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Fig 1. Bectropherograms of (A) blank PANG-1 cdll with theophylline(1S 0.
14 mol/L) , (B) blank cdl fortified with 5RJ (200p g/ m) and theo-
phylline,(C) PANGC1 cdls incubated for 15 min in a cuture medium
conaining 5 FU(100p g/ ml)

PANC 1 20.79 £12.70

um, 4704.2 £1092. 4u (2, 1)

10 pm

Fg 2. The cdl diameterswere randomy measured under the microsoope by
the use of avideo imaging program. A gandard micro-ruer sde(Leitz Wet-
Zar, 2 mm, 1intervad 0.001 mm) was used as a di gance reference.
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Tab 1. Intracdlular 5 FU concentration in BENTs inhabited group and con-
trols(n=3)

E)::i)on:re ENTs inhabited group ENTs rorrinhabited group
. m m
(min) bgm) g m)
15 45.99+0.845 " " 67.0+10.16
30 50.18+8.661 " " " 83.75+5.33
60 92.36+4.993 " 92.86+1.604
120 138.3+9.770 " " © 84.33+2.331
240 124.7+9.505 " " © 84.98+2.367
"P>0.05; " "P<0.05; " " "P<0.01 s cortrol
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FHg 3. Intracdlular concentration of 5 FU in PANC-1 cells vs exposure time
to a medium containing(A) dipyridanol (100p nol/L) and 5 FU(100M ¢/
m) , (B)SFU(1001 g/ m) . Each data point represertsthe x £ s(n=3)
and the lid lines were determined usng rorrlinear regresson
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Hfect of Inhibiting Equilibrative Nucleosde Transport Proteins
with Dipyridamole on 5 FU Intracelluar Accumulation in Pan-

creatic Cancer Caell
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ABSTRACT AIM:To invedigate the efect of blocking ENTs on the membrane of pancreetic cancer cdl on 5 FU
intracellular accumulaion. METHOD : Cultured PANC 1 cellswere divided into two groups ,the ENTs inhibited group
and the ENTs norrinhibited group. In ENTsinhibited group the ENTson cell swere inhibited by dipyridanole while in
ENTs non-inhibited group they were not inhibited by any drug Cdlsin the two groups were cultured in the medium
with 5 Fu (100p o/ m) . Cdlswere harvested with rubber policeman dter 15,30 min,1,2 ,4 h incubation ,regpective:
ly. Afterwards ,two 100U | cell sugpensonswere liced , one wasfor 5 FU detection with capillary zone e ectrophores s
and the another pardlel one for protein assay. Cdl number in its pardle sugpendons was deined according to the
gandard curve of total protein vs cell number. Then content of 5-FUJ in a snde cdl was determined and intracellular
5 FU ooncentration in a Snge cdl wasfindly counted. RESUL T:In ENTs rnonrinhibited group ,5 RU concentration in
cellswas increased quickly to 66. 99 + 10. 16U ¢/ ml within the firg 15 min and 83. 75+ 5. 334 ¢/ m in 30 min. The
meximal intracdlular 5 RJ concentration was 92. 86 + 1. 604 g/ m a 60 min. Afterwards,the concentration curve
produced a platform. In ENTs inhibited group ,however ,the intracellular 5 FU concentration was increased dowmy in
early dage. It wasonly 68. 65 % and 70. 66 % of that in ENTs non-inhabited group at 15 min and 30 min, regpectiver
ly. The concention of 5 FU equals to the maximal concentration of that in ENTs norrinhabited group. Afterwards the
intracellular 5 RJ concentration was continoudy accumulated in cellswith the maximal concentration of 138 3 £ 9. 769

Mg/m a 2 h,as 1. 64 times as that in ENTs rorrinhibited group ( P < 0.01) . These results inplicated that efter

ENTs totaly inhibited by dipyridarmole the 5 FU intracellular concentration rises dowmy in early sage and furthernore
dgnificantly accumulates in cell as the time prolonged. CONCLUSION : It is suggeded that the intracdlular 5 FU
concentration in pancreatic cancer cells could be increased by the blockage of equilibrative nucleos de trangporters

KEY WORDS Pancreatic cancer ; Nucleodde trangorter ; 5 Huorouracil ; Dipyridanole; Cepillary zone eec
trophores s



