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Background: Nonalcoholic fatty liver disease (NAFLD) is the most emerging form of chronic liver disease worldwide, which may progress into cirrhosis, and liver cancer.   However, people with NAFLD have an increased chance of developing cardiovascular diseases, which represent the major causes of death in this setting. Several lines of evidence suggest that chronic oxidative stress is one of the key mechanisms responsible for liver damage and disease progression in NAFLD. At the same time, there is sound evidence that oxidative stress centrally contributes to atherothrombosis and is involved at all stages of atherosclerotic plaque evolution. The aim was to assess the relationship between two markers of systemic oxidative stress - urinary 8-iso-prostaglandin-alpha; (8-iso-alpha;) and serum soluble NOX2-derived peptide (NOX2-dp) and the severity of liver steatosis in subjects with NAFLD. 
Methods:  The study was performed in 264 consecutive patients referred for suspected metabolic disease. Steatosis was defined according to Hamachi ultrasonographic criteria. Oxidative stress was assessed by urinary 8-iso-alpha; and serum NOX2-dp levels. Results: Patients with NAFLD had higher (p<0001) mean values of urinary 8-iso-PGF2-alpha; and of serum NOX2-dp, ALT, Cytokeratin-18 and homeostasis model of insulin resistance  and lower values of serum adiponectin as compared to those without. Prevalence of  metabolic syndrome  was significantly higher in patients with NAFLD.  In addition, the levels of urinary 8-iso-alpha; were independent predictors of non-alcoholic fatty liver and a strong association of urinary 8-iso-PGF2-alpha; and of serum NOX2-dp with the severity of  steatosis at ultrasound was also observed.  
Conclusions:  We demonstrated an increased NOX2-generated oxidative stress in subjects with NAFLD. These findings may further contribute to a better understanding of the association between NAFLD and cardiovascular diseases.  

