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Multiple myeloma (MM) is cyto?enetically and molecularly complex and
heterogeneous and remains a difficult-to-treat hematologic malignancy with currently available
therapeutics. Based on the previous studies suggesting the N-terminal kinase domain (NTKD) of RSK2,
a serine-threonine kinase, as a novel potential therapeutic molecular target for MM, this study
aimed the drug discovery of RSK2-NTKD-targeted therapeutic against MM. As the result, we in this
study developed the therapeutic rationale for the simultaneous targeting of RSK2-NTKD/AKT/S6K for
MM, as the combinatory blockade of those three molecules enables the blockade of several critical
molecular pathways for MM pathophysiology. Then, we discovered several derivatives of 5H-pyrrolo[2,
3-d]pyrimidin-6(7H)-one as potential lead compounds for the simultaneous targeting of
RSK2-NTKD/AKT/S6K in myeloma cells. We will further extend our research for drug development based
on these results in the future.
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