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Annotation 

Autoimmune hepatitis is a chronic disorder characterized by continuing 

hepatocellular necrosis and inflammation, usually with fibrosis, which can progress 

to cirrhosis and liver failure. When fulfilling criteria of severity, this type of chronic 

hepatitis, when untreated, may have a 6-month mortality of as high as 40%. Based 

on contemporary estimates of the natural history of treated autoimmune hepatitis, 

the 10-year survival is 80–90%. The prominence of extrahepatic features of 

autoimmunity as well as seroimmunologic abnormalities in this disorder supports an 

autoimmune process in its pathogenesis; this concept is reflected in the labels lupoid, 

plasma cell, or autoimmune hepatitis. Autoantibodies and other typical features of 

autoimmunity, however, do not occur in all cases; among the broader categories of 

“idiopathic” or cryptogenic chronic hepatitis, many, perhaps the majority, are 

probably autoimmune in origin. 
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Laboratory features of autoimmune hepatitis are similar to those seen in chronic viral 

hepatitis. Liver biochemical tests are invariably abnormal but may not correlate with 

the clinical severity or histopathologic features in individual cases. Many patients 

with autoimmune hepatitis have normal serum bilirubin, alkaline phosphatase, and 

globulin levels with only minimal aminotransferase elevations. Serum AST and 

ALT levels are increased and fluctuate in the range of 100–1000 units. In severe 

cases, the serum bilirubin level is moderately elevated [51–171 µmol/L (3–10 

mg/dL)]. Hypoalbuminemia occurs in patients with very active or advanced disease. 

Serum alkaline phosphatase levels may be moderately elevated or near normal. In a 

small proportion of patients, marked elevations of alkaline phosphatase activity 
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occur; in such patients, clinical and laboratory features overlap with those of primary 

biliary cirrhosis. The prothrombin time is often prolonged, particularly late in the 

disease or during active phases. 

Hypergammaglobulinemia (>2.5 g/dL) is common in autoimmune hepatitis. 

Rheumatoid factor is common as well. As noted above, circulating autoantibodies 

are also prevalent.The most characteristic are ANAs in a homogeneous staining 

pattern. Smooth-muscle antibodies are less specific, seen just as frequently in 

chronic viral hepatitis. Because of the high levels of globulins achieved in the 

circulation of some patients with autoimmune hepatitis, occasionally the globulins 

may bind nonspecifically in solid-phase binding immunoassays for viral 

antibodies.This has been recognized most commonly in tests for antibodies to 

hepatitis C virus, as noted above. In fact, studies of autoantibodies in autoimmune 

hepatitis have led to the recognition of new categories of autoimmune hepatitis.                                                   

Type I autoimmune hepatitis is the classic syndrome occurring in young women, 

associated with marked hyperglobulinemia, lupoid features, circulating ANAs, and 

HLA-DR3 or HLA-DR4. Also associated with type I autoimmune hepatitis are 

autoantibodies against actin as well as atypical perinuclear antineutrophilic 

cytoplasmic antibodies (pANCA). 

Type II autoimmune hepatitis, often seen in children, more common in 

Mediterranean populations, and linked to HLA-DRB1 and HLA-DQB1 haplotypes, 

is associated not with ANA but with anti-LKM. Actually, anti-LKM represent a 

heterogeneous group of antibodies. In type II autoimmune hepatitis, the antibody is 

anti-LKM1, directed against cytochrome P450 2D6. This is the same anti-LKM seen 

in some patients with chronic hepatitis C. Anti-LKM2 is seen in drug-induced 

hepatitis, and anti-LKM3 is seen in patients with chronic hepatitis D. Another 

autoantibody observed in type II autoimmune hepatitis is directed against liver 

cytosol formiminotransferase cyclodeaminase (anti-liver cytosol 1). Another type of 

autoimmune hepatitis has been recognized, type III autoimmune hepatitis. These 

patients lack ANA and anti-LKM1 but have circulating antibodies to soluble liver 

antigen/liver pancreas antigen. Most of these patients are women and have clinical 

features similar to, perhaps more severe than, those of patients with type I 

autoimmune hepatitis. Whether type III autoimmune  hepatitis actually represents a 
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distinct category or is part of the spectrum of type I autoimmune hepatitis remains 

controversial, and this subcategory has not been adopted by a consensus of 

international experts. 

All in all, autoimmune hepatitis is a liver disease that happens when the body's 

immune system attacks the liver. This can cause swelling, irritation and damage to 

the liver. The exact cause of autoimmune hepatitis is unclear, but genetic and 

environmental factors appear to interact over time to trigger the disease. 
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