FIRST CLINICAL TRIAL OF THE SELECTIVE CARDIAC MYOSIN ACTIVATOR, CK-1827452, IN HEART FAILURE: EFFECT OF DOSE AND PLASMA CONCENTRATION ON SYsSTOLIC FUNCTION
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CK-1827452 (CK-452) is a small molecule designed to improve This first Phase Il trial of CK-452 is a multi-center, double-
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ejection time without changing dP/dt.
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In an analysis of data from Cohorts 1 and 2, and data from a pre-
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specified interim analysis for Cohort 3 (n = 6), echocardiographic CK-1827452 increases Cardiac Output (CO)

indicator of pharmacologic effect was a concentration-dependent
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data were paired with coincident measured plasma concentrations

increase in systolic ejection time (SET) accompanied by increases
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of CK-452 to perform a pharmacokinetic/pharmacodynamic analysis.

in ejection fraction (EF).® This trial sought to assess the effects of
CK-452 in patients with stable heart failure.
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e Determine the pharmacokinetics of CK-452 injection in stable heart

. . Least Squares Mean +SEM #p <0.05 *p<0.01 tp<0.001 & p <0.0001 CK-18274521 (na/mL Y < J W7 (VAN Ta - = YJaTa NaH e
failure patients ' Doppler-derived parameters 2 M-mode 3 Biplane MOD [ 1(ng/mL) ey Ay paten —

r
k

e
q)
)
|
)
)
q)
D

There were statistically significant correlations between Changes in left ventricular end-diastolic volume (LVEDV) and end-
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Dosing Table for Cohorts 1-3:

concentration and increases in SET, Stroke Volume (SV) systolic volume (LVESV) were not statistically significant. Isovolumic
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