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PU.1 downregulation in murine radiation-induced acute myeloid leukaemia

(AML): from molecular mechanism to human AML
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Future directions and conclusion

To begin to define how P U.1 functions as a tumour s uppres-
sor in rAML, we have recently generated a Sfpil point mutation
mouse model. The Sfpil point mutation (Sfpil»™) comprises a C
to T substitution in the PU.1 DNA binding domain (R235) and is
the most common base transition observed in murine rAML.
Preliminary results show that Sfpi1P™™ mice die during late ges-
tation, indicating the importance of the DNA binding domain in
PU.1 functioning (unpublished observations). In-depth analysis
is on-going to investigate the impact of this point mutation on
haematopoiesis and (radiation) leukaemogenesis. It will be of
great interest to see if the presence of the point mutation alters
the AML frequency and latency. At the same time, we have devel-
oped a mouse model in which the radiation-induced chromo-
some 2 deletion and concomitant PU.1 loss can be detected early
after exposure in live haematopoietic progenitor cells (i.e. knock-
in of the mCherry reporter gene in the MDR).
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