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ADVERSE EVENTS

SERIOUS ADVERSE EVENTS

STUDY INVESTIGATORS

OTHER SAFETY ASSESSMENTSBASELINE CHARACTERISTICS

• 19 patients experienced at least one treatment-emergent AE

• 29 distinct AEs, including 2 distinct SAEs

– 23 out of 29 AEs were reported as mild in severity, 4 out of 29 as moderate in severity, and 2
out of 29 as serious/severe in severity

– 14 out of 29 AEs were reported as not related to treatment, 8 out of 29 as possibly related to
treatment, and 7 out of 29 as probably related to treatment 

• Both SAEs were from the same patient who experienced angina and ST depression during ETT3
which also occurred during baseline ETTs

– First SAE reported as Acute Coronary Syndrome during ETT3

– Angiogram procedure revealed critical proximal LAD stenosis, and patient successfully received
stent
• Local lab troponins were elevated after PTCA procedure prompting the second SAE of Post-

procedural Myocardial Infarction
• Central lab troponin 19-hours after PTCA procedure was normal

• Both SAEs were reported as unrelated to treatment by Investigator

Proximal LAD Lesion
• History MI x 3

• Most recent MI in April 2008

• No angiogram prior to this event

INTRODUCTION AND STUDY RATIONALE

• CK-1827452 (CK-452) is a novel agent that increases systolic function by directly and selectively
activating cardiac myosin 

• In healthy volunteers and stable heart failure (HF) patients, CK-452 infusions resulted in
concentration-dependent increases in systolic ejection time (SET), stroke volume, fractional
shortening, and left ventricular ejection fraction1,2

• The dose limiting effect of CK-452 is believed to be related to excessive prolongation of SET,
which can limit diastolic coronary flow and ventricular filling

• The present study (CY 1221) investigated whether symptom-limited exercise tolerance in heart
failure patients with ischemic cardiomyopathy and angina (who would theoretically be most
vulnerable to the adverse effects of SET prolongation) was diminished by CK-452 at
concentrations previously shown to improve cardiac function

• Double-blind, randomized (2:1; CK-452:placebo), placebo-controlled study of 2 sequential cohorts to
evaluate effect of IV CK-452 on symptom-limited exercise tolerance in heart failure patients with
ischemic cardiomyopathy and angina

• Key eligibility criteria

– Documented ischemic cardiomyopathy

– Current history of exercise-induced angina

– LVEF ≤ 35% and [LVEDD ≥ 55 mm or LVEDD index ≥ 32 mm/m2]

– NYHA Class II-III

– Able to complete at least 2 stages (4 minutes) of a modified Naughton exercise treadmill protocol
on each of 2 separate screening ETTs

– Receiving ACE inhibitor (and/or ARB) and beta blocker therapy

• Sample size was empirically determined to gain clinical safety experience, and not to formally test
statistical hypotheses

• No clinical efficacy or pharmacodynamic assessments were intended in the design or objectives

• No clinically important changes in summary vitals signs (SBP/DBP, HR, RR, O2 saturation) for any
of the treatment groups were observed

• No clinically important changes in summary ECG parameters (QT & QTc intervals, RR interval,
QRS interval, PR interval) for any of the treatment groups were observed

• No clinically important changes in cardiac enzymes (troponin I, CK-MB, total CK) for any of the
treatment groups were observed

– Two patients (one each from CK-452 Cohorts 1 and 2) had central lab troponin I results that
were just above the ULN after ETT3; clinical significance is unclear as neither patient
experienced clinical signs or symptoms of ischemia during the study and troponin elevations
of uncertain clinical significance can occur spontaneously in this patient population

• Primary Safety Endpoint

– Proportion who stop ETT3 due to angina at a stage earlier than baseline (defined as shorter
of the 2 screening ETTs)

• Secondary Safety Endpoints

– Proportion who stop ETT3 for any reason at a stage earlier than baseline

– Exercise duration during ETT3

– Proportion who stop ETT3 for angina

– Time to angina during ETT3

– Proportion with 1 mm ST depression during ETT3

– Time to 1 mm ST depression during ETT3

• Other Safety Assessments

– Vital signs, ECGs

– Cardiac enzymes

– AEs and SAEs
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