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BACKGROUND: The vast data addressing emerging cardiac fibrosis markers as adjunctive to conventional clinical risk factors and natriuretic peptides dosing, led the American
College of Cardiology/ American Heart Association to grant Galectin-3 (Gal-3) and Suppression of Tumorigenicity 2 (ST2) evaluation a class Il recommendation for heart failure
(HF) prognosis, in 2013. Yet, in Europe this endorsement is not valid.

OBJECTIVE: We studied the association of Gal-3 and ST2 with early (defined as the period of 90 days post-discharge) rehospitalization and overall mortality, and long-term
overall mortality in HF patients. Additionally, admission aminoterminal B-type natriuretic peptide (NT-proBNP) was considered to test if a multi-marker strategy could vield
supplementary information.

METHODS: Gal-3, ST2 and NT-proBNP were assessed in patients hospitalized, to an Internal Medicine ward, with acute decompensated HF in class Ill or IV of New York Heart
Association (NYHA). Subgroup analysis was performed according to the left ventricular ejection fraction (LVEF) in light of the current European Society of Cardiology guidelines.
Comparison between patients with and without each of the events was performed for all variables using t test or Wilcoxon Rank test as applicable. Categorical variables were
summarized by relative and absolute frequencies, and compared using chi-squared test or Fisher’s Exact test as applicable. Univariate Cox proportional hazard model was used to
assess the relationship between variables and outcomes. Since there are no standardized cut-offs for Gal-3 and ST2, the multiclass Area Under the Curve Receiver-Operator
Characteristic (AUCROC) as defined by Hand and Till was used to evaluate the overall performance of each biomarker as a predictor of the outcomes. The Spearman’s correlation

coefficient was used to determine the relationship between variables. 50-
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Figure 1 - Short-term mortality - Kaplan Meier: GAL3 >10.97 ng/mL Figure 2 - Long-term mortality - Kaplan Meier: GAL3 29.99 ng/mL Figure 3 - Long-term mortality - Kaplan Meier: sST2 >24.78 pg/mL
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and and and and
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HR: 5.953, 95% CI: 1.683-21.055, P-value=0.006 HR: 6.209, 95% Cl: 2.393-16.114, P-value<0.001 HR: 15.782, 95% Cl: 1.593-156.322, P-value=0.018 HR:5.2,95% Cl: 1.223-22.187, P-value=0.026

CONCLUSION:

- High Gal-3 determinations correlated with early rehospitalization, early mortality and long-term mortality; whereas ST2 predicted long-term mortality.

- Combined analysis with elevated NT-proBNP values further increased the outcomes’ risk.
- QOur findings support the assumption that promising novel biomarkers Gal-3 and ST2 may be useful for HF risk stratification.
- Furthermore, a multi-marker strategy appears to add information, as a synergism between natriuretic peptides and the cited biomarkers was documented.
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