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Abstract

AIM: To develop HCT-8/5-fluorouracil
multidrug resistant cell line and explore the
mechanism its drug resistance.

METHODS: High concentration of 5-FU was
used in the beginning to induce drug resistance
of HCT-8 cell line, and thereafter, the concentra-
tion of 5-FU was increased in gradient. About 7
mo later, the cells could stably grow in 2.0 mg/L
5-FU, which was named HCT-8/5-FU multidrug
resistant cell line. The resistant index of HCT-
8/5-FU cells to 5-FU, adriamycin (ADM), and
cisplatin (DDP) was examined with MTT assay,
and growth curve was drawn. The morphologi-
cal changes were observed by both light and
electron microscopy. The function of P-glyco-

protein (P-gp) was detected by flow cytometry
using rhodamine staining.

RESULTS: The resistant index of HCT-8/5-FU
cells to 5-FU is 16.6, and a cross-resistance to
ADM and DDP was also noticed. In comparison
with that of the parental cells, the growth rate of
HCT-8/5-FU cells did not changed significantly,
but the morphology of the cells was remarkably
changed. Irregular nucleus, double nucleus and
polymorphic nucleus appeared in HCT-8/5-FU
cells, and the cells shaped as polygon-like and
leptosomatic. The numbers of mitochondria,
endoplasmic reticulum and lysosome were
increased, and over-expression of P-gp was ob-
served in HCT-8/5-FU cells.

CONCLUSION: HCT-8/5-FU multidrug re-
sistant cell line is successfully developed. The
drug-resistance mechanism of HCT-8/5-FU cell
line may be related to the over-expression of

P-gp.
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1 YBEBFZZSHE x 100. A: HCT-8/5-FU; B: HCT-8.

IR, T 254550(RY) = IDs, i 245 40 /1D, 35 A
40 .
1.2.3 2m i, PAP-gp 9 4G S5 AS 41 Jf RN 2 41 [
I, 780 WA, o BORE B v, KRR IR A
FIRPMI 164055 FE ML 1K, %2 X 10°/L.41 1
B, TG A INNZIREIAS g/LIN BT,
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TR, T RE R M0E 2 Al L A 1) B2 P B SR
7E37°CARIR10 min, {FP-gphiiE I T AEAS LA K
P, BEIC 2G4 B FETIRPMI 164085 35 VR 17X,
FE0 g/LEWRENAK LR IhRE, BAEIKA
[FEHTRPMI 164035 T3 rh ARl 3t =4 M A3
488 nm 1R, MR M DG 50 .

BeitZ AT N HISTATA 7.0%F3ET 401t
SEANER, SR A, P<0.05 % 25 e W M.

2 BE

2.1 mAAT A A & HEYL (0 WL ELTH 24 40 i i 4
BERARNMR, g AN, 7T WA, £
%, ARIEESAHN, 22 MAE. MKIESAE,
AL A A . 17 S A 40 B A A G A,
A, 0 T A S 2 40 A LB U (I 1), 3G
HUBE 1 R DL R 40 PR R 45 M 1) 22 57, i oR AR
1 A L, TR 24 40 P TR Y RT L R R A K
PI935 o it 2 4
PR PAY LA R A M ORE A3 A . N
)75 96 B B (PE12). A A 4 7 U R 5 6

2 YRIRFBENLEIITEM x 10 000. A: HCT-8/5-FU; B:
HCT-8.

40 —&— HCT-8/5-FU
32 —><— HCT-8

(x 2000)

t/d

3 HCT-8¥IHCT-8/5-FULN/MARILIERhL:.

R 1 BENAERETS YHICRMZELE 1 = 4,

mean + SD)

HCT-8 HCT-8/5-FU MHZIEEL
5-FU 0.40 £0.02 7.14+0.46 16.6
DDP 1.20+0.67 4.72+0.23 3.93
ADM 0.83+0.02 521+0.13 6.26
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K.
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