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Background and aims: Epidemiological evidence supports a relevant role of the Mediterranean Diet (MedDiet) in the prevention of cardiovascular diseases (CVD). However, the underlying mechanisms remain unknown. One of these mechanisms may involve adiponectin. Adiponectin is an adipocytokine that can suppress atherosclerosis development via various anti-inflammatory effects. Accordingly, some studies have reported an increase of plasma adiponectin levels in response to a MedDiet. However, the results are controversial. Likewise, the association between adiponectin gene (ADIPOQ) variation and CVD remains to be clarified and the effect of the MedDiet on this association has not been investigated. Present study aimed to analyze the influence of the MedDiet and ADIPOQ polymorphisms on adiponectin levels as well as the association between these polymorphism and CVD after intervention with MedDiet.
Methods: We studied all the participants (n=1094) in the PREDIMED-Valencia Study, a randomized controlled trial testing the effect of the MedDiet versus a control diet in the primary prevention of CVD. Plasma adiponectin was measured and three ADIPOQ polymorphisms were determined. Incidence of CVD was assessed with a median follow-up of 4.5 years. 
Results: Carriers of the minor allele of the rs17300539 polymorphism in the ADIPOQ promoter had higher adiponectin concentrations at baseline (P=0.001). Also higher levels were observed in homozygous subjects for the minor allele of the rs1501299 G>T (P=0.012), and no significance was detected for the rs2241766 (P=0.571). Adherence to MedDiet was not associated with adiponectin levels at baseline. Only the rs1501299 polymorphism was significantly associated with CVD incidence. This association was more evident in women. In a multivariable Cox regression model adjusted for age, diabetes, obesity, dietary intervention (MedDiet versus control), smoking, and drinking, carriers of the minor allele had higher CVD risk than non-carriers (P=0.034)
Conclusions:  Intervention with MedDiet did not modify the association of the rs1501299 polymorphism with CVD.

