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COMBINED COLLAGEN AND NEURO-HORMONAL BIOMAKERS ARE HIGHLY PREDICTIVE OF MORTALITY AND MORBIDITY OUTCOMES IN POST- MI HEART FAILURE 
J. Vincent1, J. Cumps2, F. Zannad3, J-M. Ketelslegers2
1Pfizer Inc, New York, NY, USA, 2Universite Catholique de Louvain, Brussels, Belgium, 3CHU Nancy University, Nancy, France

Introduction: Eplerenone is a selective inhibitor of the mineralcorticoid receptor.  In both EPHESUS and EMPHASIS-HF trials, eplerenone significantly improved mortality and morbidity endpoints in post-MI patients with CHF and LVSD and in patients with heart failure and mild symptoms (NYHA II), respectively.  
Method: In 476 randomized patients from EPHESUS, neurohormones (BNP, NT-proBNP, Big-ET-1, aldosterone), collagen synthesis (PINP and PIIINP) and degradation (ICTP) markers were measured at baseline, 1, 3, 6 and 9 months, except BNP measured at baseline and 1 month.  Neuro-hormones were analyzed using a Mixed Model (SAS 9.1.3) with treatment (eplerenone vs placebo), effect of time to first visit, biomarker values at baseline , age, gender, renal function and LVEF  as fixed effects, and patient as random effect.  Collagen biomarker changes from baseline were analyzed using a mixed-effect model with change from baseline (dependent variable), treatment (fixed effect) and patient (random effect).  Biomarker quartiles were analyzed in combination by Cox model.
Results: Baseline neuro-hormones were related to mortality and morbidity outcomes. Eplerenone significantly decreased neuro-hormones (BNP, Nt-proBNP, Big-ET-1), collagen synthesis (PINP, PIIINP), degradation (ICTP) biomarkers and increased aldosterone. Combination of ICTP and BNP above median values was associated with all-cause mortality and composite of CV death or HF hospitalization (HR 2.49; p=0.039 and 3.03 (p=0.002), respectively.  Combination of upper quartiles of BNP or NT-proBNP with Big-ET-1 defined worst mortality and morbidity outcomes.
Conclusion: Combinations of biomarkers predict high risk.  Eplerenone significantly reduced collagen and neuro-humoral biomarkers in a manner predictive of mortality and morbidity outcomes.

