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INTRODUCTION MECHANISM OF PGN-EDODM1 STUDY DESIGN
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Baseline and Demographic Characteristics Favorable Emerging Safety Profile of PGN-EDODM1+*
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Mean (SD) or n (%) Adverse Events (TEAES) smgke 10mgks  Total PGN-E 0 E:E:iqsisir:e’:ﬂgev;etg IT:l;;?;iy with Most

n(%) (n=8)2 (=82  (n=16)2
Placebo 5 mg/kg 10 mg/kg * All treatment related TEAEs:
(n=4) (n=6) (n=6) Any TEAE 4(50.0) = 6(75.0) | 10(62.5) « Nausea (n=2), vomiting (n=1), dizziness (n=1), headache (n=1),
Age ( ) 39.0(10.9) 36.3(9.0) 347(82) feeling hot (n=1), abdominal pain (n=1)
e (years . . .3 (9. .7 (8.
ge (v ( Any related TEAE 1(125)  3(375)  4(25.0) . saE related to study drug:
Female, n (%) 3(75%) 3(50%) 3 (50%) * Abdominal pain (10 mg/kg) potentially confounded by use of
Any SAE 1(125)  2(250) 3(188) prohibited, off-label drug taken on the morning of PGN-EDODM1
BMI (kg/m?) 20.0(3.3) 22.8(5.0) 22.8(5.7) Any related SAE 0 1(125) 1(6.3) dosing?
Any AES or d limiting toxiciti 0 o 0 « SAEs unrelated to study drug:
ici * n or dose limiting toxicities
Splicing Index 72.3(16.3) 73.7 (15.2) 53.6* (26.0) y imiting toxiciti * Appendicitis (5 mg/kg)
. ) Any TEAE leading to study + Right anterior tibial art d 10 mg/ke) i
VHOT - middle finger i 0 0 0 ight anterior tibial artery pseudoaneurysm (10 mg/kg) in
(sec) 14.1(5.6) 12.6(7.3) 93(28) withdrawal connection with biopsy procedure
Any TEAE leading to death 0 0 0 + No adverse events related to electrolytes or renal biomarkers
10MWRT (sec) 4.3(1.6) 3.9 (15) 4.4(15) N 4
*n=5 as one participant sample showed splicing index outside the pre-specified assay range at Baseline (no detectable mis-
splicing 1. As of December 3, 2024. 2. Includes all participants (placebo and PGN-EDODM1 treated); cohorts remain blinded 3. Data Safety Monitoring Board reviewed event and recommended
SD: standard deviation; BMI: body mass index; PBO: placebo; vHOT: video hand opening time; sec: second; 10MWRT: 10-meter of g SAE: a fent; AESI: adh of special interest
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Dose-Dependent Increase in Muscle Tissue Dose Dependent Splice Correction Following a Single Dose, with Mean
Concentration Following Single Dose 29% Splicing Correction at 10 mg/kg

Muscle Tissue Concentration at Day 28 Splicing Index Changes: 22-Gene Panel! at Day 28
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* One participant's biopsy was not collected at Day 28 due to pseudoaneurysmin connection with biopsy procedure
SEM: standard error of the mean; Placebo tissue was below level of

PBO (n=4) PGN-EDODM1  PGN-EDODM!1
5mgrkg (n=6) 10 mgrkg (n=4?)

2.In 10 mg/kg conort: One participant's biopsy was not collected at Day 28 dus o pseudoaneurysim in connection with biops splcing pre-
specified assay range at Baseline and Day 28 (no detectable mis-splicing) and was excluded from the analysis.

Functional Outcome Data After Single Dose Showed Variable FREEDOM2-DM1 Multiple-Ascending Dose (MAD) Study
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10MWRT: 10-meter walk run test; vHOT: video hand opening time; PBO: placebo

DSME: data safety monitoring board; FU follow-up: IV intravenous; MAD: multple-ascending doss; PBO: placebo: PK: ’
PBO . PGN-EDODM15mgkg , PGN-EDODM1 10 mghkg pharmacokinetis; VHOT: video hand opening test 8L dveos
(n=6) (n=6) .

(n=4)
CONCLUSIO

+ PGN-EDODM1 demonstrated a favorable emerging safety profile in people with myotonic dystrophy type 1

* There was a dose dependent increase in drug tissue concentration observed in first two cohorts from 5 mg/kg to 10 mg/kg

+ PGN-EDODM1 produced dose dependent increases in mean splicing correction following single dose with ~29% at 10mg/kg and ~12% at 5 mg/kg
+ The FREEDOM-DM1 study results support the continued development of PGN-EDODM1 for the treatment of DM1
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