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维拉帕米对MDR1基因转染的Swiss-3T3细胞的化疗增敏作用 

王楠;汤仲明;章扬培;丁清明 

北京放射医学研究所，北京 100850 

摘要： 

为进一步了解维拉帕米对抗药性逆转作用的特征,在人MDR1基因转染的Swiss-3T3多药抗药性细胞,观察了维拉帕

米逆转幅度与阿霉素抗性水平的关系。各个转染细胞与母细胞相比,阿霉素毒性明显降低。非毒性浓度(3μmol·L1)
的维拉帕米对阿霉素毒性的增强作用,在转染细胞均高于母细胞,但逆转幅度与抗性水平成反比。Southern杂交显

示,转染细胞基因组中有MDR1 cDNA整合。转染细胞的阿霉素蓄积障碍可被维拉帕米纠正。讨论了药物主动转运的

饱和现象在维拉帕米增强效应中的作用,以及P-糖蛋白与药物相互作用的方式。 
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CHEMOSENSITIZING EFFECT OF VERAPAMIL ON SWISS-3T3 CELLS TRANSFECTED 
WITH HUMAN MDR1 GENE

N Wang;ZM Tang;YP Zhang and QM Ding

Abstract: 

To further understand the characteristics of drug resistance reversal of verapamil,the relationship 
between the level of doxorubicin resistance and the magnitude of modulation by verapamil was 
examined in multidrug resistant Swiss-3T3 cells transfected with human MDR1 gene,In independently 
isolated transfectants doxorubicin cytotoxicity decreased markedly compared with parent cells. 

Potentiation of doxorubicin toxicity by a noncytotoxic concentration of 3μmol·L1  of verapamil was much 
greater in transfectants than in parent cells,while the magnitude of reversal was inversely dependent on 
the level of resistance.Southern blot hybridization indicated the MDR1 cDNA integration in genomics of 
each transfectant.Defect in cellular accumulation of doxorubicin was restored by verapamil in transfected 
cells.The saturation of active drug transport that may involve the magnitude changes of potentiation by 
verapamil,and the mode of interaction between P-glycoprotein and drugs,were discussed.
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