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INTRODUCTION AlM METHOD CONCLUSIONS

» Multiple myeloma (MM) remains largely incurable due to relapse and therapeutic » This study aims to determine whether » SETD8 was depleted in OPM-2 and H929 MM cells using » Our findings identify SETD8 as a therapeutic

resistance. pharmacological inhibition of SETDS8 CRISPR/Cas9. SETD8 expression in BMPCs from primary MM vulnerability in multiple myeloma, with elevated
> Ep . . . . . . . . using our newly developed covalent patients was assessed by IHC. Bulk RNA-seq was performed expression in relapsed disease. SETDS8 inhibition
pigenetic dysregulation, including alterations in DNA and histone methylation, L . . L . . . . .
contributes to MM pathogenesis, disease progression. and drug resistance. inhibitor (Chgn gt al., 202_6) suppresses following SETDS8 de_pletlon. Cell viability _and apoptosis were disrupts oncogenic IRF4/MYC_) signaling and
MM growth in vitro and in vivo, and to evaluated by CellTiter Glo and Annexin V/7AAD assays, reduces H4K20me1 levels, leading to suppressed
» SETDS8, the sole H4K20 monomethyl transferase, regulates cell cycle progression, identify the oncogenic  pathways respectively. Cell cycle regulatory genes were analyzed by qPCR MM cell growth. In vivo, our covalent SETDS
chromatin organization, DNA repair, and genome stability; its overexpression In modulated by SETDS8 blockade and Western blotting. The anti MM activity of the SETDS8 inhibitor inhibitor shows potent antitumor efficacy,
relapsed MM and association with poor prognosis highlight SETD8 as a potential underlying this anti tumor effect. MS2928 was evaluated in MM mouse xenograft models by supporting its potential as a therapeutic strategy
therapeutic target. monitoring tumor regression. for high-risk MM.
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