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Background and importance Aim and objectives

6-mercaptopurine (6-MP) is an anticancer To described a clinical case of a Caucasian girl 2
and immunosuppressive agent used as vears old diagnosed with B-ALL (intermediate risk
part of the therapeutic strategy in acute of hyperdiploidy in cytogenetics (DNI index 1.27)
lymphoblastic leukemia (ALL). and MRD on day +15 of 1.4%. CNS-1)

However, it may cause life-threatening
myelotoxicity, that is commonly associated
with polymorphisms in genes involved in its
metabolism (thiopurine methyltransferase
(TPMT) and nudix hydrolase 15 (NUDT15)).

She presented prolonged myelotoxicity under
o LAL-SEHOP-PETHEMA-2013 treatment protocol.

Material and methods 6-MP
treatment

To understand the  toxicity
manifested by the patient and
considering the wupdate of the
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TPMT  polymorphisms ?ur?;f::un Y She recﬁewed multiple rs116855232 gene polymorphlsm.
(*2, *3A, *3B and *3(Q) , e transfusions of red
were studied without The dose of &-MP s dubliniensis blood cells and
reduced to 10%.

alterations. platelets.

Recommended Dosing of Thiopurines by

Results NUDT15 phenotype
Variation Poor metabolizer: initiate dose at 10
Gene Polymorphism dbSNPID type Genotype Phenotype mg/m2/day and adjust dose based on
o — 1200462 AROD co myelosuppression and disease-specific
' Normal guidelines. Allow 4-6 weeks to reach
TPMT | *3B:460 G>A | rs1800460 ALS4T CC netabolizer|  Steady state after each dose adjustment. If
*3C:719A>G | rs1142345 Y240C TT myelosuppression occurs, emphasis should
NUDT15 A1ECST 116855937 21390 - Poor. be on reducing mercaptopurine over other

metabolizer| agents.

This analysis revealed that the patient carriers the rs116855232-TT genotype (frequency in Europeans 0.000004). This
polymorphism is associated with potentially fatal myelosuppression (evidence level 1A), which explains the toxicity manifested.

This case shows the relevance of implementing pharmacogenetics studies (TPMT and NUDT15 gene
polymorphisms) in the daily clinical practice that allows the early detection of patients treated with 6-

MP with higher risk of suffering myelosuppression
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Conclusion and relevance
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