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Cancer

Acute 
megakaryoblastic 
leukemia (AMKL)

One twenty-
two protein 
(RBM15; OTT); 
megakaryocytic 
acute leukemia 
(MKL1; MAL); 
myeloproliferative 
leukemia virus 
oncogene (MPL); 
recombination 
signal binding 
protein for 
immunoglobulin κ J 
region (RBPJ)

Studies in mice suggest that targeting both RBPJ 
and MPL could treat infants with AMKL. In 
infants, AMKL is characterized by the expression of 
an OTT-MAL fusion protein. In OTT-MAL knock-
in mice, all mice had abnormal hematopoiesis 
and abnormal activation of the cancer-associated 
transcription factor rbpj, but only those with a 
concomitant mutation in the mpl gene developed 
symptoms similar to human AMKL. The results 
indicate that both OTT-MAL activation of RBPJ 
and the presence of a cooperating MPL mutation 
are required to induce AMKL. Future studies could 
include testing the combined inhibition of RBPJ 
and MPL to treat AMKL. 
At least six companies have products marketed or 
approved to treat AML. 
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Patent and 
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