This study aimed to investigate through histological and immunohistochemical evaluation the pathological role of PCV2 and PRRSV on 79 cases of Porcine Respiratory Disease Complex (PRDC) gathered from 22 farms in Northern Italy. Thanks to appropriate sampling (lung, inguinal and trachea-bronchial lymph nodes, spleen, tonsil and ileum) for circovirus associated diseases (PCVD) diagnosis, the methods could detect lesions and antigens in lymphoid tissues and in the lung. Results show that 63.6% of PCV2-positive cases had 149 lymphoid depletion in at least one of the examined lymphoid tissues in addition to pulmonary lesions Thus, these were consequently classified as PCV2 systemic diseases (PCV2-SD). In this case series, despite the clinical manifestation of respiratory symptoms, a higher percentage of cases were attributable to systemic forms of PCV2 disease. In conclusion, appropriate sampling is crucial in the absence of typical signs to avoid underestimating the damage induced by PCV2 in farms and overlooking the systemic form of the disease. PCV2 and PRRSV remain among the primary infections linked to PRDC in Northern Italy, affecting farm health. Therefore, co-infections can significantly aggravate the pathology in the field, making it necessary to choose appropriate control measures 
