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Objectives: Thiopurine methyltransferase (TPMT) catalyzes the S-methylation of aromatic and heterocyclic
sulfhydryl compounds such as mercaptopurine, thioguanine, and azathioprine (AZA). It has been reported that
the level of AZA toxicity (mainly myelosuppression) is dependent on the TPMT genotypes in Caucasian
individuals. We thus elucidated the genetic basis for this polymorphism and investigatedthis relationship in
systemic lupus erythematosis (SLE) patients taking AZA in Korea. Methods: The TPMT genotype was
determined in 379 patients with SLE by MALDI-TOF and correlated with the effects of clinical exposure to
AZA. Resultss TPMT polymorphism were detected in 16 individuals, which were 11 heterozygotes with
TPMT=*3C allele and 5 heterczygotes with TPMT*6 allele among 379 patients. Mild marrow toxicity occurred
in 1 patient with TPMT*3C allele, and severe in | patient with TPMT*6 allele. Twenty one in 92 SLE patients
taking AZA were suspicious of the adverse effects such as leucopenia (n=19), nausea {n=1) and abnormal liver
function test (n=1). AZA was relatively well tolerated among the rest of them. Conclusion: In Korean patient
with SLE , the mutant TPMT allele, TPMT=*3C and *6 were detected, and there was no statistical correlation
between TPMT genotype and the AZA toxicity.
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