Autoimmune Hepatitis

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, more appealing 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 <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 alternate-day
glucocorticoid therapy. Limited experience with budesonide in
noncirrhotic patients suggests that this steroid side effect—sparing
drug may be effective; however, the few randomized controlled trials
of budesonide have not consistently shown efficacy. Although



