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Editorial: Calcium as a First Messenger 

 Calcium is well known as a trigger for many cellular effects such as contractility and signal transduction. Thus, calcium can 

be considered as a second messenger. Its intracellular concentration can be changed by modifying the open probability of cal-

cium channels or formation of inositol-3-phosphate (IP3). However, not only intracellular calcium but also extracellular cal-

cium concentration is strictly regulated and as a consequence its concentration in the plasma and in the extracellular compart-

ment of tissues quite stable. Extracellular calcium concentration is regulated by the cells of the parathyroidea. Via a so-called 

calcium-sensing receptor these cells measure extracellular calcium concentrations and via their release of parathyroid hormone 

(PTH) calcium concentration can be regulated. However, most recently it is getting obvious that a drop of ionized plasma cal-

cium is commonly observed in patients with heart failure. This led to the question how plasma ionized calcium is linked to car-

diac physiology and pathopyhsiology. 

 In this Mini Spot-Light of The Open Heart Failure Journal authors focus on various aspects of calcium regulation and heart 

failure. Smajilovic et al. from the group of Tfelt-Hansen will discuss a new and growing topic in cardiac physiology, namely 

the role of calcium-sensing receptors in cardiac cells [1]. Noteworthy, the calcium-sensing receptor is not unique for cells of the 

parathyroidea. Many cells of the cardiovascular system express this receptor and interestingly enough the receptor initiates sig-

nal cascades known to influence growth and differentiation of cardiac cells. These findings make clear that calcium can also act 

as a first messenger because it represents a natural agonist of calcium-sensing receptors. As a consequence of this regulation of 

plasma ionized calcium concentration is getting more important. Schreckenberg et al. will discuss how hormones such as PTH 

and the locally formed and endothelial dependent sister peptide, PTHrP, are involved in the progression of heart failure and 

how this is linked to the control of plasma ionized calcium in patients with heart failure [2]. Of note, the regulation of the re-

lease of these peptides and expression of the corresponding receptors is part of more general regulation loops that are well 

known to be deregulated in the context of heart failure, namely the renin-angiotensin-aldosteron system and the sympathetic 

nervous systems. However, cardiac physiology is a complex topic and as so it may not be surprising that the situation concern-

ing calcium sensing and calcium regulation in carduiac physiology is further complicated by the fact that calcium-sensing re-

ceptor have a relative low affinity to calcium but a high affinity to other polycationic molecules. The polyamine metabolism 

forms not only polyamines like putrescine, spermine, and spermidine with different positive charges. Noteworthy, the mole-

cules are release by cardiac cells and compete with calcium to the activation of calcium-sensing receptors and also modify im-

portant intracellular events such as hypertrophic growth. Giordano et al., will focus in his review on the activation and rele-

vance of polyamine metabolism in cardiac physiology [3].  

 Not all aspects of calcium sensing and plasma ionized calcium regulation in cardiac and vascular physiology could be ad-

dressed in this issue. Calcium-sensing receptors seem to play a role in the secretion of PTHrP [4]. Due to the role of this peptide 

in the regulation of growth and apoptosis of endothelial cells it will be of interest to study this relationship in the future. Vascu-

lar biology will definitively be getting a topic in the next future when considering the relevance of calcium-sensing in the car-

diovascular context. Weston et al. from the group of Gillian Edwards have highlighted the role of calcium-sensing receptors in 

hyperpolarization of smooth muscle cells [5]. Another important issue is the question whether calcimimetics can be used as a 

new therapeutic target in heart failure and whether cardiac site effects can be expected from such drugs if they are used in the 

treatment of osteoporosis [6]. Although these topics are not discussed in this issue the articles published here will give the 

reader a new and important lock on key questions of calcium acting as a first messenger in the context of heart failure. 
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