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Rationale of the

study

LncRNAs & Myeloma: a new source of genetic vulnerabilities?

LncRNA are dysregulated in MM

PFS

LncRNA signatures can predict the clinical outcome of

MM patients
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To explore LncRNA Dependency in Multiple Myeloma
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CRISPR interference (CRISPRI) viability screen identifies MIR17HG as a leading IncRNA dependency in MM
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RNA Regulator of Lipogenesis (RROL) mediates MM dependency to MIR17HG
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RROL promotes MYC transcriptional activity via direct RNA-protein interaction

RROL affects MYC
transcriptional activity
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RROL provides chromatin scaffold for MYC occupancy at the ACC1 promoter
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RROL provides chromatin scaffold for MYC occupancy at the ACC1 promoter
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RROL assembles a MYC-WDR82 complex at the ACC1 promoter
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The RROL-ACC1 transcriptional axis promotes de novo lipogenesis in MM cells
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RROL is Therapeutically Actionable using Lipid-conjugated ASOs

Development of Therapeutic ASOs
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Take home message

* LncRNA are a relevant source of genetic vulnerabilities to
be molecularly, functionally and therapeutically explored.

Something deFinetely
gets lost, in translation

« RROL is a leading IncRNA dependency in MM.

« RROL is susceptible to therapeutic intervention.
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