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INTRODUCTION

Charcot-Marie Tooth 1A (CMT1A) accounts for 40-50% of genetically diagnosed CMT. The disease is characterized by demyelination and
axonal loss, which leads to muscle weakness, atrophy, and sensory loss. The major genetic cause of CMT1A is a 1.4Mb duplication on
chromosome 17, that includes the major myelin protein PMP22 gene. Experimental oligonucleotide therapies for the reduction of PMP22
have mitigated disease in rodent models; however, there is no approved disease modifying therapy for patients.

We have developed a PMO-based strategy for PMP22 downregulation. Utilizing PepGen’s Enhanced Delivery Oligonucleotide (EDO)
technology, we show delivery to Schwann cells in the peripheral nerve, the key target cell type to treat CMT1A and present a novel and

promising approach for treating CMT1A..
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CONCLUSIONS

« We have identified a novel strategy to downregulate protein expression using EDOs targeted to the PMP22 5'UTR region.

* In vitro data in human primary Schwann cells shows significant potency and on-target specitficity. Follow up studies in rodent disease models and NHP
are being planned to further characterize lead molecules.

» PepGen’s EDO platform effectively delivers PMOs to Schwann cells in NHP sciatic nerve, the key cell type with PMP22 expression and hence critical to
reach for developing CMT1A therapies. As such, we believe PepGen’s EDOs are a promising therapeutic opportunity for CMT1A.
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