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Genetic alterations of aggressive NK cell leukemia and identification of
molecular target candidates
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Aggressive NK cell leukemia (ANKL) is a malignant hematological disease with
poor prognosis which is rare but rather common in young Eastern Asian populations. Diagnostic and
therapeutic strategies for ANKL have not been well defined. To elucidate pathogenesis of ANKL and
develop novel molecular targets for ANKL, we performed whole-exome sequence analyses of ANKL cells
from patients with ANKL. Genetic alterations of several signaling pathways including JAK-STAT and

RAS-MAPK, as well as DDX3X and epigenetic modifiers, were identified. Cell lines derived from NK
cell malignancies were sensitive to JAK inhibitors, which further demonstrated the importance of
JAK-STAT system in the pathogenesis of ANKL. These results provide further insights into molecular
pathogenesis of ANKL and target candidates for therapies of NK cell malignancies.
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