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Ursodeoxycholic acid therapy in chronic active hepatitis
Malcolm C. Bateson

General Hospital, Bishop Auckland, County Durham, DL14 6AD, UK.

Summary: A 41 year old woman developed chronic active hepatitis with prominent cholestasis. She
was treated with prednisolone over 3 years with symptomatic benefit and improvement in serum
biochemistry. However, various steroid-related side effects were encountered and steatorrhoea eventually
occurred with very troublesome nocturnal diarrhoea. Therapy with ursodeoxycholic acid 750 mg daily was
started. Serum alanine aminotransferase and gamma-glutamyl transferase normalized for the first time
since her illness began. Steatorrhoea was abolished. There was good control ofsymptoms as prednisolone
therapy was gradually reduced. However, when prednisolone was completely withdrawn there was a
prompt biochemical deterioration. Addition of low-dose azathioprine has maintained normal blood tests
over 24 months without return of the original symptoms. There are no side effects of ursodeoxycholic acid
in subjects without gallstones and this agent may be effective treatment for cholestatic liver disease.

Introduction

Management of auto-immune chronic active
hepatitis is based on the appropriate use ofcortico-
steroids,"-3 perhaps with adjuvant azathioprine
therapy' 3 but treatment is often limited by side
effects and not all patients show a complete re-
sponse. A case is described in which ursodeoxy-
cholic acid (UDCA) produced symptom relief and
biochemical improvement where steroids alone
had not been completely successful.

Case report

The patient was a Caucasian female born in 1941.
In February 1983 she developed an acute illness
with lethargy, abdominal pain, vomiting, jaundice
and dark urine with pale stools. She gave an
additional history ofpruritis without skin rash over
the previous year. On examination she was jaun-
diced with right upper quadrant abdominal
tenderness but no stigmata of chronic liver failure.
Investigations showed a serum bilirubin of
55 tmol/l, alkaline phosphatase 160 IU/I, alanine
aminotransferase (ALT) 250 IU/1, gammagluta-
myl transferase (GT) 320 IU/I, albumin 31 g/l,
immunoglobulins IgG 34 g/l, IgA 5.9 g/l and IgM
1.1 g/l. Smooth muscle antibody was positive to a
titre of 1/40. Mitochondrial antibody and nuclear

antibody tests were negative. She was hepatitis B
surface antigen negative, and also negative for
anti-hepatitis A virus IgM fraction, Epstein-Barr
virus and cytomegalovirus antibodies. Serum fer-
ritin, caeruloplasmin and a-antitrypsin were nor-
mal, as was 25-OH cholecalciferol, though 25-OH
ergocalciferol was below the level of detection.
Haemoglobin was 12.6 g/dl, but prothrombin ratio
was 1.5 and the platelet count was 75 x 109/l, so a
percutaneous liver biopsy was deferred.

She had persistent malaise and abdominal dis-
comfort with fluctuant jaundice over the next few
months, and in September 1983 a percutaneous
liver biopsy was performed which showed the
presence of chronic active hepatitis with cirrhosis.
Although her serum bilirubin had fallen to
25 Cimol/l the other liver function tests remained
markedly abnormal. She was started on pred-
nisolone 15 mg daily with good control of symp-
toms over the succeeding 18 months. There was a
prompt sustained biochemical improvement,
which became normal apart from an ALT of
55-65 IU/I and aGT of 160-170 IU/I. Subsequent
reduction of the dose of prednisolone to 10 mg per
day in 1985 was accompanied by a relapse of
symptoms with malaise and abdominal discomfort,
but no deterioration ofliver function tests. She was,
therefore, maintained on 12.5 mg daily of pred-
nisolone, but this was associated with many prob-
lems. She developed persistent extensive tinea
versicolor, which was eradicated by a course of
ketoconazole. She also had recurrent vaginal can-
didiasis, managed by courses of clotrimazole.
There was weight gain from 58 to 69 kg, and she
developed such prominent ankle oedema that she
required maintenance diuretic therapy with
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frusemide and amiloride.
In 1987 she had gradually worsening diarrhoea

with yellow offensive stools, at least 4 times daily
and often up to 8 times daily. There was very
troublesome nocturnal diarrhoea. The plasma
glucose was normal, but the triolein breath test was
not, with an excretion ofcarbon '4CO2 of0.29% per
dose per millimol CO2 per kilogram body weight
(normal greater than 0.4%).
Because it was felt that she was suffering from

steatorrhoea resulting from deficient bile acids in
the intestinal lumen secondary to cholestatic liver
disease, she was started on ursodeoxycholic acid
750 mg daily in April 1987. Her diarrhoea was
completely abolished and she thereafter suffered
from intermittent mild constipation with bowel
actions daily or on alternative days. The triolein
breath test normalized at 0.43% when repeated
after 4 months on UDCA treatment. The serum
biochemistry became completely normal for the
first time and remained so over 6 months, during
which time the dose of prednisolone was gradually
reduced and eventually withdrawn. In addition, the
immunoglobulins also became normal for the first
time. Symptoms of the disease were completely
controlled and steroid side effects generally disap-
peared, but following a trivial fall at a time when
she was still receiving prednisolone 5 mg daily she
had multiple femoral fractures, attributed partly to
steroid-induced osteoporosis.
By November 1987 steroid therapy had been

completely withdrawn, but there was a prompt
biochemical relapse. ALT rose from 42 IU/I to
85 IU/I after 2 months and 555 IU/I after 4 months,
when her IgG also rose to 18.8 g/l. She was started
on azathioprine 150 mg daily, which was reduced
over 10 months to 25 mg daily because of neutro-
penia on higher doses. On this regime, together
with continued UDCA 750 mg daily, she has had
normal serum biochemistry for 24 months and has
had no relapse of symptoms.

Discussion

The aetiology of this patient's chronic active
hepatitis was auto-immune disease. Though treat-
ment with norethisterone was given for up to 4
months before this illness began, and this agent is
known to cause cholestatic liver disease,4 this
occurs early after commencement of such treat-
ment, is self-limiting, and has different histological
appearances.

Standard management of auto-immune chronic
active hepatitis is based on the use of prednisolone
together with specific treatment of other problems
as they arise. Replacement therapy for fat-soluble
vitamin deficiencies is useful in therapy, but prob-
ably not as prophylaxis. Management of pruritus
has been difficult but cholestyramine, terfenadine
and phototherapy have all been employed. Aza-
thioprine may be useful as an adjunct to reduce the
requirement for steroid treatment. Liver transplant
may be indicated for severe disease and offers the
only possibility of a cure. Although other agents
such as cyclosporin have been proposed,5 potential
toxicity limits usefulness.

In cholestasis there is an accumulation of native
bile acids in the serum which may explain pruritis;
there is intra-hepatic blue acid recycling which may
perpetuate and exacerbate liver cell injury; and
there is defective secretion of bile acid into the
intestine which may cause steatorrhoea.6'7 Dilution
of the apparently more toxic native bile acids with
UDCA therapy may be expected to improve all
these factors.8 UDCA has been used in manage-
ment of primary biliary cirrhosis,9-" sclerosing
cholangitis'2 and chronic active hepatitis,'0,13
though some ofthe initial experience was merely an
anecdotal, incidental to the management of gall-
stone disease. The case described suggests that
UDCA is of general benefit in cholestatic liver
disease, though occasional adverse effects are a
possibility.14
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