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Online Supplement Table 1: Post-Randomization Myocardial Infarction events in ATOMIC-AHF
	Cohort
	Subject
(age, sex)
	Trigger
	Nominal Day of Event
	Completed Infusion
	Baseline
Troponin
(ng/mL)
	Peak 
Troponin
(ng/mL)
	OM Cmax
(ng/mL)
	Comments and Clinical Outcome

	Placebo
	
	
	
	
	
	
	

	1
	78 y, M
	Troponin
	3
	Yes
	<0.016
	0.060
	–
	Typical chest pain symptoms. ECG without changes. Completed study (Day 30); alive at 6-mo F/U

	1
	70 y, M
	Troponin
	6
	Yes
	0.098
	0.672
	–
	ECG dynamic T wave changes after atrial fibrillation cardioversion. Patient developed sepsis. Completed study (Day 30); alive at 6-mo F/U

	1
	50 y, M
	Re-Hosp
	15*
	Yes
	27
	55
	–
	Re-Hospitalized for MI; presented with angina. Underwent PCI to in-stent restenosis. Completed study (Day 30); alive at 6-mo F/U

	Omecamtiv mecarbil
	
	
	
	
	
	

	1
	69 y, M
	Troponin
	3
	Yes
	0.071
	0.352
	N/A
	Asymptomatic for myocardial ischemia. ECG ST-T wave changes. Completed study (Day 30); alive at
6-mo F/U

	1
	95 y, F
	Re-Hosp
	11*
	No
	0.09†
	7.12
	(52)¶
	OM discontinued after 4 hours for hypotension. No change in troponins during index hospitalization. Re-Hospitalized day 11 for MI. Baseline LBBB. Disposition at Day 30: Rehabilitation facility; died (reason unknown) before the 6-month F/U

	3
	63 y, M
	Investigator
	2
	Yes
	0.024
	0.064
	273
	Asymptomatic. ECG dynamic T wave changes. Completed study (Day 30); alive at 6-mo F/U

	3
	85 y, F
	Investigator
	2
	No
	<0.016
	0.168
	450
	History of chronic stable angina. Experienced typical angina while walking to bathroom. OM infusion discontinued per protocol. Angina resolved after 2 administrations on SL NTG. No acute ECG changes. Completed study (Day 30); alive at 6-mo F/U

	3
	64 y, M
	Troponin
	3
	Yes
	0.586
	3.859
	88
	Coronary angiography on Day 2 for evaluation of etiology of AHF revealed severe 3V CAD. MI was adjudicated as secondary to PCI procedure on Day 2. Completed study (Day 30); alive at 6-mo F/U

	3
	80 y, F
	Troponin
	12*
	Yes
	0.026
	0.077
	(709) ¶
	Known h/o CCS II angina and ECG with digitalis effect. Experienced angina walking to bathroom with ECG showing ST depressions. Resolved in 10 minutes with SL NTG and discharged home the same day. Completed study (Day 30); alive at 6-mo F/U

	3
	84 y, M
	Investigator
	22*
	Yes
	0.404
	1.86 †
	(659) ¶
	On day 22, experienced chest pain with ECG ST depressions, consistent with MI. Died on Day 29; autopsy showed extensive CAD with post-infarction sclerosis and LV aneurysm without evidence of new MI.



*	Event occurred > 5 half-lives after completion or discontinuation of investigational product infusion.
¶	Plasma concentrations in parentheses are peak measured during infusion period.  Estimated plasma concentrations near time of event are 0. 
†	Local lab
Note: There were three patients with MI in the placebo group and two in the OM group that occurred in Cohort 1 (low dose). None occurred in either treatment group in Cohort 2 (Intermediate dose) and none occurred in the placebo group of cohort 3. Of the five patients with MI in OM-treated patients of cohort 3 (High dose), two (day 12 and 22) occurred well beyond the active half-life of OM (approximately 20 hours) while another was triggered by post-PCI troponin elevations, making these events unlikely to be causally related to OM administration. The remaining two patients with MI had troponin elevations (peak of 0.064 and 0.168 ng/mL) with the first being asymptomatic and the second being related to a transient episode of exertional angina relieved by nitroglycerin in the setting of a history of chronic exertional angina.




[bookmark: _Toc228858453][bookmark: _Toc268695306][bookmark: _Toc283660925][bookmark: _Toc342395809]Online Supplement Figure 1: Study Cohort Study Design


[image: ]




Online Supplement Figure 2: Clinical Study Design 
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Online Supplement Figure 3: ATOMIC-AHF Trial Profile
[image: ]



Online Supplement Figure 4: 
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Online Supplement Figure 5, Panel A: 
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