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Abstract Body: 

Background: Patients surviving an acute myocardial infarction (AMI), particularly those 

at higher risk, constitute a reservoir of individuals in jeopardy of developing symptomatic 

heart failure (HF) or premature death. We hypothesized that compared with a proven ACE 

inhibitor sacubitril/valsartan would improve prognosis when started prior to the 

development of HF. 

Methods: Prospective ARNI versus ACE inhibitor trial to DetermIne Superiority in 

reducing heart failure Events after Myocardial Infarction (PARADISE-MI) is a 

multinational (41 countries), double-blind, randomized, active-controlled trial of AMI 

patients (within 0.5-7 days). Evidence of LV systolic dysfunction (LVEF ≤ 40%) and/or 

transient pulmonary congestion and at least one additional factor augmenting risk were 

required for inclusion. Key exclusions were history of HF, clinical instability, eGFR < 30 

ml/min/1.73 m2, and history of angioedema. Eligible consenting patients were randomized 

to either ramipril (target 5 mg BID) or sacubitril/valsartan (target 97/103 mg BID) with 

three matching blinded dose titrations. The primary objective was to determine whether 

sacubitril/valsartan would be more effective than the proven ACE inhibitor in reducing the 

rate of cardiovascular (CV) death, HF hospitalization or development of symptomatic HF. 

The trial was event-driven concluding when approximately 708 patients experienced the 

primary event, providing 80% power to detect a 19% relative risk reduction. 

Results: Randomization of 5669 patients occurred 4.3 ± 1.8 days from presentation with 

index AMI. The mean age was 64 ± 12 years, 24% were women. ST-segment elevation 

was present in 76%; overall percutaneous coronary intervention was performed in 87% and 

thrombolysis in 5%. LVEF was 37 ± 9% and 58% were Killip class ≥2. During a median 

follow-up of 20 months, the protocol-designed number of primary events occurred. The 

primary endpoint and adverse events for sacubitril/valsartan relative to ramipril would be 

presented for the first time. 

Conclusion: PARADISE-MI will determine whether sacubitril/valsartan would reduce CV 

death, HF hospitalization or symptomatic HF compared with an ACE inhibitor when given 

within a week of AMI. 

 

 


