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Nitric oxide (NO) as a signaling molecule in the cardiovascular system
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Farah & cols., Nature Reviews Cardiology, 2018

NO signaling in 
cardiovascular tissues



4

Farah & cols., Nature Reviews Cardiology, 2018

NO signaling in 
cardiovascular tissues



5

Farah & cols., Nature Reviews Cardiology, 2018

NO signaling in 
cardiovascular tissues



6

Farah & cols., Nature Reviews Cardiology, 2018

NO signaling in 
cardiovascular tissues



Calvert & Lefer, Physiology, 2013
7

Exercise and nitric oxide homeostasis
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Blauensteiner & cols. Scientific Reports, 2021



miRs associated with ED are increased in plasma from ME/CFS patients
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Blauensteiner & cols. Scientific Reports, 2021



A subset of ME/CFS patients were different from HC in the abundance of these miRs
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Blauensteiner & cols. Scientific Reports, 2021



We were able to correctly classify 60% of the patients with a probability of 80%
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Association between our set of miRs and endothelial-related processes
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eNOS regulation in endothelial cells 

Zhao & cols., J Pharma Sciences, 2015
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Bertinat & cols., Vascular Pharmacology, 2022
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NO production is reduced in endothelial cells exposed to plasma from ME/CFS patients

Bertinat & cols., Vascular Pharmacology, 2022
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Endothelial cells exposed to plasma from ME/CFS patients show higher 
phosphorylation of eNOS at Thr495

Bertinat & cols., Vascular Pharmacology, 2022
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Reduced NO production might be linked to phosphorylation of eNOS at Thr495

Bertinat & cols., Vascular Pharmacology, 2022
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Arginine metabolism in ME/CFS
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Preliminary conclusions

• Our preliminary analysis suggests that L-arginine metabolites are dysregulated in ME/CFS compared to

healthy controls, especially in our male cohort.

• In this line, L-arginine and L-homoarginine show an opposite pattern by comparing male and female

ME/CFS patients with their respective healthy counterparts.

• Interestingly, the urea cycle seems to be the most relevant pathway based on our metabolite set

enrichment analysis (Figure below).

Pipper & cols., unpublished data
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