FA 2t WS TReke didAe] 3 ol gig A
4 g4 eqt e Aol oty WS TRshs WA Aol wel AAET Adp Fold 4 v
upeba], Fo)l g dA o] @ aqt £ES dE 5ol oF 5 mg/dl VIWre R ZAAT|AL, Aot diidA
o] A 8 FFES oF 5o oF 4 mg/dl VIV R AAYIE Aol AFE F v 54 FddelA,
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2 NAIY] e 5 VI3 dE B 15, 1Y, e Mg, 1, k2, B g 7l 7R
AA ded g4 a7 AddE B e ool &, A, A Ee A dEE bEsted SEd do
2 gAY g4 a3t 58 gaAg oE Bof, W2 %15, 1049, k6 /Y, F 14,
o2\l e f 7 7z, oE Bo] o]dHoRE oFE Bo A F2 Syl AAH, 5% ZEYg 2E &®
T HAAE jMEsE R o2 uidAY 3 84t S AAAA Y.

F7F FEdelA, & Aol IS EH 2AF ol oF 4 mg/dl o4, °F 5 mg/dL ©1%, °F 6 mg/dL o], °F
6.8 mg/dL ©]/F, °F 7 mg/dL °1%, °F 8 mg/dL ©]X, <F 9 mg/dL ©]/F, <F 10 mg/dL ©]%, FE oF 11 mg/dL
o] el thAANIAl, QAtA-AsHA L AFAE EFdt= o RAES Fodte AL I TETHA],
At g4 8t 5o AT A, didAY] A oEhA vkl wa wsd 4 9l AL,
FEH gty B¥AAS FAEtE oA g ol HAES @ 94t E pAFE Joldk ity Hgs ¥
frake gl Aolgt ol AHEe A ol 4 ).

o AMAE AEA F ol9] X7 5A A9 AU F v do® Fod o 54 F48 vEdE
RAOFE A, o] Wl dE 5o AsstaA e uidA 2 MdeE &4 i paEd
Atk Fokkol yWe Wyt A48d 4 ok FoF Y AH A5 eS ATEs 249 F
E=s dE Eo] F ME Yy FfFo] st Az Aoz 1Y, wiF, e B VEHE FoE &
DAY, FokgFe Age HAE YERE b wlEste] A" 5 o }7] kg Qow FEe
A, AFE qlo] st o] e ARgE &4 AR &4, AsstaAl sbe A3 e WAk, Fo A, EF
gidAel 81, XEsaA sk A8 = WA A, 9@ oAt st whE) ik

Z1EH vhel o], E JjA= 2ard-AsAl 2 AQA (olu] ol 2AA-AA L LdAE AV 71EH
) Y A Foo W 2 e a¥S aegi. He o 2 A Fols, 2 /9 FEA (5, 84
F-AstAl 2 2GA, A7) NEd vek e 7 B BT gty ang wAldl uldAelA HEs] YR
T Wor RoEE g A kA, o]Y g Foj= 2 A ZHEATE FAlY FAHAY B BT
o] 84k ASHAl F adAY Folol AMEEE By oFs 2AE, TUS f39 AlY, FU Tk FH =
= AR Tds Fo AEE Qs8R &= ozt FolE APAoR FAld, U T FEH U
TAE Fof ARe o b A A 4rE 9 = Eo], QAF-AsA, 2 o] =z o]
E, B2, EE o9 ofatHo FErteet o, ¥ &a¥Al, odF B FIXE AA EE Aen e o
5 AT Fo ZAER I A uidAd FoE 5 dAY, 449 FEAVE HEY AT Fo APYeR F
ojg 4= g}, B0l AYE ol gt AS drhe FHE FolA] fddA HrrdoE Hold, & 244
“AEA 2 AQAL] FoFo] HA g A&sta golsiA WAE F vk FHoltk Hro] Fol A
o] AHEHe A, 8AE-AA B 29AE 2AFORE FAl (5, A Ee @A) FoE & dAY
, AAFE Fa (5, SAHeR) Fod S gt
A, T4, 2 54 ddAe] Am Hxel 2 Aol wEh, 84kd-AahAl 2 gAY HWE T W9l
7y 1EE 4 ). kst FEol glojM, 2Aakd-AstAE 1Y F oF 10 mg WA F 1000 mg &2 Fo
g 4 9 A& 5o, FZAUC|E, TR, EE o] oA oR FEree 92 oF 100 mg/d, °F
oF 300 mg/<Q, <F 400 mg/<Y, <F 500 mg/<, °F 600 mg/, °F 700 mg/Q, °F 800 mg/L, <F 900

’ - ’ | = al =
= o 1000 mg/Y =2 Fold = g} QA7 Z8]Q1 el lelM, =82 oF 0.1 mg W
A oF 2.0 mg/UR Fojd

A7) ZleE vl gol, 54 Fdde] oA fA4g-AsAlE olEREIAMOIE (5 (-)-YEHYO|E) o1
olw &9 DolEER A VOE 100 mg/d, F3]1% 0.1 mg/
g; otz = HYolE 100 mg/Y, =37 0.2 mg/Y; ol2A=FHUo|E 100 mg/Y, 8] 0.3 mg/Y; o}=3=
HY|o]E 100 mg/Q, Z3]% 0.4 mg/Y; o2 =AY olE 100 mg/¥, 3| 0.5 mg/Y; o= =ZHYo]E 100
mg/Y, Z31F 0.6 mg/Y; olESFZHO|E 100 mg/Q, F3]H 0.7 mg/¥; ol=2FEZHY)E 100 mg/Y, F3|
0.8 mg/Y; ol=SEHAYOIE 100 mg/Y, 3% 0.9 mg/Y; olZTEHUYOIE 100 mg/Y, F31F 1.0 mg/
d; o= Uo]E 200 mg/Y, 3] 0.1 mg/Y; of2TRFU|E 200 mg/Yd, 31X 0.2 mg/Y; oI=2TR
Hlo]E 200 mg/¥, F3]Z 0.3 mg/Y; ol2TZAWOIE 200 mg/Y, F3|Z 0.4 mg/Y; o2 TR H o] E 200
g/, 23X 0.5 mg/Y; ofETRIAMCIE 200 mg/d, F3| 0.6 mg/Y; ol=2TZFHUO]E 200 mg/d, F3]
0.7 mg/¥; o232 HYolE 200 mg/Y, Z3]H 0.8 mg/Y; o2 EHYE 200 mg/¥, Z3]F 0.9 mg/
; o2 R A MOE 200 mg/d, F3| 1.0 mg/Y; oFEFZHVCIE 300 mg/d, Z3]|X 0.1 mg/Y; 2R
HUlolE 300 mg/d, Z3|Z 0.2 mg/¥Y; ol2F2HHO]E 300 mg/Y, F3]2 0.3 mg/d; 2T O] E 300

2 5

e o
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mg/Y, 31 0.4 mg/d; ol2IAZ A OIE 300 mg/d, F3]Z 0.5 mg/Y; o2 ZAWIE 300 mg/Y, =3
% 0.6 mg/¥; ol=2SRHo]E 300 mg/Y, =3 0.7 mg/¥; ol=SRZHYo]E 300 mg/Y, 3] 0.8 mg/
d; of2dZHYolE 300 mg/Y, Z3|% 0.9 mg/Y; olEEEHOE 300 mg/Y, 3] 1.0 mg/Y; ol2SeE
HY|olE 400 mg/¥, Z3]% 0.1 mg/¥; ol=2SAd2HYolE 400 mg/¥, Z3]% 0.2 mg/¥; of=2S=EHY|o|E 400
mg/Y, 31 0.3 mg/d; ol2IZ AU OIE 400 mg/d, F31Z 0.4 mg/Y; o2 ZHAWOIE 400 mg/Y, =3
0.5 mg/Y: olE2FEEHYOE 400 mg/D, F3F 0.6 mg/Y; ol=TZHYOIE 400 mg/Y, Z3F 0.7 mg/
d; of2dZHYolE 400 mg/Y, Z3|% 0.8 mg/Y; olEEEHOE 400 mg/Y, 3% 0.9 mg/Y; ol2SeR
Huo]E 400 mg/¥, Z31% 1.0 mg/Y; of2LZHY|o]E 500 mg/¥, 3|3 0.1 mg/Y; o2 ZHY|o]E 500
mg/d, 312 0.2 mg/d; o2 ZIAYOIE 500 mg/d, Z3]Z 0.3 mg/d; o}ETZHYOIE 500 mg/d, =3]
0.4 mg/Y; o= EHYolE 500 mg/Y, F3|% 0. 5 mg/Y; ol=SEHo]E 500 mg/Y, 3% 0.6 mg/
e, o=z HYolE 500 mg/Y, F3|% 0.7 mg/Q O}E%Li-lﬂ HolE 500 mg/¥, &3]3 0.8 mg/d; of2&=
HY|o]E 500 mg/Q, F31% 0.9 mg/d O}E?ﬂiiﬂLﬂO]E 500 mg/Q, 3% 1.0 mg/Y; o= ZFH o E 600
mg/<Y, 31z 0.1 mg/<; O}E%‘iiﬂﬁl °lE 600 mg/¥, =312 0.2 mg/d; ol2LZHUIO|E 600 mg/d, T3
0.3 mg/Y; o2 ZHAYE 600 mg/¥, 3% 0.4 mg/Y; ol2ETRHY)E 600 mg/d, 3] 0.5 mg/
d; olzsrHolE 600 mg/Y, Z3]H 0.6 mg/Y; O}EELEA]H]O]E 600 mg/d, 3% 0.7 mg/Y; ol=2T=
Aol E 600 mg/Y, 23|13 0.8 mg/L; of=2TZHUYOIE 600 mg/Y, 31 0.9 mg/Y: ol=2TZH Yol E 600
mg/Y, F31F 1.0 mg/Y; ol2FZHOIE 700 mg/L, 3% 0.1 mg/Y; o2 ZHYOE 700 mg/Y, =3
0.2 mg/¥; ol OE 700 mg/Y, =3 0.3 mg/¥; ol=SRHYO]E 700 mg/Y, 3| 0.4 mg/
d; otz R HYolE 700 mg/¥, F3|3 0.5 mg/Y; ol2SEHAYOIE 700 mg/Y, =3 0.6 mg/Y; of=T=
Ho]E 700 mg/Qd, 3% 0.7 mg/Q; olETEZHYo|E 700 mg/Y, Z31F 0.8 mg/Y; of=2IZHY|o]E 700
mg/Y, Z3]F 0.9 mg/Y; ol2RZHAOIE 700 mg/d, F3]1Z 1.0 mg/Y; o2 ZHYIE 800 mg/d, =3
0.1 mg/Y; ol2F2AMC)E 800 mg/d, F3]1Z 0.2 mg/Y; ol2TZHAWO]E 800 mg/Y, Z3]F 0.3 mg/
d; of2dZHYolE 800 mg/Y, Z3|% 0.4 mg/Y; o2 EHOE 800 mg/Y, F3]% 0.5 mg/Y; ol=2&eE
HYo]E 800 mg/¥, =3]% 0.6 mg/Y; ol=2d=HYolE 800 mg/¥, Z3]% 0.7 mg/¥; of=2S=EHY|o]E 800
mg/Y, Z3]Z 0.8 mg/Y; ol=2FZHAOIE 800 mg/d, F3]Z 0.9 mg/Y; of=2FZHYO]E 800 mg/Y, =3
1.0 mg/¥; ol2TZHYCIE 900 mg/¥, F31X 0.1 mg/Q; ol2TZHYOE 900 mg/Y, =3% 0.2 mg/
d; o= EZHO]E 900 mg/Y, =35]% 0.3 mg/Y; O}EQEJﬂLﬂO]E 900 mg/Y, &3]3 0.4 mg/YQ; olE2SU=E
Aol E 900 mg/Y, F3|% 0.5 mg/Y; o2 ZHo]E 900 mg/¥, F3]% 0.6 mg/Y; o= EHYo]E 900
mg/Y, Z31F 0.7 mg/Y; =22 HOIE 900 mg/d, F3IZ 0.8 mg/¥; of2FZHMYO]E 900 mg/Y, =3
Z 0.9 mg/Y; ol2STEZHYo|E 900 mg/Y, F3]%F 1.0 mg/Y; olESAEHYo]E 1000 mg/¥, =3]% 0.1 mg/
d; olZgdEZH U O]E 1000 mg/Y, =F3]% 0.2 mg/Y; o2 EHYO]E 1000 mg/Yd, 3|2 0.3 mg/Y; o=
ZHlE 1000 mg/Y, Z313F 0.4 mg/Y; o}_E:ﬂ?LJﬂLﬂ o]E 1000 mg/¥, F31%F 0.5 mg/Y; =R YolE
1000 mg/¥, F31% 0.6 mg/Y; ol=S2HYo]E 1000 mg/¥, F31Z 0.7 mg/Y; o= 2 |o]E 1000 mg/
A, F31F 0.8 mg/Y; ol=TEAYCIE 1000 mg/Y, F3]F 0.9 mg/Y; EE ol=2F 2| Y|o]E 1000 mg/Y

=
3% 1.0 mg/¥.

T3, 7] 7lsd ukek o], 5A Fddo] dojA 8AA-AdMAE HE sl W& amElo] §A)
AAEE 1Y FolFe o= 40 mg/QL EE 80 mg/Loln B v It A= 40 mg/D, 80 mg/Y EiE
120 mg/dolTh. 2o 7lsd v o] QAH-AARA FoHE AS (5 294 BF FoH=
A9), dEasge] FoFd W Xad didAed dia] Adsta 7] Algd nkel o], @A dEe= 14
Fog olu, %3 T mwrd 5 Q. HAgH o2x, 54 F@de dolx (olw @bd-A A=
H&HAaxg o) AQAE F3]%), 3] 1Y FAFeR Fo" F girh: #AEA~H 20 mg/d, I 0.1
mg/Q; FANEA2E 40 mg/Y, F3H 0.1 mg/Y; AEL2E 60 mg/Y, F3H 0.1 mg/Y; FEA228 80 mg/
g, F3]H 0.1 mg/Y; Eﬂ——‘%iiﬁi 100 mg/, 2317 0.1 mg/Y; FAEA28 120 mg/Y, F31F 0.1 mg/<

, 0.2 mg/¥; HAELZE 40 mg/Q, F351 0.2 mg/¥d; ALY 60 mg/d, F3]
0.2 mg/Y; #HFaz=E 80 mg/oé, 231 0.2 mg/¥d; HAEALZZH 100 mg/Y, F31% 0.2 mg/Q; HAEFEL2H
o) B2

=

120 mg/<¥, 3|12 0.2 mg/Y; & /\F;E 20 mg/Q, 3% 0.3 mg/Y; HEALAE 40 mg/Y, 3|3 0.3 mg/

d; Jﬂ%i’\‘;“ 60 mg/¥, F31H 0.3 mg/¥; JﬂHA*Fﬂ 0 mg/<, %—6—1?4 0.3 mg/Y; #HE L 100 mg/°'

3% 0.3 mg/Y; HEARH 120 mg/%l, 23)% 0.3 mg/Y; HEAAE 20 mg/Y, Z3|H 0.4 mg/Q; FHEA

2Bl 40 mg/ Y, a0]7<] 0.4 mg/¥; HEAL2E 60 mg/Y, =313 0.4 mg/%l; Eﬂ%:'r{_LiE‘i 80 mg/¥, io]ﬂ 0.4
o

= =
mg/; FEAL2H 100 mg/d, 3K 0.4 mg/Y; HEAAHY 120 mg/d, F3H 0.4 mg/d; FELEE 20
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mg/Y, Z3]F 0.5 mg/d; HEFL2H 40 mg/d, F3]F 0.5 mg/¥; HAEHFL=E 60 mg/Yd, =31 0.5 mg/Y;
HEAL~E 80 mg/Y, Z3|3% 0.5 mg/¥; HEALZE 100 mg/Y, 3% 0.5 mg/Y; HELAY 120 mg/¥, =
3% 0.5 mg/Y; HEAAE 20 mg/Y, F3]%F 0.6 mg/Y; HELAE 40 mg/Y, F3]% 0.6 mg/Y; Jﬂt‘i—i.{:
B 60 mg/Y, I3 0.6 mg/Y; HAELAE 80 mg/Y, F3|F 0.6 mg/Y; HEL2E 100 mg/¥, 3|3 0.6
mg/Y; HEAL2E 120 mg/Y, 3% 0.6 mg/Y; HEAAE 20 mg/Y, =33 0.8 mg/Y; HELAE 40 mg/
A, Z3)% 0.8 mg/Y; HELAAHY 60 mg/Y, Z3|% 0.8 mg/Y; HEAL2E 80 mg/Y, Z3|% 0.8 mg/Y; H
B8 100 mg/¥, =313 0.8 mg/Y; HEA2E 120 mg/Y, 9] 0.8 mg/Y; HAEL2E 20 mg/Y
1.0 mg/Y; HEE2E 40 mg/Y, 3R 1.0 mg/¥; HAEL2E 60 mg/Q, F3F 1.0 mg/Y; “r“t'-Ti
80 mg/¥, Z3|Z 1.0 mg/Y; HEFAAH 100 mg/d, F31 1.0 mg/¥; ET ASFAAE 120 mg/d, Z
1.0 mg/4. 54 Fddel] oA 8akd-AsA g2 FEEolt). A AgE= OLEWE]‘EJ 1d
o]gke 100 mg/¥ WE 800 mg/Yolt}. el 71w vk o] F3|RE o] &3t LAMA-AskA| = A
AEE A, dEFYEY FoAF HIE A5HE A s Fdsa A

He 1Y A% old], 23 e mRkd = 9t} HI A G of| 24
A= 2ol AdAle F3HA), 379 1Y FodFo g Fojd = vy d2ZFE 100 mg/ Y,
312 0.1 mg/Y; L2 E 200 mg/d, 312 0.1 mg/Y; L2 E 300 mg/d, F31% 0.1 mg/Yd; L=
FEE 400 mg/d, F3|Z 0.1 mg/¥; LZFE 500 mg/d, F3|Z 0.1 mg/d; L2FEE 600 mg/%‘ 3]
0.1 mg/Y; EEFEE 700 mg/d, F3]F 0.1 mg/d; LEFZE 800 mg/d

[> mh{J

ol
o it v e

Jn K

3% 0.1 mg/d; EEFE
233 0.2 mg/Y; YEFHE 200 mg/Q, =3 0.2 mg/Y; FElE 300 mg/?J_ 23]

& 100 mg/Y o=
ZHYE 400 mg/d, 3% 0.2 mg/d; LEFYE 500 mg/Y, FIX 0.2 mg/Y; LEFIE

0.2 mg/¥; & T

600 mg/Y, F3|X 0.2 mg/Y; LRFEE 700 mg/d, F3|Z 0.2 mg/Y; LRFEE 800 mg/d, F3|2 0.2
mg/Y; %i%al—s 100 mg/?J_ 237 0.3 mg/Y; LEFEE 200 mg/¥, F3A 0.3 mg/d; LEFE 300
mg/Y, 3% 0.3 mg/Y; LEFHE 400 mg/?:l 2317 0.3 mg/¥; LEFYE 500 mg/Y, =3I 0.3
mng/Q; YEFHE 600 mg/é, Z3]% 0.3 mg/d; dEFEE 700 mg/Y, F31F 0.3 mg/Y; LEFEE 800
mg/Y, 3|2 0.3 mg dZFYE 100 mg/?:l 2312 0.4 mg/Y; LEFEE 200 mg/Y, F3|R 0.4
mg/¥; LGEFE 300 mg/é, 237 0.4 mg/Y; YRFEE 400 mg/Y, FEH 0.4 mg/Y; LEFEE 500
mg/Q, 3| 0.4 mg/¥; LEFIUE 600 mg/m =317 0.4 mg/Q; LEFEE 700 mg/a‘, =317 0.4
mg/Y; LEFFEE 800 mg/ 232 0.4 mg/¥; LEFHE 100 mg/Y, F31F 0.5 mg/Y: LEFEE 200
mg/d, 3 0.5 mg/Y; %}i;ﬁral—g 300 mg/¥, =31 0.5 mg/Y; LEFEE 400 mg/a‘, =237 0.5
mg/Y; YEFE 500 mg/Yd, F3)% 0.5 mg/d %‘i%irﬂe 600 mg/Q, =3z 0.5 mg/Y; LEFFE 700
mg/Y, 3% 0.5 mg/Y; GEFoE 800 mg/Q, FI)F 0.5 mg/Y; GEFHE 100 mg/a‘, 3% 0.6
mg/Y; YEFE 200 mg/Yd, 3% 0.6 mg/d %i%ﬂﬁ 300 mg/d, =317 0.6 mg/Y; dEFE 400
mg/d, =3]% 0.6 mg/Y; LEFFE 500 mg/d, =F3]F 0.6 mg/Yd; LEFEE 600 mg/d, 3| 0.6
mg/Y; LEFEE 700 mg/d, F31% 0.6 mg/¥ %i%ﬂ% 800 mg/¥, F3|F 0.6 mg/Y; LEFFE 100
mg/4, 3| 0.8 mg/¥; %i;ﬁra]lé 200 mg/a 31z 0.8 mg/Y; EEFEE 300 mg/%l, 3% 0.8
mg/Y; dEFHE 400 mg/d, X 0.8 mg/¥; LEFYE 500 mg/Q, F3F 0.8 mg/¥; LEFHE 600
mg/¥, 3 0.8 mg/Y; GEFHE 700 mg/Q, FIH 0.8 mg/Y; GEFE 800 mg/%l, =33 0.8
mg/¥; GEFE 100 mg/%_l, 237 1.0 mg/¥; LEFYE 200 mg/Y, F3F 1.0 mg/Y; LEFE 300
mg/¥, Z3)F 1.0 mg/¥; dEFE 400 mg/Y, %?‘ﬂﬂ 1.0 mg/¥; L2FEE 500 mg/%l, =312 1.0
mg/Y; LEFHE 600 mg/¥, 3| 1.0 mg/d; LEFHE 700 mg/¥, F3|F 1.0 mg/Y; T dEFIYE
800 mg/<, &3] 1.0 mg/‘” E4 Fdd 9ojA a4t °§ ZioMIL A= (2- ((5 HR R4 (4-AZ
2z adl-1-9)-44-1,2,4-Ego}ZE-3-2)E] £ )o}A| EAF, RDEAS94) ©]T}. A= e] A Ay
= 1Y¢ Folg 200 WAl 600 mg/doltt. o 7l&® ule} #o] 2AMA-A A7} %ol%ﬂr Folu =
A5, HAFEE Ae A5HE A el Hdsta 47 Al viet 22 d4 AFEHE 1Y

o,
4t
2
ol
— o

e 4 9l A g o ®=A, 5EA Aol dolA (o] ﬁﬁ"é—ﬂo}xﬂ%
HAFgtEela AdAlE o] 8719 19 Fo#Fo] Fojd & vk (FhdsHAl HAFet e ojolA] F3|3
2 ®713H): &, dAFEE 200 mg/Y, F31 0.1 mg/¥; 300 mg/Q, 0.1 mg/Y; 400 mg/¥, 0.1 mg/Q; 500
mg/4, 0.1 mg/<¥; 600 mg/¥, 0.1 mg/¥; @WAFHE 200 mg/¥, ZF3]% 0.2 mg/<; 300 mg/Y, 0.2 mg/L
400 mg/¥, 0.2 mg/<; 500 mg/ ;0.2 mg/¥; 600 mg/ ;0.2 mg/Y; i‘ﬂ/\]Tﬂ‘r‘: 200 mg/Q, =3]% 0.3 mg/
;5 300 mg/Q, 0.3 mg/¥; 400 mg/<¥, 0.3 mg/¥; 500 mg/¥, 0.3 mg/Y; 600 mg/Yd, 0.3 mg/¥; #AFEt=
200 mg/ < :'—O] 2 0.4 mg/YQ; 300 mg/Qd, 0.4 mg/Q; 400 mg/ , 0.4 mg/¥; 500 mg/ , 0.4 mg/¥; 600 mg/
d, 0.4 mg/ ;o EAIFERE 200 mg/Y, 3137 0.5 mg/Y; 300 mg/Q, 0.5 mg/¥; 400 mg/¥, 0.5 mg/<¥; 500

_16_



[0079]

[0080]

[0081]

[0082]

ZIHEdl 10-2015-0002799

mg/<, 0.5 mg/Y; 600 mg/d, 0.5 mg/Y; HAIFEHE 200 mg/D, =3 0.6 mg/Y; 300 mg/d, 0.6 mg/Yd;
400 mg/<¥, 0.6 mg/¥; 500 mg/¥, 0.6 mg/Y; 600 mg/Y, 0.6 mg/¥; HWAIFH= 200 mg/Y, =3]% 0.8 mg/
d; 300 mg/Y, 0.8 mg/Y; 400 mg/¥, 0.8 mg/Y; 500 mg/Y, 0.8 mg/Y; 600 mg/Y, 0.8 mg/Y; UAIFE=
200 mg/¥, 3|z 1.0 mg/¥; 300 mg/<¥, 1.0 mg/Y; 400 mg/¥, 1.0 mg/¥; 500 mg/¥, 1.0 mg/¥; E+= 600
mg/, 1.0 mg/¥.

574 Tddel glojAd 2AtA-AskAl= RDEAS6 (2 4-(2-((5-HEE-4-(4-AS2Z2duzal-1-9)-4l-

1,2,4-Edo}Z-3-U)E| Q) o} Eoln| 2 )-3-F 2 2 Wl % o] E) o|T}. RDEB06 <] @A Alge 1Y Tz
400 W= 1,000 mg/Yeo]c}. Eo 7|&% vie} o] 82kA-AS A Z3] W FoA== 79, RDESVS <]

Folgk WHYE A2HE dAdd dis] g4t A7) Aled vel 2 dA4 AAEHE 19 T o, =3
TFddol dojA (o]w) 84kd-A kA& RDES6 o]l A A

EE v 4 Q. HAgHA G 24, 53
= Fo1R9D), 3719 1¥ FoEo] Fo" 4 Qv (ZFdsAl RDESS olofA FH3|X=E %7|sh): =, RDES06

400 mg/d, =31 0.1 mg/¥; 600 mg/Q, 0.1 mg/d; 800 mg/Y, 0.1 mg/Y; 1000 mg/L, 0.1 mg/Y; 400
mg/Q, 0.2 mg/Y; 600 mg/Y, 0.2 mg/¥; 800 mg/<¥, 0.2 mg/Y; 1000 mg/¥, 0.2 mg/<¥; 400 mg/¥, 0.3
mg/Y; 600 mg/¥, 0.3 mg/¥; 800 mg/Y, 0.3 mg/¥; 1000 mg/Y, 0.3 mg/¥; 400 mg/d, 0.4 mg/Y; 600
mg/%, 0.4 mg/Y; 800 mg/Y, 0.4 mg/Y; 1000 mg/¥, 0.4 mg/Y; 400 mg/d, 0.5 mg/¥; 600 mg/¥, 0.5
mg/¥; 800 mg/¥, 0.5 mg/¥; 1000 mg/¥, 0.5 mg/¥; 400 mg/¥, 0.6 mg/¥; 600 mg/¥, 0.6 mg/¥; 800
mg/¥, 0.6 mg/¥; 1000 mg/¥, 0.6 mg/¥; 400 mg/¥, 0.8 mg/¥; 600 mg/¥, 0.8 mg/¥; 800 mg/¥, 0.8
mg/¥; 1000 mg/¥, 0.8 mg/Y; 400 mg/Y, 1.0 mg/¥; 600 mg/¥, 1.0 mg/<¥; 800 mg/¥, 1.0 mg/¥Y; HE+=
1000 mg/<, 1.0 mg/<Y. FAreHAl, Z3 R AMEE S AE 84Hd-A 8kl RDEAGRY, HI=HEWEE £
g2E, dRYHA, ofEZulAEiRl, HTHo]E, Folo|HUlxl, ZAIEE, lEH-FERE|FIERY $2E
9 FEESR AR TelA AEET gk, Foleld A, ZALEE, ofEZub1Erdl, GREu, of=¢|

= FERY), HwedByelE ¥ A=2HES B gl g3E Tt
AW, Eoll 7l=H wiel o] F3|x AL&E F YT}
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[0087]
[0088]

[0089]

[0090]

[0091]
[0092]
[0093]
[0094]

[0095]

[0096]
[0097]
[0098]

[0099]
[0100]

[0101]

[0102]

[0103]

[0104]

[0105]
[0106]

[0107]

ZIHEd 10-2015-0002799

F e % 3] B8 st ol FuE FEAE, FRAW, Et o9 Ko HElT 4
EPshe Al 1 R gUE TPwth. A 2 FobF Fu, % A9e] Frkel FoRF Fu (oF B A
3/5, 4/5 o Fopg WH) & nadF ol (% Hol, FF) o AnT fa Lelol AAW Jelo] B4
RS EFE 5 Q. BE RO Ut neadF (4% Sol, BF) 3 A48 JuE A=) 9
W 7 dgge Ansd fESS wgE £ g, A% Fdddl oA, =R st ojael AT A48
A A-Folel] ALHY] %, TLWHAS (AF Fo), BF) 3} AR WS L3 Y= BIAE AT A
o], olul EE B4 47 AT AEA R ols WA B FoE A A% ANAFS 2= $/1E
et B pHEGE os SR, 4eat o =A%, oo Abg W Wl wel B WA o
54T 5Ho® W),

AN
AAA 10 A AE

2

= o

T oRolFe) by R EES WA A3 RAN, olF-wy, Fehu-gET ATE, TRFUE U5

of WRgE: BAAE naNEF (A4S WFE) & %3 b U 0 B9 ¥ et
3L ]

o5 90 B #4 F Ui 45 Wol VRFE/SAFE Qe KK AE FH 39

2) °
3) R (+ 313 0.5 mg)

Fol#/d=/A4

BE AEFAA dxs 55 ZoY «oOwe 98 wagle= ayozA 350 AlFeM HF T R
7R e g9 ® 1Y 13 d2FEE 300 mg & 83 Aol RE Z A A EEFQ -3 A AlF}
3t Al 4574 A &Eke] 1Y 18] Z3]A 0.5 mg & 58 Flol). dRZFEE d5 ALgd dd BRE
sl 83 oA #gAE dAs e A3 SAE dFoA FRY R FEEA.

0

A9 A8 A

F7lelth (Al 1 WA Al 4 F):

[¢]

. A5 #10 ofE2FEIAMC)E 400 mg (+ F3|ZD)
Az #20 of2FEIAMC)E 600 mg (+ F3|ZI)

g #3: FEAIE (+ 3%

A

BE ol $e gele] Fol Folx] ARF WS lolm o5 9T 1A PK HelHE ¥ b5

Ao oAAH, Pk BAow BHE Aotk % ¥ FelgdA olzgmddelse] £4 2 ¥4 5

o4 AEFE L SAFE FEOe AN Qo] PK Aol Lk Dol disl, AAF A9 K 5
N o

F = =1 H =1
grgol was Ae Estes, v FolF (A 3 F, Al 5 W) 84 sReFEH A4dE Aot

* FE-A7F A 8 w=F mE 99 (AUCO-24, AUCO-last,AUCO-inf)

o
g 5% =¥ AIZF (Tmax)
o

ak A7 w27 (t14)

b 2 WA ofsl A Ad A, 12-21= BCG, whel® AR, Bl A, ek ofAl 2, AR & X
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[0112]

[0113]
[0114]
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[0116]

[0117]

[0118]

[0119]

[0120]

[0121]
[0122]
[0123]

[0124]

[0125]

[0126]

[0127]

[0128]

[0129]

SIMEd 10-2015-0002799
TE B WhEE AT e Whg 2R @ Aol (f3hH
o] #of H O"AE" ). obHd % dlolEe WaE AdwA o], of
B 83 RE 848 I Aol ol BHe
Hjo

_1_:,:‘__
192 AR 2 12-8]= BCG SAelM AZE 2 A dlojet & wiste] d w=x %

gt ARl 9% WHAE ¥ KIS TIY Aol

I ERE M L

. sUA < 6 mg/dL & GAlste Bl&
sUA < 5 mg/dL & @Alste Bl&

* sUA < 4 mg/dL & @As= v

oleld A= TEFE WL Sl EAelA neddTe] Agd disl] dEf 10 WA 15 Fe] TF A A =3
0.6 mg B Folgk Fo® 400 A 600 mg o of=dmuMo|ES] TE A Folo) A B ATe

Brkshs Aelt,

Zyo] oS 9d 19 2 FEE 300 mg ©|QoE, RE A= XE 9 B 3] oAR HELsY g
ol Ao ES #83 Flo|th:

° Al L delA Al 7 d7AA F9]R 0.6 mg AR 1Y 13] (HRAzE G5 717

* A 8 Lol A 21 A7FA: F3)F 0.6 mg + oFEZFEHYOE 400 mg AR 1Y 13 (F3]1F + o=
g2 A O] E 400 mg 717H)

. A 22 Aol Al Al 35 7FA: Z3]Z 0.6 mg + oF2IZHUO|E 600 mg ATE 19 13 (Z3]H + o}
282 olE 600 mg 7|%})

sUA 52 4] A8 717 (A 7 4, Al 21 d 2 A 35 Y) 9 wiAE ol HrhE Aol s g,
MEL 4 719 Adoldt AlFdA =12 Aolth: Fodd (F2]), T 2 Al &, 9 6 A & 4 Fo 10 Al

* YEFEE: 300 mg /AT/1Y (A -16 DolA Al 49 LA
Z38]3: 0.6 mg/ZFT/1¢ (A 1 LollA Al 35 L7HA])

. ol2 2 H o E: 400 mg/ 7 T/1¥ (A 8 & of A A 21 A7kA) 5
600 mg/7d7/14 (A 22 oA A 35 L7}A])

-

X5 7%t
f w1 =3Ed WA 1A 4 T
* A 20 #l/kgE vl =2 2 F
* oA 3 HE A5 F

oA 4 F5 92 F
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