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Molecular mechanisms of drug resistance in chronic
myeloid leukemia

Apperley J, Lancet Oncology 2007
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FANCD2FANCD2 pathwaypathway isis hyperactivedhyperactived inin CML CML cellscells



FANCD2FANCD2 pathwaypathway isis hyperactivedhyperactived inin CML CML cellscells



Virgili et al., Cancer Res, 2011, 71(16): 5381-6
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� Molecular mechanisms of drug resistance in
chronic myeloid leukemia

� Investigation of the potential targets and 
markers of sensitivity to tyrosine kinase
inhibitors in chronic lymphocytic leukaemia



ChronicChronic lymphocyticlymphocytic leukemialeukemia
(CLL)(CLL)

Chronic lymphocytic leukemia remains most often
diagnosed leukemia in adults and there is no 
curative treatment for this disease.
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Chronic lymphocytic leukaemia remains most often diagnosed 
leukaemia in adults and there is no curative treatment for this disease.

Mertens D, Bullinger L, Stilgenbauer S, Haematologica. 2011; 96(10):1402-5..

Putative model for the mechanism of 
leukemogenesis of CLL.



ChronicChronic lymphocyticlymphocytic leukemialeukemia
(CLL)(CLL)

• We plan to investigate potential pathways and 
targets for TKIs in CLL cells, employing gene 
expression profiling (GEP) analysis. 

• We aim to characterize genes involved in 
response to these promising novel drugs for CLL 
and we will try to define group of patients who will 
mostly benefit from such treatments (based also 
on cytogenetic as well as molecular
characterization of prognostic markers).
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