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Functional analysis of specific genetic alterations in primary central nervous
system lymphomas and development of novel molecular targeted therapies
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We performed in vitro analysis of the PIM1 mutation, especially the K115N

mutation which was associated with poor prognosis In primary central nervous system lymphoma

PCNSL). The K115N mutation was revealed to drive Bcl-2 associated death promotor (BAD)
phosphorylation through augmented cytosolic localization of Pim-1, and its role in the inhibition of
cell death was suggested. It was also revealed that activation of the NF-kB pathway is a promising
therapeutic target in PCNSL, using originally established cell lines. Genetic analysis with paired
samples from CNS and systemic lesions in individual patients revealed potential common genetic
alterations favorable for CNS involvement.
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