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INTRODUCTION RESULTS

* Intracellular delivery of oligonucleotide therapeutics for the treatment of Duchenne muscular dystrophy (DMD) is Exon Skipping and Dystrophin Restoration With ENTR-601-45 in DMD Patient-Derived Cells « Three Q6W doses of ENTR-601-45 produced a dose-dependent increase in dystrophin-positive muscle fibers showing localization in the sarcolemma in the gastrocnemius of del44hDMD.
Challengiqg because of poor cell entry and limited escape from the endosome in the target cell, necessitating high . ENTR-601-45 showed robust exon skipping and dystrophin production in patient-derived skeletal (Figure 2A) and cardiac (Figure 2B) muscle cells. mdx mice 6 weeks following the final dose (Figure 4). Significant increases in dystrophin-positive muscle fibers that were evenly distributed across the tissue were observed with 50 and 75
therapeutic doses."? mg/kg ENTR-601-45 compared with vehicle.

« To address these limitations, we designed a family of cyclic cell-penetrating peptides that form the core of
our Endosomal Escape Vehicle (EEV™) platform, which has been shown to efficiently deliver exon skipping
phosphorodiamidate morpholino oligomers (PMOs) to skeletal and cardiac muscle.*# (Figure 1)
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del44hDMD.mdx mice were treated with three Q6W IV injections of ENTR-601-45 at 25, 50, or 75 mg/kg or vehicle. ECC-induced muscle force loss generated by repeated ECC contraction of the gastrocnemius muscle was assessed 5 weeks after the third dose. Data (mean +
standard deviation) shown across 10 ECC contractions normalized into a percentage of the initial force before any ECC contractions (left) and as the percentage of force retained after the 10th contraction (right). Vehicle-treated hDMD.mdx mice were used as a control group for
normal muscle function. One-way ANOVA was used for statistical comparison to vehicle-treated del44hDMD.mdx mice; **p<0.01, ****p<0.0001. ANOVA, analysis of variance; ECC, eccentric force; hDMD, human dystrophin transgene; 1V, intravenous; Q6W, every 6 weeks.
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(A) Structure of EEV-PMO construct consisting of a cyclic cell-penetrating peptide-based EEV-construct and exon-skipping PMO. (B) Mechanism of EEV construct-mediated
delivery of PMOs. EEV, Endosomal Escape Vehicle; PMO, phosphorodiamidate morpholino oligomer.
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9 . del44hDMD.mdx mice were treated with three Q6W IV injections of ENTR-601-45 at 25, 50, or 75 mg/kg or vehicle. Eccentric (ECC)-induced muscle force loss generated by repeated
del44hDMD.mdx mice were treated with three Q6W 1V injections of ENTR-601-45 or vehicle. Human DMD exon 45 skipping (A) and dystrophin protein expression (B) were analyzed in the gastrocnemius, diaphragm, and heart 6 weeks after the final dose. Percent ECC contraction of the gastrocnemius muscle was assessed 4 and 8 weeks after the third dose. Data (mean + standard deviation) shown as the percentage of force retained after the 10th
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