a subgroup of patients with autoimmune hepatitis has histologic, biochemical, and serologic features overlapping those of primary biliary
cirrhosis (Chap. 365).
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The mainstay of management in autoimmune hepatitis is glucocorticoid therapy. Several controlled clinical trials have documented
that such therapy leads to symptomatic, clinical, biochemical, and
histologic improvement as well as increased survival. A therapeutic
response can be expected in up to 80% of patients. Unfortunately,
therapy has not been shown in clinical trials to prevent ultimate progression to cirrhosis; however, instances of reversal of fibrosis and cirrhosis have been reported in patients responding to treatment, and
rapid treatment responses within 1 year do translate into a reduction
in progression to cirrhosis. Although some advocate the use of prednisolone (the hepatic metabolite of prednisone), prednisone is just as
effective and is favored by most authorities. Therapy may be initiated
at 20 mg/d, but a popular regimen in the United States relies on an
initiation dose of 60 mg/d. This high dose is tapered successively over
the course of a month down to a maintenance level of 20 mg/d. An
alternative, but equally effective, approach is to begin with half the
prednisone dose (30 mg/d) along with azathioprine (50 mg/d). With
azathioprine maintained at 50 mg/d, the prednisone dose is tapered
over the course of a month down to a maintenance level of 10 mg/d.
The advantage of the combination approach is a reduction, over the
span of an 18-month course of therapy, in serious, life-threatening
complications of steroid therapy (e.g., cushingoid features, hypertension, diabetes, osteoporosis) from 66% down to under 20%. Genetic
analysis for thiopurine S-methyltransferase allelic variants does not
correlate with azathioprine-associated cytopenias or efficacy and
is not assessed routinely in patients with autoimmune hepatitis. In
combination regimens, 6-mercaptopurine may be substituted for its
prodrug azathioprine, but this is rarely required. Azathioprine alone,
however, is not effective in achieving remission, nor is alternateday glucocorticoid therapy. Limited experience with budesonide in
noncirrhotic patients suggests that this steroid side effect−sparing
drug may be effective. Although therapy has been shown to be effective for severe autoimmune hepatitis (AST ≥10 × the upper limit of
normal or ≥5 × the upper limit of normal in conjunction with serum
globulin greater than or equal to twice normal; bridging necrosis
or multilobular necrosis on liver biopsy; presence of symptoms),
therapy is not indicated for mild forms of chronic hepatitis, and the
efficacy of therapy in mild or asymptomatic autoimmune hepatitis
has not been established.
Improvement of fatigue, anorexia, malaise, and jaundice tends
to occur within days to several weeks; biochemical improvement
occurs over the course of several weeks to months, with a fall in
serum bilirubin and globulin levels and an increase in serum albumin. Serum aminotransferase levels usually drop promptly, but
improvements in AST and ALT alone do not appear to be reliable
markers of recovery in individual patients; histologic improvement, characterized by a decrease in mononuclear infiltration
and in hepatocellular necrosis, may be delayed for 6−24 months.
Still, if interpreted cautiously, aminotransferase levels are valuable
indicators of relative disease activity, and many authorities do not
advocate for serial liver biopsies to assess therapeutic success or
to guide decisions to alter or stop therapy. Rapidity of response
is more common in older patients (≥69 years) and those with HLA
DBR1*04; although rapid responders may progress less slowly to cirrhosis and liver transplantation, they are no less likely than slower
responders to relapse after therapy. Therapy should continue for at
least 12−18 months. After tapering and cessation of therapy, the
likelihood of relapse is at least 50%, even if posttreatment histology has improved to show mild chronic hepatitis, and the majority of patients require therapy at maintenance doses indefinitely.
Continuing azathioprine alone (2 mg/kg body weight daily) after
cessation of prednisone therapy has been shown to reduce the
frequency of relapse. Long-term maintenance with low-dose prednisone (≤10 mg daily) has also been shown to keep autoimmune
hepatitis in check, but maintenance azathioprine is more effective
in maintaining remission.

Chronic Hepatitis

DIFFERENTIAL DIAGNOSIS
Early during the course of chronic hepatitis, autoimmune hepatitis may
resemble typical acute viral hepatitis (Chap. 360). Without histologic
assessment, severe chronic hepatitis cannot be readily distinguished
based on clinical or biochemical criteria from mild chronic hepatitis.
In adolescence, Wilson’s disease (Chaps. 365 and 429) may present
with features of chronic hepatitis long before neurologic manifestations
become apparent and before the formation of Kayser-Fleischer rings
(copper deposition in Descemet’s membrane in the periphery of the
cornea). In this age group, serum ceruloplasmin and serum and urinary
copper determinations plus measurement of liver copper levels establish
the correct diagnosis. Postnecrotic or cryptogenic cirrhosis and primary
biliary cirrhosis (Chap. 365) share clinical features with autoimmune
hepatitis, and both alcoholic hepatitis (Chap. 363) and nonalcoholic
steatohepatitis (Chap. 367e) may present with many features common to autoimmune hepatitis; historic, biochemical, serologic, and
histologic assessments are usually sufficient to allow these entities to
be distinguished from autoimmune hepatitis. Of course, the distinction between autoimmune and chronic viral hepatitis is not always
straightforward, especially when viral antibodies occur in patients with
autoimmune disease or when autoantibodies occur in patients with
viral disease. Furthermore, the presence of extrahepatic features such as
arthritis, cutaneous vasculitis, or pleuritis—not to mention the presence
of circulating autoantibodies—may cause confusion with rheumatologic
disorders such as rheumatoid arthritis and systemic lupus erythematosus. The existence of clinical and biochemical features of progressive
necroinflammatory liver disease distinguishes chronic hepatitis from
these other disorders, which are not associated with severe liver disease.
Rarely, hepatic venous outflow obstruction (Budd-Chiari syndrome)
may present with features suggestive of autoimmune hepatitis, but painful hepatomegaly, ascites, and vascular imaging provide distinguishing
diagnostic clues. Other diagnostic considerations would include celiac
disease and ischemic liver disease, which would be readily distinguishable by clinical and laboratory features from autoimmune hepatitis.
Finally, occasionally, features of autoimmune hepatitis overlap
with features of autoimmune biliary disorders such as primary biliary
cirrhosis, primary sclerosing cholangitis (Chaps. 365 and 369), or,
even more rarely, mitochondrial antibody-negative autoimmune cholangitis. Such overlap syndromes are difficult to categorize, and often
response to therapy may be the distinguishing factor that establishes
the diagnosis.
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CHAPTER 362

DIAGNOSTIC CRITERIA
An international group has suggested a set of criteria for establishing
a diagnosis of autoimmune hepatitis. Exclusion of liver disease caused
by genetic disorders, viral hepatitis, drug hepatotoxicity, and alcohol
are linked with such inclusive diagnostic criteria as hyperglobulinemia,
autoantibodies, and characteristic histologic features. This international group has also suggested a comprehensive diagnostic scoring
system that, rarely required for typical cases, may be helpful when
typical features are not present. Factors that weigh in favor of the diagnosis include female gender; predominant aminotransferase elevation;
presence and level of globulin elevation; presence of nuclear, smooth
muscle, LKM1, and other autoantibodies; concurrent other autoimmune diseases; characteristic histologic features (interface hepatitis,
plasma cells, rosettes); HLA-DR3 or -DR4 markers; and response to
treatment (see below). A more simplified, more specific scoring system
relies on four variables: autoantibodies, serum IgG level, typical or
compatible histologic features, and absence of viral hepatitis markers.
Weighing against the diagnosis are predominant alkaline phosphatase
elevation, mitochondrial antibodies, markers of viral hepatitis, history
of hepatotoxic drugs or excessive alcohol, histologic evidence of bile
duct injury, or such atypical histologic features as fatty infiltration,
iron overload, and viral inclusions.

TREATMENT
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