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[1E11]

(VID)

o™

[, X R"™~R7, R9~R"1| RURT3~R15 WMIC, EHRE =R
TRINDBOEREK. LREFAHTH D, ]
AEEEEICSFSX (1) 0 (V). (V1) (VIL) o (VI
) o B (I X) TRINBLEADCBVWTILTRINZER., Vrvh—%
T VrA— I—IBEIEENLOFESGFE., X (1) ITBWTF
TRINDIENBREEWMEELHETIETHD, VY rh—Id. AEBOIL
BN, ATRIND NSV RAR—Y—EBEORVESEREAHRT LI &N
TX, D, FTCRINIZEAMEOENBE LRI TEI2ETHNIEWD,
BRBETH>TERWV, FELLIF. VU A—BDIF. TOEKRIEHICEWT
 ENENARVF &, TXATLABE. 7 REE. XBRAILVKRVETIR
BEICLYEETEIENTEZETHS, A, Lid. BEREIhTWT
HRUV., BENXEDEIROC2~140F7LFL VEEET S, LOTILF
L VSEHABRINTWRIEE0EMRES LT, KBE, 7I /& n~Oy
VRF. AFVE C1~47LaFVE C1~4F7)LaFP AR
B C1~47)LaFYANRINAFVE, C1~4TLFILTI /AL
REVE, AIVKRVEE, XIE—CONH— (CH,) ,—SO,HE®ZF2
ZENTES, LOPILFLUVHIBEINTWIBEOEREDOEIZ. 1
~4M@8, 1~3M@. 1~2@. XET1TETH>THLWL, FFELIELIE
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—NH— (CH,) ,— (CHR21) ,.— (CH,) ,—NHCO— (COXik
R8XIER12ICHETZE) . XIE—NH— (CH,) ,— (CHR21) .— (
CH,) ,—NHSO,— (SO,HIZReXIFR"2|ICHXETZE) TRIND
HTHD

[XAF. p R rid. ZhEh. A—XEEL>T, 2~100BEAKTH
Y.

qalEOXIE 1 THY. HhD.

R2Vi&, HILRVEE, XiF—CONH— (CH,) ,—SO;HET#H3]

[0037] ABMZICSWVWT. TC1~6T7IFILE] &i1d. REHED 1 ~6EDE
HXIE D IRIRDORBFMRAEKREEEKR L, BIZIE, AFILE TFILE n
—7O0ELE, i —7OELE, n—TFLE sec—TFIE t—-7
FIVE, AVTFINE RVFIE AYRVFILE 2, 3=IXFINT
OEILE, AFIIIE RUEDI7OAFVIIEDENEFLN, FFE LI
CT~4T7LNFIETHY., SYFELLE, XFILE ITFILE n—
JOENLE, i —T7OELNE n—TFIE sec—TFIE t—-TF
WE, RCAYVTFINETHD, BICHFFEFLLE, C1~3F7ILFILETH
YU, BIZE. XFILVE TFILE n—TOELE RTGiI—-TOENLE,
THY., REFFELIE, A FLEXIFIFILETH S,

[0038] ABBMIZICHWVWT. TC1~67)aFTE] &iF, AIEEC1~67/LF
WEEBRRERFENLTRETZE ((C1~67ILFILE) —0O—-H) O
ZETHY., FITNIMFIERDIZEHRTH > THDRIRTH>TH LU,
Cl1~67)LaxTEEEF. ZTIFLESDORRRFEN1~6ETH
52EERBKRT D, TIAFTVEELTUE BIZIE AMFUE I hFY
E 1-70BLAFVE 2-FOCLAFVE 2-AF)—-1-70O
EILAFTE 2-AFI—2-FOELFFVE 2, 2-IXF)L—1
—7OENAFIE 1 -TFILAFIE 2-TFILAFFIE 2—XAF
W=1—TFNAFVE 3—AFI—1-TFILAFFIVE 2—AFI—
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[0039]

2—TFNAFIE, 3 AFN—-2-TFILAFIE 1 -RVUF)A*F
VE 2 RUFNFFVE, SRUFNFFVE 2 AFIL-1-R
VFIFAFVE, Z3AFILN—1 - RUFLAFVE, 2—AF—-2-R
VFIFFIE, Z3AFILN -2 - RUFLAFVE, 1 —AFIILFFY
B 2 A"FUIAFVE 3—AFIUNFTFIEREDNETFLNS, C1
~6TFIAFVEELT, FELCRCTI~47LaFVETHY. LYKF
FLLKE, CT1~37LaAFVETHY. JYBIKITFELLIF. X MFVE
XIFTMEETH S,

RPHEZICHVWT, TCT1~670aFPHNLRZIE] &iE. BIEC 1
~6FIIAFVEEAFVE SC=0) #NLTHEATSZE ((C1~6
TILFILE) —C (=0) —&) O &THY., ZTILFILEIBDIZEHIR
THO>TCHEDRRTH>THELWL, CT~6T7NAFTHILRZNEEI,
BTIVFNEBIORREFEN1 ~6BTHDI I EERBHKT S, 7I/)LOF
SEELTE, FIZE AMFUAIKRZIVE, ThEFIHILRZIVE 1
—7OBENAFLAINKRIIE, 2—-TOELFFIAIKRZILE, 2 X
FIL—1—7FOELFTFIHAIRIIIE 2—AFIL—2-7OEILTF>
AIVKRZIVE, 2, 2=IUAFII—1-7FOELAFIHANRZLE, 1 -
TFIVFFRDHIVKRZIVE, 2-TFILFFLHALRZIILE 2—AFI—
1—TFNFFIHANRZNE 3—AXAFI—1—-TFIFFIHIRZIL
B 2 AFN—2—TFINAF2AILRZIILE, 3—AFL—2-TFI
FERIAIVKRZVE 1 —RYFLFFIALRZIE 2-RUFIFF
SAWKRZIWVE, 3—RUYFLAFIALRZILE 2—XFIL—1-RY
FIAFIAIKRZIE, 3—AFIL—1 - RUFILAFIHILRZILE,
2—AFI—2—RUFINFFDANKRZIILE, 3—AFI—2-RVF)
FHFVANKRZINLVE, 1 - AFIINFFDALRZIILE, 2—~"FIIIFF
SANKRZLVE, S—AFINAFTANRINERENZESFONS, C1
~6TFNAFTANRZNEE LT, HHELLEFC1~4T7)LaF T HILK
ZIWETHY., LYBFFELLIK, CT1~3F7LAFPAHILRZNLETHY,
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[0040]

FYBICTFFELLIF, AMFYVAINRZNVEXIEINFYAILRZILETH
oy
[C2~67IT=IE] &iE, 1UEORFR-RFBOZEFHEEEET
ZEEXIEDEIRORBIRIEKBROEEDKRRFNO—EDKRRF%=
BRELTRIZRERFHENS2~6BO—MOEELERT S, C2~67IL7
SIEELTE, fIZE EDIVE, TOXRZLVE 1V TaRzIE 1

—JFZIE, 2—TJFZNE, 3-TFZIE 1T —XAFI-1-7OR
ZIE, 2—XFI—-1—-TOaORZIE, 1 —AF)I-2-TORZJE.
2—XF)—2-—7ORZJE. 1 —AFYFr—1-7O/,VE 1—R

VFZIE, 1 RUFZLE, 3RUFDNE, 4—RUFZILE, T
—AFI=—1=TFZIVE 1 —XFI—2-TFZIE 1—-AFIL—-3
—TTFZNVE 1 XAFIVFTVTFILE 2—AFIL—-1-TFZIE 2
—AFN—2—TTFZIE 2 AFIN-3-TFZIE 2—XAFUFV
TFIVE, 3—AFIL—1-TFZIE 3—AFI—-2-TF7ZILE, 3
—AFN=—3—-TFZILE 1-IFI-1-ORZILE 1 -IFI—
2—7ORZNVE. 1 —~FEZLE 2-AFEIIE 3—A~FtZI
E 4-~"FEZILE 5-A"FEIIE 1 AFIL-1-RVFZIE
T XFI=2—RUFZJE, 1 —AFI-3—RVFZJE, 14
FIL—4 —RUTFTZJE 1T AFIVFTURVFIIE 2—-XAFI—1-R
VFDIE 2—XFN—2—-RUFZJE 2—AXAFI -3 —-RVFZ)I
E 2 XAFN—4—-RYFZNE 2 AFYFURVFIE, 3—XAF

W—1—-RUFZJIE, 3—AFIN—2—-RVYFZIEHE, 3—XAFJI—3—
RUFZINE, 3—AFIL—4 —RUFZINE, 3—AFYFIORYFILE
A —AFI—1 - RUFZIE, 4—AFIN—2—-RYFZIEH, 4—A

FIL—3—-RUFZNE, 4 AFIL—4-—-RUFZJLE 1-ITF)I—1
—JFZIVE 1 —IFI-2-TFZLVE 1-IFI-3-TF7ZIE
C2-IFN-1-TFZNE 2-IFN-2-TFZILE 2-IFI
—3—TJFZNE, 1— (1 =AFILIFNL) —1-TAORZJLE. 11— (
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[0041]

[0042]

[0043]

[0044]

T—XAFIIFI) —2-TORZJE 1-IFIL—2—AFI—-1-7
ORZJIVE, XiE. 1 —IFI—2—AFIL—-2-TAORZIEEZZESFB
ENTEDL, WELKIE, C2~4TF7INF5ZIETHY., SFYUFELLIE,
EZIWETH D,

[C2~6T7ILFZIE] &, 1 ULEORF-REBO=EERSEE
§ 2 EHEXIE D IEROFEMRIEKROEIRORER TN —EOKRRT
ZRELTRIRRRFHEDS 2~6BO—MOEEZRKT S, C2~67JL
FOINEELTIE, TFZILE 1 -7OoBZLVE. 2-OoEE=ZLE, 1
—TFIWE 2-TFZIE 3-TFIIE RVFZIIE AFIZ
WE, JIZNVIFNEFEREIFLIENTES, H#FELIE, C2~4
TILVEFZIIETHY., JYFELLIF. TFZNETHDB,

(NaFVRERTF & 7yRREF. BREF. RREF. RUPIVRE
FaRBKL. FE LR, 7vRETF. BREF. RURRREFTHY. &
YIFFE L IE, ZvREF. XIFEREFTH 3,

RPHEICSWT, RANFVBEOEBRUCAILRFIEDIRICS TS
1 & AEBOEEYDS, RIVKRVEBEXZAILREFEICSWTERNY
EEBOBRECBFE L TR LAEBEERT 5, BELTE HIZIE VF
Jh. FRIUDL, AVTL, TRV T L, AIVYOLEFEOTIVAY) &R
ROCTIVAVEIERERBE; 7VEZT. XFLTIV IAFLNTIV, b
DAFINTIV, ooandir7Iv, MR (BEROFIAFIV) T
T/AHYN, N=EZ (EROFPIFIN) ERSTY, 2-TFTI /)~
2—XAFI—1—-7ONR/) =), TH /=TI, N=XFIJTILA
LTI AIVEOTIVOE; XIEV Yy, §-keRaFT )T,
WEFZVREDBEMTI/VBEDEBEFEMRT I ENTE S,

BIDREBKRICEWT, ARBEIL, RIBEEYMEEST bS5 Y RAR—9 —#EH
ERFvY MIETS, FSUYRAR—F—ELTRE. OATP1B1RT X
IXOATP1B3NEENS, AFEEOFY M, FIREEHOM. L&Y
ZINNT B DR, BIRVERBE. RUOFEEXIE T A Fv 95—

i

b

N
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ZE0FXY NOBRYMEERINT 2/ 5F—IUDSA>TVWTE KL,
FEEA DR

[0045] AFEBORAEEIZ. BVWNS VY RAR—Y—EEBEEEHIFTLAASE, B
HUICK K EXABENBN ED D, ERBARLQNS YV RAR—F—DEN
HEARET DI EHNTARETH S,
Bl D E ek A

[0046] [M1IOATP1B1RUVCOATP1B3RIEHEK?2 934pICHIFBCD
CA—Lys—TG, CDCA—Lys—HC, CDCA—Lys—DCT
M, RO'CDCA—-Lys—Et,ACOmMYAHDERIKELERT IS T
THd, SHNEEEEHZ#CDCA—LyYys—TG 0. 025uM (A)
. CDCA—Lys—HC 0. 1uM (B)., CDCA—Lys—DCT
M O. O1TuM (C), CDCA—-Lys—Et,AC 0. 1uM (D)
ICERE LTze T—HId. FHEEBERE (n=3) &2K7T., &7 5 7 OHtéh
&, VRO EBTmgHYDERYIAFE (uptake) (pmol mg
protein) ZxkL. EEIIPBERE () 2KRY, BRIV TF
ARG —HPBAINLME (> bO—J) #KRL. E=AIZOATP 1
B1AEAIhAMEEZRL. ENAIZOATP 1 B3I/AEAINLIMRES
xR,
[B2AJOATP1B1HHEHEK2 9 3MRICHEIFH2CDCA—Lys—T
GORYAADBREXREYHZRT IS 7 THD, T—FIF. FHTEELERE
(n=3) ZxRL. MEAEHIVNIETITmgLYD3 OMEOIRYIAHE (
pmol,/mg protein/30sec) #%k_. HEIHuNEEHD
RE (uM) Z2RY (HI2B~DRUVKIA~DIZBEBWTRL) . hEWYT
Z 7 OHtEIE. SN 0BT mgHYD3IOMEOERYIAHKE (pmo | [/
mg protein/30sec) kL. HEEIIHIV/VETmgHY
D3 0MEORYAAEE, BAEEDORETE>/E (ml / mg pr
otein/30sec) #kY (M2B~DRUME3IA~DIZEVWTAEL
) o
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[E2B]OATP1B1HSLVCOATP1IB3RIEHEK2 934pAICHITS
CDCA-Lys—HCORYRAHDRBEKREMEERT /ST TH2,
[K2CIOATP1B1HHEHEK?2 9 3#fRICHEI3H2CDCA—-Lys—D
CTMOERYAHDREKGFHEEZRT /ST TH 5,
[HM2DJOATP1B1HRIKEHEK?2 9 3MifEICEI32CDCA—-Lys—E
t , ACORYAADREREMEERT TSI THDB,
[K3AJOATP1B3HRHEHEK2 9 3MARICHEIFH2CDCA—Lys—T
GOEYAHDREKXRFMEEZRT /ST TH 5,
[M3BIJOATP1B3HIRHEK2 9 3MAEICEITACDCA—Lys—H
CORYAHDRELREMEERTITZTITHDB,
[K3CIOATP1B3HIKEHEK?2 9 3#MEICEITFACDCA—-Lys—D
CTMOERYAHDREKGFHEEZRT /ST TH 5,
[M3DJOATP1B3HIRHEK2 9 3MMEICEITACDCA—-Lys—E
t , ACORYAADREREMEERT TSI THDB,
[E4]0OATPI1B1SBLUPOATPIBIHKRHEK?2 9 34BEADCDCA
—Lys—TG, CDCA—Lys—HC, CDCA—Lys—DCTM,
CDCA—-Lys—Et,ACHRYAAICHTSBcyclosporine
A, rifampicin, T,, T3, pravastatin, BSP,
E;S. PAH (O hO—J) . RUCDCAILLZEEMRERT VST
ThHd, T—HITTEHTIZELERE (n=3~6) TRY, MEhE, SRALE
BORYAHEES (% of control) #%kL. #EIELESED
BEART, EUN—Z0OATPIBIHRHEK2 9 3ffa%sxL. AL
N—IZOATPIB3RRHEK29 3MilaART,
[5A]J0ATP1B1BLUOATPIB3IRIBEHEK2 9 3MfRICHITS
CDCA-Lys—TM, CDCA—Lys—-DFTG, R®'CDCA-L
y s —S i RINYIAADIEKEFHEABROEREZRT I/ 7TH2, &7 7
JOMtENIE, YR B I mgYYDERYIAHE (uptake) (pmo
| /mg protein) ZxL. HEHMIRFBIFE (£9) Z2xL. BRI
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[0047]

[0048]

[0049]

IVTTFanS—PNEAINME (I bO—L) 2R, B=AEO0
ATP1BI1AEAThIMREZRL. BUAKOATPI1B3IAEAIN
MR xkd (M5 BRUC. RUKHGICDWTHER) .
[5B]OATP1B1BLUVUOATPIB3IRIEHEK2 9 3MRRICHITS
CDCA-C2-DCTM, CDCA—C5—-DCTM, RUCA—Lys
—DC TMEVYAHDREKREHGEBROBRERT IZ 7 THD,
[R5C]0OATP1B1BLVUOATPIB3IRIBEHEK2 9 3MRRICHITS
CDCA—Tauro—nor—HC, R0'CA—Tauro—nor—T
GHYIAADEEKEFEHHABROERERT /7 TH S,
[M6]OATP1IB1IHSLUTOATPI1B3RIEHEK?2 93MICHIFBC
A—Lys—DCTM, CDCA—Lys—TM, RXCDCA—Lys—
DFTGHEYAAHDIEMRFUHEROBRERT IS 7 TH 5,

RAZRET B7HOMRE
1. BEHE

AEBOLEMIE. FREEENZSR LSS, I—ILBEXIREETh S50
FEARE, BABRRFEZYVH—ZNLTRAEIEDZ&ICLYBEZEN
TES, HIAE, - ILVBEXEENLOFEERFRIC) VH—2HE3E. %
D&, V2 Hh—DRYORIFICHABREFESIEDL I EICLYBZZEN
TE?, HDWE, BABRICI VAH—BEIELE . VU H—0RY
DOARFCA—IBEXRZENSDOFEFREHEIEDLLICLYBZIEN
TZE %,

JA—IEBEXRZENSOFERFIE., XEEBEOFEICLIYERTH &N
TE, XIITROEFEE LTAFTEIENTES, o I—IVBEXIZ
ENLDFERE ) v A—EOFER. I—IVEBOAHIKRFLEIL VH—
ZT7IFREIERELT. XAMEROFEICELTITIIENTES,

WMEBEEFIZ, WO02012,/099218%0Yasuteru Ur
anob, J. am. Chem. soc (2005) 127 :4888—4
BOA4ZFELBRLTEKTHIENTES, BABRE) VH—LDEER
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[0050]

[0051]

CBIAE, BABROAILARFOEEN-EROFTRIS VLXK (NH
S) ZAWIN—-XRIY VA I REZEAL, RWT, ZON-RI A
T REABREI-IBEXEETNSOFSEENMBELEY VA—C&2EE
IEHBIEICELYBTHIENTES,
2. RV ) ==V JR&
AFERBOERNAEEIZOATPIBI R/ XIFOATP 1B3ICkYEmE
ThaZehs, OATPIBIRG/ XIFOATP1B3ICLYEEIN
DMEDRY ) —ZVJICBWA I ENTED, > T, —BRICBVLWTRK
A, BRYPENOATPIBIRU/ XIEFOATP 1B3ICLYEZES
NEDNEDERET DHETH>T. UTORTY T2EADHE
SERMERVAREBOLENEOATPIBIRUY/XIZOATP 1B
SHIBMMEEMICEMIELZ Ty 7,
AIECHERERICEYIAE NN o o, BMBRMERVCAFEBOILED ZRE
TEATY T,
HRERICERYIAFNAEARAEBOLEMOBRABELANET 2Ty 7/ &
[0)
BONERNBENBBERDPEDHFEETTHAKICLTOATPIBIR
V/XIZOATP 1 B3RBHMAICEMIESZ &ICKYHRERNICIYAZE
NIARREBOLENOEABE LR L T, MIWBEICIEBERYEN O
ATPIBIRU /XIZOATPIBIILLYBEINDERETDATY
7. KKET %,
SERMERVAREBOLENEOATPIBIRUY/XIZOATP 1B
SHIBMEEEYICEMIE ATy &, T4 vy2a2 ETOATP1B1
RO/ XIEOATP 1 B3RFEMEAESE L%, EhseZIRRYERVAR
HRPDILEWMEESE T I2REREBRT DI EICLYITIZENTES, B
EHIRBERICERY AT A >, ZBERMERUVCARBOLLEMDOREIZ.
Bz L, RISERBEREMRELE®. BSAZSUBEEREANT S EICE
YITH 2 ENTES, MBERICERYATNAERAFEBOLEMOEIEEDA
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[0052]

[0053]

i, MEEEZRIELE MIEAFEEREZNMA THIEZABIETES
NIHBARRORAERNET DI EICLYITITENTES, BADRAE
iE. A LAARBOLCEMICHEES T 2 HAMEISHE L MEER & BLE
REZBIRLTHEROAERSRICLYITOI ZENTES (R1BR) .

WRYMENOATPIBI R/ XEOATP1BIILLYEEINZD
EHDREIE. SBERYEEERIETICKFEBPOLEMDOHEOATP 1
B1RU/XIFOATP 1B3IRRMAIEEDICEMITALIY bO—LIC
DWIHELNEENABEELERTZIEICLYTD, HXEENIY MO—
WEERETHNIE. OATPIBI1IRT/XIZOATP 1B3ICkYEE
INABVWEREI N, BIEBEAIY FO—-ILLYENIFNRIE OATP
1BTRU/XIFOATPIBIICIYEEINDIERETDHIENTES
o AV bO—ILOENEEIZ. AEBAOLENDAHAZ0ATPI1B1RYTS
XIFOATP 1 B3HRIRMBEEEMICEMI T, AIECHMRERICERYIAZFNG
No e ARERADILEMERE L. MERICERYAZNARBOLEND=E
HEBEEEZAET DI EICLYBTLNS,

HBDWE. ARPORV ) -V THZEE. BEEMERCAERBOLLE
MEBRETDIERL, VIVFvy—ZRHVWTBATEZ I EICLYTIE
HTEXD, bbb, —BRICBWT, ARAI. BRYEHNOATPI1B
TR/ XIFOATP1BIICIYEMEINEINENEZRET HHETH-
T. MTFORTY TH5EADHE

SERMERVAREBOLENEOATPIBIRUY/XIZOATP 1B
SHIBMMEEMICEMIELZ Ty 7,

RIECHRSEEDIC/ TV Fv—&2RML T, MIERICIRYAZhAd >k
AEPOILEMEBHIEDIRTY T

MREMICER Y AE N ARBOLEMOENBELRUET 2Ty 7. &
[0)

BONERNBENBBERDPEDHFEETTHAKICLTOATPIBIR
U/ XIFOATP 1 BI3XRRMABICEMIETS I &ICLYMBEMICIRYAE
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[0054]

[0055]

[0056]

NIAFKPOILENOENAE S LB L T, MNEWBEITIEEWEMEDNO
ATPIBIRU /XIZOATPIBIILLYBEINDERETDATY
7. KKET %,

JIVFv—& LTRHWONSEEMIZ. ARBOILEMEBHNT DI E
MTE DD, HRBICERYAFNRAWMEEN THNITHFICHIRINZEDT
Bk, AWSEABRIIECTEIRTZ 2 ENTES, fIZAEE 7TV F
v—& LT TV TFYRNTSy Y (A—TEFILFI/-5—-kROFY
—6— [7T-VYIFRNE—4— [4— (YIVFRILEK) 22T YV] —
1—FI7FVT7V] 77290y —1, T-IRWKVEBZFRNUIL; CA
SES2519-30—-4) #AVEIENTES,

AFERHDRAV) —ZVTHFEICEWT, VRN IVEOBEMNEEHY O
MEARIEEERNABESE LTHERT22EETED, £oT. AR, BB
MEHNOATPIBIRY/ XIFOATPIBIICLYBEINDILAEI%
RETDAETH>T. UTDRTY T%2EADHE

SERMERVAREBOLENEOATPIBIRUY/XIZOATP 1B
3HRFMAEBEMICEMI LI ATV 7,

AIECHERERICEYIAE NN o o, BMBRMERVCAFEBOILED ZRE
227y 7 BELLIR, MIRMBEEEYICIIVFy—&RmML T, e
WICHYIAEN D > ARBADOLEYEEHAIEDZRT Y T,

MREMICER Y AE N ARBOLEMOENBELRET 22Ty 7.

MRRMEYP DY VNV EREERAET 2 ATy 7. RV

Tonk (BNRE§VIRIERE) P ZERDEOFEFET TERE
ICLTOATPI1BIRU/XIEGOATP 1 BI3XBMEICEMIELE
ICEYHIBRICERYAEZNAEARARBOLEEMO (BXEE ¥ VNNV ERE
) EHBRLT, NEWBEIEEZBERYPENOATP 1B 1RV XIZ0A
TPI1BIILIYEEINDERETDRTY /. LAY 5,

FURIEBREIL, Bradfol dREICLYRETZZENTES,
BIZIE, RAEEEZMYAIELMBZEREIELE NaOHEZMAT
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SR A AR X B TR SN R RR OB AR T 22 8 ICEUFS T &
NCEB, §VRIEBREDRER. BSALEENEY L CTRERA R
L. Y TNICBWTELNAERNENZL T I2RERLEDRBE S L TRE
TBIENTESD,
EHEfl

[0057] BUFICEMHIEZFTARPE BENICHET 21, ARBIRIUICRE
INZEOTRAV, B8, AELEEELTBEINLXRIBRICL
Yz DF FARICHEAIAENS,

[0058] (Z=HEHI1) L& 1 ~1 0DERK

NSV RAR—9 —EZEE AT 270, UTFICRTIEEYW1 -10%5

L 7=,

[0059]



WO 2018/221479 26 PCT/JP2018/020440

[1E12]

CDCA-Lys-HC (1)

qu:OH
&

CDCA-Lys-TG (3} CDCA-Lys-DFTG {4)

CDCA-Lys-TM (5) CDCA-Lys-DCTM (6)

CDCA-L5-DCTM (8)

CDCA-Lys-SiR (9} CA-Lys-DCTM (10)

[0060] (1) HAEBHDOEHK
=S, TEROEEWMI 1 -1 726K L, &1 114, KU1
7ICE L TR ESEICER L .

[0061]
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[1613]

[0062] L& 1 5KV 61k, ATFOHETERNL =
(a) L&MW1 5DEK
[0063] [1514]

[0064] 50mLF+R75RAAFHODTM—-COOH (43, Omg, 0. 11 1m
mo l) BRONHS (25. 5mg, 0. 222mmo |) #iBILXAFL v
(3. O0OmL) THAM@It/, ZZILDIC (43. OuplL, 0. 278
mmo | ) ZiA, ERT2. SIEBHRLEL, RIGRZREL., AT
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WASL2OXMTST74—ICTHBR L, 5N /LE1 5 DHEBER
MEEDEFERDODRIGICA W,

[0065] (b) {L&E¥1 6 DEK

[0066] [1£15]

0
HO i Mei OH
| (o]
Si—
(I
Cl

(o)

[0067] 3O0OmL+RXR75ZX234"®ODCTM—-COOH (30. 9mg, 0. 06
76mmo ) U*NHS (9. 33mg, 0. 081 1mmo |) #1i§{t
XFLY (1. 50mL) THEIEAL, Z2ICDIC (12, 5ul, O

081 1mmol) #i1Z. EET2HEEBHELL, RINEEERELLE
VIUATNAZLIAR NI ST 4 —ICTHERL, tEM16%18. 4
mg (0. 0332mmo |) ., INFK4A IYTHEL,

[0068] TH NMR (Acetone—d6, 400MHz)
§ 8. 14 (s, 1TH), 8. 11 (d, J=7, 7THz, 1H), 7.
45 (d, J=7. 7THz, 1H), 6. 85 (d, J=9. 3Hz, 2H
), 6. 72—6. 63 (m, 2H), 3. 00 (s, 4H), 2. 20 (
s, 3H), 0. 88 (s, 6H)
MS (ES |)
calcd. for [M—H] - 552. 04, found 552,
03

[0069] (2) &/ FTAFLIA—IEEFESHDOERK

RICCAEEWI T -1 7Ry TV TICRERYT / TAFA—-IVEE

FEAX18, 20, RU'21 &ET-IVEBFER1 92 NMESEICEHR L

(o)

[0070]
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[1616]

[0071] (3) {L&E®W1~1 0DEM
LIFEEE DI — MW, &1 -1 0&28K L1,
[0072]
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[1617]

o ~
S !
(- )

[0073] c) — 1. L&MW1 DERK
[0074]
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[1618]

CDCA-Lys-HC (1)

[0075] 20mLFRXT75XRRD{EEMT1 (19, O9mg, 0. 0657 mm
ol) RMeE&¥18 (46. 9mg, 0. 073 9mmo ) #DMF (
1. 00mL) TSt i, TIICEtsN (31, OulL, 0. 224 m
mo |) ZiMx. =ET1 6REBHE LA, RIWKICO. TN HC | Zh0
Z. BRI FICTEMEBZHME L, AREZHNBEKTRELLE, %
1B.ORWE. YVATINASLIOTKNTZ T4 —ICTHREL, &% %1
4, A4mg (0. 0203 mmo ) . INEI31%TE-,

[0076] TH NMR (CD;OD, 400MHz)
§ 8. 63 (s, TH), 7. 49 (d, J=8, 8Hz, 1H), 6.
70 (dd, J=2, 2, 8. 8Hz, 1TH), 6. 52 (d, J=2, 2
Hz1H), 4. 28 (m, TH), 3. 75 (s, 1TH), 3. 45—-3

33 (m, 3H), 2, 38—2, 05 (m, 3H), 1, 98-0. 8

5 (m, 35H), 0. 63 (s, 3H)
MS (ES |)
calcd. for [M—2H] 2- 353. 19, found 3
53. 17

[0077] c) —2. {LEWM2DEK

[0078] [1£19]

CDCA-Lys-Et,Ac (2)
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[0079] k&1 2 (26. 7Tmg, 0. 0746mmo |) RW™MEEW18 (41

[0080]

[0081]
[0082]

[0083]

9mg, 0. 0660mmo ) #DMF (1. 30mL) THEEIHL
o TTICEt N (28, Oul, O. 202mmo |) &#Mx, EET28
BEH L, RIGRICO. TN HC I &M, AT FI CEEBEAHH
L7, BBEMHANBEKTIRE LR, 2R BE 2 )VATFLVAT LY
OY K~ 74 —ICTHREL, b&W2%27. 5mg (0. 0360mm
ol) . IXZE5 5% TR,
1TH NMR (CD;0D, 400 MHz)
§ 9. 05 (m, TH), 8. 61 (s, 1TH), 7. 55 (d, J=8
QHz, 1TH), 6, 82 (d, J=8. 9Hz, TH), 6. 55 (s
, TH), 4. 37 (m, 1H), 3. 74 (s, 1TH), 3. 53 (q,
J=7. THz, 4H), 3. 45—-3, 33 (m, 3H), 2, 35-2
07 (m, 3H), 2. 02—0. 80 (m, 41H), 0. 61 (s,
3 H)
MS (ES I)

calcd. for [M—H]- 762. 47, found 762
43

c) — 3. tEWM3IDEK

[1b20]

o]
N Me OH
’

(o]
CDCA-Lys-TG (3)

20mLFR7SRB0EEW13 (10. Omg, 0. 0226mm
ol) RtMtEH18 (12, Tmg, 0. 0200mmo |) #DMF (
O. 600mL) THMEXEL, TZICEtsN (9. OOulL, 0. 065
Ommo |) ZMx. EET24RE/HF L, RIGKICO. TN HC I
EMZ. BRI FICTEREZHMLE L, BREZHENRIBKTHREL%E
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[0084]

[0085]
[0086]

[0087]

[0088]

. BiRBNE. YVATNASLIORMNI ST 4 —ICTREL, LEWS3

#7. TOmg (0O, 0083 6mmo |) ., IXX4L4 2% T,

TH NMR (CD;0D, 400MH z)

§ 7. 93 (s, TH), 7. 87 (d, J=7. 9H=z, 1H), 7.
36 (d, J=7. 9H=z, 1H), 7. 04 (d, J=9. 2H=z, 2H
), 6. 81—6, 68 (m, 4H), 4., 37 (m, TH), 3. 77 (
s, TH), 3. 45 (m, TH), 3. 21 (m, 2H), 2, 35—2
10 (m, 6H), 2. 00—-0. 85 (m, 35H), 0. 67 (s,
3H)

MS (ES |)

calcd. for [M—2H] 2- 423, 22, found 4

23. 20
c) —4. {LEMIDEK
[1£21]

CDCA-Lys-DFTG (4)

3O0mMLFZ27523400t&¥W14 (5. 00mg, 0. 0104 mm
ol) RtMt&E®H18 (7. 03mg, 0. 0O135mmo |) ZIEEXF
LY (4, 50mL) RU'DMF (1, 00mL) THEBIH®R, TIITi
Pr,NEt (10, OuL, O. 0575mmo |) #MA, EET2 00
BB LA, RISRICEMEBLETVEZVLKBRENMA., BFBBTFILTH
WEEME L, BRELRNRIEKTHRSE LK. IR BB >UAY
WAS LAY TS 74 —ICTHRAEL, k&4 %4. 50mg (0. O
0508mmo |) ., INE4 I%TEHL,
1H NMR (CD,0D, 400MH z)
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§ 7. 94 (s, TH), 7. 88 (d, J=7. 8Hz, 1TH), 7.
35 (d, J=7. 8Hz, 1H), 6. 68 (d, J=7. 4Hz, 2H
), 6. 58 (dd, J=1. 3, 11. 4Hz, 2H), 4. 31 (m,
TH), 3. 76 (s, 1TH), 3. 44 (m, 2H), 3, 38—3. 3
1T (m, TH), 2, 37—2. 10 (m, 6H), 1, 99—-0. 85 (
m, 35H), 0. 66 (s, 3H)

[0089] c) —5. 1t&¥W5 DEMK

[0090] [1k22]

CDCA-Lys-TM (5)

[0091] 3O0OmLFRISRAIMDHEBRHLIEMWTS (14, Emg) RGME
a&18 (7. 71mg, 0. 0148mmo |) Z/EEAFLY (3. 0
OmL) TBEFEIESE, FZICiPr,NEt (7. 72ulL, 0. 0444
mmo |) ZiA. =EET2 OFE®RE LA, RIGRICEMELTVEZD
LKBRZEMA. BT FI CTHEREBEZHE L, BHEZRMRIEKTH
L7, BIR. BB, YV ASNASLIOR NI ST 4 —ICTHREEL,
Item5%4. 30mg (0. 00483mmo |) . INE3 3% THEL,

[0092] TH NMR (CD,OD, 400MHz)
§ 7. 85 (s, TH), 7. 82 (d, J=7. 9Hz, 1H), 7.
22 (d, J=7. 9Hz, 1H), 7. 04 (d, J=2. 2Hz, 2H
), 6. 88 (d, J=9. 5Hz, 2H), 6. 44 (m, 2H) , 4.
31 (m, TH), 3. 76 (s, 1TH), 3. 43 (m, 2H), 3. 3
7—3. 32 (m, 1TH), 2. 37—2. 10 (m, 6H), 2. 00—
0. 85 (m, 35H), 0. 66 (s, 3H), 0. 51 (d, J=5,
6Hz, 6H)
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[0093]
[0094]

[0095]

[0096]

[0097]
[0098]

c) —6. {LEMEDEK
[1£23]

CDCA-Lys-DCTM (6)

20mLF+R7520F0DEEH16 (4. OOmg, 0. 00722m
mol) EMEe#18 (20. 8mg, 0. 0327mmo |) #DMF
(1. OOmL) THEM@ItH, TIILEt;N (14, Oul, 0. 101
mmo | ) ZMA. ERT1 6FEBH L, RIF&RICO. TN HCI %
MA. BRI FITEBEZHE Lz, BREZBEMEBRKTHEE L&,
iR BB, YUATILVASLIORMN ST —ICTRELIEEME6 A3
20mg (0, 00333mmo )., IXX46%TH,
TH NMR (CD;0D, 400MH z)
§ 7. 81 (d, J=6. 8H=z, 1TH), 7. 75 (s, 1H), 7.
70 (d, J=6., 8H=z, 1H), 6. 73 (d, J=9, 6H=z, 2H
)
6. 42 (d, J=9. 6H=z, 2H), 4. 19 (m, 1TH), 3. 68
(s, TH), 3. 43—-3. 25 (m, 3H), 2, 25—-0. 65 (m
, 50H)
MS (ES |)
calcd. for (M—2H] 2— 478. 20, found
478. 20
e) Ib&EWMT DEK
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[0099]

[0100]

[0101]
[0102]

[1624]

CDCA-L2-DCTM (7)

50mL+R752I400DA®W16 (5. 00mg, 0. 00903 m
mo |) RMEE®m20 (9. 22mg, 0. 021 2mmo |) %#i5/EX
FLY (3. 00mL) THRMBIHE/L, TIICiPr,NEt (20. OulL
, 0. 11 5mmo |) ZMMA. ERBTOHREEBR LA, RIGRICETIE
TYEZDLKABREMAZ., MBI FITEEBLZHE Lz, BB
BIEKTHEE LK. &8 BB YUASLASLIOX NS T4 —IC
THEL. t&®W7%4. 50mg (0. 00515mmo ) . IXK57
% TH~,
1H NMR (CD,0D, 400MH z)

§ 8. 13 (m, 1H), 7. 85 (s, 1H), 7. 81 (d, J=7

9Hz, 1TH), 7. 23 (d, J=7. 9Hz, 1H), 6. 84 (d
d, J=1. 7, 9. 3Hz, 2H), 6. 55 (d, J=9. 3Hz, 2
H), 3. 77—-3. 69 (m, 2H), 3. 55 (m, 2H), 3. 49
—3. 42 (m, 2H), 3. 26—-3. 20 (m, TH), 2. 32—-2

09 (m, 6H), 2, 01—-0. 85 (m, 35H), 0. 65 (s,
3H)

f) L& 8DEMK
[1E25]

CDCA-L5-DCTM (8)



WO 2018/221479 37 PCT/JP2018/020440

[0103] S5O0mLFXT75ZAIFDLEMW16 (8. 92mg, 0. 0161 mm
ol) RtMb&¥21 (9. 30mg, 0. 0195mmo |) ZBIEXAF
LY (3. OOmL) TRMIEL, EZIKiPr,NEt (17. OunlL,
0. 09756mmo |) #MA. ERT1 ORFEBIF L, RIFRICEEMNE
C7VEZVLKBEREMA. MBI FICTEBBEZHE L. AREZR
MBIBKTHESE Lk, &R BB, VATV ASLo07X NI Z5T 14—
ICTHREIL, ta&%W8%10. Omg (0. 0109mmo |) |, INE6 8
% TiFT,
[0104] TH NMR (CD;0OD, 400MH z)
§ 8. 58 (m, TH), 7. 98 (m, 1TH), 7. 85 (s, 1H)
, 7. 81 (d, J=8. OHz, TH), 7. 23 (d, J=8. OH=z
, TH), 6. 86 (d, J=9. b5H=z, 2H), 6. 57 (d, J=9
5Hz, 2H), 3. 78 (s, 1TH), 3. 48—-3, 33 (m, 3H
), 3. 26—-3, 12 (m, 2H), 2. 32—-2. 18 (m, 2H) ,
2. 14—-2, 04 (m, 4H), 2. 00—-0. 86 (m, 41H), O
66 (s, 3H)
[0105] c) — 9. {LEWMODER
[0106] [1k26]

CDCA-Lys-SiR (9)

[0107] 3O0OmLF+RXRT7SRIHDELEH17 (5. 0O0Omg, 0. 00765m
mo |) R™MEE&W18 (6. 98mg, 0. 0134mmo |) %&iEiLA
FLY (3. 00mL) THRMBIHE/L, TIICiPro,NEt (6. 99ulL
, 0. 0402mmo |) ZmMA. EET2 OB Lk, RIGKICEM
BIETVEZDLKBREMA. BRI FICTEREZHE L, BHEZ
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[0108]

[0109]
[0110]

[0111]

[0112]

BINIRIBKTHESE LR 2B RE YVASNVASLIOTNTS T4

—ICTHEEL, t&W9%3. 60mg (0, 00340mmo |) . I
4 4% T/,

TH NMR (CD,;0D, 400MH2z)

§ 7. 88 (s, 1H), 7. 84 (d, J=7. 9H=z, 1H) , 7.
38 (d, J=2, 8H=z, 2H), 7. 24 (d, J=7. 9H=z, 1H

), 7. 04 (d, J=9. 6H=z, 2H), 6. 78 (dd, J=2. 8

, 9. 6H=z, 2H), 4. 40 (m, 1H), 3. 76 (s, 1TH), 3
50—-3. 43 (m, 2H), 3. 39—-3. 30 (m, 1T3H), 2.
37—-2. 09 (m, 6H), 2. 05—-0. 89 (m, 35H), 0. 6
7 (s, 3H), 0. 61 (d, J=5. 9Hz, 6H)

(d) &% 1 0ODERK

[1k27]

CA-Lys-DCTM (10)

50mLFX75230DtE¥16 (8. 92mg, 0. 016 1mm
ol) RMLE®19 (9. 40mg, 0. O175mmo |) #BEAF
LY (3. OOmL) THRMIEL, TEZIKiPr,NEt (17. 4pulL,
O. T0O0mmo |) #iMA. ERT1 ORHEER LA, RIGKRICEMIEL
TYEZDLKABREMAZ., MBI FITEEBLZHE Lz, BB
BIEKTHEE LK. &8 BB YUASLASLIOX NS T4 —IC
THEL. 61 0%4. 3mg (0. 0044 1Tmmo |) | IxFK27
% TH~,

1H NMR (CD,0D, 400MH z)

§ 7.82 (s, TH), 7. 78 (d, J=7. 9Hz, 1H), 7.
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20 (d, J=7. 9Hz, 1H), 6. 77 (dd, J=0. 80, 9,
3Hz, 2H), 6. 39 (d, J=9. 3Hz, 2H), 4. 29 (m,
TH) , 3. 93 (s, TH), 3. 77 (m, 1TH), 3. 45—-3. 3
3 (m, 3H), 2. 37—2, 10 (m, 6H), 2. 03—-0. 83 (
m, 39H), O, 68 (s, 3H)
[0113] (E#EHI2) OATP1B1RUVCOATP 1 B3RIEMATICK ZELY SAHE
i
(1) OATPI1B1RUOATPI1B3IRIEHEK?2 9 3f{ilanEs
OATP1BI1RUOATP1BIRERIRHEK?29 3HRRIET TICH
AXNEZED (Yamaguchi et al. | Cancer.
Lett,. 2008 ;260;163—-—169;Yamaguchi e
t al. Biol. Pharm, Bul I. 2011 ; 34;
389—-395) #ZAWE, A bO—ILELT, TVFF4RIH—%E
ALHEK29 3l (moc k#fiflg) #EMLA, OATP1B1 /H
EK293, OATP1B3 /HEK293#ilERU'mo c k#ifglx. D u
lbecco’ s modified Eagle s mediumill
O%FBSKRUG—418 (0. 5mg./mL) #RmMLEEBHEZRWVWT,
5%CO,BIETF3I7CTEELE, Tho5DMEIZp lastic dis
haBAWT, 3, 4B &ICHREREE TV LA,
[0114] (2) ®WAEE

HNEEE LT, CDCA—Lys—TG, CDCA-Lys—HC, C
DCA-Lys—DCTM, CDCA-Lys—Et,AC, CDCA—-LYy
s—TM, CDCA—-Lys—-DFTG, CDCA—-Lys—S iR, CD
CA-C2-DCTM, CDCA-C5-DCTM, CDCA—-Lys—D
CTM, CA—Tauro—nor—HC, R'CA—Tauro—nor
—TGZRAW:, BRAEEORNEME KRS (Excitation w
avelength) (nm) & #EAEER (Fluorescence

wavelength) (nm) #2XR1IZR7,
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[0115] [5%1]
(& 1) FaOtEE ORERERE R R I L OEOt R

Excitation wavelength (nm) | Fluorescence wavelength (nm)
CDCA-Lys-TG 485 535
CDCA-Lys-HC 390 450
CDCA-Lys-DCTM 575 615
CDCA-Lys-Et,AC 425 475
CDCA-Lys-TM 585 620
CDCA-Lys-DFTG 495 535
CDCA-Lys-SiR 655 690
CDCA-C2-DCTM 585 625
CDCA-C5-DCTM 585 625
CA-Lys-DCTM 585 625
CA-Tauro-nor-HC 380 450
CA-Tauro-nor-TG 485 530

[0116] (3) ERYAHEHRAGE
Poly—L—lysine coatinglLft24—-—wel |l pl
atesiCOATP1B1  HEK293, OATP1B3 "HEK293
MR Umoc k#ifE (Vec /HEK293) ##20Fce |l | s/ w
el | THEL., 72RE4EBItE, T NYAHEER2 4 FERNICIEK
AT AIT o, HIlBEKrebs—Henseleit (KH) buf
fer (118mM NaCl, 23. 8mM NaHCO;, 4. 83 mM
KCl. 0. 96mM KH,PO,. 1. 20mM MgSO,. 12, 5
mM N— (2—hydroxyethyl) piperazine—N’
—2—ethanesulfonic acid (HEPES)., 5. Om
M D—glucose, Xt®*1. 53mM CaCl, pH7. 4) T1
Bl%& L7k, KH bufferZif@icimA. 109@preincu
bation#&frTork,

[0117] EXYAA I BEAEZLEY (FLEEFENAEHRCEDEBER) 220
KH buffer&BfdaZ &Il YRBALE, BRYRAHRGIZ, HRE
BEIdincubation%, incubation buffer#h
URE, bovine serum albumin (BSA) 1%%32{
KBLEKH bufferziMAsal&iliVUiEEL, Ml@ES5ICK
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[0118]

[0119]

ALEKH bufferT2E%&L., 82/18%. Lysis Buffe
rEMATERBIELEOEERNAEY TV E Lie, BHREICIETA Y
OL—k)—4—Infinite 200 PRO (Tecan Ja
pan, @E/ll, HX) ZAWE, KABLEKH bufferT2@%%
L. #242%. 0. SHEDONaOHZMABREIELLDESI VNV EER
HoF)IEL, bovine serum albumin (BSA) 22
Yo —FR&lLkBradfordEiRICLYSIUVNIEREZREL,
(4) VNV BEERE

HURIEBRAY Y NIEBradfordEickY IV RIEEETo
7o 96we |l | platedBIIIINICYIVNRNIEERY Y TILEuL
RUOSEHEMLLBiIio—Rad Protein Assay Dye
Reagent Concentrate (Bio—Rad Labora
tories, Hercules, CA, ¥E) 200uL%ilA. 59
IC. IRIUERS 95 nmICHBIT2RAEZANEL, BES VI ELTB
SAZRAWVREIRZFR L,

(5) HEETAFAT

RRERIE. FHHE#LRE (meantSE) TRLAK, PSYAKR—
4§ —BHANYAHEBIZOATP1B1 /HEKHBERGFOATP1B3
/HEKHREOBYAHENSmo c kil (Ve c /HEKHI) ICL3
hSVAR—S —FFENDMYAHBEEZLEIK ZETEL L, Mich
aelis—Menten wave, Eadie Hofstee PI
otik,. T—9MFYIrKaleida Graph (HuLinks

I nc, "R, BX) ZAVWTHEXLE, BHESRRTI., AEFIFEETOD
NSV AR—F—RHENLIMYAHEZ100%&EL. Uptake %
of Controlz&HL%A, Cont rol BHEMEEHR (FLEPA
H) BEICHEIT2BREDOREIL. MEHEHTYIMIMP Pro 12 (
SAS Institudte Inc., North Carol ina

. ¥EH) #AWTDannett testic&¥YiTor (kp<0. 05
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[0120]

[0121]

[0122]

) o

(6) BFEIRFHESER

CDCA-Lys—TG, CDCA—Lys—HC, CDCA—Lys-—
DCTM, RU'CDCA—Lys—Et,ACODOATPI1B1HBLVUCOAT
P1B3RIRHEK2 9 3MilE~NDERYAADIEKEEZHBKLL (n=
3) . BRERVIIRY, SENAEEREEZCDCA—-LYs—TG O,
025uM (A) , CDCA—Lys—HC 0. 1uM (B), CDCA
—Lys—DCTM 0. 01uM (C). CDCA—-Lys—Et,AC
O. TuM (D) ICERELE, 4 DODHEHAEELTIZIOWT, mo c kil
FBICLERTOATP1IB1IRUOATP 1 B3XRIRMAAICSITIIMYIAAR
DODEERLEFENDBOOLN, T—FI1F. FHIEEREERT,

(7) BEKRGFESER
OATP1BI1HSLUTOATP1B3HEHEK?2 9 3#ICHIFBCD
CA—Lys—TG, CDCA—Lys—HC, CDCA—Lys—DCT
M CDCA-Lys—Et,ACORYAHDREKREFES 2O L% (
n=3) . TNTNOHREREK2A~DRUBEIA~DIIRT, 4 D2D=EN
HEEORMYAALREREFENICEML, RRESTRMNIED SN, £l
OREKREMHRBROBERLY. 4 D0ERAEEITANTORY AAEFHEEZ, O
ATPI1B1SBLTOATP1B3%ZNT2WMYIAAHDIEENTHATEET
HBH30ME Lk, T—FIF. FHIEERETRLE, £, #NMTOX
ATYREH (Kmfg) FEadie Hofstee PlotdlYEH
LTEIRBNS A =49 —%EH L, BREZUTOR2ICTT,
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[0123]

[%k2]

PCT/JP2018/020440

($22) OATP1B13 L UFOATP1B3% 4t L 1=CDCA-Lys-TG, CDCA-Lys-HC,

CDCA-Lys-DCTM. CDCA-Lys-Et,ACD EfRE/ T A—H—

OATP1B1
K Vmax Vmax/Km
(Lﬂ\n}') (omol/mg protein {uL/30 sec
/30 sec) /mg protein)
CDCA-Lys-TG 0.034 £ 0.004 4677 +0.228 141+ 154
CDCA-Lys-HC 0.157 £+ 0.035 1.285 £ 0.060 9.99 + 2,90
CDCA-Lys-DCTM 0.040 £ 0.003 8.412 £ 0.690 219+ 30.0
CDCA-Lys-Et,AC 0.172 +£0.023 8.951 + 0.565 549 +7.65
OATP1B3
K Vmax Vmax/Km
m {pmol/mg protein (uL/30 sec
(uM) /30 sec) /m tein)
g protein
CDCA-Lys-TG 0.035 +0.004 3.250+0.276 101 £ 19.6
CDCA-Lys-HC 0.103 £ 0.005 1.207 £0.283 12.2+343
CDCA-Lys-DCTM 0.014 £ 0.001 3.776 £0.346 266+12.5
CDCA-Lys-Et,AC 0.158 £ 0.029 5.594 + 1,133 36.8 £+ 8.26

(8) OATP1IBI1BLUTOATPIBIREHEK?2934ifanCDC
A—Lys—TG., CDCA—-Lys—HC, CDCA—Lys—DCTM
. CDCA—Lys—Et,ACEYAAIINT HHIES - HAFEX|IC L
FAEESIES

RHMEEEEACDCA—-LYs—TG 0. 02uM (A) ., CDC
A—Lys—HC 0. 1uM (B), CDCA—Lys—DCTM 0.

TuM (D) IZEEREL
. OATP1B18LUOATPI1B3IDHARKNARESLVHEERIE LT

O1luM (C) . CDCA—-Lys—Et,AC O.

cyclosporine A, rifampicin, T, Ts, pra
vastatin, BSP, RUE;S%, 5ia¥WE s L CIHEBBEAETH
5CDCA%, *AT4 73 bO—INWELTPAHZRWT, OATP 1
B18LUTOATPI1B3%&MNLARYIAAICHT ZHEEWREZFML .
BREM4ICTRT, T8Ik, FHIRERE (n=3~6) TrRlLE, 4
DETOEMSEEICODVWTOATPIBISLTOATP 1B 3DsAEME

EEBSIVHEEFICLZ2MYAKBORDIRO SN, TROSDEERS
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[0124]
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