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ABSTRACT

The multidrug resistant 1 gene (MDR1) plays a crucial role in P-glycoprotein
(P-gp) function. The physiological activity of P-gp is an ATP-dependent efflux
transporter which eliminates carcinogens and potentially toxic substances out of the
cells. There are three common single nucleotide polymorphisms (SNPs) of MDR1;
C1236T, G2677T/A and C3435T which influence on the alteration of P-gp function
and might be associated with the cervical cancer risk. Therefore, this study aimed to
evaluate the association between MDR1 polymorphism and cervical cancer risk
among Thai women. It was a case-control study carried out in 204 patients with
squamous cell carcinoma of cervix and 204 age-matched healthy controls (5-year
interval). MDR1 polymorphism was detected from buffy coat by using real time
polymerase chain reaction with TagMan Probe. Our results demonstrated that
individual MDR1 polymorphism of C1236T, G2677T/A or C3435T was not
associated with cervical cancer risk (p > 0.05). Gene-gene interactions, the
significantly increased cervical cancer risk was found among women carrying TT
genotype (C3435T) in combination with GA and GT genotypes (G2677T/A) at 3.50-
fold (p < 0.05). Moreover, the significantly decreased risk for cervical cancer was
observed among carriers of CT genotype (C1236T) together with TA or TT genotypes
(G2677T/A) (p < 0.05). Among women taking hormonal contraceptives, the carriers
of TT genotype at 3435 SNP had a 3.30-fold elevated risk for cervical cancer as
compared with those of CC genotype (p < 0.05). These findings suggest that genetic
polymorphism of MDRL1 is associated with the risk for cervical cancer development in
Thai women, especially those taking contraceptives. Thus, a genetic screening test
should be implemented in a clinical practice with regard to cervical cancer prevention

and treatment.



