EAEEEZ 0723 F 45
TRk 30 7T H 23 B

#HEN R
%| REFTRET | MAEXES () & K
OB K

B A (R - AT R E I R A S ERE
(& B % W)

[EEHBFR &EERERRHO =D OEYEERRT A FF 4]
(22T

EXRLOHEIERAORNFEICOWTIE, BUHEERORNZITIEDCS
BLTAREERE LT [FEYBEERORIIFEICOWT) (FK 13 £6 A 4
BT EERERE 813 FELTBHEEERFEEFERE BN, LT MHBH) &
VW5, ARINTRY, 0% MERSBRZRE L EEREHRZED =D OIEYHE
BEERATA RS A (BRE)] OARITOWT] (ER264E7 B 8 BFHTEL
FHEERENWREETERESER) KXV TA FIA VEBEARLELE
AT,

Sk, BERAOEFOBMEEE X, REREEZREL, IR0 LBY [ER
RS L EERFRREO D OEMBEERT A RIA Y (AT IRIA S
Av) VWS ) BEDELDELE,

DEFELTHR, BETOBRERIAMZE LI BREWVWLET,

B, BAFA FFA4 TR, ALTRLTWA LB, EELOHERERIZEBIT
AEMEMEEBOFEICY 0, BEACBONTHSHICIRY THE—BY
RFEERRLTHET,

FOWD . BHA N7 VITRENIRIFFEESBICLEZET, ML s
EERMOFEMEEE 2| FRCHERNOEHCESHTREINEF LV
A S BRIBOCFE L2 £, BURBENAEEEAL N EEEET X
7. HMEBEERNET, :

Fir, ABERMOFEHICHEZY, IBBRAEELELET, Iy, thoBmaX
TEEEED, BRI AERC YW T, ABMeHBBEEwn,



(BIF)

B¥k
1 iz
11 R B
1.2 #HRA%E
13 S E ERRB O RN 1) B R
2. W 33V B SEAAE B 1R P
2.1 LB BpHOTAL: A - % 1 — b OIWRR ORI~ O 2
211 HWRESUHEERRE 2556
2.1.2 HHREPBEEREE R DEE
2.2 HCEED I RIE TR
221 BERESEREEREL 255
222 WRESBEMERRL 2556
23 EEBIZRITE F IV AR—F—E LR EER
2.4 WLEICR 5 RIMRBER 2 L BB E (FR
3. MERBAT R RIS T 3817 5 MR E R
31 MFRARE
3.2 BT R UMERLSTR
3.2.1 $EOMBRRS L OFKE
32.2 HEE~DEOALE CHEICIIT B b T 1 2 K— F—DBE
4, ERENTIT 3 AR E ER
41 PREIRERAE R 5 TR ORE
4.2 PHIENEDNWER BB T 5 THRIEORN
4.3 BERIED ST £ M 5 TR ORN
4.4 PASOLISN DRERE A L7 MR EL AR B 5 IR
45 EMEE A AT nO—SREKR, AWEREKERR) L OMEEA
5. HEliz IS BERIAREIER
5.1 BBz 3 K EER
5.2 FFRERIRREC 301 5 B IR E 6/
6. FTUAR—F—&A LI SREIERC T SRR
6.1 In vitroFBRIZB W T B E & —3E
62 MBS F 7 AR —F — &0 L2 E R OB
6.3 NFRUC I B b T v R H— & — %A LI SRR E (£ ORE

ERRISE L HEARRRAO L DOBWREREA A k54,



6.4 BB 5 b7 U AR—F —& N L EBREEAORE
7. BRRIEFE E M ARBRIC X 2 7%
7.1 BRREYHEERARBROLERRUEROZ A I 7
7.2 BT R ERPHEEEAOBEL I NT A—F
7.3 BRBRT A
7.4 BeHREBERE
75 #EHELREDFAI T
7.6 R BBERR O NI AR—F —OHEEDBIR
7.6.1 P450DRBEIE L BV - BRI E 1R RS
7.6.2 PASOLIA O RIGIRMHBER R O b T V AR—F —DIREE S AV - BREDHEEERRR
7.7 FGHEER OFEIEDOBIR
7.8 EHABBERR VT v AR—F —DEEORR
7.9 FRERFEMR A ERRBRIC X B FEMICRIT 3 EOMoEEEIE
7.9.1 HAHBEREY L SRBIBHRED
7.9.2 BPHNAMEER L T v AR—F —DORHHFHH ST 2 DR EER
793 B 7 FNEERR
7.9.4 BHEFRRYBIRRAREC X 2 EMMEERORE
7.95 FEReEHEREFTHOHREITOVWTOERE
7.9.51 BIEFEREEE L RYHEERORN
7.9.5.2 HRENEL LTUEIRERE2E TR EDRBE AT 2BECHAEINIHE
7.9.53 RREER ZRBEHE LR2WgE
8. YA EIERICEE T 52 MR L ERRRIZ VW TERERSELF
8.1 i EDEE~DREH
8.2 [HEAA%E] OW~DHE
8.3 [IEMENE] OE~OTHE
9. BETHIEHREOTA FFA
10. HsE—
11. &
111 HR—% -
11.2 TEH
113 BH, MEERUHEEOREY]



1. iZC®iz
11 R LAY

BRI CIAR B % R 7 D IR ORI S 0T 5 BARE < . SHREDROREERC R
MUECH S, FWREERC L) EEREHERREN: ) BEDRNEE LV T 288855 - &b
5. FEOMIBITBTIL, 4 U5 HRIED S 5 EUAREER OWE & 2 0RELEIICTHE L. BED
TR E 2 bRV 5 EIHET 3 BERD S,

ESERBERCHIT BRI A O IE, AR OB ARA TR & RIS Ui AR
HRBECHY . FHEN. RERORRMBERDCHB, AAA K54 0B, EWREEROESR
BT, FARRERER D NEE LI 5 7 D OMERRE, ROt M 3 RWREEROBBRO
BHE L T OBRE TR 5 b DHFRRRIC VT, AR FER OB OEE, LICRBEROMR
RR O RIR I AT 5 — RO L IRTT 5 2 L e b B, AXA FoA K%, Kbk LRI 2
BRI EAEAARET 5 R BEICHET 5 - b T, EXBERODRILICETS & L bic, BR
B 18 b T 8 2 I B A AR B~ LI & 0 . IR 2 BIER ORI A
BOETAEE S, EERORRT 4y hE I 27 OAT Y REEEL L, BEERMEES D2 2
BHFENhD,

RAHA BT A4 LGk, BRI TR RN Th 5 — MR FELIRTT 5, Ll B0k
Y & D E MR - (LRONE, REER, BUBIE, BRICRT A ERFIEERRRBOT, TMAE
(ERO T RN T 5 H D, BRT HERR LIRS, TWHEEERRROEIEIC b o T,
FHA FF4 2 CR_BFRIEATCE & . BYOMEICS LR 2 B RR T <% Th 3,
Fie. BEC ORISR AT O 5 < BT LV R R O 6E 00 B b BRI SAR L
BATRETHS, '

1.2 EAHHE

EHA FSA ik, EEBBSCET 5 RUREERORNRUE ORBE L EEICFRRET 57200
BRIRUHFEER L bOTH S, ThRbb, b Mok 2 EUHEERORRL TR L. ERRBRER
DREWEHNT 2 DLRMBREMCRESNS b Mk, © NEDRIBERS | 72 AR—5 — 055
& AV Iein vitoBBR, ERSRIRMIEEMERRER, R OBARE I EAR EAER ORM S HE L SN B
&, BUIENL DRREFNIXES CHMRET 3 B4CEAT 5,

EWHEERILH L O RERBITBNTELS TR D B, BV KT 4 L TIREDRSMIAL
BEYIEEER 2R LICERT 55, BEABF CHAOERERKIT VT LB, BRI DR
BBV TE CHRMREERCEL T, B5ERATEDS 2 2T, BRI ORE BT 5
LICEE L, EE, AHA FI4 0 TRLEELESR LRI 5, |

EHA F5 A wTEETHEWREFERR, BERONE, BUERIISRIEIEICEES RiES fLRIED
B (A AT 7 ) e OB EYRRRRERRE DML ET) | LONCERD & Sl

RELFa S (B, MEE, i, V7V AL D) LORMICELSEELTH D,
3



- EMHEAERIS, BT XD BMBBERNMEEIER (pharmacokinetic druginteraction) & Z&FEFEH)
EIER (pharmacodynamic drug interaction) ICKBI&N D, BIEXFYOBIR, S5, XL
B BHAEERAORR. EH IR oM PRE RS AAREL T LItk VB Ehs b
DTHD, BERRBERABERYV ALV HLHE Lo TR LICLY, HBWIHARDIEY
BEMYTEED LR EVELIRETHD, EAFMMEMRRICOVT, —RIBRAFEL LT
BHA RTA TR LERETHY . BNFOHEFERAERNT 0 0RBROEMBCBEL TR, X
BOEBERSTFHRSNSBRERIIG T, BEHMT 208X H 5, £, BV K1 THR, —
IRE 72 IR RNBESR T b T AR — 7 — 2N T 2 EWBIBRFEHOREERE PLITRRERB, Y FPr
LoNFAr S UARFEMEBREREOFRICBIT3ABEEAREFAOL I, BT L > TIEERTAF
FA O —RAREDREHHELAOBELRBAEL. ToFER, YEBRC LV RMESh A
EmORWBEICEELFL,. FUBRBRFOREERZETIHARHI I LICbERBLETH D,

1.3 EMHEERARBROEEIC BT 3R

R EERL, BRPOEY EREE) RUAINIEEDSH 2BRABEEICOWT, HIREE
REE LD (BEEAZXTS) WML HERAEL RS HEERES25) WiEEOME?bHRE
15, —HRIC. KB EEAORKNFEELTRT b, HEEAESEREERED EEHARRK
RS ARER ERMCIMT A LERD S, TOHROEHIZ, b MABREUEDRHEERS T
AR—F —DRRFZL A\ icin vitroRBE 2 ETER L, EWREEROER & 720152 £4AEA LU
ECHEFEANRET HFRELRN L LT, HEIR LT, BT~ RKEDBEERRREFE
5, BMEREDEEENRREZERE LB, BontRBRaRIicESsMEFAORELRERT S L
Ebhiz, BHREMOMBSEOENL, EMERR~OBLER L LT, ElT &, iEEBRES
REWEERERRTZ2ZLPEETHD, T, TOBRIEREEHF IO DT ffificRitsh
RITHRER LR,

ZEYMREERAREBIL, FANCR NI EBREEOWEN - (LFERME, IR, BB
m%ﬁwr%ﬁéﬂé%%mﬁwm@%ﬁ%#ﬁ%ﬁ%%@&@%mféu%%ﬁ%ﬁ%%h?yzﬁ—
Z —IZ%HT BV PERE % A isin vitroRBR R UERIREEWR A/ERBRORERIL, ftho Kbtk o3E
WHEEEAOTRICERTH S, BRICEN T, MPIRBHIBRE CFET S X 5 RS RIAER
{ER % 5| 2 Z T ARetEN & 2 Y UL ERERIIC B RO 5 2 SEEE M 2 AT 2N ERT 2 561
i, BEAEMTIC OV T ODLEIS U TERPHEERANE LS FREEERET 5. . ERARSHR
PERIZIARSE, BEREEAMLOIRN & O ARE ZIHEE LTHR SO 2BE. AL LTHYT 55
OFFIIC L 5 REREVREERRAREEE T2,

ERRHERBIC T HRYEEEARBL., BHROMLRE L TEBMICEET 5, HRENEHEEER
R UUEEIEREE & 72 5 RIREME 2 3T B in vitroRA BRI, ZEOWRE H 2 WERHIFO®RE 21T 5 81 (B
. BIMEREARAE) ETIREHET~EThHD, B, HHERBRTRET 8N, nvitroRBRICES &

wHREOME (L) BERSERUCRORBMOFREIET S, £/, BRRPREEARBRECE b
4



R AT AR, BUHRRRBEMAICELE T2 Z A E LY, B EORNITEHIIEW KRR
BHCIRE SN T FERRAR TR O BRBRAIRICE S <FRIE, BREHERFISERTI2E0OHET, LV R
MOBRRAR % B 2BRICEICRE S 3 BERH D,
EEMFRFEOFRICENT, BYAAEIEMAOTREL PRI, BRRBREROREIERRT A
BT AR ED DI, Eﬂ?ﬁ’)%%ﬁﬁ?ﬁ (physiologicéllybasedpharmacokiﬁetics (PBPK) ) %%
BERALEET V7 Ial—va VBERATHD, ET V78V I alb—ia MCXBARFHIRBNT
i, RNBEICS LT, AT EFAREMT 5V ab—y s VOREEFHEMRT S L L bicBb
NEBROBEMEHERTISLERDH D, ARFHEHICV I a2 L—va VOBRREFIAT2HAITE. £
FAORECHATIRERVETABEOCRRICETIHRET L LT, HHZENNED L OMEE &
bIcAEREY  ER - BEOBRAND, MESREEFALEBLEYI 2 b—va VBROZYEL RN
THUNERH D, :
BESKIC 5 C BRI & F ISR O CHRE R M E AR S N b OO, E DAL DBERE 2391
ENTIRBRWEAICIE, BNMOBMFEITo> 2Ltk v, KUBEEAPELC B 2R 5 2 L 3HR
Ehd, ‘

¥, BYHEAEREHRIT SBRRBROERCH - T, EXEmOEKPRBROEROLEEICETS
&4 (GCP) #WSFL TITV, EMBRROFEMIL IEXMOBREVIERBRIZOWT] (Elki13FE6A 1R
f EFEFEHKE7I6T) CHERL TTI,

2. BT B KR EER

?i%{h%?ﬁ%03'2%%@@!:%#7‘5%%*EE{’E}%#1\ EIIROREGINDWRIECRIBE L 2503, s
BICHLE D DRI SN B ATRMEDH HRAK, AAKE, DIEBERIERSTL, RBOEREEERAZ
BESSETHB, -
Ehe, BYOWIGERICIE, SAREG TR RANTORS bRE RBBERIET T LBH B, Th
EORBOS L. EREOMAIOWEY - (LRSI TN T DRBIEMA O+ 2B X D B R
FRNBTETH D, LizoT, BLT21~220R AR T FRBEIR VW TERTI L EBIT, Thb
PBPRTERNE 5 RRMBEOBCARD bNIBRITIE, BECH LT, HiboERMANER U
NS YRR — %S LIARERAOTER LS T, TORRERNT 5,

RAGERICRIET RFOFBIC OV TIEAIC X EBSRE 51, BKMAIOVTRNT 5, &
REFIOER ISV [EELOBEEDEEREBRIZ>\WT) (ERI3ECALIATT ERERFE7I6H)
L BRT 5.,

2.1 {HEERICBI pHOEAL, BEE » ¥ 1 —  OWARE USRI~ DFE
2.1.1 WRIENWIEEEREL RIGE
PRI OBMMEIZpHIRTFERE D 23551, BRpHEELEE3EY (o bRy 7HEE, 1

SRR, ROBBES) & ORI X 5 HLERIR~DRE Y THET 57 bic. BREWH IR
' 5



MERE KT D LB RN T 5.

HRAERUERDES (INV T LE) LORTHEEE - FL— b, TEAVERERSRDLZLITXD,
HBREOMLERRBET XISHEMT 38808 H 50T, ENOHEE - (CRRSEZRE X, LEIE

CHES SRR T 5 et Zin vitro CEFEI 35, & B2, YR - (LFRFER Bin vitro7 — F i b,

BRERIZBO THEA RS OWENREEL 2 5 TREENR I NHESICE, KNS L ORKEDEEERR
BEEHT A BHEMEERET S, ARIEES SN HERR TR FIERRTLRICBIT B I vy OFRE
BERNROHELERET S, '

BEOEBEORNIL., BFOEEERLZTOTVEMTEETHZ ENEE LW, PR, FEEES
B < JHILERN TOBRREMEVEB ORI, BIEEROBERICERT 5 BH O SIS X U ERE
REED, BYOHEBFERNAENT 2868H5 2 LIcEET 5,

2.1.2 BBRENSHEERR L R2DEE

WBRIENHRpHEE(L SR EHE. pHKTFE R T OEHOHELE RN ~DHEEL TR L. RRED
HEERRRICBWTIHET 2 0EEEZRIT 5, Ele, HREOFHEEIZ Lo Tk, EefkoRRz
ML TRYORIBEEEL 5%, MOWFOARIEIC SV THRITT 5,

2.2 LB ERC RIETRE
221 WRESEHREEMNREL 2286

M EBCRETLRY TnAvF Uy, AZarT3IFE) oML, BAOREES/NS
BITEEZE(LEE. HLEEPLORMORINEELZEH SRS, i, BRI IV FASHOHRLE
ERELRY, MENSORILEENRED NI Z LRH D, ZhbdHh, R PiRE-REHEthR TE
% (areaunder concentration-time curve (AUC) ) OB L% 5> EHBMEOEBEIN R L FEITIL, #
BREONRM~DORBIZLER ‘?‘6%%7&%6

222 HBESHEERRLE 256

RIS BHEH U R R EBNC S L TRE 2 RIET 2 LALLM RS, thoRYORYERICHES
5% BAMEERS D, TOHAITHE, BROICHIEE 23 KUREEROE L3 TR RN L, BB
IS CTHEE R RER (B, HHiSHT 5FRAOBERE LTI M7/ 72Y) ENTHERZ
T 5. T XD 2BHRHIIBEERIC T DRI, FEESERORESNIEESTH-oThAE
UATREMER S D Z LITEET 5,

23 HILFCRY B b7V AR—F— &R LI IR |

L RO SR OIS LI BB LTV BEEAS: F TV AR—F — 2 & 0 SRR S h 5 1
&, AU FF YR R—F—i L RIS N B MORY UL AN & ORICHEERAREL, BEHoR
WAET+BZ L0855, INEEEMOMRE Izt b 5 AR—F —REEL TR Y, —LoEY

6



T, B S R 0 A E R, BN (MARR) BT BENC, Phl R T RR—F
—Z ko TMNEEREN A~ S5, FHFF R ﬁf-fﬁ'—ODBE%i:J: D IR DRIRAER T 5 EMIEE
fER=, HEEBIB3HE I v AR—Z—THIPHEERE (P-glycoprotein  (P-gp) ) ORIEFHIC
LV, BYoRISET T 5BUEEERbL® D,

(A b B iR o S |2 38 34 5 P-gp . (Fbreast cancer resistance protein (BCRP) X, Wih bk
FFrAR—F—L LT, BEERIZEDOBERNEET D, —FH., P-gpXiIBCRPOEH LIAE
WOGRICL Y, EEORRAHEIT A AEERD S, O, HBRENP-gpXiXBCRPOER L1257
fBtE, W NTP-gp X IFBCRPIZ T 2 HRIKDOMEERIC oW T, FRIE L TinvitroRBC L Y FHET 3,

(R FIEIT6.2H R U11L.2EAK2-1~X2-388) ,

24 BRI ARYAHHEREN L EYHEEER

WIS, B/ NBIIETIL, o k7 ©.AP450 (P450) DAY TFHETHHCYP3A (CYP3A4RUICYP3AS) 2%
£ FERL TN B, PRV TCYP3AIL L 2 FIELEERHE K& < Zi) 2RI TIL, CYP3AZIAET D
EHOHERIC LY A FT A F YT KT B, CYPIALFEE S 2IMO AR X 1 FTHE & Rk
MBI BT HCYP3AYHE S D &, HREOMPREXET T3, Liesis T, HBREOYRRIEN
HOBELLZERL, NECELTUMBIRBT2RUAEFAZHNT 2 (FERCEEAIESZR)
—H T, WRIENSCYPIAZEET A HAIIE, /NBITRT 2REABEOBRYI OB LT,

F70. CYPIARE 2T MAYIOBSOEBIZ YN THLEETIMNENLS, iz, Fv—FT7A—
VY a— ATIICYPIAT M AETAMER S END D, F—T 70—V Va—R ERKE, TV
—FIN—Y P — ZAOTWEIZ, CYPIAIRE VL LTRBMENSRAELERA LLBEIC, RN
BORAFTRATEYV T 4 B ERETIREERHDZEERHET S, ,

CYP3ADEEIIP-gpDEE THBE Z &BEL ., FORFBEENIFE SN BEOEYRAEERDY
A Y BB EV TFHhT 5,

3. MEBAT R UMERSIC BT 5 R EER

oL hfEF CIFEAE LA LTHFEEL, £k, SN CTRERER HTEOMEMED L
AHLTFEL TS, ML EROMORBOBITEIMEMIC LD L b, BAMEOERICLDIF
EAEROEHNEDEEEAORE LR LYESD, i, EMT Lo THEOMEBLMIC 72 AR
—F—BEETHILRHD,

3.1 BEEREES

ORI BV R AT B EARREL T AT LU ThE N, —RORMTe—~RIHEELE, )
HEEBERERT B, MviroCIITE B & ORARATE (90%5l L) HREOEYIAE A% R
FAMITIE, BABAEOMEL FAORELA LML TR BERD S,

HEOHEERICL Y HAEPEETIREOCVDL 2L LT, IFERE LG LEENOBRIZESHO

7



BHo, MFEAELMHEETI0AEICLY . HRESHEEEAE» bIEREL ., miEhIEREaH o R
BERATZ, ELAEOEE, MIEPEEFEGFRECTIIID 2NN, BIITHK LOBEELREE S
Fe b ShVH, HBREOMERE AR SENI9%L LT, BFREAHELS., o, BTOREDWTNER
TBAE, MEERAELBIBEATAZLBMbN AR L OAIc LY BEERMEEREZZT LT
Mt o LITEBET B,

1) SHERINEVEDTHHBE. ZOBSIIEDOI )T T U ADOKE S RUPRREO®R SER

DEVIZAR,

2) FEHFCRIIBBREBCI VENNLHEEL, LbLZOIFS )77 U ABKE VBRI FFIRMNIC

BE5T 555,

3) ERBLLOBRERICLVEAPLBBEL, LOLEOTZ VT I U ARKEVEREDORS, 20

BEIREEREMDRY,

—5C, MFERKEOEREZN L THAROEDBICKEL RIETEDIL, HERoBaHIRE
dip L MBEOMPBEPREZRTEMIMOND I LIZHEERLETHS,

3.2 JREBITR ORISR

HBLT DI E DR & OFREOETNC X 5 FRPHEERICML T, £EBICRRT 5B0ALUIHEH
U AR—F —OEEIHERE TS Lic k), ERECHBAN AL T I b BET 3,
3.2.1 $E OGS & DS _ {
FIC k- Tk, MEOZAE, BOH. BESLEROICES L, BAICB1T 2HEAICL v EBND |
IR AT ORI LB E LB Z ERb D,

3.2.2 MEBE~ORUAHRRCHHIZBIT S FF v AR—2—0@E5

FEIE, B OIMEAIESS, B, AR, MEREESICEET A MIEBEEIFICIIEUAR IHEE R T &
R—FBREALTED, FEB~0EYOSHIEET D, b7 UrAR—F N L EBRERRIC
BOWTEMBEERARLE L EBEIE,. YEARTPOEEHREYRELTBHIELIZ LItk (BUALD
PR X v, BEHOBEFICLVIEMT3) | 20EBTORRACREARRICEEL S5 2 5 THEMER
HB,

MERRIZIT D EPRERRIZ, 47 L b TP ORYWRE OB LITRB S D LR bR, i,
LH OSBRI L THOMBRB DS WEBOA TSV TR BRICHEERASE LG8, X
AT OEMRESEH L TY, REFOEYRECEBICKMENRNWEEDEENVNETHS, —F
T, JiTlE. BRSO E 2o, PHEESRIC BV TR EEANE L 2BETL. BHOSMEHE,. &8
V77 URACHEEL, MEPORDRENEHTI2LbH2 G1UE, S2HEZH)

4. TR R 2 MR EER



i RERENET 2 HEERRR T, REEASELARSREEHE L., HHREESHAEEREE
REBATREDOHEERROT CTORBALHIEERZTRMICICE L. /- HEERELREE
i, PR, BESOMFICL Y ZORBOMRMBEREHCEZ SRR IMTHIZ L BEETHD. Y
, &%ﬁ@%fb%%ﬁﬁ¢m®%<m,@m%ﬁ%\%tmmﬁmﬁféait\mwﬁw&uyﬁﬁg
BER (UGT) EOP450LMOBERBEMHEMEMICEET S Z 2 bMbNTN D,

AIH T, P4500 5 5, EER4GFRTHHCYP1AZ, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6
B TRCYP3A (CYP3A4K TFCYP3AS) MBEE-72 R E/ER O RIEM O mita fbicik~ 5, HEERRR
B 5 BAMRFIECOVWTE, HREXZADOSFRICK Y KRB ESh etz RET 2841
mﬁ%\m%%%ﬁmﬂ%ﬁ%ﬁﬁTé%ﬁmmuﬁ&@uﬁ%é%?éait\mMmﬁ%ﬁﬁ&U
MR EERRREZERT IRV 3 2 & R SN2 RROLRBEROF L bR TRT (113
BEHHRL-1~K1-6B8) .

7238 BREORBICIT 2 EERP4S05 FHROFEI/NEVHEITI, fhOP4505-7-E (81 : CYP2A6.
CYP2E1, CYP2]2, CYP4F2) XIXPASOLIS OB & L M EMER O RIEIE 2 RFT 5 44TBBH) .
e, WHREROEELRRBHIC OV THRARIC R EER O RBIEL R 5,

HIRBHCB VTR SOBEREROEDOBRICEET 2 LB —ROTH Y 2O THRHBEER
BEE ThH BCYPSAIREHEMRMENEL | YUMROR S BE T X EYOEBFERICE N, £0TD,
R ERRBROEBIEE L <, DB OBKREMREERRROBRPLET Y V7&Iab—
avERALCGHIT Z L RFRAREEbH D,

41 WEEMFHEERZZT 3 ARECRN (11L.2EHCH1-12H8)

WEREE B EEREE L 72 B TR 2 IRE L, BB AR O F 5 ORE # ERMIC M5 o biit,
BOEOES, HREOENKRSROZ V77 A (CL/F) T 2RI EERZE C 5RO in vivo
21} 5% 5K (Contribiition Ratio, CR) BEETH D, HREOTEHABERERMTHLIBEAE, F -
EROREVERSFREHEEL, TOFEORELZWIERIBYBA LTS, Invitro RERR»G CR
PHETERAICIE., —BCE MNP 7y —AH BN TEERETRPENSEE fm (fraction
metabolized) Z{SHT %, Invitro (NHIRBRR CBRERDBERRE (F : < A7 v ZRR, #RARER
B OfRNL, & (B HEARKEO invive H5E (BRKOHERE) 2HEEL, HEOEKMAHBESR
R WERPERBEOHEELSED 25% U LICHFET 3 LHESNIBAIE. BUBROMEEAK (BiF
113 ADX 1-5, 1-6 BH) ’&'ﬁlb\T:E%%%%*EE#H@%E&@%F@%%E?‘& A, HEERSE DRI
o LOBREREIROBETHoTh, HECK UTHIRNBRERBRYERTAHZ LT, #HREO2587
V75 v AT AR USR5 OFHEA TRETH 5,

ESPREMAR E fEARBR O RMIZEE L Cid, FERRZR Y BMITHRVIEEE (76EAT13EORI-SEH)
RV, HEREOEDEEOELOBEETHET S, RBERICLVEDREEARRY, UIBEEHR
| DREREHCHS LIS BRI, RRROWARKIC I 3 UHBEROF SN ST S

<, BREREMMBE(ERRRLBM L CEMT I HERTIE, —F., BOBERZRAWCREERRRD
9



BEND, AEREDOVERZERTSEEEMFARL RS Z LATFRINHSIR, BETGL T,
BERENCHER S s FieE 2 ZE o b, R UREOMOMEEROREY IBRIESHEERARRTHM, X
i, BEOERRROT COFRASHIT —# CESEHRHNT 5. HEEL ORREYREFEARBIL, B
EFRE OBREVREEARROBRN?S, ET YV /ey Ial—Yay (BIXE, PBPKETFAVORY
ﬁﬁ%ﬁéﬂﬁ%ﬁﬁ@%ﬁ&%ﬁﬁ<ﬁ%?%é%%)%Kib%%%ﬁﬁﬁk&é%%ﬁﬁﬁmﬁé
LAY AT BHD LN INIIBETITNEL RS,

4.2 EERENATRYGHEERZIAE T 5 EEORN (11.2HOK1-28/8)

BERIEHSPAS0ITR L TRABRR 2 BIETMHEPIC2W T, invitroERABRIC & U FFE T 5,

HEERIEM HETE & 722 5 WHEHE 2 5l S 2 7o D OB R EEMAA EERRER 2 ZHET 2 h & ik, HEOBER
RIS 5 REOFET L HFET BT 2EENERZ V7 7 v AEDL (RfE) ZHFHL, Z v b
F7EEL BT D, BBRERICETIFMICBNT I ORERE EOBEAITIL, EYBRBREOREERES
FRFVEE (78ERUIL2ANEL-4BH) & AV TERKEWHELERRREET 5, 25, by bF
THEEIMZ T, AN=AATEI IR (mechanistic static pharmacokinetics (MSPK) ) &5
/v PBPKEFNVEZRWVIZREBAETSH D,

RE(LEICMA T, EELNBDIC L SBEREAEERIC OV THRIT D EREE LY, REREL
LeEE Ui £ EIRBER LG OBAIC L ARFICESE, FTHENR L TRENENEZHIETT B, In vive
THEINEPREEANHEORBMICRE T2 Z LRI TV HIEE. invitro TORBIT LS
BHAERROERT, BEEMRAEERRROF YA VRURRBROMRICAFRTHL S, i, WK
YR EERRBR T, RIpHEERICEET B0 H 2o PREZAIET 5 2 L SR
b,

43 FERENEHAMNERLTHE T I WREOMET (112 HOM 1-3 £8)

BRI LY, BARESIE OMOPASODRBEFIEBER ~ORFBL S L B ANHBEORE, X
RET UV Fab—a CRRIVEL D, EPEEERPE LD FESEERTT 5. —RIC. invitro
REFBRERICESE, BREYREFARROMNESZRFT 22, B, BREDREFRRRTH
WEAFET 2B EbH 5, '

WIS FHHEIE L 72 D FRIE R RT3 - D ORKEDHEEEARREZ £ 20EdL, invitro 77—
FEVHESE, Ay MATEECLAFMET S, Hy MATEECMA T, MSPKEF /L, PBPKET /L
FEERAVWTHTHZ LB TESD,

44 PASOLMOBERZ I LI R E(ERIC BT o5t
M ORBHTEIS LTV B P4S0LIS D BIHERER (8b, e, MK E, BRRUHERRIZES LT
WAEER) LT, B/ T I Ay —¥ (MAQ) . 75 ¥ VT FF 44— (FMO) |, FHvF

FFxHF—E (X0) . TAFT e FAFIF—F (A0) . 7Aa—VRKRBEZERU T AT v REKERSE
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ik, BET AN FRORERUESOREFRIT5 2 LRSS, WRIEN TN b ORMIHRR
DER & 725 TR SN Thk, AR SE A M EOME RS X TR B bH 5.

FIHABERD 5 b, RRERZICUCTCRB SNBFAITIT, TOWEIECEET 5HFROFLS DR
I OWTRE 5 (1L2HORI-1B8) . = 0BEITIE, FERKMAHER Tho S FRICNZT,
% < DERRORBICHET 5 2 L RMBNTWB ST (UGTIAL. UGT2B7%) Icxtd BIEME
BERATAZLBHREIND (112EOR1-288) .

Fhe, VYTV ETAFR Y T UNRABEREOHRIC B 2 HERARIFOOL 5T, B
K E ORARMEE SN EMOTERRBHERIC, — BRI OBROFENAE VEE
i, BRER GE ORI OSBRI A MEEATRNTRE TS, TRLORBRTELAL
E L b ERREB Y BN B BEMA THET 5 IB0E 2 Fik, PASODHAIETS, ToITH, B
MOMREER OB SIE 0G4 b AR R AR (AR 0 SEHE AR 2 1IN 5,

45 MRS (S4TSR O—SRERR. AWEEREELR) & OME/ER

BT, R AR O A & O RE AR IR EOMIBN ~ DL ) Y Y — A
ik BHREEN LTHET B, LicitoT, AMWIRE & HHHTR L OEWBIEEEOM I RRE U5 Thet
ISREMEEZ NS, .

RN A FHA Y XEFA b A EHETTH 5B, BRERUHAROG IR 2D
BAND, PASOXUE b T o A R— ¥ —iCHT B MR OB FUET 5 1o b DA RIAR E/E IR B E 2
T B U R R 5, RIS R B) AR RAR EL A X 1) SR T AR (O FE 2SI LT
D, DR ES< BRERERROBREN S5 BE, LEIRWREERNE LS TEEEZRNT 50
BRI EERR Y BT <% Ths, &bic. k- MRS CRRSNSHAREL LT, o
B (EHTFERRUIEWRS) LHARESNE FEOEMERI SN TE. BEIH LT, SIS
B MR £ DI E e O TSN 2 BRARRBR TG L, 2 ORI IEMBIIEIC R 5 (R0 2 CEh 4
BV F b SHET B = & AR~ & ThHB,

5. PRtz 81T 2 PR EER

51 RedRicis T 5 RYMAEER

B2 )T T RIE, BRIREICK T IE, REEIZRG 3 0B S RA~OLUE, RAD S Mgl
~OFRRIROBE L LTHRESN S, REFICRT 2 0WEERIUL, - b7 v AR—F—% 4 Lk
B AEREREET A L EBMbLN TS, Lo T, b7 rAR—F—2A L TREEPIZEERRIC
i, e, RAECTHRIRSW YT, TORBTEYHEEAPE LS TRERDHS, Zhiinz
THBEDRNEWIL, —RICEY DM IS FBR2FRINEZTRTWI Eh bR~ S hiz
SWEHRBR NG, FRINEOHV IR UIBEEEOEML, ROpHEELSELEDEHEBT S

LRPTCOHTFE A A VRRYOLREFEITI IR Y, RN OEERNFEShL, B2 V7
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FUADEMIE 2EPHEEEMELELD Z ERDH 5, BHRASIEC L YO RTHEEARMET L
TWHBE T, BEEAET L OWRWER &I LT, B EEAREHEARE Th 2 By o it hik
ERBEERTZLRB, 0L REBETR, REHHcRT s EWRERRRE LSS, SbR
S RED LR IS, EROEBIIEEAORBERECLBHEEN LD Z LILEERLETH D,

VAR B Ala D MERICFBEE L, Bt b RaE LRMR~TAL N5 AR —F —
T Horganic anion transporter (0AT) 1, OAT3/& Uforganic cation transporter (OCT) 2BMEE N34
G ThoDBER L2528 YOMTRENS EATIRRERD S, REMNICHKE L. BOEEMRAE L
FHRBaS bR ~HEHT 5 b 7 AR—F —TdH BP-gp, BCRPE Umultidrug and toxin extrusion (MATE)
1, MATEZ-KPESNDEE, TNOORH L 23RO MPREN LA T 5, Xkl PREIIIEERN
RNT PP 6T, ERE AR ORI IEINT S THEER B 5, E0D, FRENZ
N M7 ARR—F—OEBHZWVIAEFR L 250 B L., RKEDHEERRRERET <&,
YT s (1L2EDK?2-2, K2-3, F2-6, H2-78[) . EMEWET LR THNE FF v
AF—F—& LT b, SEALRAE ERMROREMCRER L, EAREE ERAIED bR~
¥ % P ¥ 5 multidrug resistance-associated protein  (MRP) 2°MRP4&233 3,

5.2 FFBRIEIC R T 5 R EER

AR o fAE R L, A bR ~28 2 BUA L b 7 AR — & — BRI\ 35—, BEANZIE.
FFAREG 5 D IBH P~ FEMORELEIEHREORMWEIH N TS 7 AR —F —BRBEREL TN
Bo LIeH2T, Thb b7/ AR—F—OEHICEELEX3EMOHRIC LV EYMEERBELS
AIREMED H B,

Fripiao mBERIZFER L, Eiypx b biFmah~ate b7 A F—F — T 5 organic anion
transporting polypeptide (OATP) 1BIRTUOATPIB3AMAESND L. ZhbDEE & 72 5IM DM HiRE
BERT RS SH S, £, WHRERINALD N F U AR—F —OFRUIBRERL R0 ER
B U, BRREWHELERRREERTREPENLYHMTTS (112HORK2-4, B2-58R) . ik, EERA
FEDORBHSEE - 5 o AR—F —OEHICERE S X 2 OHBIC X D RPHEERBE T 2 EEMR S
Do FPEWETIZLEBMONTVS FF U AR—F—E LT, ich, FFEROIMERAIZREL,
s b AR P~ R LY A b T RR—F —THHOCTL, a0 BERCRE L, FRP
BARH P A~FE L PRI T A MRP2ER H D, MRPZO X 572kl F 7V AR —F —BRESND L &, IF
RECEEERRZVC S22 LT, AR ORYIRESEMT 5B LH D, & 5IT, OATPIH. MRP2
®bile salt export pump (BSEP) @ X 3 IZAEHEERE Y A E SO NEMMEOBH PHkzBIb S b7
AR—F—OEG. BRI 3BFIERAL T, SRANEEDEOMLPITMBPRED LANELC ST
REMNEH D, Eie, S0 v BRAFEER, BRIt S AR ICHEEERN TIBRMER X 0 Ras
. REMEL LTBUCEEE X VRIRER2 2 2 A8E2 0 (IBIFER) . 0B, RAGOEH Pk
BWTEPAHEERBE RS, REEFEOMEFR COMERMCAUCH B SN DI WREEEH B,
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6. b T AK—F A Ui SR E I BT B H et
6.1 Invitro RBICIWVTEE T & —REE

5 v AH— & =0 invitro REHRE AV RBEEHE 1T 5 B i, REEE, REMREE (113 ED
% 21, 3 2-2) ZRAVWERNLODETCEBL, MRET3 7 AR —F—OEBER+HICBSETE
B L R RER LIERBRR T, SERORREEIET S,

IR b T v AK—F — DEBRUMER L 72 5 TR RN 520 ORFEMEEFRRREYE
Had-BnENIL, invitro T —FHRXES Iy MATERIC L 2FHMELITS (112 HOE 2-1~R 27 &
BB, FFUAR—F—ZOWTIXPA50 LB L CHBMBRONTED ., hy MA7ELER, SRONSE
KR ROERIC L W EH SN 5 THREND 3 RICEE L TIHMET 5. |

RS v AB—F — B U EYREEAOFMEIC S » Tk, HRELEE LS AT 58900
BONIARPBSIOBER L B, REMPOPICbHAR L OM CEROREERAEZEZ THaNH b,
BEIS U TREMIC VTS F 7V AR—F — L ORMEEERERNT 5 2 L 2 ZET 5,

2B, HREOHALFTRINLZ VT I ACBNWT, LTOETHRFTRA& ahbaFEUND NS
VRB—F PR E R RIST I LSRR SRS, EEUTOETRET & & S35 FHU
B b T v AR—F —CHT A EBREOEEERANHRAROELERRL, V7 7 ACEEE RIFTE
L BTE SN BAITIE, invitro RERIC X D, Caco-2 MR (B{LERIL DTN % b T AH— & —FH
MRbR, ML, BUMNARERRANT, HETD M AR—F —OREREOFSORERHEET
B BB OVWTRETT 2.

6.2 WICBIP S b T AR—F—% St LI RYAREFRAORR (1L2HOE2-1~38HH)

P-gp U BCRP i3V FHbIEEFCRERL, BASAITRAFE) 7 4 OFEBIPELRITLESE
BRI AR—F—ThHD, ZOED, HBREEAS P-gp R BCRP OEE & A2 B Rtz oW T, JRA(
& LTinvitro RBIT L W EHlS 5, 2B, Thbo b T rAR—F—iL, il BRERUMILREHALT
BY ., EMOEERCHIBEBITEIC L EEERIZLELZ 220, RO OREEROES LRFTHHS
BREBEPH D,

WRIEH P-gp ¥ BCRP DB UIAEIR & 72 2 M2 R+ 554 AR U ARIBER (11.3
EOFR 2-1, F#2-2 88 #AV-CEIXEEAREE S invitro DREBRIZ L VFHEZTT 9. Invitro DFER
F & LTI, Caco-2 MIIEED b T v AR —F —OBRIREIARE % F 2 5 M O ARRE R
MEE LV, RFAOEMERERREERTABICT, 72272 —RER FF—RlcisiT 2 5mEy
OEIRBEZRD T T EPFEE LW,

Caco-2 #Bgiz 1L P-gp. BCRP, MRPZ SDO¥IEIED + T L AR—F —RNRBBELTWER, HxD T2
A—F =T A RBEERF ANV Z R TEAE, ThEND T AR—F—OE5 L2 EMRITER
HHTAEIENTES, WARAERPBWNAZ ERTERNESE, ED M7 /AR —F —BETERR
T AHaEERAWERBRERATH S,
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6.3 FFl=31T 3 b T L AR—F —2 A LKW EERAORS (112 HoK 2-1, &2-4, X 2-528)
BRI SUTAR Y TRk A3 S B SR B (PRSPt UV 7 S ANRRF 7 VT F VA D 25%
P E®ED2) OHRIEIZOWVWTIE, FEAL 7 AR —F —0ATP1B1 B TR OATP1B3 OEE L4257
REME ZARETT B,
WA OATP1B1 R U8 OATP1B3 OEFUIMMER L 725 TR AMA T 554, ATBEULMARK
®IE (L1L3EOR 2-1, £ 2-2 28) ZHVTEHERPHER SN invitro ORBRAIT K VIFHEEIT S, £
DL, OATP1B1 X Uf OATP1B3 HHRAMM@MX Tt MifHlax AW iR Rt A2,

6.4 BIEIZBITE b7V AR—F—EH LEROPHEERORS (11.2EOK 2-1, K2-6. K2-78K)
FEBOEBNARSWIZ L VER BAWI VT I AREEI VT I A0 25%LL LELEDZ) T
BEEERIRIZ OV TIE. OAT1, OAT3, OCT2, MATEL TR MATE2-K OIE & 72 5 AIfEE W15,
HEERIEAS OAT1, OAT3, OCT2, MATE1 K UF MATE2-K DEE IIAERIZ 2 5 Wt 2R 5 84,
SR OISR (113 HOXK 2-1, R 2-2 BR) £ AV URBERRER Shik invitro DRERIC
X VEEmEITS, TOEIL, 0AT1, OAT3, OCT2, MATE1 B TR MATE2-K RIRMMEkE AW -RR% 2 H
Wa,

7. EREREEMFREERRARIC X S5HM

BRI AEMEARRIL. MBS ORZEMIZITLRITER B2V, b MABRR RS RHEERL b
Z v AR—F—OFEBRRE RO invitroRBRETHON LD+ RBEREET, EREOCZLERRFE L
LR ERR R EEARREER TS Z L BEETH D, hvitcBlBRBRECESE L MeBiF
AEPHREERZTAT BB, BF Y v 7&V2 2 Lb—¥ s VOFE, i FEERECEDIBEIER
DHEFRR—THEMOEY DT —F EBEILTSH, T, TOEPHEERCERT B8ER L SmEK
BE&, HREFORESTEAXBCEREL TRBRHEZEETILENS D,

11m%%%ﬁEWEEﬁ@ME%&6%ﬁ®¢JSVf

b MCBWCEMARE /R & 4 U 3 REEASRR ShAEBBRIRC OV T, B, RESHEESL S
i, BEEEERMREEARR Y, FH. SIERRIEIICERT 5 2 L2 E L1, BREROWRE, 15
MR, AEEE, BN AVCTEMREERRREEET 5, JOMR, SERE L IBEE L Of&ITE
CEPHEEANT SRR, KR THER SN TEESEVHARIL OV TS, T, 358
EfEMREROTEMEE2E/ L., VEE U TEREDHREERNORNETS. 2B, ERARAHSH
FRIRES, WRENMLOREY L OBARERHRE LTRESAL TV SEA, FAE LTS T 580
BRI & D R RAAR BB & BT 5,

FESRSCME EARBROBRIL, ZORICERT 5 BRRROFERC, MEERRES HREATE
BET BRI SIS, In vitroRBRORERED bIEWRE fERANE U 5 MR Shi-30mik, Bk

EYHEEARRE TREES RS E TR, R LT, RRRRICBEWTHAZELET RELR
14



ﬁé&%?%én%MEKﬂmmﬁ%ﬁ%ﬁ%%ﬁﬁﬁﬁ0%@%ﬁﬁf6%@(ﬂ%@%%@%ﬁﬁ%m
iUﬁﬁﬁ%&G%%ﬁEWﬁK%Téﬁﬁ%ﬁézkﬂ‘@W%%ﬁ%%ﬁbﬁ%@@%%%ﬂb\ﬁ
BEOIEYIE & AR LR RN T2 LCARAREA bS5, 2B, RERRBRIIBNTH, #
TR R EERBEE Sh., BREYEEERRBROER L RN TEHEbH 5.

7.2 RETT & B EERORE LT T A—4

SEWIR VR DR BEOEHE 21T 5 7o bz, WRIEX AR OAUCE T 5. L1k, GRS L OBRE
BT LTI, BRIER O b RV EER ORIE L 25 HANH D,

B R E (ERRR ORI ES CREEROFEOMEL. MEEMED AR R O AR T5
B M7 SRR <5 A — & DT OI0EHRANCESET D, SMTTHH DI0%IEHERF50.80-
1250FREICH B & &, — RIS O RMBIBY N A EERE O L HIT 3, 28, ERjo
FHERMC DD bF, YHERROBERR CHRE SN bEE 2, Ky E /R S BRi
YL 725 2N & Th B, Tio, MBS U THEERIZ X5 Cna b 7 7 BB CraEIERR (tna) «
Y VT IR, SR EEHEOEME T A — & ~ORBIOVTHIHET 5.

EEPRAOIC TR & 72 5 M EL(E ARV U 5 FIRRMED b DA, SEABIRL T, R E (R DRt

LEEREONE T 5,

7.3 BEBRT VA

PRSI EARFIRBIL, BIEBLS v XA — 1 —RBR, ERERER (WRIEHAN F R ORNE IO
R 52 HRETT5) SORBT VA LT LD ERT D, WTHEMLEBRRRIC VW, AGRERDOE
BEEETOILERELLZ LO—BAHERELR2Y, RE2AHBROBREMBE T50E (ShE8xt
L Dl ERIE LTI,

R EEARBL, MEPERBEIC L SFHES A 7 A ZRITTVEEFREEGLRAFEN < —
OIS EERPAERE, RO IEERTEIET 5,

BENICERAERES, —RAERR, EEIAR, | RERR FTV AV ME) | FaXiET e
— NV EER L EBRE., EMRMERERV NI VAR -Z -OEEREEEZIT TS RRMEREH D Z
Eink, BREDHEEEARBROMBLERATIZLEZERTETHS,

WRIEOWEN, BEFERICL VEERORILT 25 BWARBBER L F 7 AR —F— (CYP209,
CYP2C19, CYP2D6. UGT1A1l, OATP1B1, BCRPE) OHEZM T 5 LE X bNIHAIL. BETEM
WK CERMMEERORESIET D REENH 0, BEeTEIC L Y BIHE LERRT V1 AT HER
BE¥HD (795.1EEMR)

7.4 58 L BRI :
KRR CERT AERTHERORAE - BRI, BOHEERERTARELZEMET 5 Ak L 3
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Hiud, WThOoRBRZRELTH IV, £io, EHORWMEIESHERPEEZ T TBAE, BAAREE
BLTHRET S, T2 LoBRSEHIBEIE, EEOMRLERTEL Y bEARICREL, 2k
RHBREOCE RS, Fik - REOEENEDHEEROHMICc S 582 ER LT, BREEMEER
URRBIEREEITRRT 5,

ERERGMRAERARR T, REBRROBIPEETH S, HRECREREREIL, —RCERRER2
FELTWAIREER LT, BEORERBOREEZFARTIES. TRShDRWHEERORF &
BRI R O DAUCOELDREIC L - T, RYHEERRERZ L EnOR SEMHIIC R T 5 4
BT S, BOUAOZRETRT 5BE1E. BE, BIRNESE5HRE AV 5 R IRMIEE (AR
% T BB,

zsﬁ%ﬂﬁk%@m&%gyf

RSN E R RRBICIN T, BRENED AR OHEEREOBEAITIL. BREORERE
L AERBEWBTCOMEEBERITS 2 EBEE L, BiinvitroRRIZB W THFIREAMSE (TDD A8
S0 b - R R ORI i - TR 0 B BAREREGT. A7 < & b ARIOMRE N LETH B,
Tk, FEMICEELEECREEUHRARIEEIE L, B3 E RO S
TERESED T L EEET D, —F. TDIRUBEFEED MO R R, XK T
EB 5 AV LN ZEMOBAITIE, HEREI L RN LT TSHS, —MIC. B AR NER
Bic k0 B E RIS TR B, 7255, TDIX IEehles CIRMAMRER OB MR R )
+2 MO H A EERAOPA T, BHRCHIEY 2N, SRR EBI D% I E AR DB
B EME Gy B AT — —RERC X D | REMERRE R Lt ORI R BT 5 = & SR SN B,
REFMIEOMCERIR HNPHIC & AR BRI 5 2 L RTRENSBAIIL. TIGER TOME /R
B A3EE L CRENRRA~OEEY ERICTHET 2729, SLLEEERE L BB MISIENC & 2 E /R
BEEND . b L OEEOREC SV THEET 57 L AEATHS,

B ERE L HEEREDRED S A L2/ RTEYRONEERICRIET IOV TVEET 5.
EEERIR B ME I RER Tl IR E RO MEEEZRAT 28 IV S CRET B I EREE LI,
WHREDOREMITRERRICEE T 2HER DD, EOHEEEROXRSPIEREBTICAE U SREITIE,
FEEpOREOBBEE TSI LI, BURAEERHOREIIET TS EMERHLN, RE2KBRT
BE LB AR bR AR E RN L LB B8 b B,

7.6 EMRABEREVPNT L AR—F—DIHEEORR

7.6.1 P450 OEZEE iR EER BB

HRERIED P450 I & B ARHIARE SN 5 BN AT 5581, in vitro BB SUIERARIEM BB O
BRIZESHT, HREORIERICES T 2 RDNHEROMERLERN L CERROHEELEARRE
EfiT 5, BEERLRRT AL, MEOREXZET 5, MEORER, BAKMWREERRRICE

CWT, BEER, MEERERTRTVWEREZRARS Lt EOUHRERO AUC KRIETHEOCREI
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JEUT, AUC % 5 8L bic LA (CL/F 28 1/5 BIFIOMA) S5 2% bhalEEy OmEK |
2 f5LLE 5 fERmic ER (CL/F A 1/5 25 1/2 LFIZED) S¥3 B2 bn2MEEL PREDH
=HE) . [ 125 Bk 2 R LR (CL/F281/2 225 1/1.25 BUFiCi)) €3 EFX5NAHEERK
Z (G5 AERR] & A7t, HRESBEERRR AV AIHEROBRICH - Tid, HREDHRERID
54 2 B ABERORVREELHRAT D Z L NEE L, P450 © invivo FAER (EEIK, 11.3 4
D 1-5 BR) L HBEEEUHEERRROERRHER SN2, #RFORSMITERRICER TS
HERD D, BEECBA»LBOAEEL AV EAEDREEARROEBENERE 2IBEIL. HRE
DEEMIZEBE LR LPRELTORIOEERF AV EEKEYREERRREERL, TORE:
B3, ROEEEY AV RERM R ARROBEN S, ARRRLZET 5 BEERTRSH
TeAX. BERMCHEB EN2PEetEE2EE LT, R UEDAMBERICH T2 MOBREROERIZOVWT
bIEREYHEERRR TR NE ¢h 3, BREDHEERRR TR L BEERISORERCS
WTRE, SAELTIR UCHE ARSI ES N ARIREARRAE, HDVWRET ) 7@ 22 b—a ViC K Dl
HZLBAETH D,

WO TE LA EMRHEERN 113 HOR 1-5 CTRBESh TWRWES., BREF B 20 PRETO
AR CHEREONEESEITHT 5 U MAMHEROESORESZR L, HAREINSZ LOZNEK
Yrw VT, YHERICRITTREEREZRNT 5.
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BRI PASO LA DR RMBERIC L VR BH DV b TV AR—F —TlREEN, BRICBWTER
bOMER &3 RUAREER 24 U 5MaRH A, YHBRD BV b T VAR —IckiT BB
DEEROHFJELER L LT, BAREDREERARROEMATEEEZRNT LI L /RSN, &
KA ERRRARE EHT 556, P450IZ L 0 R S 3B DBHE L RFOFIRICHR - THAET 5.

7.7 EMAMHEEOTFEILOBER .

PRI D P450 - L B RMAFE XN A AR RO T 55511, in vitro RBRUIERIREYDEMERRD
BRIZESOT, HREORBHERIC ST 2 RN HBEE OBER S RIR L CHREMREERRRE |
$WT60%ﬁﬁ%@ﬁ?éﬁnﬁ\%ﬁwﬁﬁé%ﬁ?éo%ﬁ@%ﬁﬁ RN EFARRIER
W, BEEER, EEREZZITRTVWEEEZROKRE UL 2 OUBREEO AUCILRISTREOREEIC
T, AUC % 1/5 BAT Il (CL/F 235 LA RIC ER) S¥5 e E 2 bnsHERE 13 FEHK] |
M 1/5 26 1/2 BT (CL/F 23 2 fFEAE 5 R BR) S¥ 2 LB 0N OFHHRE HEEOCR
W) | 172 50 17125 UTICH (CL/F 28 125 fELl L 2 fEsRilic 57) S5 LB 1 bhamNE
2 [J9VFEEEE) LAY, BREWHEFERRBR TRV IFBEROERIZH - T, HHEERORE LS
_%%ﬁﬁf%tbﬂﬁ%®%wﬁﬁﬁwﬁﬁﬁgiL(JMW@mWW%§%(ﬁ%ﬁ\nsﬁwﬁrﬁ
5%)Kiéﬁ%%%ﬁﬁﬁﬁﬁ&@%ﬁﬁ%ﬁéﬂéﬁ\Hﬁ%®ﬁéﬁﬂ%kmﬁmﬁ?éﬁ§ﬁ&

B, BRREVAE R CRE LR BRI OBEIRIT OV T, BEIDS TTR AR H1H
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BRERRBOUIET Y /&y 2 b—va VIR K DFHET 5 2 L bAETH S, EVRBEUVAEOBA
D, MECERFEK L OFRAREELE L 2IFREOEAITIL, FREORZEIECHE AIREE L
LT, EERIGIRIE R ML T 57 DI HREHEIE L ORREYEEERARRO BRI RSN D,

7.8 EMREWER VR T v AR—F —OEFOER

BHERIRASPAS0IC L A RHE B E X HME T 5 FTREMEI oW TRl T 29581, in vitroR SR IS ERERER
BRSO RICE ST, BHBREABEL 52 2EE RN LU CEBREDHEERRRE i+ 5. #
RN BEER (NI b T v AR —F—) RAEXIIFHET 50502 EEREDEEERRR THRS
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F N CYP3AS) £33, I/ L, B/ PAS0 5 FHROF SN VIEE, thod P450 43-FF& (i : CYP2A6,
CYP2E1, CYP2]2, CYP4F2), P450 LIAA % 1#8B#3R (#1 : MAO. FMO, X0, AO, 7/Vva— U RikEEE
., TAT e FIRAKRERS) 5 1E8E (2 UGT TRETENIZES) KoV THLRHT 5,

b) WEREDEELRRBHIZOVT Y, UTOBRAICRRRCRT 5. #REXT 0 F7 v 7 TEROXR
EAFERB THLLEE, HHVIRIERFEEREF T HRMWELER L, £ invitro ik L IR
D AUC IZESWTHEE SRk in vivo 128V D EEB{ERNREDOIERAD 50%U L2 5D DHE, X
EAEREREISE I T L EDNSBAR, AN O RERE HARRRICT 5T DR
ERHEL. REMEF L FERICIBEFR £ 32T 5 etk 251 5.

¢} BREEL OHFHTEMNZER L CRIRT 5, FEE L OBRKREDREERARERIL, EERL OFKEY
HEERARBOBER?L, 5V 78I 2 b—3a (B2 EE, PBPK TR/ O MMM TER S i
FRBROBRE2FBRHEATE 2188) SICKVRENICHIE L 2 2B EEANRELD D A7 0
HBEHEFSNBAITIINEL 2B,
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X 1-2. HBIEPEVAHEERZILE T 5 RO

a)

b)

In vitrof S BRN B UVC, RERRESUR KBS IR R A BT 50 2

No | B¢RIAEH 54 SEREIRME
Yes BEREBIETE

PR/ S A—2 (FIHRIREE: K, , TDIK, Kpoe) SESHL, BONIREMN,

R21.02 (A RIBAE) . R211GHILEISH ITHRLEMEEE), R21.25 (TDI) A2

No | BbskpRshtnl &9 HEEaMIE
Yes® EERBERIETE

PR R (MSPK) ET N8 BUM L E IR SR WRE HEIR (PBPK) ETLZ
HUVT, AUCR21.250h 7

R T T I E TS
Fous| PRSI, MERICHIRE
ves |7 HEIGIIRE

BEERRMEEEARRICET, BBBROEEZEFEOPKIC, oM EEE
RiEdne

4 No | &inir3EasksEiiEH {F ARk
/ Yes EFE

LFREOHOER CARER FRRELOHRAHEEZFELTRR) LD
trRRBONRIEERET

34k &9 5 MR HIEE SR, CYP1A2, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYPZ2D6., CYP3A (CYP3A4
FURCYP3AS) |, UGT1A1., UGT2B7. % Dfs P450 LASHIIAEERER B OB HEE D B H LRI B 59
7 BRI B TR DS e,

50 x Cnay (FEREAT) Xik0.1x REH/250mL 28 LBEREL TS,

P450 IZ2WC i, FREFHHEEOFEIZ QW THBET 5,

Invitro fABRBIE, & PIFS 27 vy —A, b MNFHIR, MM SOBEORERI 7o/ — LS 2
WS B,

FEARBIC X BBEREEER IOV T « RERA X BBV RBEIRIZ oW TIE AUC B3RE
{etEd 25%LL E# S0 ABRE, RE(LEL 0 IBEEREWREENT oW Tik AUC 2SREED 100%
Pl E% B BiEE, BEEFNRE (TDD) R aietkimnwbEsE a7 s REmc o
I AUC 2SSREE LR 25%2 L A>ZR B M E O AUC @ 10%2l L% ED 3841, REmic k3
FFRAEERAICOWVWTHLRBRTTAZEBREE L,

R OMEERICBVTH, MO 50 x Cnae (FERFAT) Z20REREL U, RELK LK
IZIRETT 5,

RIS COHBRIBOMRUARANEAIZIL, WESEORERT 2 B/ Rz 72, #ERIE & i
LT EISEWBIER 2 A LT K (FEEL: Bk —EERESF» b OFSROMEEED
OFEMEFT S, F 1-112, invitro [T 5 P450 D~—H—RIEETT, Invitro (SRR THERT2
FEEOREIXMESRL, 8%, KnfElfHENENRLLT LT3,
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RETHHRBORERARG., THEINIBEREESN (TR, /B . #E5FE, 3FE,. X
T A= (Cpax X2 AUC) IZFE U TRRIET 208, I®E 1L, 50 x Crmax GEASSTE) Xid 0.1x B 58/250mL
&ﬁﬂ%ﬁ%ﬁ&L\%Eﬁﬁ%tm%ﬁﬁwent%%mm&E%ﬁﬁ#éommm&%aﬁm
BWT, LA rF 2= g i L VHEERBEMT 25405, TDIAH B LHIT L. kinae T8 (B
RAFEMALEEER) KO KE (BRREECHED S0%OMER L b3 HEROBE) 2iHE
T3, FIGRICEIT D HBREOIHRATHIRE SRR L bHEEFIEVE TRINSEE, KIGEP
OHFESTEIRE OHEEIIEAELZERT 5, Zhil, HRESRRBEBEICE L BET SR
BHHEEET LY THES, '

" Invitro 1RIEEK (JHEFE, #1-2) 20 L THEMBERETY., REOFETHMHINEEE S
A—Z (FAHPEPEE: K, TDLK. ke OXHEMEE HEL., RBRAORUMLFERT S,

d} FERAEOREES. RIER, nvioe BEEHR (K) RUHRERAHAEZRE LI L &I invivo TER
ShoEEE @REXINEM) ORGRE[IICL VXL IZE>TREShD.

1
R=1+{1] /K
[ : Cmax GERATRE) ., HDAWI., [Ilg : 5&‘5‘%/250 mkL

& LT, BEEOSHFOLP Cnx DIERESTFIRELZ AV, REOH v MA7EREE, 102 2EH7
5, KIEOHEHEITHIBEICE, VEZSLT, 37 n Y — A ~OREREHEXIIENT2EL
THEAHRERLYED KEICHIET S, MPEABESES 9% LOBEIX, BRI, EEERIT 1%
LT A, BROBREEOEAIT, HEE CEZEET 5 P450 (F : CYP3A) ZIAET A AMMEMHICERE T
ETHY., HLERORBEBEN & LTIRER/250mL 2HWV2 NS MPBEL Y LEEERD
BEREAEICRRTAIRERSBS, [2RVAEE. RERME R=1+[Il/K) OH v bt
7T 11 #ERT D,

e) HERIKTEAIFAZE (time-dependent inhibition: TDI}
In vitro COBHERI 2 TDIRFE F i Cik. BE 2N T30 ERELZRBRA T b A v FaX— T
3. EEORBYOERBERFFHRFEOCETT2BEIE. invitrodBBR TTDIOANTZ A —%¥ (KX
VKD ZHHT 3, TDIOREE, AEEORERUTDIONT A —F (KL TK) WTINZ T, BERSD
FROEETER (kaeg) ICHEFEND (K2) , REOHy bATEET, 125%ERTS)

=2
R= (kobs + kdeg] /kdeg\ pral rl L. Kobs = Kipact X 50 X[I] / (KI + 50 x[I])‘
BB EBIT BCYP3ADIEE. Kobs = Kinact x 0.1 x[[]g / (K1 + 0.1 x[1]y)
(1] : Cnax GERBAHEE) . 550V, [[lg: ®5E/250mL
Ki : BERANENGEEOS0UDEE L & b T AEROBE
Kiey : BER DO AREBEEEL, Kinaet | RAFTEHELEEE B, kovs : RN OREMEAGEE B

f) EFNMCLDTFROBES5TRWVWEZZGRAIBEIIE, HE, RAREDRAIERRRIZX 55F
McEATE LV,

g) MSPK &)1
3

: 1 1
AUCR = | ]x[
(Ap X By X Cp) X fin + (L —fr) ) | (A; x Bg x Cg) % (1 — Fy)} + F

F3DA, B, Cid, FHEHTDI, Fi¥E, "HrHELZE L, TROHEREEHOLBY T3,
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Fo i3 15 E ERAIRICRINE ., PIIRMICBRET 2516 C, HbE LERATREEXIT 545
BlnhE L2 D, fniTRE () #2153 P450 A L EEORHEE Z V 75 v A0, e
TORMBEEZ VT I AR 2846 ThH 5,

A3 (HER) :
RERERFEROREE (TDI) kdeg.h kdeg.g
Ah = Ag =
k n+ [I]h X kinact k + [I]g X kinact
cegn LT K soge t T TR,
it d - Epay - (Mn d*Emax " [I]g
Bh=1+——7"7" = _— =
b= T+ e Be =1+ T, + ey
TR E , 1 1
W= ‘=T,
1+ T<l—' 14+ X

TAH&XFED Th) RO Tg) 32 EnifBROWEEEZR L. [h RN k2 el R e
B LR ORERIRRE 2R T, d iRRT —5 ¥ v b OBFRR CRE LIRERETH D,
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X 1-3. BRI IR RS 2 S 5 WA DR

invitroRBISERICH N T, WMBRENEMRBBELFTETIN?
1) ~3) O FECEEE : 1) mRNALA LYY, 2) Correlations®, 3)R{ED

No [ messmumntml s o AHEREM
Yes 8) *HE‘FE%;{E% [ixg

HNEERER (MSPK)%leflﬁéb\liﬁﬁ%ﬂﬁ%mﬁlt (PBPK) ET L
[CHBULVT, AUCRL0.8/ 7

No

¥

RIEFICR M EDIENE

‘ 7895 | HOBARETIG S (L, BREREEY
Yes MAEEAGEBRITTRE

BEEREMABEERSRICBT, BBEROEIEREDOPKIC, HLHE
=RIFTH?

No | &bisHEREREMIEE 1A

4

Yes BEFE
UBREROMOEE CAERERUHERELIO AT REEZZEEL TGRID

L OB ARBOBENERS

a) %t& LT3 RYRHBIBESR - CYP1A2, CYP2B6, CYP3A (CYP3A4 BTN CYP3AS)
HEIHR T T, CYP209 & FRESE 2B,
50 x Cnax (FEFEATE) i 0.1x BHE5E/250mL 2SR EREL T3,

Invitro BERFERVF U L ¥ 2 Lb—T 3 VRRTIL, MREEEITRR GRBEUIlmERT) £H
v, THRER & LTk, HRIEOBRAFEFERICL VMEARELRE LTI 28T 50, H0H
{&F mRNA VA DOEERNDZ L RHEIREND, Invitro Fo1E3E (¥R, £ 1-3) 2HALT
PRI ER ATV, RBRROTYUELRERT 5,

RIS OREMBAL. HREOEHHBICLVRERY ., invive DIFRTTH S IRHRELS
te 3 IRBELL E TR LFE AT A —F (ECoo KU Ema) BHMT 2. —RIC. HEERIEEERITT
EPEL T, RAXBREARSRELELEOEFERETEONS 50 % Cmwx FEEAIE) XX 0.1x
BHE/250mL 2 EREREL TS,

'b) mRNA L_c & BEFE - kR (BSEERAN & EbBE L. mRNA OHINANREEFACH Y. mRNA O

ISR 100%ZB 2 2BEITIL, invitro RR TOBRFEERNRH S L2y, BEIhRER

- TFRY72 mRNA H0A 100%:KMDBEIX. Z D mRNA OHEMABBIERRIC X 5 FR O 20%AHTH
BIBSITIRY | invitro R COBEFEERN WL ART I LN TE S,

c) Correlation Y512 X A7 : in vitro BER L V 18 b7z ECso B TR Emax & FAVYT, relative induction score
(RIS), Emaxx [I] / (ECso+ [1])XiZ [1]1/ECso ﬁ?ﬁ:ﬁtﬂ L. BBHESGIRRMERREER Lo RICESE
FAME1T 5.
[0 : Coax (FERSETEIRED)

ECsp : BABNRD S0%DEEE bie BT IEEE, Eua : B ATHE/ER
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mRNA L~ULE IR Correlation ¥EIZ & AEEIIZRBWTiE, BRI RIS R R Utk RO E) 2 A
THEDOY y A7 HUERRET AL LARETH A, TORIL, +oREOBREKEN= T A0
HHBHEIE (B RUIEFHEIE (M) 280 LEBRICESKHMTIHEND D,

d) R EOEHIZ L 5540 (58 4)
x4
R=1/(1+dxEmax 10 x[I] / (ECso+ 10 x [1]})
[] : Comax GEREETRE)
ECso : RAZIERD 50%DER%E b e bTIRE, Ema: BAFHEMEH, d: RERK
Ay b T7ERECESSEME TR d=1 A5, RA 0.8 UTOHRAIT., YKL BRFRE
&5,

e) EF ML B FRIDOEMI P+ TRVEEZ DNAGEAIITIE, B, BREKMRAEERRRICLS
SMICEATH EV,

X3 (F1-2, Hixg 2R
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B 2-1. HEBIEEN NS UAR—F—ORE L BT OKRET

BREODELE,
2-2%BBOST NI

W 8575 ZD25%
BLED, RIZFBIREM?

ETOHEBEEY
P-gpR UBCRPIEL., ML EasE | | RBOERS AR
REREWHAEFAR EHEERH L,

B 8007 T AMDKEL
LA, IETBIHEN 7

Th
Yes ik FHE Yes M1 F5I5E
OATPIBIRIXOATPIB3 OAT1, OAT3,0CT2,
(CBAL., FRER3EMIBH % MATE1E UMATE2KIS
ANBEEOSEME, BAL, BEEREE MR 4F
B2-4EBROIZHINT ARBEREOLEYEE,
o gsﬁ#ﬁmawm

a) MBERSECTREME LT RE—F —OEPEEERIC VT HRNT5 - L 2 B85,

b) RAFBEE b OEENEE L R AR B FRBISULREEOEHA PHEE 7 V7 T R8, 8797
T AD 25%LL BY oW Tk, FBOAHA BT R AR—F —0ATP1B1 B TF OATP1B3 OEE N E 3
OWTRETT 5, IBH- s V7 F R0, FEERT —# (invitro FTHRRRFZER T SRR EIZ X
5 invivo ADME RIR®) RUBHAZ VT ADF—INCHETE D,

) BROSSWHREBELRIFERIE (BoWI VT I AR 87 VT F A0 25%ELE) oW T,
OAT1, OAT3, OCT2. MATE1 BRTX MATE2-K OEE MY 5 % invitro RBTHET 5. BH5W7 V7
7 v ZADEETE, BHRRSRWERE LIZHES,. (CL -f,xGFR) /CL,, " OIERRETH D,  (CL;:
VTR, £ MPEBIESTEEMSY S, GFR: ARIREAWEERE, CL,__: REZ YT 7 R)

total®
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2-2. BEBRIEN P-gp R UBCRP R & 72 3 WEBtk iRt

p:gpR IRBCRPD AT (22.1) £ RIL TME ARSI LM% ALV AEM %
KRBT, BIREONetER (B-to-A/Ato-B}E2BL L &S 2 9

t 1

[ NetER > 2 | | Net ER <2 |
l
Effluxh'P-gp (BCRP) DIMATIAT
FEF2- D SUBESh SN2 .
I L 351 \P-gp (BCRPY DR
\"T Nr X ($P-gn (BCRP) R T
.gp 5% | | P-ep (BCRP) LIS} Defflux
Pro GaER | | S mor—s- ok
1
P-gp (BCRP) EALIEMHIEE P-gp (BCRP) HMEL TOEW
{2, EREIIE BEERD RSB LTI
ERBORNEESET 5

a) P-gp*° BCRP @ L 5 ik b 7 v AB—F — 24 L2k 2509 2 i1, B oEmER (A) »
BEEBRA (B) ~odF@ita. ExthmE BHbA) OFBMHEEHIEL, BAxb A~DFERMEL A h
5 B ~DF@MED LA b Effluxratio (=BtoA/AtoBratio, ER) 2HEMT 5, FHEMEHEHVB5E
RRAIE LT, EFIBMMO ER Z AW THIE L. NetER (=(FBRHMD ER) / GEREMIRD ER)) %
A5, PgpE VAR —F—HETORBHRKSEERAVIEEE, BERE (R 2-1) © Net
ER (Caco-2 flaip-aik, HEIEE (% 2-1) ©ER) ZISEICHEEEERT 2, R THERZT
DZNETOREERID NetER 28 2 EWHETIHHFREZHBI CERWELELZ DRI EEN, 2 BSo
NetER DJF v FA 7D, XIXBMERR & OFERtLEFER L Ch L, 20, BHEMR (8 2-
1) OBRFHERICESE, RYLMERET 5.

b) NetER #3 1 fhiiC725, XITALMITET T 5,

) P-gp IRIHILERICRIRAE W, FRBITECHET 5 L2 b, BILET A7V T 1 (FF) .
REZWOR[E, PEEEORSELER L. EEEDHREEARROUEEEZYHIBT 5, F2E
F,F,>80% Thiid, HLED P-gp HEDHIZ L > TiE, 125 5L ED AUC ERITEZ 52V EE X
bid, 723, BCRP EEOBFA, invivo TOMRBIKET27RA%T 5, BAATCHEBRNAEORVWER
(c421C>A03H 0, BEOEYBRECHEAZORE L2V BLZ b, REEMEZRWT nvitro &
BRCEELZIMENERM LT Z e HREIhS, BRAERIL P-gp BERBICEL S, AR
Bhik2-1, BRAERSFK 2-2 10777, {EL. BCRP £2EDBE, mvivo THEBTRERMBIER &
2-4) ROV REEYAEERRBREZFE T2 2 LB TEETH D Z LA S, UEIL, BCRPO
EHTHHI L2 HRBHTIOHRICL EDS,
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[ 2-3. BRI P-gp KOt BCRP DRI & 2 5 FTARM O . N

B, p- gp}&vscnpwﬁﬁiﬁf’f@ne: ERICTI ¢ AR D EEF RE T3

P-gp R UFBCRP (D MUBIFLET (382-1) % AL vUEIRAEDSET R - lfa%E L Vo R IR %R ERR (C

C 3

BRI Dnet ERDS, HEEASEIRE ‘ A DOnet ERDL,

(CIXFLTET : HERSR (C LUZEAELIL

| P-gp (BCRP) DRREE |
|

| ICs & B |
I ', |

[11/ ICo>10! [1}/ 1C5<10

B R CP-gp (BCRP) T DISHCEN

P-gp (BCRP) BHE(C L B3EMAH

A BERAUASLEL, EBREY
HEFERABROEEFS E 3 HEERSARITE

b)

P-gp %2 BCRP D X 5 iadE F 7 0 A& — 2 Lk 270+ 2B 1k, DO TERER (A) 2

HEEBR B) ~0FBEME, AR BH5A) OFBEMEEBRL, BALA~OBEMEE Ad

b B ~DFE MDA S Effluxratio (=B to A/Ato Bratio, ER) #BH7T 3, RIERMMLLEEAV315

AR E LT, FERIRAMIR® ER 2 AWTHIIE L, netER (= (BEMIED ER) / GERBR ML ER))

EHHT A, PgpED T U RAR-F —BETORBMIGHEE LRV 2HET. RBEE (F2-1) 0

net ER (Caco-2 fHBRDIBAIE, ER) 2RIZICINEREEFERR T 5, i, RAMAEEOTMIZ LV, netER
. FREFEDORMEE & Kif L v BEac R D ABEIERT T2 Z L 2R T 5.

In vitro BERRICA B HREORFHEEE ()13, WREO ML LRI O EMRIEMIC RS 1 58
NTOTRRRBE (1 ECRe Sh3EERORKIREE/250mL &b L ITRET D, [Co PEHIC
ILER 2R L L, MBREORER, K EHATHSECRETS (#2-1) . SERMAREAWICH

i3V T, REREE R 7 AR—F —035{/?#6_320 FER TR T OMIEDT AR WEHRITIE, FETHM
BOLDER L SEHPFRTELEELHS,

Invivo TOMBIEEL, & 2-3 25EBIBRT S,
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X 2-4, HLERIEDS OATP1B1 J(} OATP1B3 ORE & /2 5 WA DR

BEREE D (CHF A (R H i TIHR 5

No Yes X (d FEHEE

€ M AR CORS D IA R DR,
oaTP) MBIRRE R CRRE QAW ?

F1-(LOATP1B1 R U OATP1B3 S IR

- Lot Rk s THRVYIARO LD

| RSN 2 9
, i I No Yes
OATP1B1B. U OATP1B3DBRE(C L AR IMEE OATP181 )% U OATP1B3 3 54
RGBS, BRREDHEEEREERIETEY '

d)

e)

RifamplcinZ 7z (d CiclosporineTRHE
SE LAV, BRI R
AERDOKEESES 2O

= 2-1 08
SEIESOFER X <. 0ATP1B1 B U 0ATPIR3 IZ X AMEN <A Y SN BELEEN5,

E hFHIREIE OATP1B1 R Uf OATPIB3 &4t L7ciik i+ b B 2 H o LR LI b 0%
s, IEEE (3 2-1) OBGAARRD b, HotBREE (K 2-2) kb, REROTME
B KL D ERMCRAED bNABEICAESINSHEE. OATPIB1 R 0ATPIR3 DEEH TH D &
M43,

OATP1B1 R U} OATP1B3 HHMAakk: AV 2541, WEEE (& 2-1) ORAMB~DEUALH R
AR 2 fEU LT, A oRBMEEE (X 2-2) kv, HEEOBRMREL K E»HERAICRHE
LENABRERAEINS L LEWHRT S, TORHTT. HREIZOVWT, LEROMEER LRI
AT ENTiBA. OATP1BL KU OATP1B3 OEBE THD L¥Wi+5, XL, HREOTARIZ
ST, ERATAHMRRTOINECORRNS, HiAAL (MU AR—F—RRMIAL FT A
R F —EFERMPROMEIEEDO) 232 LWHHETIE, BETHEINE I hEMpITEnEEL
BRBEATE, 2 DAOBIALILEER L TH X, £k, HREOIESRARREREEM MR ~0%
B LD, BREMIE~OBUALD, EFRIRMIE~OBUAL L IR LT 2 U EOZERED v
BETH, BEFEFRIZLD, WEKOFMEE & KE» SHEHRMNICRE S b 2BETREORTNA
LRFWHTHL LR Lo T, BHLHWTBZ LR TE D, ERENEVWEEY TIX, FBREMIRTE
B AHBRHLBENBEERHL Z EEET 5.

)77 EATONTIE, BVELREICLY, HEEERET D). BERETT,
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B 2-5. BRBRIEAS OATPIB1 KU} OATP1B3 DEAEIK L 72 5 W Rk OB

OATP1B1R U OATPIB3 (D LAY H B (FR2-1) F R Ly TR RED TSRS N -0ATP1B1
R UFOATPIB3FE TN (3t MITHIREE A\ VT, BUBYE (3R2-1) DHRUAMNC
T B IREOFEFRETSE

1+fU. B lin]et,ma‘x/KZ]--l i)\ ? b

Yes : No

OATP1B1 R TF OATPIB3Din vivo B 258 (3R2-3) &

OATP1B1 % {f OATP1B3FH =

SDEWHEEERY Z2(IEL,

OB KR EM R RORESETS B R SRR AT E

a)

b)

invitro BB %R L LT, b MFEREZ AVW3 84613, SBRE (R 2-1) ORLMREALBRD b,

D oMBIEER (& 2-2) icky, BERORMRE L K A2 SHERMICAMS bhaBEICAEE
3 & ERERT D, OATP1B1 KU 0ATP1B3 BBV EZ AWV 2561k, BEEE (R2-1) OXHR
FARE DR Y ALMIHEFREANIO 2 5 LT, REPAER (K 2-2) X v, BEEOCHFMREL K E
PHERENCREL OCNABEICHESNS - L 2ERT 5. BFRFCHANS OATPlBlJSiUOATPIBS
OEL T ERTHAESNAED2ER L ORIRT S Z & 2R 208, BRAE #5512 0ATP1B1
B TR OATP1B3 DMBIEE (5 2-1) OFA D WETH 3. KBELZRD 3B 0OMBIEE R CHEER .,

F2-1ZBROL, T+ K HEXVEVREZAWS, 30 SHUEOT VA FaX—Taicdy

KfEZHEHT 5,

Lotetmax FSATIEA D O O M COMERAEERRETHY . C +(k,+ A (F,F/Q)L LTHE
Ehbd, ¢ IHHEEROERMPRE, ARIIMBEROREGHE, F F, i35 U7 BEROMILE 7
A ZEY 74 k iSPEEEOBILEEER, Q, %iﬂ?ﬁniﬁéﬁ“tzbé (fﬂ 97L/hr/70kg), FF fERC
k, {Eﬁwﬁﬂwi;%A%i R REEEET 5 2 & TRIBMEO TRIZET b5 Te), F, F &Uk
ERER 1 RO 0.1 min™ B EAT 3, fuy i3 PEAEESTHEBOETHS, EE#A%>E<

(£, , A% 0.01 R 20 f (EXNERCHIE TE RV EHBTF S ZRMIC SV T, B2 TE
BT BT, £, =001 LRELTHET D,
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2-6. FEBAIEAS OAT1, OAT3, OCT2, MATE1l & (} MATEZ-K DER & 7p 5 Wit Ot

B D IR

HRERIE (DOAT1, OAT3; OCT2, MATEL, MATE2-K R R IR~

Y 5A D EREHL S TR L I
]

I |
OATLR U 0AT3D MATE1 B UFMATE2-K | ocr2D% % | OAT1, OAT3, OCT2, MATELR U
E 3 DEE MATE2-KDZEREL R ALY
Probenecidé DESEREE || Cimetidinel OERER || ocT2BEE(C L8R OAT1, OAT3, OCT2, MATEL B.Uf
winEfeEsRox || EHEAEERR || KEDHEEHO MATEZ-IBBE (CLBRIIBELE
WEEETD OEMESETZY || WS, BRRE BV 2738, BREYEE
YRR TERAERBRETE
TE. OC20ORE
THd_CEmiRR
LE S
a) E2-1%38
b) ﬂi&’ﬁ (F 2-1) ORBZWR~OBALRD, FERAMAO 2 2L LT, REEEE GE2-2) 10X

d)

. FREROFMBE L KEX VEGIICAELONARERBESINS Z & 2 HERT S, HRIED

é’éﬁﬂm}i@momf_\?ﬂb: FEFRBMIE D 2 FLL LT, -oMABRHESR (k2-2) ok, [HEEOHEMN
BEL KELVERNICARES DAIBEICHESNEES, /FLTEIIFVAR—F—DEET
HDELYET B, L, HREDBGAZIZ 2V T, ﬁﬁﬁ‘é%ﬁ}}ﬂ}’—ﬁ'ﬁ@ INETOERND, BUAK
e (FZ v AR—F—FEMas T AR—F—FERBEMIEOL) 28 2 L0 3 ETIIRREHREIT
ERWVWEEZLNBEEEIE, 2 UAORRALLEEFERALTH L, #HREORES LY, REMEN
~OFGALR, ERBHIEN~OEOAAR & LT 2 EHU EOENED LRRVEETH, A EE
iy, HEROWMREL KEXVEEBHICRABELONIBEIEDTIZ L 2MHEL, HEL
M2 LR TED, T, BEESEWELSS T, BIRBMIE TRRBGAR SR LEEVWEE28
HBTZLICERTS,
MATE1, MATE2-K iZ, BE@h 1A% & o HARTHD Z & 7b>r‘o FRIE P 2 HiR A & il LT AR
EAME{L (MATE BEMREZELT v emU b Pl vFa—g 75, LIBuAREERFE O
SN pHZ SARBEDTNA YT HE) TAZLI2LY, EHREEMEHIEN~OBAL L LTHET
% 7%, 7235, MATEL, MATE2-K 2DV Tid, MATE1l, MATE2-K EZHMEEOMRL Iz o b O
NERAMLUENNRERAWAZE LAERETH U . SOBE BRI, RN 2SS DI ENE
R EEBE LT A BERD S, ‘

MATEL B Ot MATE2-K 1%, B bOH o TnAE PSSy AR—F—ThAZ L b, HRED
mApRER, AEROHFCL DB LAVE, BEPRES LR TIBEXHILIEETS,
OCT2 EEDFE. invive TERFIREZRARIAER (3 2-4) AW ERREYRE{ERRER % 54

B LIBRRTHETHD Z D, YMmiE, OCT2 OEE TH D Z L 2 HHRT 0Lz e £
Do

39



X 2-7. BYBASEHS OAT1, OAT3, OCT2, MATEL K&} MATE2-K DEFEIE & /p 5 FABit: D AR

OAT1, OAT3, OCT2, MATEL R {F MATE2-KD S AV 5 (3R2-1) D&n%gey, BB MBBEERE (R2-2) icLAEBASIC L
VR EED eI NI R BB FUVEEE, B 50 UR—R2—OMEREDOEYIABD, HWEEC L THES R

Yes No
| kEoEY |
!
‘ |
14+{Unbound Cy,,,/K>1.1(0AT1, OAT3; | 1 4{Unbound C,./K)<1.1 (OATL, OATS,
OCT2), 21.02(MATEL, MATE2-K) OCT2), <LO2{MATE1, MATE2-K)
OAT1, OAT3, OCT2, MATEL R U'MATE2-K Eﬁﬁg@éﬁgg’ﬁaé—ﬁsﬁ
Din vivolL B 2 # (23 AL BRI :
EYEBERASRORIFESE Y

a) HBEE (3 2-1) ORBRMR~OTUALA, FERRMITO 2 {520 LT, WAMEEE (K2-2) &
D, HEROEFMBE L KELY HSMIICRREL DN BRERCHEIND Z L 2RERT 5, METRHIT
Hnd b AR—F —0RE L, BETHMENIEDEZERE L TEBIRT S Z L2 HRT 508, &
RBERRBERERE I AR~ —DOMBEE (£2-10) OFBLETH D, KEERDDEROM
RURE R CHERRE L, R 2-1 2280, HC K AL D EVREZHWS,

MATE1, MATE2-K i¥, BRBYANRYME O H+AETH D Z L5, HIRAZ RS & bl L TR
(L (MATE REMREZET Ve UL E 7L v a— g T 5, XIZBUALERIFOHIIR
S pH % BARBEOT N AV TRE) T3 LItk Y, BEFEEL2ERA~ORIAZRE LTHIET
& D, RFFHZAWS T AR—-Z —0EHL, RETHAZHIEDEZRLCEBRTLZLE
AR B8, BRPBERGEIE T AR—F - 0RBEE (% 2-1) ORALAETHS, KiH
2RO HBOMIET R OHERIREIL, R 2-1 28RO L S0 K BXVEHNBEZRVD, 28,
MATEL, MATE2-K {Z-2V VT, MATEL, MATE2-K FIRAMAEROMNL D icZh b Ol LR Lz
BARERWAZ EBFRETH YD, ZOBRE bERIC, XN 2155 i Man Z B L+
HUENRDH D,

b) e R T AR—F—TdHD MATEL RO MATE2-K OFRERE, mMHREICIELEZRIZEST, BiEEd
BEOHE LRXEBRFEANHZD, BEEVLETHS,
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11.3 &, Bﬂ%%&tﬁﬁ%%mﬁiw

#1-1. P4500Din vitroBER R DINFF

BEX Y—h—RE

CYP1A2 phenacetin (-deethylation. 7-ethoxyresorufin-0-deethylation
CYP2B6 efavirenz hydroxylation, bupropion hydroxylation

CYP2C8 paclitaxel 6 ¢ -hydroxylation, amodiaquine N-deethylation
CYP2C9 S-warfarin 7-hydroxylation. diclofenac 4'-hydroxylation
CYP2C19 S-mephenytoin 4'-hydroxylation

CYP2D6 bufuralol 1'-hydroxylation, dextromethorphan 0-demethylation
CYP3A® midazolam 1'-hydroxylation. testosterone 6 /3 -hydroxylation

*CYPAPEEIZ DWW, EERATORLRAEROREZAW TG T & TH 5,

#1-2, P4500Din vitrofL:EILDRFEH)

MX RN IR

CYP1A2 ¢ -naphthoflavone, furafylline’

CYP2B6™ sertraline, phencyclidine®, thiotepa®, ticlopiding”

CYP2C8 montelukast, quercetin, phenelzine'

CYP2C9 sulfaphenazole, tienilic acid®

CYP2C19" $-(+)}-N-3-benzyl-nirvanol, nootkatone, ticlopidine*

CYP2D6 quinidine, paroxetine®

CYP3A itraconazole, ketoconazole, azamulin®, troleandomycin’. verapamil®
‘REEFRREERER T 5,

“HAED L -5, invito TER T ABAORIRMAEERII R, Z ZIZEFEHERLRIRW
THEAWVWE, TOXREOBE-ERBZRTONREEMNSE, thoFRébbETEATRETH S,

#1-3. P450Din vitrofENIEN{LFEH

£ Bax

CYP1A2 omeprazole, lansoprazole
CYP2B6 phenobarbital

CYP2(C8 rifampicin

CYP2C9 rifampicin

CYP2C19 ,rifampicin

CYp3a rifampicin

"CORIIFRTHY, BRERIRY R PTIRARY,
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#1-4. P4500invivoE (HEIEIK) DRFEH

BESR el B

CYP1A2 caffeine, tizanidine

CYP2B6" -

CYpP2C8 repaglinide

CYP2C9 (tolbutamide) . s-warfarin

CYPzC19 lansoprazole **, omeprazole

CYP2D6 (desipramine)} . dextromethorphan,
{(nebivolol)

CYP3A midazolam. triazolam

EMIZ BV THREAR, RIEEFELEOERDITIFINTRT,

*CYP2B6 DIRIREIIIRED & Z HPIRTE 2y,

*lansoprazole {3V VAFEIEOGAIZ L Y AUC 23 2 fiFLLE 5 ki L& (CL/F &
1/5 75 1/2 BWTFICRD) T 5 EMBBERAREEROZ TR SN PREOER,
S-lansoprazole }3 CYP2C19 @ extensive metabolizer (EM) 2B\ T, JAWVEERD
BRI LY AUC B 5L R ER (CL/F A 1/5 ELTFICH) 4 2P EhiRSEnI4E
EEREZTOTVWEE,
lansoprazole CAAMIFR O LEEOFHAIC L W AUC A3 5 /%L L E& (CL/F A3 1/5
LUTICHED) 7580 EFRREERER TR TWEETH S,

321-5. P450Din vivollEIE (583K oRFEH

BER PR« MRS, PR OHER

CYP1A2 fluvoxamine

CYpP2B6™ -

CYP2C8 clopidogrel. (gemfibrozil)

CYP2(C9 fluconazole*

CYP2C19 fluvoxamine

CYP2D6 {(fluoxetine), mirabegron*, paroxetine

CYP3A clarithromycin, erythromycin®,
fluconazole*, itraconazole, verapamil*

EABWTHRAR., REELEOERDIIIENTRT,
“CYP2B6 MISEIEITIAED & = AR TE RN,

F1-6. P4500in vivoREMIK (HFEK) ORRH

BER | $EERSE MRV VR, AP OB
CYP1A2** -

CYPZ2B6 rifampicin®

CYP2C8 rifampicin®

CYP2C9 rifampicin®

CYP2C19 rifampicin

CYP3A phenytoin, rifampicin

“CYP1A2 ORIZERIIBIED & ZAFIRTE 21,
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#2-1. FFUAR—F—0 invitro BT OEH

MR 8- | REETF REBER K fll*
P- ABCB1 . 73-177 uM
. digoxin® (Cac:o-‘zl #mha) -
fexofenadineb.cd) 150 yM
loperamide (1.8-5.5 uM)
quinidine 1.69 uM
talinolol® (72 pM)
vinblastine®) 19-253 pM
BCRP ABCG2 2-amino-1-methyl-6-phenylimidazo[4,5-b]pyridine
(PhIP)=e) '
.coumestrol '
daidzein
dantrolene
estrone-3-sulfate0 2.3-13 uM
genistein
prazosin®
sulfasalazine 0.7 uM
OATP1B1. | SLCO1B1. | cholecystokinin octapeptide(CCK-8)® 3.8-16.5 uM (1B3)
OATPIBS ) SLCO1BS estradiol-17 8 -glucuronide® issiza 4!161“11%3[.]2335)
estrone-3-sulfate ) 0.23-12.5 uM (1B1)
pitavastatincesd ;:3:56&“(1‘{[]3(;)31)‘
pravastatinefx) 11.5-85.7uM (1B1)
telmisartan? 0.81 uM (1B3)
rosuvastatinefho 8:3?12‘;.125&“3%)’3 D.
0AT1 SLC224A6 adefovir 23.8-30 uM
p-aminchippurate 4-20 uM
cidofovir 30-58 uM
tenofovir 14.6 - 33.8uM
0AT3 SLC22A8 benzylpenicillin®© 52 uM
estrone-3-sulfate Im) 2.2-75 pM
pravastatinbe 27.2 M
MATE1, SLC4741, metforminm 202-780 uM (MATE1L),
MATE2-K | SLC47A2 1050-1980 uM {MATE2-K)
1-methyl-4-phenylpyridinium (MPP4)m ]i?_g ﬁﬁ Exﬁig?f{)
tetraethylammonium (TEA)™ gég:ggg ﬁﬁ %i?gg;{)
0CT2 SLC22A42 metformin® 680-3356 uM
1-methyl-4-phenylpyridinium (MPP+)" 1.2-22.2 yM
tetraethylammonium {TEA)™ 33.8-76 uM

‘ORI NEEFIE. KorICsfE
a) OATPiB3 &
b) OATPs X
¢) MRP2 #£H
d) MRP3 ®Z
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e} P-gp #EHE

f) NTCPIH

g) OATP1B3 BRAZEE (vs. OATP1B1) .

h) AEHEZRVWTHEERPToBRICEB SRS Kifid . BEKCEMOEDMBAIER OEE-AER
DA EHLE LV EHEINS K AR 2 2 ¥R Sh TS,

i) OATP1B1 BRAIEHE (vs.0ATPIB3) , 272U, MEXEROBRICAEEZMAW5 &, MR TEEMOIEY
MAEEEROEE-BEEOELZELbELVEMENS KBLY b, 268 K @R RE<<AFELE
NHAMBEHD LT HIREND VEBEBME,

j) BCRP &£H

k) OAT3 HE

) OATP1B3 BIRAUEZE (vs.0ATP1B1) , FEBMAREENKE |, FEEBRRIT albumin DIHEEBE,

m} OATP1B1 &EH

n) OCTs, MATEs ZH

. 44



#£22. FFUAR—F D invitro WRIBERONRES

bvAR -5- | iMEF HEEEE Kior ICso {l°
P-gp ABCB1 ciclosporin? 0.5-2.2 uM

elacridar (GF120918)Y 0.027-0.44 pM

ketoconazole® 1.2-6.3 uM

quinidine? 3.2-51.7 uM

reserpine® 1.4-11.5 uM

ritonavir ') 3.8-28 uM

tacrolimus 0.74 uM

valspodar (PSC833)=k 0.11 pM

verapamild 2.1-33.5 M

zosuquidar (LY335979) 0.024-0.07 uM
BCRP ABCG2 elacridar (GF120918)8) 0.31 yM

fumitremorgin C¥ 0.25-0.55 uM

Ko1349 0.07 uM

Ko143K 0.01 uM

novobiocin¥ 0.063 - 0.095 uM

suifasalazine ¥) (.73 uM
OATP1B1, | SLCO1BI, | ciclosporinces? 0.24-3.5 uM (1B1)Y, 0.06-0.8 uM (1B3)
OATP1B3 | SLCO1B3 estradiol-17 8 -glucuronidebe) 2.5-8.3 uM (1B1), 15.8-24.6 uM (1B3)

estrone-3-sulfate be) 0.2-0.79 uM (1B1), 97.1 uM (1B3)

rifampicin® 0.48-17 uM (1B1), 0.8-5 uM (1B3)

rifamycin SV 0.17-2 pM (1B1), 3 uM (1B3)
OAT1, SLC22A6, | benzylpenicillin 1700 uM (OATL), 52 uM (0AT3)
OAT3 SLC22A8 probenecid? 3.9-26 uM (0AT1), 1.3-9 uM (0AT3)
MATE1, | SLC47A1, metidine 40 1.1-3.8 uM (MATE1), 2.1-7.3 uM
MATE2-K |SLC4742 | clmetidine (MATE2-K)

pyrimethamine 77 nM (MATE1), 46 nM (MATE2-K)
OCT2 SLC22A2 cimetidinehd 95-1650uM

| 1-methyl-4-phenylpyridinium (MPP+)}h { (1.2-22.2 uM)
tetraethylammonium (TEA)M 144 pM

ORISR ENBEFE, KnlE

a)
b)
c)
d)
e)
f)
g)
h)
i}

)
k)

MRP2, BCRP, NTCP. OATPs[HEZ
BCRP [

NTCP PRER

OCTs fHE#E

MRP2 fREZR

QATPs [

P-gp FHEHE

MATEs 2%, HER
PRERBRATNICAERE F T Vv AR—F
E KIEXNEL T 2HEH Y,

0AT3 FRE3E

BIRAICHE

—RETFRBAMR (t MR 27 vA rFa—a 15
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#2-3, T YAR—F—Din vivolBVET ORRF

MUAK -4~ RIETF RUENR

P-gp ABCBI1 aliskiren, ambrisentan, colchicine, dabigatran etexilate, digoxin.
evelolimus., fexofenadine®), lapatinib. maraviroc. nilotinib,

: saxagliptin, sirolimus. tolvaptan. topotecan

BCRP ABCG2 imatinib, rosuvastatinb), sulfasalazine

OATP1B1 SLCO1B1 asunaprevir, atorvastatin. bosentan, docetaxel, fexofenadine,

OATP1B3 SLCO1B3 glibenclamide, nateglinide, paclitaxel, pitavastatin<}, pravastatind,
repaglinide, rosuvastatin®, simvastatin acid

OAT1 SLC22A6 adefovir, bumetanide, cefaclor, ceftizoxime, ciprofloxacine.,

0AT3 SLC22A8 famotidine, fexofenadine, furosemide, ganciclovir. methotrexate,
oseltamivir carboxylate, zidovudine

MATE1 SLC47AT, metformin '

MATEZ-K SLC47A2.

OCT2 SLC2242

a) AFYHZRIZ OATP1B1, OATPLB3, MRP2, MRP3 STMZBEHEIMIZIE, OAT3, MATE1l, MATE2-K O E
BHEENTVWEZ L REENHSE,

b} {E{CERIRIZ BCRP, HFEUAAIZ OATP1B1, OATP1B3, NTCP UM BRI IE 0AT3 D52 iy
ENTWAZ LIZERSSKE, £, invitro EBRTI3 P-gp. MRP2 DEE THH 3.

) invitro 3ZBRTiX P-gp, MRP2, BCRP DHEE THH 5, _

d) MEH-HEC MRP2, BT 0AT3 OISR H B 2 LITEENLE,
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#2-4, F5 U RAR—F —Din vivoBITEEIRDRFH

FFvRE -4~ KT AEIEW R
P-pp ABCB1 amiodarone, azithromycin, carvedilol, clarithromycin?,
ciclosporin A2, itraconazole, lapatinib,
lopinavir/ritonavir,
quinidine, ritonavir, (saquinavir/ritonavir) .
(telaprevir) . (tipranavir/ritonavir) .
verapamil
BCRP ABCG2 curcumintl, eltrombopag
OATP1B1 SLCO1B1 (atazanavir/ritonavir) . clarithromycin, ciclosporin Ad,
OATP1B3 SLCO1B3 erythromycin, lopinavir/ritonavir, rifampicind, simeprevir
OAT1 SLC2246 probenecid
DAT3 SLC22A8
MATE1 SLC47A1 cimetidine, dolutegravir, (pyrimethamine) .
MATE2-K SLC47A2

trimethoprim., vandtanib

EMIZBVCRERE, REFLEORYIIEIN TR
a) A FHEET OATP1B1 KU} OATP1B3 bAET 25 - L 2H 5 & LITERBLE,

b) HFVAUL

0) FEPRILEIMEE THLE D P-gp HIHET A Z L BME SN TS Z L ICHEENLE,
d REHE5TL., BEHRESH T 50T, BEERES CTOHEHA,
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