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The BCRP inhibitor febuxostat enhances the effect of nilotinib by
regulation of intracellular concentration
(BCRP (AEKTHLH 7 =7 %V X% v MIMAAEEHIEIC LY =2 F
=T OB REERSED)

(E#)  CEM (T g
BIF) KA R i P AN BdE




Akita University

A E XN R EE

oo & H
(G 3CE H O F1ER)
The BCRP inhibitor febuxostat enhances the effect of nilotinib by regulation of
intracellular concentration
(BCRP [HEH. TH L7 =27 F Y 2 &y MIMBEANEEREICIY=nF=70
R AR I D)
HEsH K4 Ok 1

fiff 5t H F

B2 Fe o —PIHEMHK (tyrosine kinase inhibitor; TKI) T»H 5 =
oF =7 X EMEEBEME A MR (chronic myeloid leukemia; CML) ORI TH 5,
TKT IL CML @ T #% Z BIRJiC e L2, MHMEESIC LY BRSO B EIT 2 2 723 E
Bl G ELE L. MR OMANEEE LTEISN TS, EHPEMA 5o 2R —
X —Td 5 breast cancer resistance protein (BCRP) [T EL'E & 1 % #ll ju 7k ~HE H
T ORI KV EYEREICE G325, =0 F =71 BCRP OHE'E & L THE I i,
S 5| CML i AEICF VT BCRP BENTLE L TWH EoHRELZZINTWVD,
BriximEic, =vF=7Hk CML BFIZHB VT, BCRP BEENIK T 25—k
Z M ABCG2 421C0A IRV F B FHIREMBEROMN. LI PHNFTHLZ L%
WELTWD, KT, RBETE 2T Ay N BCRP IEMZHET H 2 &
WE STz, EiaEx, (MLOBHEZECHHTLIZ L2V T =27 F Y R
2y POMEERICEZ BRPZ N L= F =T OMBNIEE~DEEBIZONT
Mat L 7=,

it 5t 73 %

CML # kR K662 It LA~ T =T L ENOHM LR EMEBEL., 41~
F = 7t K562 £k (K562/IM-R) Z #t32 L 7=, Parental K562 3 X OV K662/IM-R IZ
BIFDBRP ¥ BAEZ 77—V A AN —CTERLE, =0 F =7 HFETFTOAE
FERLPLT R F—2RZOWT, XIT 7 vt A= Pl/Annexin VEZHWTEERL., &
BICT7 27 XY ALy FOFIFHEIZLV BN ALNLDENIZOWVWTHRF L, £72.
—uF=T7OMBNEBEEZSREKREK o~ N 77 4 —TCTEEL,MEKR L7
27XV ALy NATHREOFEIZ L DL A LN DOV THBREF LTz,

At It ik i

A ~F =7 2000M F7-1Z=2F =7 3.9nM £/ F CEE L MR Z24T - 7=
& Z A, parental K562 (ZHEE N EEFT D TH - 72 DT xF L K562/ IM-R 1 el H 5
N S e hotz, £/, =1 F =7 InM-1000nM ZBRFE LiIC=n F =7 2 g%
L XTT 7 vk A %247-7-& 24, Kb62/IM-R TITAEGFEROFER LA EZH LD,
I1C50 1% K562/IM-R 50nM vs. parental 3.9nM TH VY, = F=7MMEr2H L TV
HZ DRI, MmO BCRP Bl § parental K562 TILGMERN 3. 12%
ThHoTlDIZxt L K562/IM-R TIX 70. 4% BE L XL DO LR EHR LD, = F =
7 &, BCRP MLEEAZES 7 =27V AX v FEH LT A b — 2 &5 L 7=
L Z A, Annexin V BMRT 7 27X A X v FBE 38.9% vs. XITHEREE 26.3%
(P=0.002) TH o 7=, K562/IM-R [T=1 F =7 4000-10000ng/ml &5 L7~ & & D
AR NI FE S parental K562 KV b AREICIKLS, SHICT7 =27 F YV AF y M
HIZE D K562/IM-R D =n F =7 MENREEI LR Z2HLE DT,

TKI MHPEESME A & LT, TKI 85 24E BCRP R HL S JLHE L 7= [ ML % 58 4l
B4y B IC B W T, BCRP IC L2t~ = F=T7HHNLHT L L T F
=7 MBENBENMET L, EEDHRNMMET TN TRB SN, 727 F YV RH
v FOPEAIZBCRP REZ N L Co=n F =7 oMz 5720, Mm%
A L7 ML B fiic BT 2= F =7 OKZ M2 8im L 18w eh B o o S 31175
TELHZMhb Ly, S%OBERBREEZHWEZERNEETN D,
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FFE4L : The BCRP inhibitor febuxostat enhances the effect of nilotinib by -

regulation of intracellular concentration
(BCRP HER TH2 7 = 7+ AS v MIMBEAREREICID —0F =7
DOEBHREZHERBEIETD)

BE

Eo#RFOLIFF—VHEEE (tyrosine kinase inhibitor, TKI) T#H %=
OF=FREN SR (Chronic Myeloid Leukemia, CML) D4 % Bl
FicHEBL 2D, MEESIHERINE LD TRk, TO—DOKFEL
TEFPEME N 5 > AR—F —OBRERBENDH 5. breast cancer resistance

protein (BCRP) IE=nOF =72 EE & U THIBEANIET 2, BERFAIZBW
“T% BCRP i3 CML $HIBICHREEL T B E WS BEND 5. 4. REME
FTETHBTITEVZYy I BCRP ENFHET 5 - &M BES N,
NS OHBICEDWT CML g% TH 3 K562 121 IF T 288, BEL.
1 < F =TTt K562 (K562[IM-R) %/EpkL7-. BCRP REMBOEI&E Y
m—ﬁ%%xbU—Tﬁibt&:Enﬁﬁ@szﬁsrmDmmP%ﬁ$T
B o= DIZx LT, K562/IM-R T 70.4% DRI BCRP ORB2RD. %
NEFN, 2000M DA F =T, 3.9nM Q= OF =T HELE T TITEHED K562
I T E 2 o 7278, K562/IM-R OBFENEED 5Nz, ZOF =7 D 50%H
- BIRETEH IR E I B D K562 A% 3.9nM TH - /=4, K562/IM-R iX 50 nM T
Bofz. ZHIH LT, K662IM-RIZH L TT = 7F Y AF v N THIME 217
5&. TRB—AZRT Annexin V O BRI BB D-26.3%02 5 38.9%I
ML (P=0.002), %/z, 7xT7FV A v balEIZL ST, K562/IM-R
 OMIEANCOF - TREREZIC LR L, UEA 5, CML 04 X FZ Tt
X BCRP ORBFEICL>THELIN, TOMBHTHII T2 TFVRS v b
WA TH B EMNREINTZ,
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Wiz & > TEERI S FHIEAT AT AR IC 72 5 72 CML T 2 Kt 72 & OB & it
ft. CML IZE 272§ /e 2 3 FRIEOBRFENED 5N TN 2,

L DRF DS < IFEHSFAOLEREATH 2N ERHHTOIL—HKOD
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2) BEEHE -

SEHIHHE ORI EMEIRIC & > THD CEERBRETH 5. H TEHED
e, BRUSENICH U TH R TENEEERT S, EHNH)TOIY—
BOWMIZK LTl 2 FEMEOEEE®RZ BT R EMTDNS., —H T,
EHPEHR > T OB EOFAIRY B ET TZAT 4 vV CHAET
BN, T TDAT 4 v I CRETSWENRIEIND., FHEDT = TFY
25y MEWTNOMBEC X 2 bONIERERETH B4, £ TEA2HH
L. —OF= 7 ORIBAEE 28 < 8575 2 L ICRD. WM 7R ~—
SAERHELTVS, ZOBCKRERTTFYAY v NORBEX. THNE

RICAVLBNBBEUTTHD, CORREES ICHRGA IR TS 5.

F-, BIZHRFAINTHANS, BCRP /X CML &#HEICBNWTHESEEL T
Wo, BE. BHEL D SBRMERITERERET. ChBBET 20BN
HYPREDRE OREERS, 72 TFYAY v ML B #IZ CML &4
BOBRIC DN DAL S 5 EBPNS, ZOL5I1C. KRR
gL WS E AN S ED TEERERENSEINTNS,
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