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Essential Information for Managing This Clinical Challenge. 
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Autoimmune hepatitis is a chronic necroinflammatory liver disorder that tends to progress to cirrhosis and liver failure.1 It is associated with circulating autoantibodies, a selective increase in serum IgG and hypergammaglobulinemia. Autoimmune hepatitis was once known by different names, including autoimmune chronic active hepatitis, idiopathic chronic active hepatitis, and lupoid hepatitis, before it was evident that the condition was unrelated to systemic lupus erythematosus. 

Only in recent years has autoimmune hepatitis been more readily distinguished from viral hepatitis due to the advent of reliable diagnostic tests. However, it is important to remember that 5 percent of patients with autoimmune hepatitis have false-positive test results for hepatitis C virus antibodies, and 10 percent of patients with viral hepatitis have autoantibodies.2 As with other autoimmune diseases, autoimmune hepatitis has no known etiology and occurs in people with a genetic predisposition to autoimmunity. An immunologic attack is directed at hepatic cells triggered by a chemical or viral environmental factor. Autoimmune disease occurs in all age groups and predominantly in women, with men accounting for one-third of the patients with the disease.2 Presentation may be fulminant or subclinical with minimal liver enzyme elevation. 

Many cases of autoimmune hepatitis are untreated—or treatment begins too late—because the diagnosis is missed. Patients may be asymptomatic during acute phases of the disease process, and early recognition is vital to halt progression to liver failure. The diagnosis and management of autoimmune hepatitis is clinically challenging. Primary care providers must familiarize themselves with the insidious presentation of autoimmune hepatitis. This article outlines the immunopathogenesis of the disease, diagnosis and clinical features, treatment, and recommended follow-up. 

Immunopathogenesis 

Autoimmune hepatitis develops after exposure to some environmental agent, when an autoimmune response is triggered in a genetically predisposed host. This response is directed at liver antigens, thus causing a progressive necrosis and inflammation of hepatocytes that results in fibrosis and cirrhosis. Genotyping confirms that the disease is associated with specific loci in the HLA-DR region.3 Part of the genetic predisposition to autoimmune hepatitis is encoded in loci complement products, immunoglobulins and T-cell receptors. First-degree relatives of patients with autoimmune hepatitis have an increased prevalence of circulating autoantibodies.4 Familial studies have not proven whether there is a genetic basis for this trait or if the autoantibodies are an alternative manifestation of disease susceptibility. 

The presumed environmental triggers of autoimmune hepatitis are unknown. There is some evidence that autoimmune hepatitis may be a latent manifestation of a measles infection, a self-limiting case of acute viral hepatitis, or the Epstein-Barr virus.5-7 In the last decade, the medical literature has suggested that hepatitis B vaccination may cause chronic immunologic diseases, since hepatitis B virus is a reported cause of autoimmune problems.8 

The histopathologic appearance of a liver biopsy specimen is critical for diagnosis and staging of the disease. Autoimmune hepatitis is characterized histologically by infiltration of mononuclear cells of the portal triad and permeation to the surrounding lobule and beyond.1 The periportal lesion is often referred to as piecemeal necrosis. Fibrosis is present in all but the mildest cases of autoimmune hepatitis. In more severe cases, fibrosis connects portal and central areas (bridging necrosis) and ultimately results in cirrhosis.9 

There may be no correlation between clinical presentation and biopsy results. On biopsy, a severe clinical case may show only piecemeal necrosis without bridging or cirrhosis and an asymptomatic patient may already have established cirrhosis.1 In patients who achieve remission, whether spontaneously or pharmacologically, histopathology findings may regress to confined portal area inflammation or an inactive cirrhosis.9 

Diagnosis 

The diagnosis of autoimmune hepatitis is made by gathering a detailed history, performing a thorough physical examination, ruling out other causes of liver disease, and analyzing laboratory studies and liver biopsy results. Early diagnosis is paramount to improve quality of life, prolong survival and avoid liver transplantation. Clinical presentation may range from no symptoms to severe acute fulminant hepatitis. 

The most common presenting symptoms of autoimmune hepatitis include malaise, abdominal discomfort, arthralgias, pruritis, jaundice, hepatomegaly, and spider angiomas. In later stages, presentation may be associated with ascites or encephalopathy. Clinical, biochemical and histologic features are scored to aid in the diagnosis of autoimmune hepatitis . No single specific sign, symptom or serologic abnormality is diagnostic for autoimmune hepatitis.10 

Type I, or classic autoimmune hepatitis, is the most common autoimmune hepatitis in the United States, accounting for 4 percent of patients with chronic liver disease.11 Fifty percent to 80 percent of patients with type I autoimmune hepatitis have antinuclear antibodies, and 50 percent to 70 percent have anti-smooth muscle antibodies.11 This form of the disease is also associated with a high total protein with gamma globulin peak or an IgG greater than 1.5 times the norm (Table 3).2 

HLA-DR phenotypes are independent risk factors for autoimmune hepatitis and may aid in the identification and distinction of clinical and prognostic differences in type I autoimmune hepatitis patients.3 Patients with DR3 haplotype are younger, relapse more frequently on immunosuppressive therapy, and often develop end-stage liver disease and require transplantation.11 Patients with DR4 haplotype have higher serum immunoglobulin, more evidence of concurrent immunologic diseases, respond more readily to immunosuppressive therapy, and are more likely to remain in remission.11 

Type II autoimmune hepatitis is characterized by a lack of antinuclear antibodies and anti-smooth muscle antibodies with the presence of anti-liver-kidney microsome 1. These patients are primarily young girls between 2 and 14 years old with concomitant autoimmune diathesis. Prognosis is slightly poorer for type II autoimmune hepatitis.4 

Type III autoimmune hepatitis has been linked to anti-soluble liver antigen seroimmunologic marker.12 This subgroup presents clinically similar to type I disease, thus distinction offers little benefit diagnostically or therapeutically at this time.4 

A fourth subcategory has been identified as cryptogenic chronic hepatitis.12 This is an additional antinuclear antibody-negative variant of autoimmune hepatitis with no circulating autoantibodies. Affected patients possess an HLA phenotype abnormality that is similar to type I disease and have a similar prognosis to type I disease.12 

Treatment 

If left untreated, autoimmune hepatitis has a poor prognosis: a 10-year survival rate of only 10 percent.13 The goal of treatment involves immunosuppression to induce clinical, biochemical and histologic remission. The medication regimens for type I and type II autoimmune hepatitis are the same, involving prednisone alone or in conjunction with azathioprine. Patients who are treated prior to the onset of cirrhosis have a 10-year survival rate greater than 90 percent.11 Induction of remission by initial therapy is successful in approximately 80 percent of patients. Once immunosuppressive therapy is withdrawn, relapse is almost universal, with most patients requiring long-term maintenance therapy.14 

There are no firm guidelines for medication therapy in the treatment of autoimmune hepatitis. Recommendations for monotherapy and combination therapy of autoimmune hepatitis have been published. Prednisone alone is recommended for patients who are cytopenic, have a malignancy or are contemplating pregnancy (man or woman). Prednisone in doses exceeding 10 mg a day can cause osteoporosis, diabetes, hypertension, cataracts and psychosis after only 18 months of therapy. Prednisone and azathioprine in combination or azathioprine alone is recommended for patients with osteoporosis, Cushingoid features, diabetes or hypertension. 

Azathioprine alone should not be used to induce remission, and it takes several weeks to months to be effective. Therefore, it should be initiated only after diagnosis is confirmed. Azathioprine is superior to corticosteroids in maintaining remission for long-term therapy.2 High-dose therapy with azathioprine is associated with an increased cancer risk, which must be considered when treating young patients who require lifelong immunosuppression. 

Recent reports suggest that a sustained response to therapy not only halts the progression of the disease, but may reverse existing fibrotic changes.15 

Many new advances in the treatment of autoimmune hepatitis are under investigation. Cyclosporine, 6-mercaptopurine and methotrexate have been utilized as alternative immunosuppressive agents in the treatment of autoimmune hepatitis that is refractory to standard azathioprine therapy.16-18 Patients who do not respond or have relapse after withdrawal from corticosteroids may also be candidates for interferon.3 Most recently, research shows that ursodeoxycholic acid can improve liver function studies in patients with chronic hepatitis and reduce fatigue, nausea, heartburn, pruritis, pain and constipation.19 Ursodeoxycholic acid may also have cytoprotective properties by preserving hepatocytes from toxic bile acids. 

Patients with a refractory course of fulminant autoimmune hepatitis that progresses to end-stage liver disease require liver transplantation. The incidence of disease recurrence in the grafted liver is very low.11 

Follow-Up 

Once diagnosis of autoimmune hepatitis has been established and therapy is begun, patients should be evaluated every three to four weeks for clinical response. When clinical and serologic responses are achieved, patients should be reevaluated at least every 3 months. Assess histologic response to determine if remission has been induced by repeating liver biopsy after 18 months of therapy. Liver biopsy should be obtained sooner if you suspect a refractory progression of disease. 

Relevance to Practice 

Autoimmune hepatitis can be managed if you recognize it early and begin aggressive treatment to induce remission before progression to cirrhosis occurs. Autoimmune hepatitis is a clinical challenge we must diagnose and manage efficiently. 
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