@ Inhibition of myostatin activation by SRK-015 promotes muscle strength in a multiple mouse models of SMA 0
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Muscle mass function in an intermediate model of SMA is improved upon
treatment with SRK-015P
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Abstract
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Here we demonstrate that the parental clone of SRK-015, SRK-015P, BMP10 modulator SMN-C1 from post-natal days 2 to 24. At day 24, mice were switched to a high dose (3 mg/kg/day) of SMIN-
improves muscle function in multiple models of SMA. We first assessed the TGFB1 C1, and treatment with PBS or muSRK-015P (20 mg/kg/week) initiated. After 4 weeks, in vivo plantarflexor muscle
ability of SRK-O15P to increase muscle function in two variants of the A7 model. function was assessed, and the gastrocnemius muscle was isolated and weighed. (B) A7 mice treated with muSRK-015
The first variant aimed to approximate type Il SMA: A7mice were administered a exhibit a 58% increase in the force generation of the plantarflexor muscle group. Data are mean + SEM. *P<0.0001 by 2-
subtherapeutic dose of the SMN splice modulator SMN-C1 from birth until day C way ANOVA. (C) Gastrocnemius muscles from animals treated with muSRK-015P display a 22% increase in weight
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significant improvements in muscle force. Additionally, we observed significant

interferometry (ForteBio Octet).

N

0.051

TRADITIONAL APPROACHES WT PBS muSRK-015P

(C) SRK-015 inhibits proMyostatin activation, but not proGDF11 activation, in a cell based assay. Recombinant
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c.*,\;\_';xs;r: line expressing a Smad2/3 responsive luciferase reporter element, which allows myostatin or GDF11 induced
signaling to be measured via luciferase activity. SRK-015 fully inhibits the proteolytic activation of proMyostatin,

while having no effect on proGDF11 activation.

(A) Schematic of treatment paradigm. A7 mice were treated with a high dose (3 mg/kg/day) of SMN-C1 from post-natal
day 2. At day 24 treatment with PBS or muSRK-015P (20 mg/kg/week) began. 4 weeks later, in vivo plantarflexor muscle
function was assessed, and the gastrocnemius muscle was isolated and weighed. (B) High dose A7 mice treated with
MuSRK-015 exhibit a 23% increase in the force generation of the plantarflexor muscle group. Data are mean + SEM.

_ - - - *P<0.0001 by 2-way ANOVA. (C) Gastrocnemius muscles from animals treated with muSRK-015P display a 28% increase
SRK-015P IMProves mUSCIe mass and Strength In healthy mice in weight compared to PBS control. Data are mean + SD. *P=0.0002 by T-Test. (D) Frequency distribution of myofiber
cross sectional area. N=11 (WT) or N=16 (PBS, muSRK-015P).
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MuSRK-015P) or N=10 all other groups.
Data are mean + SEM and were analyzed
by two way ANOVA. * Main effect
P=0.003 (Plantarflexor) or P=0.0003
(EDL).
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Summary

 SRK-015 is a specific inhibitor of myostatin activation. The lack of binding to related family members may reduce the
potential for unwanted side effects that may occur with less specific inhibitors.

* Inhibition of myostatin activation is an effective way to increase muscle mass and strength in multiple pre-clinical
models, including mouse models of SMA with varying degrees of severity.

 Preparations are under way to move SRK-015 into clinical trials for SMA in patients being treated with SMN -

elevating therapies and as a monotherapy for selected groups of patients.
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