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Background

Figure 1 Study design and treatment schema
« In DMD, the absence of dystrophin drives progressive muscle loss’ N | _
« Delandistrogene moxeparvovec is an rAAVrn/74 vector-based gene therapy designed to DM DMDX L7 @ % -
enable micro-dystrophin expression and has been associated with slowing of DMD ;  Dolandistragens Delandistrogene Delanditrogene .
: S physiology
disease progression & m m 18 weeks DG
« Delandistrogene moxeparvovec is approved in the USA and select countries®6 Serum collection

Approximate

Objective Age at dosing | human equivalent | Test/control article Terminal age

(in-life)

« Evaluate the efficacy and safety of delandistrogene moxeparvovec treatment during different
stages of development in DMDMPX mice to better understand disease pathology from infancy - Saline 18 weeks
to early adolescence (12 weeks)

3aline 18 weeks
Methods (12 weeks)

« Wild-type and DMDMPX mice (n=8 per group) received intravenous saline or delandistrogene
moxeparvovec (Figure 1)

* Dosing Cohort§ were PND2, 2 weeks, and 6 weeks, modeling pre-, peri-, and post-pathology Delandistrogene 18 weeks
onset, respectively moxeparvovec (16 weeks)
* Assessments included body weight, tibialis anterior muscle physiology, serum chemistry, |
biodistribution and micro-dystrophin expression, PDPF, central nucleation, fibrosis, , Delandistrogene 18 weeks
and histopathology moxeparvovec WAVEELS)
Results
Figure 2 Earlier delandistrogene moxeparvovec intervention (PND2/2 weeks) reduced body weight (A) Figure 6 Earlier delandistrogene moxeparvovec intervention increased dystrophin-positive fibers
and skeletal muscle weight (B) in the DMDMPX models expression (% PDPF; A) and dystrophin expression in the heart (B) versus 6-week dosing
A) Body weight B) Skeletal muscle weight A) Earlier treatment increased the percentage of dystrophin-positive B) Dystrophin expression was highest
40— — fibers in the skeletal muscle (~2x) and diaphragm (~4x) compared in the heart in the 2-week group
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Figure 3 Earlier delandistrogene moxeparvovec intervention improved skeletal muscle force generation FPOOT, TEPE0.000T (one-way ATOVAwIn Tukey post hoc tesh

(A) and increased resistance to eccentric contraction-induced injury (B)

Muscle function following early delandistrogene moxeparvovec intervention (18 weeks) Figure 7 Earlier delandistrogene moxeparvovec treatment preserved skeletal muscle architecture (A),
A) Skeletal muscle B) Eccentric contraction-induced injury reduced muscle fibrosis (B), decreased central nucleation (C), and normalized fiber size (D)
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generation, with PND2 dosing (~200mN/mm?) eccentric contraction-induced injury, with PND2
approaching wild-type levels (~222 mN/mm?) and 2-week groups showing greater force
versus ~153 mN/mm? with 6-week dosing retention versus 6-week dosing Figure 8 Delandistrogene moxeparvovec significantly reduced cardiac pathology observed in DMDMPX
mice (A), including cardiac muscle degeneration and necrosis (B), fibrosis (C), and inflammation (D)
. : : : : . : : B) Cardiac myofiber C) Cardiac D) Mononuclear
Figure 4 Earlier delandistrogene moxeparvovec intervention enabled efficient target tissue transduction ) degenerat?:,n ) fibrosis ) inflammation

and necrosis

(A—C) while reducing off-target liver exposure (D) by 14-fold (P<0.0001) versus 6-week dosing
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*P<0.05, **P<0.01, ****P<0.0001 (one-way ANOVA with Tukey post hoc test). *P<0.05, **P<0.01, ***P<0.001, ****P<0.0001 (significance determined by Kruskal-Wallis test one-way ANOVA).
Figure 5 Earlier delandistrogene moxeparvovec intervention increased micro-dystrophin expression Conclusions
across skeletal muscle (A; ~2x), diaphragm (B; ~3x%), and heart (C; ~1.5%) compared with
6-week dosing . : : : C :
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Skeletal muscle Diaphragm Heart significant muscle degeneration and fibrosis

**P<0.01, ***P<0.001, ****P<0.0001 (one-way ANOVA with Tukey post hoc test).
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