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Abstract

SRK-015 is currently being evaluated in a Phase 2 clinical trial for the treatment of a rare pediatric disease, spinal muscular atrophy (SMA) with the aim of offering clinically meaningful improvements in motor function. We
previously demonstrated that specific inhibition of myostatin activation effectively increases muscle mass and function in mouse models of SMA. Here, we present pharmacokinetic (PK) and pharmacodynamic (PD) data
of SRK-015 from preclinical studies and a first-in-human phase 1 study in healthy adult subjects. In rodent and nonhuman primate studies, SRK-015 was administered as intravenous (1V) weekly doses (10 to 300 mg/kg).
In the single dose part of the phase 1 study, 40 subjects received SRK-015 IV at 1, 3, 10, 20, or 30 mg/kg, or placebo. SRK-015 displayed a well-behaved PK profile across multiple species. In the phase 1 study, serum
drug exposure was dose-proportional, with a half-life of 23-33 days across doses. PD was evaluated by measuring latent myostatin concentrations in serum. Serum latent myostatin levels in animals were low (<50 ng/ml)
at baseline and increased substantially following SRK-015 treatment, indicating target engagement with SRK-015. Similarly, in humans, the levels were low (< 20 ng/ml) at baseline and across the study in placebo-treated
subjects. Treatment with a single dose of SRK-015 of 3 mg/kg or greater led to increases in latent myostatin levels to approximately 2000 ng/ml, confirming target engagement with SRK-015 in humans. This effect was
durable, with levels sustained for at least 84 days following single doses of 20 or 30 mg/kg. The phase 1 PD results demonstrate robust target engagement which saturates and is durable. PK data show the potential for
Infrequent dosing. A comparable pharmacologic profile was observed in rodents and non-human primates. Moreover, the low baseline serum levels of latent myostatin as compared to high levels following treatment
iIndicate that most of the drug target resides within skeletal muscle, not circulating systemically. Collectively, this preclinical and Phase 1 data support the ongoing investigation of SRK-015 in a Phase 2 trial in patients with
SMA.
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MUSRK-015P treatment improves muscle strength in a MUSRK-015P engages latent Myostatin to an equal extent

MUSRK-015P treatment improves muscle strength in a
mouse model of late SMN restoration

model of early SMN restoration across both early and late SMN restoration models
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reduced overall muscle mass

SRK-015 displays well-behaved PK profile across animal species PD data demonstrates target engagement across animal species
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= SRK-015 PK profile following repeat dose IV administration (in adult rats and monkeys) = Latent myostatin accumulation following repeat dose 1V administration of SRK-015
= Maximum serum concentration achieved 1 hour post dose = Latent myostatin levels appear to plateau at all doses suggesting target saturation
= Relative dose-proportional accumulation of SRK-015 = No meaningful change observed with placebo (vehicle)

Phase 1, Single and Multiple Ascending-Dose Study to Assess Safety, Tolerability, Pharmacokinetics (PK) and Pharmacodynamics (PD) of SRK-015 IV in Healthy Volunteers
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TOPAZ: Phase 2 Active Treatment Study to Evaluate the Efficacy and Safety of SRK-015 in Patients with Later-Onset Spinal Muscular Atrophy
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