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INTRODUCTION AND STUDY RATIONALE STuDY DESIGN & METHODS (CONTD.) RESULTS

CK-2017357 (CK-357) is a small molecule activator of fast skeletal muscle which decreases the rate of Phamacodynamic Effect Assessed by Transcutaneous Stimulation of the Deep Significant Increases in Placebo Corrected Summed Force Response by Dose

calcium release from the regulatory troponin complex thereby sensitizing the sarcomere to calcium. Peroneal Nerve to Evoke a Mechanical Response from the Anterior Tibialis Muscle
In detergent-permeabilized muscle fibers, this effect results in a leftward shift in the force-calcium e Both the All Data and Over Read analysis show significant increases in the summed percent change
relation; muscle fibers produce more force at lower calcium concentrations without a change in from baseline metric.

maximal force. In intact muscle, the calcium sensitization effect of CK-357 results in increased force

generation during submaximal contractions e Over Read analysis shows a smoother dose-dependent profile and achieves significance at

additional time points for intermediate and low CK-357 doses.

A first time in human clinical trial (CY4011A) established the safety and tolerability of CK-357  Plasma concentrations between the All Data and Over Read groups are nearly identical for each

administered as single oral doses to healthy male subjects. A subsequent follow-on study (CY4011B) dose at each time point.
was performed to determine if the shift in the force-frequency relation demonstrated preclinically
could be recapitulated in healthy volunteers. Confirmation that the mechanism of action translated .
into humans would lend support for further study of CK-357 in disease settings. Percent Change in Summed Frequency Peak Force by Dose
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