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The reverse roles of unsaturated fatty acids from Isatis tinctoria L on human multidrug resistant hepatocellular
carcinoma cell BEL-7404/ ADM

Hou Huaxin, Li Danrong, Wei Changyuan et al( Guangxi Medical University Nanning 530021 )

ABSTRACT OBJECTIVE:To study the reverse roles and mechanis ms of the unsaturated fatty acids from Isatis tinctoria L on human
multidrug-resistant hepatocellular carcinoma cell BEL-7404/ ADM. METHOD:BEIL-7404/ ADM sensitivity to multianticancer agent
was evaluated by MTT assay . The expressions of P-gp and MRP were detected by immunohistoche mical method. The content of
ADM in cells was determined by high performance liquid chromatography ( HPLC) . RESULTS :the human multidrug - resistant hepa-
tocarcinoma cell line BEI-7404/ ADM showed the drug resistance to ADM .MMC and hydroxycamptothecin . The expressions of P-gp
and MRP in BEL-7404/ ADM were significantly higher than those in BEL-7404 ( P <0 .01) . The unsaturated fatty acids from Isatis
tinctoria L in noncytotoxic concentration had reverse role to ADM for BEL-7404/ ADM cells. When ADM coupled with the unsaturat-
ed fatty acids ,the ADM accumulation in cells increased significantly . ( P <0.01) CONCLUSION:BEL-7404/ ADM cells is a mul-
tidrug resistant model, which multidrug resistance is related with over-expression of P-gp and MRP. The unsaturated fatty acids from
Isatis tinctoria L can reverse the resistance of BEL-7404/ ADM, and the reverse role may be related with the increase ment of anti-
cancer agents content in cells .
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2.2 BEL-7404

BEL-7404/ ADM

ADM .
MMC .HCPT 5- FU .CTX .DDP 48h,
BEL-7404/ ADM ADM .
MMC .HCPT s 100.03 .41 .
42 90.65; 5 FU.CTX.DDP ,
9.41 1 .50 8.09.
1
(ug/ mh(n=3)
31.3 625 125 500 1000
(%) 8.61 12.8 26.4 40.2 81 .7
(%) 6.5 10 15 35.6 78 .6
2 BEL-7404 BEL-7404/ ADM (n=3)
[Cso(ug/ ml)
BEL-7404/ ADM BEL-7404
ADM 5.06 0 .015 0.05 £0.002 100 .03
MMC 30.24 £0.008 0.73 £0.005 41 .42
HCPT 74 33 £0.043 0.82£0.054 90 .65
5-FU 16.27 £0.017 1.73£0.011 9.41
CTX 0.03 £0.002 0.02 %0 .001 1.50
DDP 7.98 £0.015 0.98 £0.015 8.09
2.3 BEL-7404 BEL-7404/ ADM MRP ,P-¢gp
3 BEL-7404/ ADM P-gp 68 .
8 % ,BEL-7404 3.4%, (P
<0.01) . BEL-7404/ ADM MRP
53 % ,BEL-7404 MRP 2%,
(P<0.01) . MRP .P-gp
3 Pgp.MRP _ BEL-7404 BEL-7404/ ADM
(n=3)
P-gp MRP
BEL-7404 3.40 £0.03 2.00 £0 .04
BEL-7404/ ADM 68 .79 £3 .35 53.5%4.02
P <0.01 <0.01
2.4
ADM
BEL-7404/ ADM ADM ADM
(P<0.01), ADM
BEL-7404/ ADM ADM 4.
4 ADM (n=3)
ADM (ng) p
ADM 0.39 £0.02
VRP + ADM 1.32%0.03 0.01
+ ADM 1.28 £0.04 0.01
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