VI. RLERIPHR R USRS

1. REWRITHER

FBEE | mREME | 6%/ B | R5EE | R58Mme/ke)

_ IR - |EEE  500mg/kg
TR | SR EAAD | gps .y 1 6 | MESO | 0. 50. 150. 500 | - b h&SBEEIHTS
el e Hx2 ;1,201
SIER I hERG®E rﬂ@%fégm 5 invitro | 0. 10. 30. 100 | - |E8®E : 100mg/kg
RiETER M, DI CENREBERICHTS

ME DI -5 | w4 | BEMEO | 0. 10. 30. 100 | HE*3:740
DEX
gnge | s - WEEE  150me/ke
FFIRRIC — = = 2 R
Rk besa - 461

¥1 . HEK29B3#iRBIC B 17 252D EALIE umol/L
%2 S NEEHRSEMRBRICEHITH500Me/ KRS EEDCre (543 ug/mL) £ ERNTDCrax(420.6708/mL) * &ML
%3 P SEMRORSEMRERICHITH100me/ke/BIRSEDRSIBEDCrax(311.5ug/mL) &, ENTDCrax(420.67ng/mL) * &ML
¥4 Sy MIBREEOHRSEHRBICHFTH100me/ke/BRSEDIFSIHENDCrax(194ug/mL) & B NTDCrnax(420.670g/mL) * &N
(Tv NMBEOmg/kegid 58 DI hEYREN R0, MEORAEHDKETEL)
* EERABEICRTFXZ Nmga181E. 7HERRERS LEEEDRSTHED Cra(46E2HR)

2. SR
(1) BERS SRR

R | /B | RSEE |

#5828 (mg/kg) B DHEE (mg/kg)

SD v h &5 | #&0 | 0. 500. 1,000. 2,000 1,000
YN >1,000
HZUAFLE| &1 | #O | 0. 10, 100, 300, 1.000 | (300ma/ke. 1.000me/KeCIEHAESA)

5 SRR S B ABORS 1 BEO—RREROMES K75 MREARIC &Y, BEBEEFE
Q) REZRSEERR

1) SDZ v FO1ZERERORS S MG R
(HEHER10%510/8%. 1Z5=2:0. 30. 100. 300mg/kg/H)
300mg/keg/ BB D THAEDFA. 300meg/kg/ HED MM THRMEKE. NEJOLEVREE.
AN KNTUY NMEOBRDHPRDSNTZDH. WTNOEAMEEREICKYEEEDS RS NZ. BE.
100mg/kg/ BEE AV 300mg/kg/ BEX D it T IEEZE DEIN. 300mg/kg/ BEF Dl THRE X
FF#RAEAER. 300mg/keg/ BEF Dt TR DB E/NEBAEDIBED D DNED . FFEDRBFERD
FEERICEEL BNt EZEZ 5Nz, BEMEF 100me/kg/ BEHES N,

2) SDZv hD26EEROR S S MR

(HEmER1201/8%. 752 :0. 12. 60. 300mg/keg/H)

300mg/kg/ BEDEMEHBREL DM HIROY 724 MO FIHSET L7z, 300mg/kg/ BHEED
W TAEEDOMD . FEENINF. BEEOFHADLOICHMERE. NEIJ/OEVEE. AX MUY ME.
M/NREDBED RO SHNT=H. WTHROBACBREICK) BEEDRENZ. Tl KRREICE/N
HEDEBMARD SNz, BH. 12mg/kg/ BEER D 60mg/kg/ BELD 1 0N 300mg/kg/ HEED
M CAREE DB, 60mg/keg/ BEED MR U 300meg/kg/ BEL DIt CAHARRAR KA RO Sz
M. FEYPRBBEROFEERICEHELLBICHEREZE A bz, BEME(F60me/ke/ B EHE
hiz. *MEREYRE AN E LR CIRE | MR 400/ B, NFXS NEERE IR 126]/30)
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URECE Tablets 0.5mg-1mg-2mg

3) W=7 1MYIO13BEFEROKRES S ER

(R 3GI/E. 1358 :0. 10. 30. 100mg/ke/H) %;2
100mg/kg/ BEDHE A flZ 2 BIREEBEADO/HERET71I BB ICTBZICHEHL 2z, AAITIE. KB %

HERZHRECTERMRORD BB SN, KKK, NEJTOEVRE. AY AT Uy ME. B
KEL /MR DZE L WD FOEAHRO SN, £ #E4BRBOMRFIRETCNE/OEY
REDMD ROREIFR B OBMDRD Shfc. £FAFTIEL. 100mg/kg/ BREDMETRIIE i
FEMPEDOEMDBD 57z, 100mg/kg/ BREDOME 1 HITIXRS 13BRICHMBE. NE/OE>
RE. AN NI Uy MEDHP DR SN KblES T2 HITHRE RO RIS DEREMROEMD S
ROLENTe WITNDOBRLEREICKVREEDP RSN, REEBACEZHIRETIE. BEHRO

HEIARD SN 2BITT U >/ Bk S 1B IBIEIMA R D, EHMEEITI30me/ke/ B EHE >
Shiz.

4) h=Z7A4FILOI9BEFEERORESFEHER i
(MERER-A%51/8%. REE:0. 3. 12, 50mg/kg/H) .
50mg/ke/ BE D 1 flx £ HREBLD D% 584 BBICTRAKICH L. AFITE. HIEM %

WPMRE CEMEOEI. Him. KE. Mmit. EERESSEHIESOEEEORERELHIR S
Do, BE. A TROONEBEOREFIHRERDSAD I TRHENZ EHSBEBENEERSD -
FEHSELICEBETCEARAVEDOO, HLO13BEMROZS5SEEAB(BSHE 100me/ke/ B) B
ROKZRED 50me/ke/ BEOMOEH TRAKDFARIRO SN TOWARNIE. BYEDERERT &
BAKEMEDBORELMENPBALUL TVWBIEDL L. BREERE CHHIJREDEA DN, S

F7c. 50mg/kg/ BEDOH 1 flzFIC LD B DOHZR 585 BB ICYERICH L. BEESHE -
(F12me/ke/ BEHE SN, 2

Q) BIESMHHRER (in vitro. Sv k)™
XAIFTABROKRBREZBVEREAZRAB CIE. KEEELCROBEETAROIEFET C.
RFXS NIC KB BEFEREEFHMIEROSNED O,

CHL/IUMiRR Z B W2 BAREEHE TIE. KBERCROBFETROIEFEE T T, BGHEHIRTELE
(10%LI L) ZBA B A EABEREETMREOEIRBEEOEMARD SN, NFXZ KD CHL/IUMMA
I L TRBREEEFRT DI EHRINT,

S NEBOIMERE (I vivo) ROS Y NTHEE B R EBEDNA S BRAB TR, ZhEh
RF RS RICE B/ MBEEFMER O DNABEBRM X RO B HA DS 7=,

TR
ovet@r B It

DB FH R

4) BARERR(TTR. Fv )7
e BECSF 1 ¥ A (& 5061/ 8) RUMEH F344 5 b (& 506)/8)1C. KFXS KO, 3. 10,
30mg/kg/ B 1 H 1E 104 BEEORS LAHER. NFXS NMESICEE L2EFROENL D
[REB IR R UIEBBIRE O BINIERBD Shah o7k,

PR R Sy,

SRR\
S < 5

O) EERES B
1) ZREERVEBERE COMPEREICEATEIRB (T YN =
ittt SD S b (£ 2041 /80 RKF XS RO, 30, 100, 300me/ke/ B% 1 B 1 ERRO#S L7 (% i
SHEIEZhZ . i R4 B 5 REIEERTR £ T, i 3BT 2BAD SR 7 B E TR,
300mse/kg/ BEOHEHOH B T, BEBORED ROGERINNG. HORBY THEORI LV y
ICEGH. BRE. EEEBRORLPRBO DN, BHEORBYO—IRBUER OCEIEHEICTT D .1
MEERWOICHBLREICTT 2MBEERIE. LVIThD 100me/ke/ BEHES N, s

70



2)IF - BRIRRAICEHTIREB(SY, oHF)

FRSD T F(19XF2061/85) IC NFXZ KO, 30. 100. 300mg/kg/BaEsx7HD 5
17THET1H1EROKS LEFER. 300me/keg/ HEOFEH T. |BEEDFD . KREBININH].
HKEOHPDDRO SN, 300mg/kg/ BEDKBET. BREZ(E/NBEHE. T2BFEE. B
BE) ORIBBEDIBINDRD SNz, BEYO—REENROEBEEICTT H2ESEHESW O -
BRRBREICHTDESEZIE. WITNhH 100meg/kg/ BEHES N,

EPRNZW 7 F (19X 204)/85) IC KFXZ KO, 10, 30. 100. 300mg/kg/ HZz 46 H
PH18HET1 B 1EROKRE LFER. 300mg/kg/ BEEDOEEFHYT. EEEDRL . KEEMN
El. FEOEAD . BEHSRD SN, 100mg/kg/ BEEATD 300me/kg/ BEDBIRT. BHREZR (5
SBFFHE R OEHIBE) DRIRBE DN ISENNER D RD DMz, BEHO—RKREEROAESE
HeelCxd 5EEMEEIE100me/kg/ B, I - BREEICH T HESME(X30meg/kg/ BEHE
<hiz.

3) HAERIKA U HAERDORELOICBAFOHEEICET SRR (FYN

FRSD T M (2061/8) ICKFXZ KO, 30. 100. 300mg/keg/ B=itix7 BHh 52 %E21 H
FT1H1EROKS LFER. 300meg/kg/ BEOEHY T. BEEDRLD . AEENIDH . A=
DFL . FHRABDOIERED RO Sz, 300mg/kg/ BEOBILBTOHEAIR T, BER, H4#%0H
DEBFER, £EHAERK. EER4HOEFREBOBD U OICHILEERDAED R AMEBDRD 5.
100mg/kg/ BEE A1V 300me/kg/ BEDEILEDHAERT. MEERDHEIEFEBEBDATE
BEA. 300meg/kg/ BEDOBILBEOHAR T, MEERDOERODENDRO SNz, MHELHER
B E B /oA TEEERR T (R EIASER) Tldk. 100mg/kg/ BEE R0 300me/kg/ BEF CRRBZHD A .
300mg/kg/ BB TSREROBPDDIRBOH SNz, EIERERERMEER & ENB HENY K A E i
Y CITEMRERMEAROEIERERE GBINKE) DD REXRRUZRIEOHD SIELAE RICER
LERbEEZEZ Nz, BEYO—KREEROETEHEICHT T 2 ESHEE1E100meg/kg/ B, H4E
BRI 2ESMEE30me/kg/ BEHESI N,

6) E Dt DE M BR
1) FURMERBR (ELEY . ¥ TR)

HHartley BILEY NZ2RBWVWTRERBNE2EET T 71 25> —RIG(GF)/ 3 RUREZSKRET T
T4 2F—RIG(GH/F) ZiRad LIEER. WIThbEETHY . #EBALB/c~ T A(66/%)
ROHCIHY 7 A(GHI/EB) EMWTEBREREY T 7« 7F¥ > —RIBZERE LER. LWINh
BHETHO, INhEoDZEDPDH. RFXTREFEILEY FROXYTAICH LU THREZRZ R0
EEADBbNTC,

2) S ttER (in vitro)®®

BABEND =TI GE)DPOSER L2z NFXZ NEIL-2 (HHEIRE30U/mL)AINE#T
K T28FFE A > F 2 X— & BrdU DfifRNOERVAAZRE L. BHEMROLSs%Z ) >/ \3ihEl
DIEZEE U TEHM L /24ER. 300ug/mL T VI EKWE(AERDPRD bzl EDDH. RFIXTRN
EYILD 2 NEKICSH L THEIERZR T 2 PRSI N, o RFEHETELEOHARA
SHEGH)ROESDZY MEHDDPSEM L /c2mZB0THRE LEER. ThEtNhORERE
300ug/mLKR T 1,000ug/mLTYU 2 /NERPHEMERIEIEBDONT . NTFX T NDU 2/ BKhFEL
ERICIIBED H D I EDTREEI NIz,



URECE Tablets 0.5mg-1mg-2mg

) FEYMRUBRZEDOKRS (in vitro. Tv )
WSD=wv NBHI/EE)IC. RFXZ N1, 3. 10mg/kg/HAZ1B1RI7EBEEO®RS L/EE.
KFXSRIESY MR LT, 1~10me/ke/ BOFBTIRIFEYARBBREFE LAV &5
RENTE, £/ HESDZY MBHI/E)IC. NFXZ RK30mg/ke/ BAU300mg/keg/ HZ= 1 H
1TE14BBROXRS LEFER. KFXTRETY MIXEL T, 300mg/kg/ HO BE TIEIFEY
KRHERZFEIHED RSN,
v NFfRRARWT. RFXZRNEE1. 3. 10. 30. 100. 300umol/L TDHOCYP2B1 AT
CYP3A1TICW T AFEER 2 LR, NFX T NEZy MTRBICEWTCYP2B1 MEE:
ERZRLIzEEZ BN, WP CYPIATICDWTIEBHERE(T =/ /NLEAX—JL 1,000 umol/L)
THRELRFEERISAONT . BOZYUPBESNED > /EZOFM TR D7,

DRBURBR (YN
HLong-Evans > b (5H)/8)IC. RFXZ KO, 1. 10. 100mg/kg B E#HEOZES L. UVA
ERELUER. RFXTRNESICEHEL/ARBEORNEMNER. ENEOAIE. RRIZMNBEL O
IORIBHEBZOREBICES TA2EEAONT . NFXT RNiFLong-EvansZw MIx L THEEA
REKEWEEZR DN,

5)IhaAVRUTICHTBEEDRE (in vitro)®™
mINEZY NOFFEASI NN 7RBRZRAEL . BRBEBATE AT LZBWNTCI MO
N1 7O %z BlE L. £ 7= MitoCheck® Complex Activity Assay Kit (70 O KUF)
AW NIV R TEBRESADFEEZAE LEFER. RFXZRICKDI hOY N 7iEsE
DEZENUEEYEREE ) AV ZR"B T 5FRIFERDOONLED D,

6) EHEAREDIKE (in vitro)™
E NFRAREERIC C- N F X T N (RHIIRE 10umol/L) &M L T28M >+ 2 X— MME. B
WlROKRSEEEAEL. HERABETMUIHER. NFXD NCLZFlRAORER-EENLE
HMURTEE ) 20 TR DRIERD SNED O 72,

7)IL-8E4L#IEIEE L5t (in vitro)®”

THP-1#f2 (& b REEIREBMFEBEMAER) ICKFXZ KA 3. 10. 30. 100umol/LDEET
AILTE NFI 70OV —ATFE TN C4EEEER. LEFOIL-8REROMBEGTRZEML 2
R, NFXTNIKBZRERICORBZNLUEEYUEREE)) AV ZRRTBDEFRIERO 5N
Bmhoz,.
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