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Abstract :  
Skeletal muscle is a major site of metabolic activity and the most abundant tissue in the human body accounting 
for almost 40% of the total body mass. It is a plastic tissue that adapts to changes in exercise, nutrition and 
hormones, which also induces the release of myokines and myometabolites. These muscle-secreted factors have 
autocrine, paracrine and endocrine effects, explaining how muscles regulate metabolic homeostasis in other 
tissues. These systemic effects help to explain why physical activity, and thereby muscle recruitment, elicits several 
beneficial effects in many different diseases. Indeed, exercise preserves and ameliorates mitochondrial function 
and muscle metabolism, thereby affecting the release of myokines and metabolites that systemically counteract 
organ deterioration. We have recently proposed an interplay between the myokine Fgf21 and the mitochondrial 
quality control pathways that greatly contributes to a pro-senescence metabolic shift. However, even though the 
myokine field is exponentially increasing, little is known about their role in muscle homeostasis.  
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