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2014 marked the 25th anniversary of the discovery of the Hepatitis C virus (HCV).
Globally, 130 to 150 million people have chronic hepatitis C infection and  500,000 people die annually from HCV related disease. HCV is a major cause of chronic hepatitis, cirrhosis and hepatocellular carcinoma (HCC) worldwide. However, the risks of morbidity and mortality are  underestimated because they do not take into account non-liver consequence of chronic HCV infection. Patients with chronic HCV infection are frequently presented with extra hepatic manifestations (EHM), covering a large spectrum, involving different organ systems leading to the concept of system HCV infection. The majority of data concern HCV related autoimmune and/or lymphoproliferative disorders, from mixed cryoglobulinaemic (MC) vasculitis to frank lymphomas. 
EHM may also result from virus invasion and replication in the affecting extrahepatic tissues and organs. 40-74% of patients infected with HCV might develop at least one EHM during the course of the disease. Further, EHM symptoms, including cardiovascular, renal and metabolic as well as central nervous system diseases, could represent the first signal of HCV infection as many patients show no Hepatic symptoms. 
Recent data indicated that metabolic disorders, particularly diabetes and insulin resistance, associated with HCV.  Based on the recent data, 17-37% out of all infected persons are suffering from  HCV-derived Heart diseases.  Chronic HCV infection is an independent risk predictor of cerebrovascular deaths showing biological gradient cerebrovascular mortality with increasing serum HCV-RNA level. A frequent association is that between HCV infection and Lymphoproliferative disorders, particularly non-Hodgkin Lymphoma (NHL). 
Renal involvement is the most common severe manifestation of MC.  Renal manifestations of HCV include Type I membranoproliferative glomerulonephritis (MPGN), mesangial glomerulonephritis and focal and segmental glomerulonephritis.  
Several viruses have been linked to the development of cancer,  including HCV. 
HCC  is the most commonly associated cancer with HCV  as well as lymphoma, specifically diffuse	large	B-cell	non-Hodgkin’s	lymphoma. 
A wide variety of neurological manifestations have been shown to occur secondary to HCV. Most common neurological disorder is  “HCV Brain Syndrome”,  including fatigue, depression, cognitive impairment. 
In summary beyond the liver, HCV chronic infection should be analyzed as a multifaceted systemic disease. Some of these EHM result in significantly increased mortality. This in turn leads to appropriate screening, early treatment and better outcomes.
