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CLEAR SYNERGY
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CV Death or New or 
Worsening Heart Failure
HR 0.89 
95% CI 0.73-1.08 
p=0.23
403 events

CV Death, MI, Stroke or New or 
Worsening Heart Failure 
HR 0.95 
95% CI 0.80-1.12
p=0.52
574 events

Spironolactone  

Spironolactone placebo



ESTIMATED ANNUALIZED EVENT RATE IN AMI TRIALS – PLACEBO ARMS

EPHESUS 
AMI with LV dysfunction & HF

45% Revascularized
Pitt et al. NEJM 2003

EMPACT MI 
AMI with LV dysfunction or HF

89% Revascularized
Butler et al. NEJM 2024
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Large NSTEMI or STEMI for 

primary PCI
Jolly et al. AHA 2024
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PARADISE MI
AMI with LV dysfunction & HF

89% Revascularized
Pfeffer et al. NEJM 2021
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PATIENT SELECTION AND BACKGROUND THERAPY
All patients treated with primary PCI
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WHAT EVENTS ARE MODIFIABLE WITH MRA?

Pitt B et al. NEJM 2003

CV death or new or 
worsening HF 0.89 (0.73 – 1.08)

CV death 0.98 (0.80 – 1.12)

Recurrent MI 0.99 (0.75 – 1.29)

New or worsening HF 0.69 (0.49 – 0.96)

Stroke 1.21 (0.81 – 1.83)

EPHESUS CLEAR SYNERGY

Jolly et al. AHA 2024
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PLANNED VS. OBSERVED TREATMENT EFFECT

Outcome Protocol Plan EPHESUS CLEAR SYNERGY

CV death or 
new/worsening HF

0.685 0.87* 0.89
(0.80 in Ant, MI)

CV Death 0.83
(0.80 for HF death)

0.98

HF 0.85 0.69

*CV death or CV hospitalization

Initial sample size of 4000 - powered for a 25% RRR – estimating an
 event rate of 15% (512 events) at 3 years

Sample size of 7000 estimated to provide 84% power for 31.5% RRR assuming placebo 
event rate of 6% (357 events) at 3 years
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SUBGROUPS

Potential impact of COVID on 
adherence / event ascertainment?

No interaction…but possible effect 
in anterior MI?
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ADHERENCE AND ADVERSE EVENTS
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premature treatment 
cessation

Median 3 years 
treatment

Spironolactone 28.0%
Placebo 24.4%



CONCLUSIONS
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Congratulations to the Investigators and thanks to the Participants

Patients presenting with AMI treated with primary PCI…selected for and 
consenting for an RCT…appear to have very low event rates in the modern era

MRAs reduce HF and CV death with benefit driven by the risk of the population

CLEAR SYNERGY does not support the routine use of spironolactone in 
patients with AMI treated with primary PCI…however…observations (e.g. lower 
incidence of HF, anterior MI) support known benefit in LV dysfunction

Whether novel MRAs that are better tolerated and have shown benefit in HFpEF 
(e.g. Finerenone) are beneficial in AMI requires investigation
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