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o Bal0f QIFBiL

(1) oilz2lE20tolAl, SH2IEZ0L0JA : 7ZRI9| AP OHESHIAEIE!T} CYP3A4 ARIRIZ AZI of2|E2
00| M1 43| 500mg) = S2H2|EZ0L0AI(IY 23], 12 500mg)a} HR(EIH Z&)A| Ol 2HIAELE!
s EIL ZI15IQ0 T2 SatalER0L0[AS Foishs BHXI0IM 0] o 20mg 0|4S F0i5t
£ &2 Folsto} Sict.

(2) Z2efotx| AR[xIeke] HE(BIH £8) : OFE2HIAEHEI AUCE 0] o HEE0I9} Hlwslo] ZigC 2
B0 AN Watmaild| 29t okEtix|2 HE HV Z2H|0HH| AR|FIQL 0f ofo| HB(E!H 28) £oiz
SRS ST D222 HV Z2EOK ARIH| E|Z2tot|29t B|ELH|2 HE(EH 28)”
& = ZI4C T2|0pR| SRK Latma|u|28 S5k SXtoA| 0] o] BB =) st
SiCk HV Z2Eobx| x| 2m|Lid|22} 2|ELHI2 HE(EH S)QH o2 Soish= Exio|A| 0l
ok2 X3 ZFOISI0{0F 5h THE 2 SUS ALZ3H0F BiTt HV Z2H|OHK| ARK| ARRLHI2
ot 2|ELH|2 HE(E S8)2, CIRLH|20t 2|ELH|2 HE(EM 28)0, ZAT|LHIZ, T
ZatmeLiH| 20t 2|ELIHIEE WE(EH S8)Ho 2 Rofi= Exlols, 0 & 80| 20mgS EHof
Mi Ot=lm Fol5t01 ARZSHOF BiLt.
din|LH|2E Sofh= HV BX0)M, 0] 20| X2 40mgS AMBte/, 0f 20| e A4 80| X
= 4 QA MES ANTIE FAEC
HM=Z2{H|2 800mg, 12 35|2} 0] O 40mg, 12 135 727 HEE0] A| 0| 240 AUC, Crnax= 242t
2308, 2,668 S7HSHCE HAZ2H2E Fof= SRt= 0] & 80| 12 40mgE XsHME= of EIck

(3) OIERITLIE : OFEZHIAEIEI AUCE O|EFTLIE 200mgt 0] 2 40mg HE(EH £8) o= 3ix
S Z7tEICE 2222 o|ERtALIES Fofdks BIXIIAL 0] & 20mg 0[S Fofsts E2 59
&HOF SiCk.

2) 0| 22 p-Z2|ZL2E|Rlo| 7|Zo|o 2 P-Z2|ZT2H|QI9| MHAIRI)(C. AB2AZR)L HE(EHH|

SE)E0{ Al 0] 2| M| 0|SES B7HAI7 ZRIBH Z2 0|AHEZ0| YENS STAIZICE

3) 0| 242 CYP3M ANIKI(AZZARERI, OiF2210|=7| BAH| X OFEH ETIH|9t S8 22 0] 242l

s} S718 4 21252 AZepl Soisioiol Bk

4) 2IEmiAl E£= CH2 CYP3M REA| : 0] 2 CYP3A4 Rxoh HE(3HH £8) £0f Alo]. ofoi|i=, 2]

|l OIESHIAEIEIO| HZ SEE AAAZ & QUct. 2/BTMO| 0/F ¥5X20| 71M tEof (CYP3
A4 RE 9l hepatocyte uptake transporter OATPIBI 21Al), OFE 2HEAEIELDL 2| TI|AS BE(3H| 28)
FOi5Hs B2 SAlol Fofoh= 20| YL, 2/HDlL £0] £ OfEEHIARIEIS SH| FofoiH 0122
HRAEIEIQ| S5 S=7t FOIGHA| HASICE

5) 0| ot} Horzsn| £= YL E= HAER HAUS WR(EH 28)6t duoirolM LuX
o= 0|3 otet Y582 RHE|X| YUCt OFF| RE S0[3t MHtel 4SHE0 s ArE A2
OFLEt,

6) USLAH| KfoHHI(ARIH) : OFE 2HIAENEI T 1 CHALHIE OATPIBISAH|2] 7|Z10|Ct, OATPIBI Afsix]

(AR, AIBRAZR)= OFEZHIAELEIS| MA|OISES B7HAIZ 4 ULk OFEZHIAELE! 10mgzt
A22A38 52mg/kg/day2te] HE(EH S8)F0{= OIEZHIAEIEIS| AUCE 87H B7HAIKCE OLE
SHIAEIEIS AIZ2AZ D HE(EH Z8)F0{A| OFESHIAEIEI| SHEE2 10mgS ZalsiA=
oF Eict,
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HRAELEID| $% 57t B7I5H01 28EEQ| 30| 7t 4 Q002 OfEZHIAEIEIS| 82 ZH0|
LIRS 4 QICh OFESHIAEIEIS AHIAH|Z & J2txm|H| 29 WS S0{5Hs FS OHESHIAEEIO|
S SZ7HOMIX| BTKBHCE T2t HHAH|2 EE= J2pOaH|2 SIRAHIE 0f 2t & £of
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0f Al =20{EJAEIZ L OffE|LOIAERICIZO| AUCTH 2F 30%, 0%% 22t Z7ISIICE [EtA, OfEE
HEAEIEIS S0{uh= 0140| ZTLIUK| MEHA| 0| At3HE m2f5i0{of Sict,
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2Lt 0] ABES HEOR F0I5H ZREC OIE2HIAEIEIL ZYAEIZS HE(EH )05t
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1) &AM : 0] fat AASI0FILIE J2| 1 SMEIURDES BIRsHs AT MK antacio) S8 HE
(BITH 28)F04 Al OFESHIAELE SRS I} OF 35% M ZASIC J2iL, LDL-SAHISS| ZA
olli= Fao| ULt

12) Q202 : OFEZHPAEIEIT} 2 TInto| AS A0 2ot 77 RIEIQACE J2iLt LMMoz Q9|
Ol SRS Qi

13) QLEImE : 0] 2t OtE[mEIQ| £3(0f2] Rf2yl) S HE(EM 2E)F0i= UEIMEI HAR0 7o HES
OjX|X| Yoo L2 CYP-450 SERAE AR50 LHALE= URISTS| NSXIEL 7|tH=|X| of=rt.
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olck e ol W20 Folsio Foisfor Sick,
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tAEIEI 422 ZYAHIE FAE ZANT|H, 7|EF S2AHIE THY MESH &4 SXO SN &
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1) 18 DI2te] Aotofl Chato] 527 Ol F0i7|7h Bote] oMY - REMR HTE|X| iRtom, ME R
Zujof thst &7[x01 HEF2 x| eUr
2) AOL2IRI0]| 25t 2S5t A== QiCk
9. IR 210l CHSt o
65M| O A0 74Z5t 019 AL OLEZHIAEIEIS| EXarE= HE MOl HIsH o ZA| LIEFHSLHCmax
40%37t, AUC 30%371), LDL-SHIAEIZ Matais B MOt FASIACE DHRH Q)= 0f oF T
oS8 3 Z22 859 Y Ixlolch, 1Y BHX} tiA S M A| 2t ME A J|S KMot HIETL O =2
O, 7|X 2§ £= et U2 X2 Tt Zon, 2WE N0l o ECh= Mg QIX[5to] ASstor 5t
C. o2 F0i 3¢ 13 SXIE oz 2WS N B715 BAsHof it
10. AZH Zhof Etxlofl HEt Fof
AE Hole 2EE Y 2T 85i2l Y QIXt0|2 R AE Hol SIS tHoR THE WMS HEH o
sict,
1. ZECAIQ| K|
OIEZHIAEHE M=80f MBE 4 Q= EYS MUY glrt UFEE Al xl= HeA| Z4xoz
XIZ51090F S0 ZRA| LIEQUEBENER X|25H= LH)S Al
SLIE{ZGI0I0F Bict ZHQISHAH SETH A3S 17| =0l FH
5P| B7HAI7[X| eh=Lt
12. 22 9 FFHo| FolAret
1) Of2I0]2| £0| EX| Q= Rof| BHBICE
2) QOtES A2 87I0IM 7iLH] CIE 87/0fl BHSHs X2 2UE 2E(ER AB)0ll QI3 At 2oLt
ofor= 2l wislo| §0I0| E 4 YUCBR P2l Z7ol ¥ B Hop BRI,
13, QUTESHAIY B
7k Al 2|ZHEF20Y 2| JH(OLE 2 HIAEIEI & A 431E) T2 MH(F) ot tHE 2|T|E™20
U2| I (OLE ZHIAEIEI LA M4318)[H|0LER| A TR|OKF)]S 2X4uAAEOR ZH 17N 7Y
Bt dolofiA 22 Al T3] ZTE0I5I0] 28| EF OfEZHIAEIEIS X5t Zut, H|uHIIE=X|
(AUC, Cmax)2 221510 SAIX2| 5IUS W, WXl x| 90% 4I2[717H0] log 0.80IAf log
1.250|L2A YEStHoz SE&S UBSIUC
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[alimesy i) Homrss
2 AUCo-sen Crnax
(nghr/ml) (rg/mL) Tmax(hr) tirz(hr)
2|mER202| 1 075
CHZQE |(OFEZHIAEIEIZAAILSIE) | 481141825 | 12.82+6,84 [033-300] | 838194
[HlotE2|AT2|OKZF)] e
2|ZHEY 20| 2 08
AIEOF |(OFESHIAEIEIZEAMASIE) | 47.06+17.40 | 1261£697 [033-4.00] 8394219
[2RIHF)] e
0% AlZ|R7H log 09414~ |log 0.8664~ R R
(71 :log 0.8 ~ log 1.25) log 1.0137 | log 1.1467
(AUCH, Cmax, tire ; Brgt+ BETRL Tmax ; SYZUES), n=28)
AUCH: EUAZIRE ZTEE ST HEAZ IIX|Q] EE5=-ARFMGIHA
Crmax : Z1EZ5T
Tmex : 2| TS EE THAR
tir2  TE AR HEZEY|

* HlTEIEIER|S 2SI BR| Ao] 0% Mzimzt

L} Q2 SSHAIEY|IE MyEAREol et ARk 2| ZH EH0UR| 1H(OtESHIAEIEIZAMNPSIS)
(DA HESF 2|20 EXP0LU2| 22(01E SHIAEIEIZES AR SIZ) Do M RkE]nlo| HlmRE
AEXIRE MBI, thxotnt 85UMN0| S ol wat s XIR2AM MBS 554
S YBSIYCL

14. 7|E}t
1) LY, HOIY, SERS(YUMS) : OIESHIAEIEIS kgl mgRE EHISH XIF 7IZC= Qo] 2| 188
(80mg/day)2| 63t B2, F AUC x| 0-245 7|ZO= 8 ~ 16t TES ALt HE MSi0j|Af et
40| UACE kg mg = Bt XF7IZOE QXIS Z TSR} 2508 =2 S Foidt 24
2to| 0tRA A Zak= 2|18 ASZUIM fAU2 ZHZEME, A ZhZ Aol WUS0| B7t5}
QUL HAILES AUC 0-24 Of] 71F 6 ~ 11t U 0] AT, BlBIK o2 QAR BE 12 o422
0jRA L HEO)| kgl mgO 2 BHASH HIF 7|ZO2 ST UM DHISHO| 12 ~ 125H] HHEE0{0] M
EUS FUBIACE 45| A A3 U 159] UL ARl 0] U2 CHAIZESO ofF0fl 2Aglo|
SH0| 7H5HS 2O|X| QI OLEZHIAELEI2 Samonella typhimurium ¥ Escherichia colig 0|
&5t Ames test X Chinese #AE] HIAIZE 088 AR HGPRT forward mutation assay0flAf =
0|ACt OHEZHIAEIEI ALY Chinese BAE] HIMZAS0IN ST 0|4 RoXo2 STHA|
7|X| Qotm, M|l L OpRA ASHASI0IM SH0|2ICt OHEZHFAEIEIS 2|11 175mg/kg/day K| £04
Bt 2% SHE 2 2|1 25mg/kg/dayZtX| £0I3H 243 HEUIN PEHS(YAISE) £ MAlsof B
Ol HB2 QiRICt 0] 82 kg Mg BHAMSH QIHIALS 2 HTEZ| 100 ~ 140t} SZ0|ALCE
274 SHE0 LSt MAZHAUSI0M 15 SOt 100mg/kg/day £0§ Al EXl 24, BXI2ES 24 Y
HXI0A0] 7L, 10, 40, 120ma/kg B2 OIESHIAEIEIS 247 ol £ Al HAL 22 HoH
mtzofE, A 7 |ze| ZXlHalo| SEEI HEL2 Lt
SFAAA B4 1 0] A seRoR QABH AS(QIXZIHE0IgREC| o 30uH)0f| P El= AES
S0f8t oM 8 OEMO 2 AMAHMN(UISN MRo| e{HM)S FUSIC
(1) 120mg/kg/day(QIH|Z|CHE 6122F0| oF 16HH)2 37HE 7+ FO3H 2434 JHOIA & S0| BHEtE|UCt
280mg/kg/day7tX| 8ZE B7HAIH T3 L% THoll 115 20 HEE L AMZ SEEMo| T
Ak
(2) 2187t AJ&le| 424 7H(202| : 10mg/kg/day, 120mg/kg/day)ollA T3] ZIEIAZZI0| BEHE(QICE
(3) BRAG HEAMNERFTY £8, 23(87)) Y EHFY Z2olMe| HEME FR)0| 0] AZe
CI2 AZE0| FO{E ol M= HEECH

n

B Y 71287 H2(1~300) 22 (A7t : MEUREE 367HE)

W EHELS| 1 308/, 30088

B HEEM 2Z 0EY 1 20234 18 22

% 2 ORtE2 2401002 X ZR2|7|E(KGMP)| M2t HIZ X SEIZIAS Tst MSULICE 2o LA AL
7|2t0] FatEUALE HE, I E= A&H oIZS AUsIAUS Wi TYUME Sal wksto] =L

x B2 B 9l mlsia| A : sH=olotE o e #4(1644-6223)

% Of210]9] £0| ZX| o= R0 2ESHIAIR.

% MEH0| HE2ME B godAlo,

% 7|EH AR 9| - 0|9} HOlstLE FALS AHIX} AEHA 080-520-61002 22ISHIAIR.
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