o) K Y EREOIHEE (1], inet. na/Ki<0.25) (&, FFEEICHITE FS U RKR—E—D /in vivo TORE%R

BETED (B6-5). %d, OATPIB1 KX 0ATP1B3 MEERERIZH T D BIMOBESRIAIC DOV THIEEH
Lf-*BEE®R (18

6.4 BIEICHETD S VARR—E2—2N LI-EWHEEERD /n vitroBBR %R

FICHEOBFDBICEYER (BRBIUTSUARELEIUTSVAD 5% LELED D) Shb
WERZEITDUVTIE, O0AT1, 0AT3, OCT2, MATET B USMATE2-K MEZE &5 E8EE % /nvitro THRET 3 (B
6-1).

0AT1, OAT3, 0CT2, MATE1 RU MATE2-K HIFHRAMZ AV THERZTH5HE, HEEE (R 6-5 31R)
FRAV-RHZHHETEREL, ThoD FSYRAR—2—O#BEN+IICERTELIHBRTHD L
ZFEET 5. O0AT1, OAT3, OCT2, MATE! R UXMATE2-K SIRMRRAMKIC & 2 BB A B DMERA~DERY AH L
(b3 RR—4—HBEME L FERBARICS T EIMYRAAZOL) (@% 2 UbEAD. Ff, BBESE
EckY, HEEOHRMEESE K E (LI#k, MATEL, MATE2-K DISFEDH K ETIEAE L ICEEZHAS) &
UERMICRIEBEL ONDSREEICED T H L E2HRT S, 4, MATEL, NATE2-K (2D TIE, EREI A
MEOHARTHDHZ D, WENEEMEL MTERBEBEFELCT VEDLET LA VFaR—Y
a3V 5, XEMYRAAHERFOMBNPHE 8 ABEDTILAVEIZTSEE) §5H5I&IC&Y, BE%E
HEMBERAADRYAAHE LTAETES 0. £, MATEL, VATE2-K RI|MEEHDOKH Y IZTh S DHR
AL LEBENMNIZANSZELHETHS . COBELEHKIC, ARBHNEEL=HICENER
FEMEIE T ORENHD.

BRENHRELD P VRR—4—DREBICH LIRS LRI T 515E, HREORBRMEMA~DER
YAHHS, FEERBEA~OBMYRAALYE 2 EEZBATELS, BAONRET D S URR—42—DH
RAEEICLY, HEXEOFMEEL KELYERNICREL ONIBECHEINDIES, HBEEES
REBDISIVRR—G—DOEFLHET S (B6-6BM). 2L, HBREORELZLICLY, HEHAR
HADERYRAHD, EREMBANORYAHLLELT 2 FLUEOENBHONGEWEETE, HAEHE
FBE(CKY, HEXOFMBREL K ELYERWICRELONDIEEICHDT LI L#/HAL, 2B L
b ENTES.

WRERZED OAT1, OAT3, OCT2, MATE1 BU MATE2K 1T 9 BIEEZ&HT 188, BRHABICAVS Sy
AR—E—QREIL, BEKRTHASAIENEEB L TRBIRT DI L##HET N, BIRVESLHEAE
ELSURAR—F—OHEBEE (£6-5) OFALFAETHD. COBE KESYTRICTEVNEEZLOND
EEREFRAVTRNT . HheT HABEEE (R 6-5) #AVRIEZERET L HIC, ATEEE
(% 6-5) ZERAL, BHEEORMEESL K ELYERVICREBELONIEE, AREBEOIWY AHNHE
DPFTBHEERERL, BT D FIURKR—E—OBENTRICHRTELIHBRTHDI L EHET .
OAT1, OAT3, 0CT2, MATE! R X MATE2K I3t ZMEERBEEMT B EDRIEEREE, BRED K,
EA, BBEKREEHAEICHITHERESH Copx D 4 FULTHAINELI ZHINARELBESHEZ H/IN—T 5K
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S5EETS. KEN4xEHEER Cu Y EREWGEE CGEEERE C,./K<0.25) 1%, BREICH TS
AR—E—D in vivo TOEEFEETES (H6-7).
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6-1: #HERZEHS P-gp, BCRP, OATP1B1, OATP1B3, OAT1, OAT3, 0CT2, MATE1 RUMATE2K k5 >V RKR—42—DEHE L 5OREMEDKRE

ETHOWHERE
P-gp, BCRPIZREAL, FRCE E =R St RO BHLTEE
ALY ER NEEHEBRRHD JHERBERR M
BRERDOLENE, Bl : DT 52 XD 25% Bl OIT 520 XD 25%
K625 BEND>5% HUED, RIEFEEM? UEM, RITFEAM?
B9 %
Yes or 4~BH Yes or 4~EA
OATP1B1 XU OATP1B3 OAT1,OAT3,0CT2,
[CEAL, BEEREYHEE MATE1 B UMATE2-K(Z
ASBRERDLENSE, BEL, FREREE YA HEE
K6-4%S MBS Z HIEY RSBmO NELES,
% K 6-6%S M Z HIkh
ERA)

a) 41 RUA2EORBYDRFE2BEIC, REPE FSUVRAR—E—OEVREERAIZOVWTERIT I LE2EETS.

b) FFRIENEE L L DWEREE (B : FREXXIIEADIDBI VTSI UAN, BOVTFTIURAM WU E) IZDOWTIE, FRYAH b5 RR—%—0 0ATP1BI
EUOATPIBI MEBE M E S HRETT 5. BBHSmIE EBEERTF—2 (in vitro FFHIFAER X ILMEHERIKIZ LD /n vivo ADNE RE) RUBH Y YTS R
DT—IMLHETES.

c) BRMETHMBPEELLIHRE (BOMYYTSUAN, 8BTS AM 5% E) ITDULTIX, 0AT1, 0AT3, 0CT2, MATE1 RUMATE2-K OEBEMNE S
W& invitro REBTRET . HIUTSVAOEE Wik, CL-f*FR)/CL  Ho#EETL. (CL: BIUTSUR, f 1 OFEAFEEHENS
E,GFR: AERADHBEE O @ £HIIVTSUR) ,
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6-2 : WERZEA P-gp RUBCRP O /n vivo HE & 1 2 aTHetED#RET

P-gp B U'BCRPD L BV HLH (K6-5) F ALV TIHEREA R Ih-HlzZ ALV -EHila@mE=E
BRICENT, HERZEDNet flux ratio (B-to-A/A-to-B) (2L E&libm? 2

Net flux ratio> 2 Net flux ratio< 2

Effluxh%P-gp (BCRP) BREHI (F6-
S)IZKYBAEICHESN M2

l t 5L P-gp (BCRP) DEH
Yes No F1=[3P-gp (BCRP) HE Ty
‘ i
P-gp (BCRP) P-gp (BCRP) LASL® efflux
HE b5y 2R — 2 — 0 3 E
]
P-gp (BCRP) % L7z WA EE P-gp (BCRP) EELLTHEYH
AU 75Y. BREWIEEER BAERAYRAFHEIXHELGL
HEBROLEWEERTEY

a) Caco-2 #ipa, P-gp RLIMARAKEA LK A#RLY, MEBEBE (% 6-5) D net flux ratio (Caco-2 MRIMDIBESIE, flux ratio) ZIEIEICHLEEARERT S, &
HI 2R TOCIAETORENS net flux ratioD 2 LVSETIEBERZHMTELWVEEZ SN DIHFEIE, 2 LS D net flux ratioDHh vy FA T1E
»N, RIZBHRBEOEMEEZFERALTHLEL. FOBEIE REFsJavko—iL (R6-5) O7veSERICEDE BEYLEEZSRETS. .

b) Net flux ratio»%1 {hEIZH D, XIFBALMNIZIETT 5.

c) P-gp ZHILERILORMED W, PEBTEICEET LMD, BLEETAASEUT, FF), RAEIBOAR, FREUOBIGLEEZEREL,
EYHEERABROLELEZHNT 2. GIZE, FF O805THNIE, SHLED P-gp BEDHICE>TIE, 1. 25 EULDAC LRIFRESGVDEERZ SN D.
7§, BORPEEMDIFEIL, /nvivo TOWEETZEZRET S, BAATUEBEMEREOEVERNHESIATHY ¥, REEOEVHENEAZDNRRE
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BRYBHIEMND, FREBERAWVT /in vitroRBRTRELLBAINENERFLTHES SN RSN D, AEBRAESP-op REHRICEL D, AREE,
HEFEEZR6-5(2RY. BL, BORREEDIZS, /nvivo THERAWRGHEBEER (R6-4) ZRAVHRREMEEFASRZIET S LEFIHEKAT
H#ETHHEMD, HEIE, BORPOBRETHLS L ZBEHMRERRTIDAICEEDD.

d) ZOLEMABRT Z2ENFETORFOMNRICEDWNT, JHEEITH T HWINOHEH B P-gp U BRP UND b5 Y AR—E —HWRELGEEERIFT
CENTRIEINTIBSIZIE, Caco-2 MBANIE b5 U RAR—4—RBFMEAKLELZHANT, F5THFSVAR—FI—DOBEECEZOFTEORELRIL, &
ZIBLT, BREVHEEFRAABROERRLEZRET S,
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6-3 : WERZEA P-gp RUBCRP @ /jn vivo FHEFE L 4 S HlEett DigE

P-gp R UFBCRP(D S BV ELH (3k6-5) # ALVTHIXREMN RS SN - Mifa % ALV =Bl X ERRICH VT,
P-gp & UBCRPD 7 01— T E B Dnet flux ratiol 236§ S RERE DR BE R T 5

I | ]

MR I Dnet fluxratioh’, HhERZE 2 #F 2 Dnet flux ratioh’,
EICRELTIRT HERE(C LY AL

l

P-gp (BCRP) DBAEFI

I

K& HH
l |
[1,]/1C5>0.1 [1,1/ 1C50<0.1
or and
[1,1/ 1C5,>10% [1,]/ 1C5,<10

& PR CP-gp (BCRP) ZEEL DEY P-gp (BCRP) BREIC LD EY

B (EF BLEE Riar & E 39 *Eﬁf?m'J 27{‘{ K<, B
(L] 1C20.1 D BEEI, BIUTS EYHBEHARITE
220 FHlvE ZET3)

Caco-2 #iBa, P-gp HXIMMRAMKA & ALY, MEIEE (F6-5) D net flux ratio (Caco-2 MIFAMISAIL, flux ratio) ZIEEICHMEREERZETS. =

f=, BBPEFEDFMIZEY, net flux ratiods, HEEDFMEEL K ELYVERMICRBELONDIBEIBET TS LEREETS.

b) [[IFFELTVHERSGAARBERSROEERETOMRC CGHEAGREN L BEREYREORT) OFHEETRT. [1]= BEROERSE/2500L.
O, REEBORES K [CHATHHECEET S (FR6-5) .

c) Invivo TOHEBEEIX, X6-4%25EFIERT 5.

a)
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6-4: fHERZEAHY OATPIB1 LU OATPIB3 @ /n vivo B8 & 75 ST RETE DHRES

I %&Eﬁﬁb“iizﬂﬂﬁ%ﬁﬁ?(iﬁﬂ;‘mﬁtﬂ'@ﬁ%@*éal |

FROXGTTCRERERLCT. hD.
IR CEIRBY 3 R D 22D SN gL e

Yes No or F~BH

t R THEEGRYAHDBEERSN, B
DOATPRHEETHE(CBAEIN DM ?

F -2 0ATP1B1 RUOATPIB3FEIRMIAICH T

x B2 f e L& CHE/GIRYIAS O L REHE

BEhahe?
No Yes
o\
OATP1B1 R UFOATP1B3DPHE(C L3 EWIHEEA | OATP1B1 & Uf OATP1B3 3t & |
2038, BRAREYHEEER BRI T E

U7 B FE o0 RY %
PRERSLTHL, BBERTORYHRE
1 5Bk% Eiee B g 27

a) @6-1%58R

b) BMICH T AMBAMHBORELEN D, FEADBIRHNEATOBERERDICENTED. B, INIFEETHILO0, £EMNEHTTRAERER
DAY TEBEBEMNLEMEMEEYIE, OATPIBI XU OATPIBI DEFELLHILDNE N LICLHOETERT S L. Ff-, RBICKYFHELRT D&
SHEMTH, FRYRAACE IS VRAR—2—PEELTVWSERLHIDT, IBSDETHS.

c) ZEHLEDBTEMNKE, OATPIBI R OATPIB3 IC L DEIEA TRV ENBHBERLEEND.

d) bt NEF#IREIE OATP1BI K UX OATPIB3 4t LI-MiX A+ R ITH D L2 HOMN LHERELE-INZEANS. ATEE (R 6-5) OMYRAHLNEHLH, H
DHBIPAEE (XR6-5) IckY, HEEORMREEEL K {EXYVERNICRELONIBECAETSNLS L 2HERT 5.

e) OATP1B1 & Uf OATPIB3 RIFMAAMEZ ALV DIHA(E, HEEE (R 6-5) DOXBRRMBAOIRYAHAN, FERBFMED 2ELET, ADORBMPEEE (%X 6-5)
kY, HEEORMERES K Bk VERNICEELONIBEICHESNS S LEHET 5. HERRORERMEADIRYAHA, FRBEMIAD 2 FLL
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+T, AORBAER (XR6-5) IT&Y, HEROFMREE K BL YERMICRELONSBECHESNIHE, 0ATP1BI RUOATPIB3OEETHS &
FIEg 5. =120, BBREOMYRAHTONT, FATHMBERTOCNETORENS, RYRAAL (S UVRAR—F—REMEE b5V RAR—2—3H
BMEOL) N2 EVWSETEBREZBNTEGNEEAONSEAE, 2UNORYAAEEFEALTH L. EFEASVMEEYTIE, RERMBRETIX
BURAADRE LBWEEAHD Z EITERT .

f) Vo7 EYUIZONTIE, BYBLEEICKY, FEREZRET LH, BEKRSTITS.
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6-5: HHERZEAS OATP1B1 RUFOATPIB3 @ /jn vivoBREFE & 12 S AT EE DG

OATP1B1 K (FOATP1B3 (D HFI R B (K6-5) F AL Tl BEAREZR S 1-0ATP1B1

EUOATPIB3HRMAE - (S FTHIlaZ AL T, BT (F6-5) DIRYIAAIZ
NI HHBREDEELRTTITHY

R'Va]ue=1+fu " ‘inlet,max/KL?_—l'ZS ﬁ\ ? b)
|
l i
Yes No

EU i b
B& FE COATP1B1% (ROATP1B3 Min vivo B T ELE5 3 OATP1B1 X TFOATP1B3IH =

: 2 EHEWIREMERY RS,
(F6-0) LDEYVHBEERARBREEMEEETD A T e

a) £ MTMilEERVSEEE AREEH (R6-0) OWHLHEZRMYAHNEHON, MAORBEFRE (R6-5) IC&Y, HERORMREL K L YERG

CRELONIBEICHESNS - LEHET 5. 0ATPIB1 R U 0ATPIB3 RBRMIAMZ AL S5EEE, HEEE (R6-5) ORBRMEE~DEIYAHL, 0
Y hR—LEREO 2 LT, REBER (R6-5) IC&Y, BERORMREL K ELYVERMICERBLONSBEICHEINSG L ZRET S, IC_ (&

ERODFOABBEERCHZERENRL, RO6-5ZBWO5X, +AICK ELYEVREZRANS. HEARICAVSHBREOREEFRDREL 0ATPIBI

R U OATPIB3 RS & 1 HMBREQMKAR (PIRIAPEE) EEELTRET 5.
b) RfE =1+ (F, x I /K). &, I EFSROGES CORERABERRETHY, C + k x AE x F F/0)&LTHESAS. C 41

FXOBRBENDTRE, FELBEEORSE, FF FR5LBEROBCETAISE YT, kK RESRORIGEERH, | EHLARETHS 0 :
97L/hr). FF BRUK [EXTHOBAL, BRNGREBEEAT DL CHRIEOTUIRI SN 510, FF RUK ISZATA T RUO Inin £
T3 fEN0.01 KD, RFBEMAELSE (F EA0.01 k) f EAERISHETERVEDISOVTIE, BEESFHERIT D10, T =0.01
ERELTHET 3.
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OAT1, OAT3, OCT2, MATEL &R X
MATE2-KDE B LI R ALY

OAT1, OAT3, OCT2, MATE1I R T}
MATE2-KFEE - X5 EWHEER
YRYI3BL, BERARIIAE

X 6-6: #HERZEAHS 0CT2, OAT1, 0AT3, MATE1 R UL MATE2-K O /n vivo £ E & 75 5 T et 0 SR
2 BV =L et
HEREE DOAT1, OAT3, OCT2, MATEL, MATE2-K- 3 IR R HiRR~ DY)
AHD BRI R THEICSE LAY
|
l |
OAT1 R (ROAT3 M MATE1 B UFMATE2-K | onogs
2y F-3-7
Tnsxoreomk || vrrovromk || QRBEIS R
EpHEERSREE | RpHIEmRe || B i;f( g@%
: c) [=] , o
b ki BRIZFE. ocn2m
BHETCHLLEE
it g 59

a) H6-1%35H

b) BEIHEE (£R6-5) DHFRBRME~OTYAAHL, EXRBFMBOD 2 ELET, HBEEERE (R6-5) (CkY, HEZOFRMBEELKELYERWICREL
ODNABEICHEINDICLA2HETS. HREOKAEZMBADIEYIAAN, ERFMAAO 2ELILET, M DOHRBEERE (£6-5) I2kY, AEEOFHM
%E&&ﬁ;UE%%EEE%B&%EEEM%énE%ﬁ,ﬂ%t?éhayxﬁ—a—mgﬁﬁ&é&w%ﬁé.tEL,mﬁﬁmeﬂﬁtout,
FHTAHBRATONETCOREMNS, RMYRAHE (FSURAR—F—HRBEHMBEE bS5 ORR—2—ERRMBEOL) A2 EWSETIRERFHANTE
BWEEZONDESIE 2UN0OBRYAALEZFERALTEEL. BEEUAENVEEY T, HFBERMBCIEIRYAADBRH LEWNMEENHIZ EITETET

%

c)WE1&UME%Km,%M#B®ﬁ&§EOTU6b%yzﬁ—ﬁ—ﬁﬁélt#B.mﬁ¥GM¢%§ﬁ,m%%w%#E$U%wL@Uﬁ,%W¢

RENLETIBANHICEITBET S.

d) 0CT2 EEDEA,

DEETHSZLERBRBTIDOHICLLEDHD.
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invivo CERMREARBEEE (R 6-4) ZAVEBRAEVHEFRARBREZHETSICLERERCTRETHS LA, HEIL, 00T2




6-7: FKERZEASOCT2, OAT1, OAT3, MATE1 BRUSMATE2-K O /n vivoBEZR & 13 % FIREME D T4l

OAT1, OAT3, OCT2, MATEL B UXMATE2-K(D BBV B B (F6-5) D#EaeL, BIMOARMAEE (F6-5) (L& HARLGHEFICLY HiXrEMNTE
I -RERMIAERNEE, ERSURR—4—0OHREEEOINYALN, BEREICL->THRESN-H?

l

Yes

l

Ki (ICs /B D F ™)
[

No

1+{Unbound

Conax/ Ki)21.25

1+{Unbound C,_,,/K)<1.25

y

Y

OAT1, OAT3, OCT2, MATE1 % (fMATE2-K
Minvivo i B B3 (5k6-4) % FLV-EREK
EPHEERAFRREEREEE T 5

R KM E I ASER

DBEZL

pd

a) WERE (R 6-5) OEBERME~OEYAHD, FRRMIEO2ELULT, ARBEER (R6-D) [C&Y, EHEXRORMRELK E&YERDICREL
ODNIBEICHESNS L ZHETS. K (IC ) EZROIBROAREARVERRENR, R6-5EBWOS2, +7ICK ELYVEBENVREEZRNS. B

ERBRICAVSBEREDREHED

BEIFE, HE LI VRAR—F—ICBBEINHHBREDOERKRE (MFPEFEEMERE) EERBLTHETS.

b) MATET R Uf MATE2K ICDWTHEIBER ZRWV-IERBRZITo1358(F, K BISRDY, medium hRERED IC EZALTELL.
) B RS Y RKR—2—THD MATEI RUMTE2K DIEE(E, MPRECEELZREFST, BRVREOHELRESEIGENHLD. BEIRDETH

5.
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®6-1 FSURAR—EF—EN LEBREVHEEERNZO N -HEZEDOH

MIVAR -4- BIEF eSS

P-gp ABCBT Amiodarone
Azithromycin
Carvedilol

Clarithromycin
Cyclosporine
Darunavir/Ritonavir
Diltiazem
Dronedarone®
Itraconazole
Lapatinib
Lopinavir/Ritonavir
Quercetin®
Quinidine
Ranolazine?
Verapani |

BCRP ABCGZ Curcumin®

Elacridar (GF120918)2 @
Eltrombopag

OATP1B1, SLCOIBY, Atazanavir/Ritonavir
OATP1B3 SLCOIB3 Clarithromycin

Cyclosporine
Darunavir/Ritonavir

Gemfibrozil?®
Lopinavir/Ritonavir
Rifampicin?

OAT1 SLC22A6 Probenecid

0AT3 SLC22A8 Probenecid

MATET, SLC47A7, Cimetidine

MATE-2K SLC47A2 Pyr imethamine?

a) BARFRER

b) YT Ak

c) P-gp, BCRP @ dual inhibitor

d) REHETLHE, FITFEOUMRIRELDT, BRMNEL
DT BHEICTEFEIVETHS.
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£6-2 FIURR—2—&H LEBREREVHEEERNZH oh-FEZOH

o BET G

P-gp ABCBT Carbamazepine
Phenytoin
Rifampicin

St. John's Wort?
Tipranavir/Ritonavir®®

OATP1B1, SLCOTBI, Rifampicin
OATP1B3 SLCOTB3 Efavirenz
a) YT A2k

b) BARREKR

c) invitroRERMFERIZE D &, ritonavir (X, P-gp DREE
geZ B L, tipranavir (&, P-gp ORAEREITBLN—F T, &
BEETRARC, TNOOMRMNBEESNFZIDELTRZTY
HEICEEEETS.
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R6-3 FSIUAR—E—NLEBREEVHREERSRH Sh-EEZEDOH

FIVA% -5- BiEF HEEE

P-gp ABCBT Aliskiren

Ambr i sentan?
Colchicine
Dabigatran etexilate
Digoxin
Everolimus?®
Fexofenadine
Imatinib?
Lapatinib?
Maraviroc?
Nilotinib
Ranolazine*®
Saxagliptin?
Sirolimus?
Sitagliptin?
Talinolol®
Tolvaptan?
Topotecan®

BCRP ABCG2 Diflomotecan®
Imatinib

Rosuvastatin
Sulfasalazine

OATP1BT, SLCOIBI, Atorvastatin
OATP1B3 SLCOIB3 Atrasentan®

Bosentan
Ezetimibe
Fexofenadine
Fluvastatin
Glibenclamide
Nateglinide
Olmesartan
Pitavastatin?
Pravastatin
Repaglinide
Rosuvastatin?
Simvastatin acid
SN-38 (active metabolite of
irinotecan)
Telmisartan®
Torsemide
Valsartan

0cT2 SLC2242 Metformin

MATE1, MATE2—K | SLC47AT, Cephalexin
SLC47A2 Cisplatin

Metformin
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OAT1, OAT3 SLC2ZA6,

Adefovir?
Bumetanide®
Cefaclor
Cidofovir®®
Ciprofloxacin®
Famotidine®
Fexofenadine
Furosemide
Ganciclovir®
Methotrexate®
Penicillin G?
Zalcitabine®
Zidovudine

SLC22A8

a)

b)

c)

d)

e)

)

g)

h)

CYPRAEETLHEHI EMD, P-gp DT L LHIC, CYPIADIRED
FELZEBICETWSARENHLEITTIENDETHD.
HAREKR

BCRP EETHHAHZ EMD P-gp DIAEFE L & 112, BORP OIEEDEE
EREIBICR TV DABESAH S EITSTENDVETH S.

in vitroRERDFER, FFERYIAAIZ 0ATPIB1 OFEHEANF LI &M
HINTWS.

invitroRERDFER, OATPIB3 BIRAIEZE (vs. OATPIB1) THDH &
AREENTNS.

invitroREBROFER, O0ATI ZIRBIEE (vs. 0AT3) THDZ EAVRE
SNTLVA.

RS

invitroRERDFER, OATIZBIRMIEE (vs. 0AT1) TH B EMRE
SNTULA.
T2 ZEETEHS.
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%64 FSURR—E—O in vivoBRBIEEE HEIEEZEOH)
in vivo REI R B

FYAE -4- EinF BB EE
P-gp ABCB1 Dabigatran etexilate
Digoxin

Fexofenadine?

BCRP ABCG2 Rosuvastatin®
Sulfasalazine

OATP1B1 SLCOTBT Pitavastatin®
Pravastatin?
Rosuvastatin®

OATP1B3 SLCOIB3 Telmisartan®

0AT1 SLC2246 Acyclovir
Adefovir
Cidofovir®
Ganciclovir

0AT3 SLC22A8 Benzylpenicillin

Ciprofloxacin
Pravastatin®
Rosuvastatin®
Sitagliptin

MATET, SLO47AT, Metformin
MATE-2K, 0CT2 SLC47A2, N-methylnicotinamide
SLC2242 (NMN) -0

a) RF:EZIZ OATP1B1, OATP1B3, MRP2, MRP3 ifi Ui BHE
MIZIX, OAT3, MATE1, MATE2-K MBS A $RE&E SN T
WBZEITEENRE.

b) EALEWRINIZBCRP, RFER Y iA#AIZ 0ATP1B1, OATP1BS,
NTCP i TN B HEitit 1213 OAT3 MBS A& = TLY
B EITEENRE. =, invitroRERTIL P-gp,
VRP2 DEBETHHS.

¢) in vitroEE TIE P-gp, MRP2, BCRP DEEETEH
3.

d) BEHEEMIZMRP2, BHEMIZOATIMEENHEINT
WBZEITEENRE.

e) HILE - gD UGTs [Tk 2IBERBZZTH &N
MoNTLNS.

f) BARRER

g) BUOVTPSURENHEEET S LICKY, 0AT3 D
BEEEHTET D ENTRETHD.

h) REMEE. 8FE0Y YV IBEOSEELZIT5
=8, BUOUFTSUORELTEETIHEHY
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in vivo REIPAEFEE

FIVAR -5- EEEF REIPERE
P-gp ABCBT Amiodarone

Clarithromycin?®
Cyclospor ine?
Itraconazole

Quinidine
Ranolazine®
Verapami |
BCRP ABCG2 Curcumin®
Eltrombopag
OATP1Bt, SLCOIBI, Cyclospor ine®
OATP1B3 SLCOIB3 Rifampicin®
OAT1, OAT3 SLC22A6, Probenecid

SLC22A8

MATE1, MATE2-K | SLC47A17, Cimetidine
SLC47A2 Pyr imethamine®®

a) BRERIMNchERE T 0ATPIB1 U OATPIB3 £fHET S &
NBEINTVRIEITTENDE.

b) HARREKR

c) BRERIMPEETHILED P-gp LEET S EAHE
ENTWEI EITTEEADE.

d REES5TILE, FEYRSETLIOT, ERES
TOEA.

e) BARTIE, BEIHORBENLTWN (RILT7 FFIUE
DEFNIDHEE) .
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#®&6-5 FSURKR—EB—O in vitroBEIKE, REEEEOH
in vitro EIEE

bMVAR -4- | BiEF HMBHY K, fE&*
P-gp ABCBT Digoxin?® 73-177 uM
Fexofenadine®® 150 uM
Loperamide (1.8-5.5 uM
Quinidine 1.69 uM
Talinolol (72 uW
Vinblastine©’ 19-253 uM
BCRP ABCG2 2-amino-1-methy |-6-pheny | imidazo[4, 5-b]pyridine
(PhIP)c®
Coumestrol
Daidzein
Dantrolene
Estrone-3-sulfate>® 2.3-13 uM
Genistein
Prazosin®
Sulfasalazine 0.7 uM
mmg; ﬁﬁ%ﬁ: Cholecystokinin octapeptide (CCK-8)® 3.8-16.5 uM (1B3)
. - 2.5-8.3 uM (1B1),
Estradiol-17 8—glucuronide 15.8-24.6 uM (1B3)
Estrone-3-sul fate 0.23-12.5 uM (1B1)
Pitavastatin®®®? ; 2;;;1 21123)(181)’
Pravastatinc ¥ 11.5-85. 7uM (1B1)
Telmisartan” 0.81 uM (1B3)
0.802-15.3 uM
Rosuvastatine 3K (1B1), 9.8-14.2 uM
(1B3)
0AT1 SLC2246 Adefovir 23.8-30 uM
p-aminohippurate 4-20 uM
Cidofovir 30-58 uM
Tenofovir 14.6 - 33.8 uM
0AT3 SLC22A8 Benzylpenicillin®® 52 uM
Estrone-3-sulfate +™ 2.2-75 uM
Pravastatin®® 27.2 uM
MATET, SLC47A]7, 202-780 uM (MATET),
MATE-2K SLC47A2 Metformin® 1050-1980 uM
(MATE-2K)
1-methy |-4-phenylpyridinium (MPP+)" }?g ﬁm EmEPZK)
220-380 uM (MATE1),
Tetraethy|ammonium (TEA)™ 760-830 uM
(MATE-2K)
0CT2 SLC22A2 Metformin® 680-3356 uM
1-methy |-4-phenylpyridinium (MPP+)™ 1.2-22.2 uM
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Tetraethylammonium (TEA)™

33.8-76 uM

*OYARISTRSINF=EFE, K or [C,{E

a) OATPIB3 &£&
b) OATPs £&
c) MRP2 & &
d) MRP3 &
e) P-gp H£E
f) NTCP E &

g) OATP1B3 ZiRENEH (vs. OATPIB1) .
h) FEXEBROKIC, KiEANESCRELOh, TO—JEELLTEUNGHEZETS.

i) OATP1B1 ZiREIEE (vs. OATPIB3) . FAEERRDIFEIC, 2AFMICKi EAKECREL S HIERALH
5ETHIHMENHYIENDE.

j) BCRP &
k) OAT3 £EHE

|) OATP1B3 EiRKIEE (vs. OATPIB1) . FREMLWBELSKEL, ERRIZalbumin DAFZEE.

m) OATP1B1 £&
n) OCTs, MATEs #£&

in vitro BEIAEE

bMYAF -4- | BIEF HBEESRE Ki or 1Gg fE”

P-gp ABCB1 Cyclosporine? 0.5-2.2 uM
Elacridar (GF120918)® 0.027-0.44 uM
Ketoconazole® 1.2-6.3 uM
Quinidine® 3.2-51.7 uM
Reserpine® 1.4-11.5 uM
Ritonavir ) 3.8-28 uM
Tacrolimus f’ 0.74 uM
Valspodar (PSC833)¢? 0.11 uM
Verapami |9 2.1-33.5 uM
Zosuquidar (LY335979) 0.024-0.07 uM

BCRP ABCG2 Elacridar (GF120918)® 0.31 uM
Fumitremorgin C 0.25-0.55 uM
Ko134 0.07 uM
Ko143 0.01 uM
Novobiocin 0.063 - 0.095 uM

Sulfasalazine

0.73 uM

OATP1BI, SLCOTBI,
0ATP1B3 SLCO1B3

Cyclosporinec-©®

0.24-3.5 uM
(1B1)", 0.06-0.8
uM (1B3)

Estradiol-17 8 —glucuronide®®

2.5-8.3 uM (1B1),
15.8-24.6 uM (1B3)

Estrone-3-sulfate @

0.2-0.79 uM (1B1),
97.1 uM (1B3)

Rifampicin

0.48-17 uM (1B1),
0.8-5 uM (iB3)

Rifamycin SV

0.17-2 uM (1B1), 3
uM (1B3)
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Benzylpenicillin

1700 M (OAT1), 52
uM (0AT3)

Probenecid®

3.9-26 uM (0AT1),
1.3-9 uM (0AT3)

OAT1, OAT3 gﬁg%' 1738 Ml

Cimetidine ¢ (MATED), 2.1-7.3
uM (MATE-2K)

MATE1, SLC47A7, Pyr imethamine 77 nM (MATE1), 46 nM

MATE-2K SLC4742 y (MATE-2K)
Cimetidine™ 95-1650 4 M

0CT2 SLC2242 1-methyl-4-pheny|pyridinium (MPP+)P (1.2-22.2 uW
Tetraethylammonium (TEA)P 144 uM
Tetraethylammonium (TEA)M 144 uM

*ORITRENE=HFE, K E

a) MRP2, BCRP, NTCP, OATPs fREZE
b) BCRP fRE= ==
¢) NTCP pRE==
d) OCTs fEE =
e) MRP2 pEZE%E
f) OATPs fRE ==
g) P-gp fHEZE

h) MATEs %, [BEEE

i) PHERERRIICPEEZE % preincubation 375 &, K EAFLVT 2HBEHY (BEEE (14) D3RO

&)

BE, LEORE, FIXBMPBEPITTF—EA—XADEEZSEICLTERS L.

TP-search (http://www. TP-Search. jp/)
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