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Asymmetric dimethylarginine (ADMA) is a new molecule that tested its value as a marker is being

tested for many diseases and situations; cardiovascular diseases, statin usage, etc. In the presented

study the effects of ADMA on basal and induced releases of nitric oxide (NO) in renal arteries from

portal hypertensive and cirrhotic rats were investigated and was shown that ADMA inhibited both

basal and induced NO in renal arteries. This inhibition may prevent the relaxation of renal arteries

and may contribute to renal impairement. The study is a well designed and conducted one. It may

contribute to the pathophysiology and to the development strategies to prevent/treat of hepatorenal

syndrome.
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It is a well written article. The study is well designed. I do not know the clinical significance of these

results.
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In this manuscript Segarra et al studied the effect of asymmetric dimethyl-arginine (ADMA) on the
renal arteries of two models of murine portal hypertension, one of the pre-hepatic and the other one
biliary cirrhosis. Whilst ADMA competes with L-Arginine (the precursor of endothelial NO) and
competitively inhibits NO-synthase, its role in the renal dysfunction of cirrhosis and even in human
pathology remains unclear. These results show that ADMA may induce renal arterial
vasoconstriction in BDL cirrhosis but not in pre-hepatic portal hypertension animals, thereby it
suggests the importance of liver dysfunction in endothelial-dependent renal vasoconstriction of
cirrhosis. Actually, ADMA is partly catabolized by hepatic DDAH and this enzyme activity was
lower in the BDL group. Although of clinical interest, ADMA pathogenetic role in cirrhosis and HRS
is still uncertain as its circulating concentration may be extremely low as to produce clinically
relevant effects. Overall, its role in human pathology have yielded inconsistent results (Loscalzo et al
2004). Minor comments: 1. Bile duct ligation is the preferred term for this murine model of cirrhosis
and PHT. 2. Obstructive jaundice it-self may induce renal dysfunction in humans. Conceivably,
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hyperbilirubinaemia may sensitize arterial vasculature to endogenous vasoconstrictors. Please,

discuss.



