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Effect of MDR1 polymorphic expression on oral disposition
of cyclosporine A
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Abstract: Aim To detem ine the relationship between C3435T mutation in exon 26 of the human
multidrug resistant 1 gene and cyclosporine ( CsA) phamacokinetic ( PK) parmameters among healthy
Chinese volunteers by nonlinear m ixed effect model ( NONMEM). Methods Twenty healthy subjects
were given omally a single dose of 500 mg CsA in microemulsion solution. Blood CsA concentrations were
measured with HPLC and the genotype for the C3435T polymormphism of MDR1 gene was detem ined with
the PCR and restriction fragment length polymorphism. The results were further confimmed by sequencing.
NONMEM was perfomed to assess the effect of genotype on CsA PK profile. Results MDRI C3435T
genotype was identified as the best predictor of CsA system ic exposure. The relative bioavailability of CsA
was 40% higher in subjects who carried at least one 3435C allele compared to that of TT type individuals
in the study population. Conclusion The MDR1 C3435T genotype offers a potential basis of mechanism
to explain inter-subject differences in CsA oral bioavailability.
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