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(57) Abstract: The invention provides a conjugate, or a 
pharmaceutically acceptable salt thereof, comprising a syn­
thetic polypeptide of Formula I: Q-R-P-R-L-C*-H-K-G-P-
(Nle)-C*-F (I) or a amide or ester thereof; and a fatty acid 
selected from: wherein said fatty acid is covalently linked 
to the N-terminus of the peptide via one of its carboxylic 
acid functionality, optionally via a polyethylene glycol 
linker; and wherein the two cysteine amino acids labeled 
with form a disulfide bond between the thiol function­
alities of their side chain. The conjugates are agonist of the 
APJ receptor. The invention also relates to a method for 
manufacturing the conjugates of the invention, and its 
therapeutic uses such as treatment or prevention of acute 
decompensated heart failure (ADHF), chronic heart failure, 
pulmonary hypertension, atrial fibrillation, Brugada syn­
drome, ventricular tachycardia, atherosclerosis, hyperten­
sion, restenosis, ischemic cardiovascular diseases, cardi­
omyopathy, cardiac fibrosis, arrhythmia, water retention, 
diabetes (including gestational diabetes), obesity, peripher­
al arterial disease, cerebrovascular accidents, transient 
ischemic attacks, traumatic brain injuries, amyotrophic lat­
eral sclerosis, burn injuries (including sunburn) and pree­
clampsia. The present invention further provides a combin­
ation of pharmacologically active agents and a pharmaceut­
ical composition. 
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