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Objectives: The disposition of lamivudine, a substrate of BCRP, was evaluated in relation to three
BCRP genetic variations’ GInl4lLys, Vall2Met and GInl26Stop, that cause the altered transport
activity in vitro.

Method: A single oral dose of 100 mg lamivudine was given to 22 Korean healthy male subjects
whose BCRP genotypes were predetermined: 7 subjects with wild-type, 6 with Lysl41/Lys141, 4 with
GIn126/Stop126 and 5 with Met12/Metl2, respectively. The plasma and urine of lamivudine were col-
lected up to 24hours and pharmacokinetic parameters were estimated using WinNonlin®.

Result:

Wild type (n=7) Lysl41/Lysi4l (n=6) GIn126/Stopl26 (n=4) Met12/Metl2 (n=5)

Tiz (1) 55%2.4 77449 55+2.1 7.1%2.0
Tonax (h1) 08104 08+04 0.7+03 1.0+0.3
Ceuas (ng/mi) 7424297 655+309 840+ 151 808193
AUC;r (hr*ng/ml) 2,480+ 502 2,207+ 1019 24224239 2,552+698
Clia (L{kg/hr) 0.60+0.12 0.66+0.25 0.54+0.07 0.59+0.12
Clnat (Lfkg/hr) 0.29+0.05 0.28+£0.09 0.26+0.05 0.26£0.05

Conclusion: In subjects with BCRP variant of Lysl41/Lys141, pharmacokinetic parameter such as
AUC and Cl varies up to 4 folds. In the other subjects, the variability was relatively small. There
was no significant association between genotype and phenotype of BCRP in the disposition of lami-
vudine. It would be worth contribution of other several transporters (OCTs, MRP4) for lamivudine.

Further studies are remained to evaluate the clinical relevance of these genetic variants of BCRP.



