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INTRODUCTION AND STUDY OBJECTIVE RESULTS
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e CK-2017357 (CK-357) is a a novel, selective small molecule activator of fast skeletal muscle

e CK-357 slows the rate of calcium release from the regulatory troponin complex of fast skeletal muscle and

thus sensitizes the sarcomere to calcium’ .
All Subjects

e Pre-clinically, CK-357 increases skeletal muscle force during sub-maximal neural stimulation (i.e., shifts the Baseline Characteristic (N=12)
force-frequency profile up and to the left) and increases the time to fatigue? A
ge, years
* The objective of this study was to determine the change in the force-frequency profile of the tibialis anterior Mean (SD) 30.4 (7.0)
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— Force-frequency response was measured at pre-dose, 1, 3, 5, and 7 hours after dosing during each
treatment day; at each assessment time point, the force evoked by each stimulation frequency was
normalized to the 50 Hz (~tetany) response
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e Stimulate a nerve-muscle pair (peroneal nerve, id- i [ e e
~nterior tibialis muscle) vig exteprnal eloctroden Muscle Force at Mid-Concentration Range Adverse Events and Other Safety Assessments — the mechanism of action of —

e Measure isometric force at multiple nerve
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e Each stimulation protocol consisted of three sequences of eight stimulation trains consisting of ?‘3 %é ’
5 7.5, 10, 12.5, 15, 17.5, 25 and 50 Hz delivered in mixed order. Trains were separated by “Gg o NS
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* The peak forces from the three trains at each frequency were averaged and normalized by dividing by g . ' ' ' ]
the 50 Hz response. praesorignesticre (W9 Stimulation Frequency (Hz) 1. Kawas R, Russell AJ, Muci A, Morgan B, Malik F. Hartman 1J. The Small Molecule Skeletal Sarcomere Activator, CK-2017357, s a -
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¢ Peak force normalized to the response at 50 Hz
¢ Results present placebo-corrected percent change from baseline at
the 5-hour time point
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period using a repeated measures ANCOVA model that included treatment, sequence, and period as
fixed effects, baseline as a covariate, and subject as a random effect.




