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Putative PS-independent role



DAPI NEAT1 NONO Merge

• overexpressed in MM PCs as compared to healthy donors-derived PCs

• associated with poor OS and PFS
• correlated with high-risk molecular subtypes

• linked to activation of cell cycle pathways

• associated with upregulated DNA repair mechanisms

• involved in deregulated RNA processing and splicing

• a potential prognostic biomarker

• a potential therapeutic target

NONO/p54nrb (Nuclear RNA-binding protein, 54 kDa)

NEAT1-specific RNA-FISH              NONO IF



To define how NONO shapes the transcriptomic landscape of MM plasma 

cells, both through its PS-associated and independent mechanisms

Aim of the study



NONO within PSs

NONO out side PSs

NONO-KD specific pathways will be suggestive of its PS-
independent role.

Shared pathways between NONO-KD and NEAT1-KD
samples will shed light on NONO’s functions related to PS

Experimental design



NONO’s involvement in PS-associated pathways
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The transcriptomic alterations observed upon NONO silencing could be,
at least partially, driven by NEAT1 downregulation, thereby reflecting
PS-dependent effects

NONO’s involvement in PS-unrelated pathways

Highest vs. lowest quartiles of NONO expression (CoMMpass dataset)
à identification of distinct pathways not shared with NEAT1-KD HMCLs

NONO-KD
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NONO’s involvement in PS-unrelated pathways



HUVEC cells cultured with conditioned medium from
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• The comparison of NONO-related and NEAT1-related signatures reveals substantial
overlap linked to PSs biology, while also identifying PS-independent roles of NONO.

• The observed dysregulation of cell-cell adhesion pathways following NONO-KD highlights

a previously underappreciated role for NONO in modulating the tumour microenvironment.

Take-Home Messages

Conclusions
This study highlights the potential of NONO as a therapeutic target in MM by elucidating its
role in transcriptional regulation, particularly within pathways essential to disease progression.
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