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INTRODUCTION

* The Enhanced Delivery Oligonucleotide (EDO) platform is

engineered to optimize the tissue penetration, cellular uptake and PepGen’s EDO Peptides PepGen’s EDOs
nuclear delivery of oligonucleotide therapeutic candidates. Designed for enhanced uptake and improved tolerability Designed to increase nuclear uptake of oligos in the muscle tissue
» Limited delivery and distribution of unconjugated + Two poly-Arg domains where the number
|. | . d 'ﬁc d : | . h . . in DM1 of arginines have been minimized are
oligonucleotides 1o atrected tissues [Imits their activity In : interspersed with non-natural amino
) ) . ) acids to confer greater peptide stability
 PGN-EDODMT1 is an EDO under investigation for the treatment of o N
. . e yaropnobiC core coupied witn poly-Arg
people with Myotomc Dystrophy Type 1 (DM1) domains contributes to endosomal

escape

« DM1 is a multi-systemic disease that has a significant impact on . A
. . . . » Peptide sequence is linear with a length
physical function and quality of life. of less than 20 amino acids and is

designed to be non-immunogenic

» PGN-EDODM1 was evaluated in multiple nonclinical models
including DM1 human derived muscle cells, the HSA mouse
model of DM1 and in wild-type (WT) mice and non-human

orimates (NHPs) PGN-EDODM1
PEPGEN’'S NOVEL APPROACH TO DM1 SUMMARY OF NONCLINICAL DATA
DM1 PATHOLOGY DMPK COMPETITION . . . : : :
g e : « PGN-EDODMT1 resulted in reduction of toxic foci and liberation of
MER mansee ol PGN-EDODM1 binds mutant DMPK :
ham:m s b'?dkME':“- ot e MBNL1 in DM1 human muscle cells | . |
orm cross-inke e * In the HSA®R DM1 mouse model, robust mis-splicing correction and

reversal of myotonia was observed with a single dose; durable mis-
splicing corrections observed through 24 weeks

* Enhanced mis-splicing correction, reversal of myotonia and increased
levels of tissue delivery observed with repeat dosing in DM1 mouse

* PGN-EDODM1 is not designed to degrade DMPK, the transcript where
+ Binding of PGN-EDODM!1 liberates the pathogenic CUG expansion is located

R A e * Observed to be well-tolerated through 90 mg/kg in single dose NHP
 DMPK transcript retained; role in . .

cellular processes uninterrupted GLP tOXICO'Ogy studies

» See poster T309: "PGN-EDODM1 Single- and Repeat-Dose

Nonclinical Data Indicated Mechanistic and Meaningful Activity for
® denotes free (active) MBNL®%, denotes bound (inactive) MBNL1,  denotes PGN-EDODM1 Potential Treatment of Myotonic Dystrophy Type 1"

Expanding toxic foci trap more
MBNL1

DMPK: Myotonic Dystrophy Protein Kinase Gene; MBNL1: Muscleblind Like Splicing Regulator Protein 1

PHASE 1 STUDY (FREEDOM-DM1) CLINICAL DESIGN

m Single Dose PGN-EDODM1 or Placebo (randomized 3:1)
\ ' P4
Fre e d O m Baseline D28 Wk 16
N 20 mg/kg 5 5 z
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DSMB
FREEDOM-DM1: PHASE 1 = Baseline D28 Wk 16
Single ascending dose (SAD): Interim data readout g W 10 mgikg |5 @ 2
expected in 2024 3 orPBO [ k5 3

« Being conducted in people with DM1

« Randomized, double-blind, placebo-controlled trial Baseline D28 Wk 16

- Key anticipated readouts: Functional assessments, N=8 x x = R

correction of mis-splicing, safety data PBO | 2 z
PBO: Placebo; Study drug dose
STUDY OBJECTIVES KEY ELIGIBILITY CRITERIA
N KEY INCLUSION KEY EXCLUSION
* PRIMARY: To evalgate the safety and tolerability of PGN- . Male or female between the ages of 18 . Congenital DM
EDODM1 after a single dose . .
and 50 years, inclusive
»+ SECONDARY: To evaluate the pharmacokinetics (PK) of PGN- * Confirmed diagnosis of DM1, detined as * Known history or presence of any
EDODM’I a-[-'-ter 3 Slﬂg|e dose having a repeat Sequence in the DMPK C|IHIC.a||y SlgnIfI(Eaﬂt COhdItIOnS that
gene with at least 100 CTG repeats may interfere with study safety
assessments

* SELECT KEY EXPLORATORY: e Medical Research Council (MRC) score of

O Corre.c’uon of mis-splicing >QGrade 4 in bilateral tibialis anterior (TA)
o Functional assessments muscles at Screening

CONCLUSION

* The Phase 1 FREEDOM-DMT1 study is designed to assess the satety and tolerability ot PGN-EDODM1 and provide an initial assessment of the effect
of PGN-EDODM1 on functional assessments and mis-splicing




