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(B) TR-iBRB2 #ilfii1iZ %6+ % [*H]verapamil ¥ & U' [*H]propranolol i il 47

Collagen I-coated 24-well plate iZ TR-iBRB2 i@ 1.0 x 10° cells/well £755 &5 IC#fEL, 33°CO
RS N7z 5% CO02/95% air 1 ¥ F 2 X— & — 12 CTA8MFfiI}E#& Uico MlEAS confluent DIRFEIZ 72
TWa 2 EaMRL, WOABBITITHNT,

MU —H =K1, [PH]pyrilamine & U < (& [PH]propranolol (PerkinElmer Life & Analytical Sciences)

%0.5 uCi/mL & 75 % & 9 1T extracellular fluid (ECF) buffer (122 mM NaCl, 25 mM NaHCOs, 3 mM KCl,



1.2 mM MgSOs, 0.4 mM K2HPO4, 10 mM D-glucose, 1.4 mM CaClz, 10 mM HEPES, pH 7.4) IZ{Af# &
BroboEM T, MIAERE S 7224-well plateZ37°CIZHERF L, 1% medium 2 B2 % U7, ECF
buffer (37°C) I THllE%E 3 mIBEH L, b L —%—EK%E200 uL MA 7o, fRERFRFERE, ML —H—
TSI &M &, JKi% ECF buffer T 3 MIAIIE % 26 L 7co NaOH /KIS (1 N) 2400 uL A, EikTI12
IFALEE 3 2 & & THIIEZ A8 b &8, 1N HCl 2400 uL A hfI& B, ZoPfEo —%
Monofluor (National Diagnostics Inc.) ~# L, #Kiky > F L —2 a3 v H 7 & — (LSC-5200; Aloka)
I THCHTEPE A BIE LUics %72, bovine serum albumin 2 5% & L, DC Protein assay kit (BIO-RAD)
RO, AR o 5 oo BRANE LT,
IR~ [PH] SEPIEL D A B85 1T cell/medium ratio T# L7z (Eq. Do

[BH]Compound concentration in the cell (dpm/mg protein)

Cell/medium ratio (uL/mg protein)= [BH]Compound concentration in the medium (dpm/uL) +[Eq. 1]
ILEHAEITFE S cell/medium ratio DAL H) 13 Eq. 2 @ percentage of control 12 T2 L7z (Eq. 2),
_ Cell/medium ratio in the presence of inhibitor
Percentage of control = Cell/medium ratio in the absence of inhibitor [Eq. 2]
(C) T — % fighr
KB T — & 13 S AEHERR S (Mean = SEM.) T# Lo, HBHREITIZ 2B O DB E4121

unpaired Student’s #-test Z W THEZEZRE L1, 3 BERLL LD Y4 13 one-way analysis of variance
(ANOVA) TH #5217, Dunnett’s Test & U £ & Tukey’s Multiple Comparisons Test IZ & » T
HIHKR 2T - 72,
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A. TR-iBRB2 #2213 % [PH]verapamil 5 & U [*H]propranolol %~ D NSAIDs D %f H

7 I UK 29 5 NSAIDs T & 5 diclofenac % celecoxib, meloxicam, mefenamic acid % f U,
[*H]verapamil %> [*H]propranolol ® TR-iBRB2 IZ 8 1} 2 ik~ OB ERAL L1, Bk, 7 I V&%
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NSAIDs & ks Bl 2 9 % M8 ¥ L Bl &3 & U T sorafenib & pazopanib %, U 7z, TR-iBRB2
A~ D [3H]Veraparn11 i 1% 1 acetylsalicylic acid % meloxicam, mefenamic acid, celecoxib, sorafenib,
pazopanib HEfF1T & > THE SN, - 72 (Fig. 1A), F72, < O [*H]propranolol #ix (Z diclofenac
acetylsalicylic acid, celecoxib, sorafenib, pazopanib IZ & » THEIZZE) L7 H - 72 (Fig. 1B), LU LDk
RI» 5, inner BRB IZFA(ET 5 novel 77 74 PR A HKIZ C h & W 2385 LI 2 EAVUR
i,
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Figure 1 Effect of several drugs on [*H]verapamil and [*H]propranolol uptake by TR-iBRB2 cells.
Uptake of [*H]verapamil (A) and [*H]propranolol (B) by TR-iBRB2 cells was performed in the absence
(control) or presence of drugs at 37°C for 3 min. Each bar represents the mean = S.E.M. (n=3-16).
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