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Overview

* Provide background for the
therapies in the pipeline




Chromosome 4q35
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Transcript reduction

* Antisense oligonucleotides

* RNA interference

DNA
DNA is converted
to mRNA
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Transcript reduction

* Antisense oligonucleotides

* RNA interference

Synthetic gene-
specific SiRNA
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DUX4 protein reduction

* Losmapimod: MAPK inhibitor found to reduce DUX4 in a large screen

€ Inhibition of DUX4 downstream targets

J YDUX4 mRNA
Losmapimod:

e L DUX4 and target gene expression (in vitro)

¢ Unknown mechanism
« Possibly through inhibition of inflammation )
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Regulation of D4Z4

UX4-independent: Myostatin inhibition,

and DUX4 Antioxidants, Exosomes, Stem Cells
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The DUX4 gene, mRNA, and protein are
the primary therapeutic targets in FSHD
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