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INTRODUCTION RESULTS

e Intracellular delivery of oligonucleotides is challenging due to poor cell o
entry and limited escape from the endosome in the target cell DM D PreCI NI Cal ReS u ItS

e To improve cellular uptake and enhance endosomal escape of

oligonucleotides and other biologics, we developed we developed our Exon Skipping and Dystrophin Restoration in D2-mdx mice CK Correction and Functional Improvement in D2-mdx Mice
Endosomal Escape Vehicle (EEV) delivery platform based on cyclic e Administration of EEV-PMO-23 produced robust exon 23 skipping in e EEV-PMO-23 administration normalized serum CK levels and showed
cell penetrating peptides (cCPPs).*# (Figure 1) cardiac and skeletal muscles of D2-mdx mice after four monthly doses significant improvements in muscle function when compared to PMO
e To determine the therapeutic applicability of our EEV-PMO (Figure 2) alone after four monthly IV doses in D2-mdx mice (Figure 4)
(phosphorodiamidate morpholino oligomer) platform, we utilized two
pre-clinical models of neuromuscular disorders Heart Diaphragm A B.
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e A single dose of ENTR-601-44 resulted in robust exon skipping in both
Figure 2. Exon Skipping with EEV-PMO-23 in D2-mdx mice. D2-mdx mice (male, n=6- - . .
B. Prolonged duration of effect 7) were treated with 4 monthly doses of either vehicle, 20 mg/kg PMO or 20 mg/kg PMO skeletal and cardiac muscles in NHP (Flgure 5A)’ as well as
0 High intracellular uptake (intracellular depot) equivalent of EEV-PMO, and the data were collected ~4 weeks after the last dose. Data prolonged duration of effect for at least 12 weeks (Figure 5B)
< , shown as shown as mean + standard deviation. ****p<0.0001; n.s., not significant.
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Figure 1. A) Structure of EEV-conjugated therapeutic consisting of cyclic cell-penetrating Figure 3. Dystrophin Restoration with EEV-PMO-23 in skeletal and cardiac muscles of Figure 5. Durable Exon Skipping with ENTR-601-44 in NHP. A) Exon skipping in NHP
peptide (cCPP)-based EEV, linker, and therapeutic modality. B) Mechanism of EEV-mediated D2-mdx mice. D2-mdx mice (male, n=6-7) were treated with 4 monthly IV doses of either skeletal and cardiac muscle 7 days post IV infusion of 30 mg/kg PMO equivalent. B)
delivery of therapeutics. C) Functional delivery in EGFP-transgenic mice. EGFP-654 mice vehicle, 20 mg/kg PMO-23, or 20 mg/kg PMO equivalent of EEV-PMO-23, and the data were Duration of effect in biceps of NHP for up to 12 weeks post IV infusion of 35 mg/kg PMO
contain an EGFP gene interrupted by human beta-globin intron 2 with mutated nt6546; Data collected ~4 weeks after the last dose. Dystrophin in green and DAPI in blue. equivalent. Data shown as mean + standard deviation.

shown as mean * standard deviation.

DM1 Preclinical Results

OBJECTIVES

To evaluate the effectiveness of disease-specific EEV-PMO Efficacy of ENTR-701 DM1 Clinical Candidate in HSA-LR Mice Durable Efficacy of ENTR-701 in HSA-LR Mice

conjugates to correct splicing deficits In preclinical models of e ENTR-701 treatment reduced the number of nuclear foci (Figure 6A, e A single dose of ENTR-701 corrected splicing deficits for Mbnll
Duchenne muscular dystrophy (DMD) and myotonic dystrophy 6B), corrected aberrant.splicing of Atp2a1- (Figure 6C) and reduced (Figure 7A), Atha} (Figure /B), and Nfix (Figure 7C) for at least 8
type 1 (DM1). HSA-r(CUG)220 mRNA in HSA-LR mice (Figure 6D) weeks post-dose. Pinch-induced myotonia was also ameliorated for at

least 8 weeks post-dose.
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DM1 Studies Figure 6. Efficacy of ENTR-701 in HSA-LR Mice. Reduction of nuclear foci in tibialis anterior 2 *p<0.05, **p<0_01:q***p20_001, **9*p20_0001
e ENTR-701 is a CUG-repeat blocking PMO Conjugated to our EEV platform by immunofluorescence (A, B). C) Correction of Atp2al (sarcoplasmic/endoplasmic reticulum L
. _ o calcium ATPase) splicing. D) Reduction of HSA-r(CUG)220 with repeat expansion. Data shown 0-
was evaluated for number of nuclear foci, CUG-repeat expansion transcript as mean + standard deviation. *p<0.01, **p<0.001, ***p<0.0001 relative to HSA-LR vehicle. Week 4  Week6  Week 8

level and correction of aberrant splicing in HSA-LR1® mouse model. The
HSA-LR mice carry a transgene resulting in CUG repeat expansion and
recapitulates DM1 phenotype and molecular pathology.

CONCLUSIONS

e ENTR-601-44, our clinical candidate for DMD exon 44 amenable patients, produces durable and robust exon skipping in both
ACK NOWL EDG EM ENTS cardiac and skeletal muscle of mice and NHP

e ENTR-701, our clinical candidate for DM1, corrects splicing deficits and improves myotonia in mice. A durable effect was
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