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Significance of TPMT gene polymorphism for individualizing 6—MP

chemotherapy in adults with acute lymphoblastic leukemia
Ge Jian Xia Ruixiang Yang Mingzhen et al
(Dept of Hematology The First Affiliated Hospital of Anhui Medical University Hefei 230022)

Abstract Objective To observe thiopurine S-methyltransferase (TPMT) genotype and phenotype in adult patients
with acute lymphoblastic leukemia (ALL) who had been given maintenance treatment with 6-mercaptopurine (6—
MP) and to assess their clinical management for individualizing 6-MP chemotherapy. Methods Genomic DNA was
extracted from peripheral blood leukocytes. PCR-restriction fragment length polymorphism (RFLP) technique was
used to determine the TPMT genotype. TPMT activity was quantitated by reversed-phase high-performance liquid
chromatography (HPLC) assay. Clinical and hematological toxicities were detected during the first 6 months of ma—
intenance therapy with oral 6-MP and methotrexate (MTX) in the 69 adults with ALL. Results The heterozygous
TPMT* 1/* 3C genotype with low activity was found in 4 of the 69 adults with ALL; TPMT* 2 TPMT* 3A and
TPMT* 3B were not. We found a higher TPMT activity during maintenance treatment with 6-MP than at diagnosis.

The median 6-mercaptopurine dose administered during the maintenance therapy was lower among patients with het—
erozygous TPMT alleles versus the rest 2.17 mg/(m” * d) and 69. 36 mg/(m” *d) P <0.01 though the clin—
ical toxicities were similar in both groups. Conclusion TPMT gene polymorphism has a substantial impact on mer—
captopurine toxicity. Identification of TPMT genotype and activity appears to be important in making the ALL treat—
ment less toxic and individualizing 6-MP chemotherapy.
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