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Mechanisms involved in degradation of activated thyrosine kinase mutants induced by
anti-cancer drugs and its clinical application
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To explore the mechanisms that are involved in the enhanced cell survival and prol
iferation induced by the activated Jak2 mutant Jak2-V617F, known to be deeply linked to pathogenesis of so
me myeloid malignancies, we examined newly established Jak2-V617 bearing leukemic cell line PVTL-1. Conse?
uently, not only Jak2-V617F but also the Src family kinase Lyn was constitutively activated and phosphory

ated various kinds of intracellular signaling molecules. Additionally, it was suggested that aﬁoptosis may
be suppressed in PVTL-1 cells through inactivation of GSK3 by Lyn as well as Jak2-V617F and that activati

on of the mTOR/p70S6K/4EBP1 pathway may mediate proliferation signaling from Jak2-V617F and Lyn. On the ot
her hand, we identified a novel mutation of TLRs/IL-1R associated adaptor protein MYD88, MYD88-L265-RPP, f

rom the clinical sample of a Waldenstrom®s macroglobulinemia case. Cells expressing this mutant showed sig
nificant activation of the NF-kB pathway.
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