AUGMENTIN-INDUCED CHOLESTATIC JAUNDICE - A

CASE REPORT

I Yap, K A Gwee, A Wee

ABSTRACT

A case of cholestatic jaundice following treatment with Augmentin is reported. The awareness of hepatotoxicity due to drug
should help to avoid unnecessary invasive procedures in the evaluation of this reversible condition.
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INTRODUCTION

Augmentin, a semisynthetic, penicillin-B-lactamase inhibitor,
is a combination drug of clavulanate and amoxyciilin. it has
been widely prescribed in Singapore since 1983 with few ad-
verse effects. Hepatotoxicity is rare and up to March 1990,
165 cases have been reported directly to SK Beecham (per-
sonal communication). However, recognition of.this infre-
quent association is important in the management of patients.
We report a case of reversible cholestatic jaundice fellowing
Augmentin administration.

CASE REPORT

A 33-year-old Indian foreman presented to the surgical depart-
ment with acute pancreatitis following an alcohol binge. He
has been taking 4-5 bottles of beer daily for the past 30 years.
A known diabetic for 13 years, he has been put on insulin
therapy for the last 6 years. A left kidney stone was removed 3
years ago. There was no past history of biliary colic. At pres-
entation, his liver function tests were quitc normal apart from
a slightly elevated gamma glutamy! transferase (GGT) of 152
v/l (normal <80 uw/l). Ulrasonography as well as computed
axial tomography of the abdomen showed a normal liver with
no biliary tract dilatation or gall stones but a bulky pancreas
which had patchy areas of decreased attenuation compatible
with acute pancreatitis. His serum cholesterel, trigtyceride and
calcium levels were normal. He was treated with bowel rest,
intravenous gemtamicin 60 mg 8 hourly, metronidazole 500
mg 8 hourly, ranitidine 50 mg 8 hourly and sublingual
buprenorphine 0.2 mg tds pm.

He improved gradually but had prolonged ileus and deliri-
um from day 3. After a psychiatric review, he was started on
librium 10 mg tds and diazepam 3 mg bd and 10 mg at night
from day 5. He became drowsy and more confused and
diazepam was reduced to once a night.

One day 10, he was seen by a hepatologist for query he-
patic encephalopathy. He had fever, a raised white counl,

Department of Medicine
National University of Singapore
Singapore 0511

1Yap. MBBS, M Med (Int Med), FAMS
Associate Professor

Department of Pharmacology
National University of Singapore

K A Gwee, MBBS. M Med (Int Med), MRCP
Lecturer

Department of Pathology
National University of Singapore

A Wee, MBBS, FRCPA, MRCPath, FAMS
Associate Professor

Correspondence to : Associate Prof I Yap

464

SINGAPORE MED J 1993; Vol 34: 464-465

clinical and radiological evidence of a left basal pneumenia.
He was taken off metronidazole, gentamicin, librium and
diazepam and started on intravenous Augmentin 1.2 gm tds
and chest physiotherapy. Coffee ground gastric aspirate was
noted and gastroduodenoscopy confirmed acute haemorrhagic
gastric erosions. There was however no hypotension or evi-
dence of disseminated intravascular coagulopathy.

The blood and sputum culture results were negative, His
sensorium improved and he responded to antibiotic treatment.
The diabetes was well controlled.

However, on day 16 (day 6 of Augmentin therapy) he
became jaundiced and serum bilirubin rose to 69 umol/1 (N<33)
with conjugated fraction of 51 umol/l, alkaline phosphatase
(SAP) of 324 v/l (N<125), aspartate transniinase (AST) of 56
u/1 (N<40) and GGT of 358 u/l (N<80). There was no fever or
tender hepatosplenomegaly. Tests for hepatitis A and B mark-
crs, antinuclear factor, anti-mitochondrial antibody and anti-
smooth muscle antibody were negative. His while cell counts
improved with no eosinophilia. Repeat abdominal ultrasound
study showed normal liver echogenicity with no dilatation of
bihary iree.

On day 21(day 11 of Augmentin therapy) his SAP and
GGT levels rose to 430 u/l and 578 u/l respectively. However,
the patient was asymptomatic, his jaundice had resolved with
normal bilirubin, serum AST and ALT and chest infection was
resolving. Endoscopic retrograde cholangiopancreatogram

(ERCP) showed no cvidence of mechanical obstruction with

normal commoen bile duct and intrahepatic ducts. A
percutaneous liver biopsy was performed. Histelogical exami-
nation showed marked centrilobular cholestasis with feathery
degeneration of the hepatocytes. Intracanalicular bile plugs
were evident (Fig 1). The lobules showed a mild chronic in-
flammatory cellular infiltrate and Kupffer cell proliferation.
The portal tracts were expanded. There was a mixed inflam-
matory cellular portal infiltrate accompanied by ductular pro-
lifcration and some degree of fibrosis (Fig 2). However, the
interlobular bile ducts were intact. There was no evidence of
bile infarcts, steatohepatitis, mallory bodies or centrilobular
fibrosis.

Augmentin was thought to be the possible cause of
cholestasis and was stopped. His chest infection had resolved
by then and the liver function tests improved slowly without
any treatment after Augmentin was withdrawn. He was dis-
charged with ranitidine and insulin therapy. At follow up 5
weeks later, he was well and the liver function tests were
normal.

DISCUSSION

Penicillins have long been rccognised to cause liver injury!™
with native penicillins preducing cytotoxic or hepatitic type of
injury. This injury is usually subclinical. Recently, overi cholestatic
injury has been reported though uncornmon, with both native and
semisynthetic 8-lactamase resistant penicillins®®. Chelestatic hep-
atitis and less commonly acute cylolytic or mixed pattern hep-



Fig 1 - The parenchyma shewed centrilebular cholestasis
with feathery degeneration of the hepatocytes.
{Haematoxylin & Eesin, x 250).

atitis due to Augmentin have also been reported™?, All cases
had reversal of hepatic dysfunction upon cessation of the drug.
So far, there was no clinical evidence of hepatic failure in
reported cases as in our patient.

The mechanism of hepatic dysfunction caused by
Augmentin is unclear and unpredictable. It is probably idio-
syncratic and immunologically based as in other penicillins.
Fever and eosinophilia had been observed in some reports of
Augmentin hepatotoxicity suggesting a hypersensitivity phe-
nomenon'”. Augmentin hepatotoxicity may be due either o
clavulanic acid alone or 1o a combination of the iwo compo-
nents though hepatic dysfunction due to amoxycillin alone is
very rare!). Smith et al postulated that the clavulanic acid
moiety is likely to be the component associated with cholestasis
as rechallenge with amoxycillin had no effect on their patients
who developed Augmentin hepatotoxicity!'?,

Our patient had no history of penicillin hypersensitivity
and had not received Augmentin previously. A causal rela-
tionship between the use of Augmentin and cholestatic liver
disease within a week of receiving the drug seems highly
probable. None of the other drugs which he had or disease
process are likely 10 cause cholestatic jaundice. Jaundice due
to severe bacterial infection usually showed a pattem of high
conjugated hyperbilirubinemia in the presence of dispropor-
tionately low SAP which was not the case in this patient!!®,
Tests for autoantibodies, hepatitis A and B were negative. No
biliary tract obstruction was shown in the ultrasound study
and ERCP and his SAP was rising till Augmentin was with-
drawn. Although he is a heavy drinker, liver histology re-
vealed no evidence of acute or chronic alcoholic liver discase.
He recovered completely within 6 weeks of discontinuation
of Augmentin. Literature review shows no documentation of
predisposition of chronic alcohol ingestion to Augmentin
hepatotoxicity. Advancing age, prolonged treatment may in-
fluence susceptibility and a slight male predominance was noted
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Fig 2 - The portal tracts were expanded. Note mixed
inflammatory cellular infiltrate and ductular proliferation.
{(Haematoxylin & Eosin , x 250).

in previous reports™®. Fever and eosinophilia documented in
some cases of Augmentin hepatotoxicity were absent in our
patient.

This case illustrates the necessity and importance of con-
sidering drug-associated hepatic reactions in the management
of a jaundiced patient with a complicated clinical setting. Ear-
ly recognition with prompt discontinuation of the offending
agent will prevent further hepatic compromise, avoid invasive
diagnostic procedures, ameliorate symptoms early and hasten
the resolution of the illness.
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