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Case Report

Possible cholestatic hepatitis with clindamycin therapy: A case report
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Abstract

Introduction: Clindamycin is a lincosamide antibiotic that is effective against streptococci,
staphylococci, and anaerobic bacteria. Though it predominantly undergoes hepatic metabolism, no dose
adjustments are recommended for patients with hepatic dysfunction. Hepatotoxicity is a rare side effect
and even though transient elevation of liver enzymes has been reported, there are very few cases of
acute idiosyncratic liver injury. Case Presentation: A 49-year-old male from Sri Lanka, with no known
comorbidities, was treated with oral clindamycin for left lower limb cellulitis. He was investigated for
a low platelet count and was diagnosed to have chronic liver cell disease (CLCD) on day two of
admission following an ultrasound scan of the liver. On day four of treatment, the patient developed
deep icterus and asterixis. The serum aspartate aminotransferase (AST) and alanine aminotransferase
(ALT) levels rose from normal levels to 681 U/L and 1100 U/L respectively. Total bilirubin had risen
to 158.5 micromole/L with a high direct fraction of 116.1 micromole/L and alkaline phosphatase (ALP)
was 108 U/L. Drug induced liver injury (DILI) was suspected immediately and clindamycin treatment
was withheld. The patient’s symptoms improved over the next few days and the AST, ALT levels
dropped immediately and returned to normal within three weeks. Serum anti-nuclear antibody and anti-
mitochondrial antibody were negative. IgM antibodies for hepatitis A, C, E, and Epstein-Barr virus
were negative and the test for hepatitis B surface antigen was negative. The serum ferritin and
transferrin saturation were normal and there were no Kayser—Fleischer rings in the eyes. The urine
toxicology screen was negative. Conclusion: This case highlights a rare but important complication of
clindamycin treatment. Clinicians should be vigilant when starting clindamycin in a patient diagnosed
or suspected to have CLCD and such patients should be monitored for DILI. Early recognition of DILI
is essential and immediate discontinuation of drug is the most important intervention which alone can
lead to resolution of the injury.
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Introduction
Clindamycin is a lincosamide antibiotic that is Clindamycin undergoes hepatic = metabolism
used for the treatment of anaerobic, streptococcal, predominantly by cytochrome P450 3A4

and staphylococcal including community-
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and is able to reduce toxin production in toxin-

staphylococci [1,2].
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(CYP3AA4) to active and inactive metabolites. It is
excreted in urine and, to a lesser extent, in the bile
as metabolites [1]. No dose adjustments are
recommended for patients with hepatic
dysfunction receiving clindamycin even though

the half-life of the drug is prolonged [1].

The common side effects of clindamycin are
gastrointestinal including diarrhoea, vomiting,
anorexia, flatulence, and pseudomembranous
colitis caused by overgrowth of Clostridium
difficile [1]. Though transient elevation of liver
enzymes has been reported, there are few cases of
acute idiosyncratic liver injury [1,3]. Here we
present a patient who developed acute cholestatic
hepatitis after receiving oral clindamycin for left

lower limb cellulitis.

Case Report

A 49-year-old male from Sri Lanka presented with
fever for two days and left lower limb swelling and
pain. There were no respiratory or urinary
symptoms. He had no known comorbidities as he
was previously unscreened, and he had an allergy
to co-amoxiclav and cefuroxime which was
administered in a previous admission for a
respiratory tract infection. He had been a heavy
alcohol consumer but had abstained for over three
months. There was no history of substance or drug
abuse and no family history of liver disease. On
examination he was febrile, anicteric. The pulse
rate was 78 beats per minute, blood pressure was
120/70 mmHg. On auscultation, lungs were clear,
and abdomen was soft. A clinical diagnosis of left
lower limb cellulitis was made. The patient’s full
16.5x10°
cells/mm’® with neutrophil predominance of 85.8%
(Table 1). The random blood sugar was 348 mg/dL
and c-reactive protein was 78 mg/L. The liver

blood count showed leukocytosis

enzymes and serum bilirubin levels were normal
(Table 1). The patient was started on oral
clindamycin 300 mg, six hourly on day one of

The patient’s fever settled, and inflammatory
markers improved. He was further investigated for
the low platelet count and the ultrasound scan
abdomen on day two revealed chronic liver cell
disease (CLCD) with splenomegaly and mild
ascites. The patient developed deep icterus on day
four. The Glasgow Coma Score was 15/15 with
reversal of sleep cycle, a shortened attention span
The
and

and constructional apraxia.
(AST)

aminotransferase (ALT) had risen to 681 units/L

aspartate
aminotransferase alanine
and 1100 units/L respectively. Total bilirubin had
risen to 158.5 micromole/L. with a high direct
fraction of 116.1 micromole/LL and alkaline
phosphatase (ALP) was 108 U/L (Table 1). There
was no evidence of common bile duct dilatation in
the repeat ultrasound scan.

The other causes for liver injury were considered.
The three common causes for ALT to rise above
1000 units/L are ischemic hepatitis, viral hepatitis,
and toxins/drug overdose [4-5]. Our patient had a
stable blood pressure with a mean arterial pressure
above 90 mmHg throughout. Common causes of
viral hepatitis and autoimmune aetiology were
excluded. Serum anti-nuclear antibody and anti-
IgM
antibodies for hepatitis A, C, E, and Epstein-Barr

mitochondrial antibody were negative.

virus were negative and the test for hepatitis B
surface antigen was negative. The serum ferritin
and transferrin saturation were normal and there
were no Kayser—Fleischer rings in the eyes. The
urine toxicology screen was negative and there
was no history or evidence to suggest paracetamol/
drug overdose. Blood culture and urine cultures
were negative. Drug induced liver damage was
the of
symptoms (on day four of admission) and

suspected immediately with onset

clindamycin treatment was stopped.

The patient’s symptoms improved over the next
few days and the AST, ALT levels dropped

admission. immediately and returned to normal within three
weeks.
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Table 1: Biochemical parameters during hospital stay
Test 21/02/2023 26/02/2023 01/03/2023 09/03/2023
Full Blood Count
WBC (x107) 16.59 13.09
Neutrophils (x10°) 14.38 9.76
Neutrophils % 86.6 74.5
Haemoglobin (g/dl) 10.9 10.3
Platelets (x10°) 122 100
Renal Function Tests
Sodium (mmol/L) 140 129.9
Potassium (mmol/L) 4.8 3.1
Urea (mmol/L) 2.1 4.2
Creatinine (pumol/L) 78 91
Liver Enzymes and Liver Function Tests
AST (U/L) 56 681 149 46
ALT (U/L) 46.1 1100 539 42
ALP (U/L) 108
Total Bilirubin (umol/L) 8.6 158 266 20
Direct Bilirubin (umol/L) 116.1 172 14
Prothrombin Time 12.6 12.2
INR 1.2 1.2
Inflammatory Markers
CRP 78 59 32 8

WBC: White Blood Cells, AST: Aspartate aminotransferase, ALT: Alanine aminotransferase, INR:
International Normalization Ratio, APTT: Activated partial thromboplastin time, CRP: C Reactive Protein,

RBS: Random Blood Sugar

Ethical consideration

Ethical approval and consent to participate

Our institution does not require ethical approval
for reporting individual cases or case series.
Informed written consent was obtained from the
patient.

Patient’s consent for publication
Written informed consent was obtained from the
patient for publication of this case report.

Discussion

Drug induced liver injury (DILI) is categorized
into intrinsic and idiosyncratic, based on the
pathophysiological mechanisms [6]. Intrinsic
DILI by hepatotoxins such as acetaminophen are

typically dose dependent and have reproducible

animal models [7]. However, most of DILI seen in

clinical practice are termed “idiosyncratic” (i.e., a

mixture of characteristics unique to that individual)
as they are not clearly related to the dose, route, or

duration of drug administration [6].

As per Ostapowicz G, Fontana RJ et al,[§]
idiosyncratic DILI is a leading cause of acute liver
failure (ALF) in the United States of America and
is underdiagnosed due to the need to exclude other
causes of liver injury and demonstrate
improvement following drug discontinuation. As
idiosyncratic DILI presents with variable
laboratory, clinical, and histopathological features,
it is difficult to diagnose and study [6]. Therefore,
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until an objective and reliable confirmatory test is
developed, idiosyncratic DILI will remain a
“clinical diagnosis of exclusion” that requires a
high index of suspicion [9].

Patients should be investigated for viral hepatitis
(A, B, E), ischemic hepatitis, overdose of
paracetamol, and other hepatotoxic drugs, toxins,
and autoimmune hepatitis. Liver biopsy does not
provide a definitive diagnosis of DILI and is
primarily used to exclude other causes or support
an alternative diagnosis [10]. However, a biopsy is
recommended if autoimmune hepatitis is high on
the differential and if
medications are to be given [11].

immunosuppressive

In retrospect, a diagnosis of clindamycin induced
liver injury was made as: the adverse events were
detected four days after commencing the drug
regimen, both clinical and laboratory markers
improved after stopping the drug; the alternative
causes for liver injury were ruled out. The total
Naranjo Score was six which is in the probable
range [12] and the RUCAM score (Roussel Uclaf
Causality Assessment Method) was five which is
in the probable range (without re-exposure) [13].

Regarding treatment, some guidelines advocate
that coagulopathy, or
encephalopathy develops, N-Acetyl-Cysteine
(NAC) therapy should be considered, and a low
threshold maintained for consultation or transfer to

when  jaundice,

a liver transplant center [14]. Corticosteroids will
not improve overall survival in drug-induced,
indeterminate, or autoimmune ALF and were
associated with lower survival in patients with the
highest model for end- stage liver disease (MELD)
scores [15]. In our patient, intravenous NAC was
considered but there was a delay due to drug
unavailability and by the time it was available, the
AST and ALT levels had dropped, and the patient
improved. It was decided to observe the patient
without administering the drug.

Conclusion

This highlights a rare but important complication
of clindamycin treatment. Clinicians should be
vigilant when starting clindamycin in a patient
diagnosed or suspected to have CLCD. Cholestatic
hepatitis should be anticipated in such patients and
those treated as outpatients should be advised to
keep a look out for development of jaundice.
Patients treated inward should have their liver
enzymes monitored regularly in order to detect
cholestatic hepatitis early. Prompt recognition of
DILI is essential and immediate discontinuation of
drug is the most important intervention which
alone can lead to resolution of the injury.
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