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24428 | Therapeutic potencial of Urocortins in Heart Failure: A Systematic Review of Clinical

and Preclinical Evidence
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Background & Aim: Heart failure (HF) remains a leading and increasing cause of morbidity and
mortality worldwide despite effective therapies (1). Its diverse etiology is driven by a cycle of
maladaptive neurohormonal activation, impaired cardiac function, and structural remodeling
(2). Consequently, urocortins (Ucn1, Ucn2, and Ucn3), members of the corticotropin-releasing
factor family (CRF), have been proposed as potential therapeutic targets based on their
cardiovascular effects primarily via CRF2 receptors (3). Experimental and clinical studies suggest
that urocortins may induce vasodilation, improve cardiac performance, and modulate
inflammatory pathways in healthy subjects and HF models (4, 5). However, evidence remains
dispersed across heterogeneous studies and has not been systematically synthesized. Therefore,
this systematic review aims to critically appraise and integrate clinical and preclinical evidence
regarding the cardiovascular effects of urocortins in HF. Methods: PubMed, Scopus, Web of
Science, and ClinicalTrials.gov were searched from inception to date, following PRISMA 2020
guidelines (6). Eligible studies included original clinical studies and mammalian in vivo models
investigating the cardiovascular effects of urocortins in HF. Study screening and data extraction
were performed independently by two reviewers. Risk of bias and reporting quality were
assessed using RoB-2 (7), ROBINS-I (8), SYRCLE (9), and ARRIVE (10) tools. Due to study
heterogeneity, findings were qualitatively synthesized. Results: Preliminary evidence suggests
that the urocortin system, particularly urocortin 2, is associated with beneficial cardiovascular
effects across clinical studies and animal models of cardiovascular disease relevant to HF.
Substantial heterogeneity was observed across study design and outcome measures.
Conclusions: Urocortins demonstrated therapeutic potential in HF, highlighting the need for

further translational and clinical investigation.
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