INTRODUCTION Figure 1. Synergic effect of Pevonedistat and Rohinitib Figure 2. Specificity of the cytotoxic effect
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not a cure for the CLL, and some patients may develop

: a resistant effect to the current treatments that improve
International Workshop on CLL their condition?

Previous studies tried to find the cause of CLL, but it is
stil not clear. There are some altered transversal
processes that may play an important role in the
development of CLL=?:

PevonEd iStat En hances the 1- There are discrepancies between the mRNA and

protein levels of certain genes in CLL cells. Recently,
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tumors on the translation of oncogeness.

Cel Is Of C h ro n ic Lym p h ocyti c 2- CLL cells show an elevation of ubiquitin-like post-

translational modifications (UBL-PTM), among which

L k - the role of Neddylation in its pathogenesis has been
e u e m Ia highlighted. Neddylation modulates the homeostasis of
a wide range of proteins, as it is necessary for their P 3
degradation by the ubiquitin-proteasome system?. =

METHODS
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appears to be specific to direct NEDDylation, as the

pathOIOQY- same synergy is not observed with the ubiquitination

inhibitor, TAK-243 (Figure 2A). This cell death sems to

be cause by the apoptosis machinery as we can

CONCLUSIONS observe an increase in the degestion of PARP (Figure

2B) and an increase in the number of events in the sub-
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