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Introduction AFFINITY DUCHENNE?®: Interim Phase I/Il Data

Multiple Factors Contribute to Safety and Efficacy in AFFINITY DUCHENNE® Phase I/ll Trial Design
a Gene Therapy Program Dose Escalation and Expansion

_ Key Eligibility Criteria
RGX-202 Therapeutic Approach

* Boys aged 1 to <12yo at screening

* Genetically confirmed DMD (mutations in exons 18 and above)

* No pre-existing antibodies to the gene therapy (AAV8 capsid)
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« Stable dose on or off » Stable dose of corticosteroids x 12
corticosteroids x 12 weeks weeks

Novel Immune . ;
: Manufacturing - Weight >10kg
Construct Suppression
- NAV® AAVS vector - Comprehensive, - Leading purity levels Proactive Inmune Modulation Regimen

* Muscle-specific proactive immune (>80% full capsids) in + Designed for consistent, improved safety outcomes

promotgr ) SUppression regimen Duchenne gene * Tapered eculizumab (C5 inhibitor), sirolimus, prednisone based on weight,
*  Only microdystrophin implemented from the therapy allows for concluded by 3 months post-dosing

construct encoding outset of the program and maximum therapeutic

; . . : : : + Potential to reduce reactive safety intervention
C-Terminal domain designed to improve dose with lower capsid y

safety outcomes load ! !
Phase I/ll Trial Endpoints

* Primary Endpoint: Safety

RGX-202 is the On|y Microdystrophin Gene Therapy + Biomarker Endpoint: Microdystrophin expression
. : « Secondary Endpoints: Muscle function (including TTStand, 10 MRW,
with the Functional Elements of the TTClimb, NSAA for 4+ yo; PDMS-3 for 1 to <yo)
C'Termlnal (CT) Doma|n Found TTStand: Time to Stand; 1I0MWR: 10M Walk Run; TTClimb: Time to Climb
. . . NSAA: North Star Ambulatory Assessment
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Serotype Promoter Transgene Phase I/ll Interim Key Baseline Demographics
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RGX-202: AFFINITY DUCHENNE New Phase I/Il Interim Functional Data, June 2025

to Improved Outcomes

Data cut date May 7, 2025
t Boys 1-3 years old complete the Peabody Developmental Motor Scale, Third Edition (PDMS-3) at baseline; NSAA collected but not applicable

Prolonged microdystrophin activity
* The CT domain significantly enhanced restoration of the DAPC, stabilizing the .
microdystrophin in muscle cells and potentially allowing it to accumulate at higher levels Phase /Il Interim Safety

and act for extended periods of time* RGX-202 Treatment-Emergent Dose Level 1 | Dose Level 2 (Pivotal Dose) | Total
Adverse Events (1x10** GC/kg) (2x10* GC/kg) n=13
Muscle health

+ CT domain in RGX-202 microdystrophin protected against contraction-induced damage 411 1-3 4-11
enabling better muscle recovery y Age Range Dose Younger Eva?l?;t?on/ All Age
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RGX-202 has been well-tolerated in Phase I/ll patients at both dose levels
with no SAEs or AESIs
RGX'ZOZ I m m u n e Su p p reSS I O n Reg I m en DeS I g n ed Data cut data May 7, 2025 RGX-202: AFFINITY DUCHENNE New Phase I/1I Interim Functional Data, June 2025
L. . SAE — Serious Adverse Event; AESI — Adverse Events of Special Interest
to M | t| g a‘te Ad Vers e Even tS Obs erved | n 1Baesfg:n r;(;ognLiJzSg crite:f_rin D3uchbennT gene therapy (SRP-9001 sponsor briefing document, FDA Ad. Comm. Mtg, 12 May 2023): GGT > 3 x ULN,
Oth er Du C h en n e Gen e Th erapy TI’I al S 2Based on Common Terminology Criteria for Adverse Events (CTCAE) version
Liver Injury @= Biomarkers Support Consistent Robust Expression,
| | Transduction, and Sarcolemmal Localization of
Thrombotic Microangiopathy @  Myositis / Myocarditis \ ‘ Mean at 12 Weeks Dose Level 1 Dose Level 2 RGX-202

(Pivotal Dose) Microdystrophin
2x10%* GC/kg DL 2, 12 weeks

I l l | | (min, max) 1x10% GC/kg

Administration of

AAV Gene Therapy Age range at

Complement Adaptive screening a-7
Activation Immunity (number with data) 2)
Mediated Mediated
Events SvEnE RGX-202 60.6 1205 = 54.3 39.7
Microdystrophin? ' ' ' '
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REGENXBIO Novel Immune Suppression Regimen

Eculizumab (Inhibits Complement ~VCN 9.8 24.8 30.1 17.8
Sirolimus (Inhibits B and T cells via mTOR) copl(zsligl::\’c)leus gi) >4 (22814) égi) (:;LOZ%

Additional Steroids (prednisone) (general immune suppression)

Positive Fibers? 89.6 50.3 45.7
% 79.33 34.6 (82.1,  (29.4, (213,
Adapted from Servais, Neuromuscular Disorders (2023) 33:884-896. (Immunofluorescence) 97.1) 71.1) 70.6)
Duvuru, Ped Neurol (2024) 163:1-3. Laforet, Hum Gene Ther (2025) 36:64-76. Oskoui, Neurology (2025) 104:e213604. Salabarria, J Clin Invest (2024)
134(1):e173510. Silver, Int J Card (2024) 398:131617. Zaidman, J Neuromusc Dis (2024) 11:687-699. Data cut date May 7, 2025

IMicrodystrophin expression adjusted for muscle content; % normal control
2Positive Fibers defined as change from baseline of RGX-202 microdystrophin & dystrophin positive fibers
30ne sample could not be evaluated

AFFINITY DUCHENNE Phase 3 (Pivotal) Trial: AFFINITY DUCHENNE

Phase I/ll Functional Data:
Natural History Control Methodology

RGX-202 Pivotal Dose Recipients Expected to be in Stable or Decline Phase
of Disease Trajectory

RGX-202 Pivotal Dose Patient Age
* N=4,aged 5.8to 12.1 at dosing

307 E'.;?f'ﬂ ngl; + 3 patients are 8+ years old
< 4" siowed * Heterogeneity is present across baseline disease
< 207 Developrigat stage, rate of disease progression, and anticipated
% ] Rapid efficacy response

15 Decline « Strictly-matched controls from Natural History

Dataset® enable comparison to RGX-202 for rate of
107 disease progression and anticipated efficacy response.
B -Natural history control matching criteria:
5 -Age
0 *Baseline function*

T T T T r ° Predictive controls from cTAP Model for long-term
4 6 8 10 12  trajectories of the NSAAS

Age (Years)

1Graph adapted from Muntoni (2019) PLoS One

2Data cut date May 7, 2025

3Natural history datasets included 402 patients with steroid exposure from CINRG and the D-RSC Data Platform. The D-RSC Data Platform initiative is a
public/private partnership funded by the Parent Project Muscular Dystrophy (PPMD) and launched in August of 2015 by Critical Path Institute (CPath).
4Time to Stand (TTStand); 10M Walk Run (10MWR); Time to Climb (TTClimb)

SMuntoni (2025) PLoS One

Pivotal Dose Participants Demonstrate Improvement in
Function and Exceed External Controls at 12 Months

Timed Function Tests NSAA
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=, BRGX-202 Treated Pivotal Dose = Natural History External Control " N=26
Data cut date May 7, 2025
Time to Stand (TTStand); 10M Walk Run (1LOMWRY); Time to Climb (TTClimb)
Mean of changes from baseline for EC was stratum-based, i.e., the values of individual matched EC subjects to a RGX-202 subject were averaged first before calculating the mean.
*EFr:)?rﬁ;ﬁﬂf:i%ﬂ?;zﬁ:;dsigﬁerc.:ts of one treated subject did not have data at Month 12. The delta was based on the mean of RGX-202 participants' changes from baseline minus stratum-based mean change from
baseline of EC matched participants.
Pivotal Dose Participants Exceed Expected NSAA
Trajectory Across Multiple Methods
NSAA Performance
Baseline to Month 12
351 I m
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Graph adapted from Muntoni (2019) PLoS ONE
4 6 8 10 12 14 16 Muntoni, (2025) PLoS One

Age (years)

Pivotal Dose Timed Task Velocity Changes Exceed
MCID Benchmarks at 12 Months

RGX-202 exceeds minimal clinically important difference (MCID) referenced by
FDA in the approval of an available gene therapy in ambulatory boys*
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B RGX-202 Treated Pivotal Dose MCID (Duong, 2021)
Adapted from : RGX-202: AFFINITY DUCHENNE New Phase I/l Interim Functional Data, June 2025
Data cut date May 7, 2025

Time to Stand (TTStand); 10M Walk Run (10MWR); Time to Climb (TTClimb)

*Accessed November 6, 2024: Center Director Decisional Memo, BLA125781/Amendment 34

Duong T, et al. 2021. The minimal clinical important difference (MCID) in annual rate of change of timed function test in boys with DMD. Journal of
Neuromuscular Diseases. 2021; 939-948

Pivotal Dose Caregivers Reported Improved Function
at 12 Months

Transfer and Basic Mobility Sports and Physical Functioning Global Function
20
15 —
10 —
5_
0 I

DMD Untreated, n=13* W RGX-202 Treated Pivotal Dose, n=4

25 —

PODCI Scale Score Mean Change

Caregivers reported improved function in the home and community as measured by key
dimensions of the PODCI at 12 months compared to expected decline in natural history**

Date cut date May 7, 2025

Mean change from baseline

PODCI Scale Scores range from 0-100, with 100 being highest function

*Henricson (2013) PLoS Curr: DMD Untreated

** McDonald (2010) J Child Neurol Boys with DMD experience decline in motor function over time as measured by three dimensions of the PODCI

Phase l/ll Interim Summary
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