Clinical Development of SRK-015, a Fully Human Anti-proMyostatin Monoclonal Antibody, for the Treatment of Later-Onset Spinal Muscular Atrophy
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SRK-015: A Fully Human Antibody that
Blocks Cleavage of the Myostatin

Phase 1, Single and Multiple Ascending-Dose Study to Assess Safety, Tolerability, Pharmacokinetics (PK) and Pharmacodynamics (PD) of SRK-015 IV in
Healthy Volunteers

Abstract
SRK-015 is a fully human anti-proMyostatin monoclonal antibody (mAb) that selectively binds to pro-/latent myostatin with high

affinity, inhibiting the proteolytic activation of the growth factor. SRK-015 is being developed for the treatment of spinal muscular Prodomain Single Ascending Dose n -
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in motor function. Preclinical studies demonstrated selective inhibition of myostatin activation, effectively increasing muscle mass and = Double-blind, placebo- Double-blind, placebo-

Design Single Ascending Dose | Muliple Ascending Dase

f‘g“"f =,
t .
t
.‘b 1428 42 8e TO B4 08 112 ‘I 14 28 42 56 7O B4 BB 112126 140
P om

controlled
3:1 randomization

controlled

functionin a SMAmouse model. The structural basis for SRK-015 binding to pro-/latent myostatin will be presented. No toxicologically 31 randomizati
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significant findings were observed for SRK-015 in rats and nonhuman primates. A Phase 1, healthy volunteer study demonstrated a
favorable safety profile of SRK-015 administered intravenously (IV) at all doses tested. The ongoing Phase 2 study evaluates the safety
and efficacy of SRK-015 dosed IV every four weeks over a 12-month treatment period. Three distinct and parallel cohorts were
enrolled. Cohort 1 enrolled 23 patients (5-21 years old) with ambulatory Type 3 SMA and were treated with 20 mg/kg of SRK-015 as
monotherapy or in conjunction with an approved SMN up-regulator. The primary objectives are to assess safety and the mean change
from baseline in the Revised Hammersmith Scale (RHS). Cohort 2 enrolled 15 patients (5-21 years old) with Type 2 or non-ambulatory
Type 3 SMA, who were already treated with an approved SMN up-regulator. Patients were treated with 20 mg/kg of SRK-015. Cohort 3
enrolled 20 patients with Type 2 SMA, who were at least 2 years old and initiated treatment with an approved SMA up-regulator before »”
turning five. Patients were randomized 1:1 to either 2 mg/kg or 20 mg/kg of SRK-015. For Cohort 2 and Cohort 3, the primary objectives
are to assess safety and the mean change from baseline in Hammersmith Functional Motor Scale Expanded (HFMSE). Demographics and
baseline characteristics will be provided.
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SRK-015 displayed well-

behaved PK profile
26 Adult healthy volunteers

40 Adult healthy volunteers
(Ages 18-55)
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SRK-015 Half-life supports

Single doses at: infrequent dosing
1,3,10, 20, or 30 mg/kg

Q2W dosing for 3 doses at:

Dosing
10,20, or 30 mg/kg

Activation of myostatin requires two
distinct proteolysis events that generate
the active mature growth factor

SRK-015 was well-tolerated with no apparent safety
signals

No dose-limiting toxicities identified up to highest
evaluated dose of 30 mg/kg in both SAD & MAD

No discontinuations due to treatment-related adverse
events (AEs)

No treatment-related serious adverse events (SAEs) or
deaths
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the Drug:Target
interaction.

A 2.79A x-ray crystal structure of
proMyostatin with an SRK-015 analog
(PDB:6UMX) shows 1:1 binding of
each myostatin monomer to a Fab

*Excluded Cohort 1 patients who are not on Nusinersen

Maintenance Dose of Nusinersen at
Screening!
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Age (Years) at Diagnosis by Cohort
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Disclaimer: SRK-015 is an investigational drug candidate being developed and studied for SMA and other indications. The effectiveness and safety of SRK-015 have not been established
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