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ABSTRACT

EPI-321 is an investigational drug product for the treatment of FSHD. It is a single
vector AAVrh74 encoding an ultracompact, dead Cas protein fused to gene-suppressing

EPI-321 Shows Dose-Dependent Suppression of DUX4 & DUX4-genes
With Improvement in FSHD Muscle Cell Survival In Humanized Mice
In Three Genetically Different FSHD Patients
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EPI-321 Demonstrates Safety in Wild Type Mice
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EPI-321 AAV Design. tSafety: EPI-321 utilizes a proprietary library of compact nuclease-dead
versions of CRISPR (dCas), resulting in NO DNA cuts. ?Precision: EPI-321 controls expression
of the endogenous gene through methylation of the target sequence. 3Delivery: EPI-321 is
ultracompact, allowing it to be packaged it into AAVrh74.

/EPI-321 safety profile in wild type mice. A. Mouse administered with EPI-321 were terminated at 1 month and 3
months post dosing. DNA and RNA isolated is probed for EPI-321 transgene and transcript by gPCR and RT-qPCR
respectively. B. 4mm slices of fixed tissues were hybridized by RNAscope probe targeting EPI-321 trasgene. Left
panel, Testis., Right panel. Ovary. ITS. Intertubular space, SFT. seminiferous tubule, OF. ovarian follicle. Scale.
100mm

CONCLUSION

Epic Bio's GEMS screening platform identifies highly efficient effector-modulator combination
suitable for treating genetic disease with unmet need like FSHD.

EPI-321 is a compact AAV product that utilizes hypercompact nuclease-dead Cas molecule
modulates endogenous gene through methylation of target sequence.

EPI-321 represses DUX4 target locus and decreases expression of dow

genes expression in humanized in vivo mice model.

EPI-321 also improves FSHD myoblast xenograit su

EPI-321 demonstrates a safety profile Iin

first in human studies
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