AMBER-HFpEF: Assessment of CK-586 in a Multicenter, Blinded Evaluation
of Safety and Tolerability Results in HFpEF
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BACKGROUND STUDY DESIGN ENDPOINTS

Individuals with heart failure with preserved ejection
fraction (HFpEF) and normal to hypercontractile
function (defined as left ventricular ejection fraction
[LVEF] 260%) have limited capacity to augment stroke
volume with exercise, dyspnea on exertion, poor clinical
outcomes, and few treatment options.

Ulacamten (CK-4021586) is a small molecule allosteric
cardiac myosin inhibitor (CMI), with a distinct binding site
compared with other CMIs, in development as a chronic oral
treatment for patients with HFpEF and LVEF 260%. Phase 1
studies demonstrated tolerability and safety of ulacamten in
healthy individuals across a wide range of doses.’

Assessment of CK-586 in a Multi-Center, Blinded Evaluation
of Safety and Tolerability Results in HFpEF (AMBER-
HFpEF; NCT06793371) is a Phase 2a multicenter,
randomized, double-blind, placebo-controlled dose-finding
study testing the hypothesis that ulacamten will safely
improve myocardial compliance and exercise capacity in
adults with symptomatic HFpEF and LVEF 260%.

Figure 1. Therapeutic Hypothesis
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Potential clinical efficacy observed in non-obstructive
hypertrophic cardiomyopathy with the CMI aficamten?
suggests this mechanism might also benefit patients
with HFpEF and hypercontractility.
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ELIGIBILITY CRITERIA

Key Inclusion Criteria

Phase 2a, multicenter, randomized, double-
blind, placebo-controlled, dose-finding trial
In adults with symptomatic HFpEF and
LVEF 260%.

Patients randomized 3:1 (ulacamten: placebo)
In 3 sequential dose escalation cohorts.

Patients randomized to ulacamten will receive 2
doses over a 12-week treatment period.

Dose adjustments driven by blinded, site-read
echocardiograms (echos).

Dose Level Review Committee will evaluate
unblinded data to ensure acceptable safety and
guide enroliment.

60 patients will be enrolled across the 3 cohorts
from 24 centers in the United States.

Randomization will be stratified according to
patients with LVEF <65% vs >65%.

Enroliment of patients with atrial fibrillation is
limited to up to 10% of each cohort.

Figure 2. Study Design Schema and Schedule of Activities
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» 40-85 years old inclusive, diagnosed with HFpEF.

« Screening Echo with LVEF 260%, plus

— Left atrial volume index =234 mL/mz, and
— LV wall thickness =211 mm or E/e’ =213.

 NYHA class Il or lll at screening.

« Screening NT-proBNP =300 pg/mL (or 2900 pg/mL with

atrial fibrillation).

* Receiving diuretics (loop, thiazide, or MRA) treatment at
a stable dose for 230 days. Patients on beta-blockers,

ACE/ARB or ARNI or SGLT2 inhibitors, must be on
stable doses 24 weeks (GLP-1 agonists for 24 weeks).

 Body mass index <40 kg/mz.

The development strategy for ulacamten
represents an important step in the targeted
therapy of HFpEF and is intended to enable the

Key Exclusion Criteria evaluation of a cardio-specific drug with a mechanism of
action targeting the underlying pathophysiology. The
Significant valvular heart disease (moderate-severe AMBER-HFpEF trial is currently open and enrolling
stenosis or regurgitation). participants.
Known or suspected infiltrative or storage disorder
(eg, Noonan syndrome, Fabry disease, amyloidosis). CONTACT INFORMATION
Patients with evidence of substantial LVH (MWT =15mm) For more information about the AMBER-HFpEF iral, plesse contact: o the OR code i

. . . . . dicalaffairs@cytokinetics. +1 650-624-2929. - .
on cardiac imaging must have cardiac amyloid excluded o obtain a PDF of this
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