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Mechanistic analysis of drug-resistance in ALL
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Based on our hypothesis that JAK-STAT pathwaﬁ is key for proliferation of
lymphoblastic leukemic cells, we evaluated expressionlevel of LNK, which was negative regulator of
JAK-STAT pathway and identified that low expression of LNK was associated with poor outcome (Yano M,
Imamura T, et al. Br J Haematol 2017).
Next, we transduced Ba/F3 cells with LNK by retroviral gene transfer system, and identified that LNK
induced dephosphorylation of JAK2-STAT5 and high sensitivity of prednisolone. However, loss of
function mutant of LNK did not induce those phenomena. Primary patient"s leukemic blasts with high
expression of LNK also showed high sensitivity of PSL compared to those with low expression of LNK.
These findings suggest that inhibition of JAK-STAT pathway might be therapeutic for high risk
lymphoblastic leukemia.
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