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Introduction: Humanin a novel mitochondrial derived protein mediates a number of “protective” effect including amelioration of mitochondrial damage, antagonism of apoptotic signaling and reduced inflammation. Heart failure, at the cellular level is a result of how constituent cells of the recruit complex signaling networks mediating metabolism, growth and survival to response to stress. Although mitochondria, as arbiters of metabolism and survival reside at the nexus of this process, relatively little is known about mitochondrial derived peptides in heart failure.   
Objective: To determine whether circulating levels of humanin, correlate with severity of heart failure due to reduced systolic function.

Methods: A total of 20 adult patients were recruited. Eligible subjects had HFrEF with LVEF < 40, irrespective of etiology. Subjects with acute STEMI, severe or hepatic pulmonary disease or recent CABG were excluded.  Historic controls from the BVAIT trial (B-Vitamin Atherosclerosis Intervention Trials) were used in some analyses.
Results: The population was predominately male mean age was 60 (SD 11.11, range 35 to 82). Mean ejection fraction was 21.26 (SD, 7.639, 95% CI 17.34, 25.19).  There was a statistically significant correlation of humanin levels by NYHA class by two way ANOVA (p> 0.05, F value 7.715.) with humanin levels declining with worsening NYHA class.  In an analysis of 10 study subjects paired with age, gender and race matched historic controls a statistically significant difference was observed between subjects with heart failure, regardless of severity and subjects without ( 1646 vs. 1286 P<0.05,  SE difference of the means 149.5). 
Conclusion: In a small population, circulating humanin was seen to be decreased relative to gender, age and race matched controls.  Circulating levels of humanin were also noted to decrease with severity of HF as measured by functional class.  Humanin may have value as a complementary biomarker with utility in risk stratification.


