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The molecular mechanisms for resistance of acute myeloid leukemia and
myeloproliferative neoplasms, such as chronic myeloid leukemia, against chemotherapy and molecular target
therapy conferred by constitutively activated tyrosine kinases, such as FLT3-1TD, BCR/ABL and Jak2-V617
were analyzed. These aberrant tyrosine kinases were found to enhance Chkl-mediated cell cycle checkpoint
mechanisms induced bx chemotherapeutics to confer resistance to chemotherapy or protect the downstream
mTOR pathway from inhibition of the PI3K/Akt pathway by robustly activating STAT5 to confer resistance to
the PI3K/Akt inhibitors. Combined therapeutic strategies to control these resistance mechanisms have
shown to induce apoptosis of leukemic cells synergistically and very effectively.
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