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myelogenous leukemia. Chronic myelogenous leukemia (CML) is a myeloproliferative disorder associated with the presence
of the Philadelphia (Ph) chromosome, a fusion of BCR and ABL genes. The BCR-ABL tyrosine kinase (TK) protein regulates
a wide range of cellular processes associated with cell proliferation and apoptosis. Imatinib mesylate (IM) is a potent inhibitor
of the BCR-ABL TK, and may be effective in reducing the number of Ph-positive cells as well as reducing the clinical
manifestations of CML. However, IM is not fully effective in eradicating the disease. Furthermore, emergence of resistance to
IM has been reported in several studies. Therefore, development of other targeted agents is of great interest. The human Flt3
receptor tyrosine kinase (Flt3) is expressed on the surface of immature and mature hematopoietic stem cells. Inhibition of Flt3
signaling may be a potential therapeutic approach. Sunitinib is a potent and selective inhibitor of Flt3 and other TKs. Clinical
trials have been conducted in patients with CML in chronic and accelerated phases. Sunitinib is effective in reducing the
number of Ph-positive cells in CML patients. To evaluate this type of activity, a trial in accelerated-phase CML has been
completed, but results have not yet been reported. Sunitinib has also been tested in combination with the IM in patients with
CML. Preliminary results indicate that the effects of sunitinib are enhanced when combined with IM. We review the clinical
development of sunitinib, as well as other targeted agents for the treatment of CML.Q: Show that $h(t,x_t)$ (where $h$ is a
smooth function) is not stationary $X_{t_0}=x_0$ and $X_{t_i}=x_i+t_i+\varphi_i$, where $\varphi_i$ is normally
distributed with mean zero and variance $\sigma^2$.
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