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Epicrispr Biotechnologies is a clinical-stage company that is developing EPI-321, an investigational, single-dose gene- 4A 1.5 Formulation Mixing Incubation Delivery

modulating therapy designed to silence aberrant DUX4 expression in skeletal muscle, which drives progressive muscle
degeneration in patients with FSHD. Delivered intravenously via a clinically validated AAV vector targeting muscle tissue, EPI-
321 has shown early signals of biological activity and clinical benefit, including improvements in strength and function,
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Extended complexation time and non-optimized transfer flow rates using TFXN-A resulted in 45% and 30% reduction in titer, ;
respectively. Despite these losses, the characterization of these CPPs enabled selection of most acceptable flow rate and I I
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commercial readiness. These strides in manufacturing, together with early data from the ongoing first-in-human study showing e ime heterogeneous particle size distributions.
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favorable performance across multiple functional measures, strongly support the promise of advancing epigenetic editing & reproducibility Complexation time controls how condensed and
therapies. encapsulated the DNA is by PEI. Together, these Figure 6: Schematic overview of EPI-321 transfection unit operation. A. Plasmids and transfection reagent are combined to form the transfection

complex and subsequently delivered to cells with CPPs governing flow rates and incubation time. A residence-time-based strategy is used for scaling
between 50 and 1000 L. Ensuring average residence time is constant across scales maintains the cellular environment during transfection best.

variables create a feedback loop where neither can
be optimized in isolation.
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