©
2011 2013

Analysis of the resistant mechanism of AML stem cells for tyrosine kinase inhibitor
in bone marrow microenvironment
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The mechanism of drug resistance for Tyrosine kinase inhibitor (TKI) in AML cells
remains unkown. AML cells showed the drug resistance in coculture model with mesenchimal stroma cells(MSCs
). AML cells became more resistant for TKI in direct contact with MSC than in floating condition. For this

reason, adhesion molecule such as integrin, or several cytokines and chemokines affected the up-regulatio
n of AKT, MAPK and JAK/STAT signaling pathway. When AML cells were cocultured with MSC for more than 4 wee
ks, the fraction of side population increased and showed TKI resistance. To overcome this drug resistance,
we found the synergistic effect in TKI with PI3K/mROR/AKT inhibitor or in TKI with JAK/STAT inhibitor.
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