SRK-015 Builds Muscle Mass and Strength in Combination
Scholar  with Dystrophin Upregulation in a Mouse Model of DMD

‘ ROC l(® Adam I. Fogel, Kaleigh Canonico, Yan Huang, Leslie Cortes, Jennifer Martin, Ramzi Khairallah, Mo Qatanani
Scholar Rock, Inc., Cambridge Massachusetts
Myologica, LLC., Baltimore, Maryland

4 chkgrgund N /S’rudy Design: Combination treatment of muSRK-015 and N
dystrophin upregulator in d2.mdx

Selective inhibition of myostatin activation with apitegromab (SRK-015) is a promising
approach for safely building skeletal muscle and strength in neuromuscular disorders. « D2.mdx was preferred to B10 due to the atrophy phenotype in the limb muscles
Apitegromab enhances strength in preclinical models of SMA in combination with SMN
upregulator, and this result is now supported by data from multiple clinical trials. We

here tested the capacity of apitegromab to build strength in dystrophic muscle with par-  Alead-in period with dystrophin correction was chosen to model the scenario in which
tial dystrophin restoration to model the potential of apitegromab in DMD and/or BMD. SRK-015 would be administered after muscle stabilization

« Moderate levels of dystrophin correction were modelled
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« SRK-015 binds to pro- and latent myostatin and blocks the conversion of the latent form PMO EMO

to mature myostatin
D2.mdx mice were dosed for 5 weeks with the m23d in vivo morpholino (PMO) or vehi-

cle, after which 4-weeks dosing of muSRK-015 or IgG control was initiated. Data at
study termination on centrally localized nuclei (slightly reduced with PMO treatment)
or circulating latent myostatin (highly elevated with muSRK-015) indicate both treat-
ments had effects consistent with their mechanisms of action.

- By inhibiting the release of mature myostatin, SRK-015 blocks the activity of mature
myostatin and promotes muscle growth

SRK-015 selectively binds to myostatin and not related growth
factors that have potential health risks

. ActRIIB/Activin A/GDF11 KO mice have varying || MUSRK-015 drives muscle mass and dystrophin increases in
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has been tested extensively in a pediatric popu-

o ation with Spinal Muscular Atrophy Treatment with PMO and muSRK-015 resulted in synergistic increases in muscle size

and modest improvements in myofiber cross-sectional area in the gastroc of D2.mdx
SRK-015 enhances muscle s’rreng’rh and function in combination mice. While PMO alone enhanced dystrophin protein levels as assessed by western

with SMN ’rherapy n Spinal Muscular A’rrophy blot analysis, the addition of muSRK-015 further boosted dystrophin protein levels.
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- muSRK-015 treatment resulted in additive/synergistic increases in muscle size and dys-

HYPthESlS trophin levels in combination with dystrophin corrector

Duchenne muscular dystrophy (DMD) and Becker muscular dystrophy (BMD) result - Combination treatment also resulted in synergistic effects on both total force and spe-

from the full loss or partial reduction in the protein dystrophin, resulting in sarcolem- cific force

ma destabilization and muscle fiber death. It has been hypothesized that myostatin

pathway inhibition may increase strength in the DMD population, but clinical trials to » These results support the potential of apitegromab to safely provide strength benefit in

date have proven disappointing. An open question is whether selective myostatin in- DMD treated with dystrophin upregulator or in BMD

hibition in the presence of dystrophin upregulation or natural partial dystrophin levels

(BMD) may result in functional benefit. We tested the effects of SRK-015 alone or in ACknOWIGdgemenfs

combination with a PMO which can partially restore dystrophin, in the D2.mdx mouse The authors would like to thank their Scholar Rock, Inc. colleagues for their support and
\model of DMD. / \discussion of this work /
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