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Selective small-molecule inhibition
of an RNA structural element
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Riboswitches are non-coding RNA structures located in messenger RNAs thatbind endogenous ligands, such as a specific
metabolite or ion, to regulate gene expression. As such, riboswitches serve as a novel, yet largely unexploited, class of .
emerging drug targets. Demonstrating this potential, however, has proven difficult and is restricted to structurally N

similar antimetabolites and semi-synthetic analogues of their cognate ligand, thus greatly restricting the chemical DRU GG ABLE g
space and selectivity sought for such inhibitors. Here we report the discovery and characterization of ribocil, a highly .ty 5
selective chemical modulator of bacterial riboflavin riboswitches, which was identified in a phenotypic screen and acts N 0 N _c U D I N G R N A o,
as a structurally distinct synthetic mimic of the natural ligand, flavin mononucleotide, to repress riboswitch-mediated s
ribB gene expression and inhibit bacterial cell growth. Our findings indicate that non-coding RNA structural elements
may be more broadly targeted by synthetic small molecules than previously expected. SCUMATEFRONTLINE FOSSILFUEL EMISSIONS HICAOBIALECOLOGY
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FDA NEWS RELEASE

FDA Approves Oral Treatment for Spinal
Muscular Atrophy
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For Immediate Release:  August 07, 2020
The U.S. Food and Drug Administration today approved Evrysdi (risdiplam) to treat
patients two months of age and older with spinal muscular atrophy (SMA), a rare and Risdiplam
often fatal genetic disease affecting muscle strength and movement. This is the second
drug and the first oral drug approved to treat this disease. SMN2 pre-mRNA splicing
modifier

“Evrysdi is the first drug for this disease that can be taken orally, providing an

important treatment option for patients with SMA, following the approval of Roche
the first treatment for this devastating disease less than four vears ago,” said

Billy Dunn, M.D., director of the Office of Neuroscience in the FDA’s Center

for Drug Evaluation and Research.
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