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INTRODUCTION CELL PENETRATING PEPTIDE EVOLUTION

CPP Motifs First Generation CPPs Next Generation CPPs/ EDO
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CELLULAR UPTAKE ENDOSOMAL TRAFFICKING AND ESCAPE INTRACELLULAR UPTAKE IN NHP AND HUMAN MUSCLE

EDOs SHOW HIGHER CELLULAR EDOs ARE TRAFFICKED VIA THE EDO SHOWS SUBSTANTIAL INTRACELLULAR UPTAKE IN NON-HUMAN PRIMATE MUSCLE
UPTAKE IN C2C12 MYOTUBES ENDOLYSOSOMAL PATHWAY
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NHPs were IV dosed at 30 mg/kg twice on Day 1 and Day 15 with a PMO conjugated to either R6G or tool PepGen o
peptide. Tissues were collected 7 days later and assessed for PPMO levels using a probe targeting the PMO sequence.
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Image analysis and quantification was done using Halo imaging software.
Scale = 50um, Red-PMO, Blue-Nuclei, n=3; mean= SD
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EDO SHOWS DOSE DEPENDENT UPTAKE INTO HUMAN MUSCLE
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(EDO) technology shows better plasma stability, higher intracellular
uptake and endosomal escape compared to unconjugated PMOs

and R6G-PMOs.
= PepGen peptide » EDO's superior attributes translates to NHP and human muscle

1004 -~ R6G PLASMA STABILITY: Plasma samples were incubated with 10uM of PepGen’s proprietary .

peptide for 0, 120, 240, 1440 min (n=3 for each timepoint). 10uM R6G was incubated in tl SSU e .
plasma at 0, 30, 45, 60 min (n=3 for each timepoint) as rapid clearance was observed and

peptide was undetectable in later timepoints. At the specific timepoints, samples are

protein precipitated with three volumes of 1:1 H20:MeCN+2% formic acid containing ® C‘ I n ICa ‘ trl a ‘S eva ‘ u atl n 9 th e Safety a n d exp ‘ O r n g th e pOtentI a ‘
100ng/mL internal standard. Samples were centrifuged at 14000xg to pellet precipitated
proteins and 100uL of supernatant was diluted with 100uL of H2O and analyzed via

fitHie efficacy of the EDO technology, including PGN-EDO51 (exon 51

PEPGEN PEPTIDE HAS INCREASED PLASMA STABILITY vs R6G PEPTIDES
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o o0 o skipping) for Duchenne muscular dystrophy and PGN-EDODM1 tor
myotonic dystrophy type 1 (liberation of MBNL1) are ongoing.
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