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What does this study mean for the DMD community? Conclusions

« This is the first study to assess safety and micro-dystrophin expression following treatment with commercially representative SRP-9001 material in patients with Study 103, the first clinical study using commercially representative SRP-9001 material, provides preliminary evidence that the commercially representative material

DMD. demonstrates safety and expression consistent with previous studies.
The safety and expression results were consistent with those from studies using SRP-9001 clinical process material (Study 101 and Study 102).2 The safety profile was consistent with prior studies, with no new safety signals identified.

— These findings provide preliminary confirmation of the manufacturing and analytics of commercially representative SRP-9001 material, which will enable building — Treatment-related AEs were transient and manageable.
capacity to supply the DMD population. — No clinically relevant complement activation was observed.

The aim of ENDEAVOR (Study 103; NCT04626674), an open-label, Phase 1b study, is to assess the Study 103 is an ongoing, Phase 1b, open-label study using commercially representative Safety results from Part 1 in the first 11 patients in cohort 1

expression and safety of commercially representatlve SRP-9001 material in patients with DMD. SRP-9001 material « Safety of the commercially representative SRP-9001 material was consistent with previous experience with

- Trial participants in cohort 1 were given a single IV dose of 1.33x10'# vg/kg (linear gPCR) of commercially SRP-9001. No new safety signals were identified.

P D DDDDPDPDDPDPDDPDDODODDDODDDODYD D representative SRP-9001 material. | Seventy-nine TEAEs occurred.

The follow-up period consists of two parts: Part 1, from post-infusion through Week 12; and Part 2, post- — As seen in previous studies, vomiting was the most common TEAE (64% of patients).
Week 12 through Week 260. No clinically relevant complement activation was observed.

Twenty patients are enrolled; descriptive statistics (such as mean, SD, minimum, maximum, and A total of two patients experienced three treatment-related SAEs.
@ Backg round percentage) by baseline age group are provided for the first 11 patients in cohort 1 who completed Part 1. _ One patient had increased transaminases that required corticosteroid treatment.
Study design: Single IV Infusion of SRP-9001 — One patient experienced both nausea and vomiting that required intravenous treatment.

No deaths were observed.

rAAVrh74 MHCK7.micro-dystrophin (SRP-9001) is an investigational gene transfer therapy Cohort 1 Part 1: Part 2: Ades 4-5  Ades 67 All patients
being developed to achieve targeted expression of a shortened functional micro-dystrophin protein (ambulatory, 24 to <8 years) 12 weeks 248 weeks Safety summary 9 9 P

in skeletal and cardiac muscle. S (n=2) (n=9) (n=11)
itial findi i i i i i : : Total number of AEs, n 13 67 80
+ [Initial findings from ongoing Phase 1 and 2 trials, in which patients with DMD received SRP- (ambulatory, 28 to <18 years) Q Qﬁ . : ’
9001 clinical process material, reported micro-dystrophin expression following gene transfer Patients with at least one AE, n (%) 2 (100) 9 (100) 11 (100)

. . L . . . Cohort 3* Biopsy at Biopsy at OLE period
and suggested the potential for SRP-9001 to provide clinical benefit to patients with DMD. (non-ambulatory) baseline 12 weeks

Total number of TEAES, n 13 66 79
*Cohorts 2 and 3 are still enrolling. This presentation includes data from the first 11 patients in cohort 1. Patients with at least one: TEAE, n (%) 2 (100) 9 (100) 11 (100)

Baseline demographics of the first 11 subjects in cohort 1 Treatment-related TEAE, n (%) 2 (100) 9 (100) 11 (100)

Characteristic Statistics Ages 4-5 (n=2) Ages 6-7 (n=9) Total (n=11) ;Z:?;nr::'xi?:;ﬂeigisr;; SAE P (%) , (3;2) , (3; )

Vect
Promoter & T —— , AR\l AV Age (years) MN?ii” |\(/|22) %51 (%-%) 66'%((;2) %61 ((;-%) Treatment-related SAE, n (%) 2 (22) 2 (18)

Mean (SD) 110.5 (5.7) 115.4 (3.9) 114.5 (4.4)

Height (cm) Min, Max 106.5, 114.5 107.7,121.0 | 106.5, 121.0

Important determinant Important determinant of safety Micro-dystrophin expression and vector genome copies in the first 11 patients in cohort 1
of expression levels Important determinant of functional impact?5 experience and transduction Mean (SD) 24.5 (0.3) 23.4 (4.4) 23.6 (4.0)

and specificity34 T —— Weight (kg) : « Treatment with SRP-9001 resulted in robust levels of micro-dystrophin protein expression localised to the
etiiciency Min, Max 24.3, 24.7 18.0, 33.1 18.0, 33.1 sarcolemma, as shown by IF.

Overview of rAAVrh74. MHCK7.micro-dystrophin (SRP-9001)

Patients with an AE leading to study discontinuation, n 0 0
Deaths, n 0 0

v v Years since DMD diagnosis Mean (SD) 2.3 (0.7) 2.8 (1.8) 2.7 (1.7) Demonstration of micro-dystrophin expression was associated with vector genome copies, confirming

Min, Max 1.8,2.8 0.9,6.7 0.9,6.7 successful delivery of SRP-9001 to target cells.

Micro-dystrophin Vector genome copy Micro-dystrophin expression by IF
expression by WB number

Expression Function Safety
SRP-9001 MHCK?7 Micro-dystrophin AAVrh74 Key inclusion criteria (cohort 1)

*ITRs are required for genome replication and packaging; TPolyA signals the end of the transgene to the cellular machinery that ; S : ;
transcribes (.., copies) it Ambulatory, male patients 24 to <8 years of age at the time of screening

Definitive diagnosis of DMD based on documented clinical findings and prior genetic testing
Questions to consider when evaluating gene transfer therapies 3 months on stable weekly dose of oral corticosteroids
1 5 . Negative for AAVrh74 antibodies

NSAA score of >17 and <26 -
What was the safety Is the transgene
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QUESTION

Primary endpoint Baseline Mean at Baseline Mean at Baseline Mean at 0 Baseline Mean at

(BLOQ) Week 12 Week 12 Week 12 Week 12

Change from baseline in quantity of micro-dystrophin protein expression at Week 12, as Change from baseline: Change from baseline: Change from baseline: Change from baseline:
ngitg/%ig?erzg WB IF Varied functional outcomes* quantified by WB 9541434 39+24 S7.7%22.2 75.9+46.4

Merosin (membrane label) Micro-dystrophin Micro-dystrophin/Merosin
Protein % Positive Fibers (PDPF):  Assessments could _

> % cells with protein include: Key SeCOndary endpomts
S Transgene NSAA and timed functional
7 in nucleus @ Intensity of tests Safety
How strong is expression Change from baseline in quantity of micro-dystrophin protein expression, as measured by IF —
Vector + transgene K 2 £ \

Micro-dystrophin expression by IF:
Representative images based on muscle biopsies
from the gastrocnemius muscle

Baseline

EXPERIMENT

fluorescent signal (IF):
Change from baseline in quantity of micro-dystrophin expression, as measured by I[F PDPF
at Week 12 /

SRP-9001

*Functional assessment data and other 48-week results are forthcoming.
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