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Investigation of molecular biology of CNS leukemia
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In this study, whole exome sequencing was performed in 11 patients with
extramedullary relapsed ALL to elucidate the molecular mechanisms of treatment resistance leading to
extramedullary recurrence. The genomic profile at relapse differed from that at initial disease,
suggesting that minor clones at diagnosis contributed to the recurrence. In addition, 5 of the 11
were found to have abnormalities in gene X, and high relapse rate of patients with this alteration
was reproduced in the validation cohort. The results confirm that suppression of gene X function

resuéts in rapid DNA repair and may favor survival of leukemic cells against chemotherapy-induced
DNA damage.
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