JCI] MCR Journal of

www.jcimcr.org

OPEN AccEss Clinical Images and Medical Case Reports

Short Report

ISSN 2766-7820

Open Access, Volume 5

A case of amoxicillin/clavulanate induced prolonged
cholestatic liver injury: Case report

Zelalem Mulu**; Yohannes Birhanu?

1Department of Internal Medicine, Felege Hiwot Comprehensive Specialized Hospital, Bahirdar, Ethiopia.
2Department of Gastroenterology and Hepatology, School of Medicine, Addis Ababa University, Addis Ababa, Ethiopia.

*Corresponding Author: Zelalem Mulu
Department of Internal Medicine, Felege Hiwot
Comprehensive Specialized Hospital, Bahirdar,
Ethiopia.

Email: zmlaew@gmail.com

Received: Oct 17, 2024

Accepted: Nov 07, 2024

Published: Nov 14, 2024

Archived: www.jcimcr.org

Copyright: © Mulu Z (2024).

DOI: www.doi.org/10.52768/2766-7820/3342

Introduction

Drug-Induced Liver Injury (DILI) is common and nearly all

Abstract

Drug induced liver injury is an acute or chronic response to a variety
of medications, herbal supplements and natural compounds. The pat-
tern of injury could be hepatocellular, cholestatic, or mixed depending
on the ratios of alanine aminotransferase and alkaline phosphatase up-
per limit elevations (R value). Cholestatic injury is characterized by an R
value of <2. One of the antibiotic causes of cholestatic injury is amoxi-
cillin/clavulanate. Symptoms are non-specific which makes laboratory
evaluation or imaging important to exclude potential underlying liver
problems. Prolonged symptoms can happen in cholestatic than hepa-
tocellular injury. Discontinuation of the offending drug is the treatment
in addition to supportive care. Avoidance of re-challenge is also impor-
tant.

Keywords: Cholestasis; Drug induced liver injury; Genetic suscep-
tibility.

Abbreviations: ALP: Alkaline Phosphatase; ALT: Alanine Amino-
transferase; ANA: Anti-Nuclear Antibody; Anti-LKM: Anti-Liver-Kidney

Microsomal Antibody; ASMA: Anti-Smooth Muscle Antibody; AST: As-
partate Transferase; DILI: Drug-Induced Liver Injury.

symptoms (fatigue, fever, anorexia, weakness, vomiting, chills,
right upper quadrant pain, pruritus, skin rash, etc.) to severe

classes of medications can cause liver disease. Most cases of
DILI are benign, and improve after drug withdrawal. It is impor-
tant to recognize and remove the offending agent as quickly as
possible to prevent the progression to chronic liver disease and/
or acute liver failure. There are no definite risk factors for DILI,
but pre-existing liver disease and genetic susceptibility may
predispose certain individuals [1]. Drug induced cholestatic
liver disease is a subtype of liver injury that is characterized by
predominant elevations of alkaline phosphatase and bilirubin
secondary to the administration of a hepatotoxic agent [2].
Cholestatic DILI can manifest clinically in a range of presenta-
tions, including asymptomatic ALP elevation, mild non-specific

protracted jaundice, ascites, coagulopathy, and encephalopa-
thy [3]. The use of the offending drug must be stopped as soon
as DILI is suspected [4].

Case discussion

This is a 37yr old female patient from Addis Ababa, Ethio-
pia who presented with yellowish discoloration of the eyes of
4 months duration after she took “Augumentin” for the treat-
ment of Pneumonia at a local health center. She also had pruri-
tus, loss of appetite, urine color change (dark urine) and weight
loss. There was no family history of liver disease and no known
chronic medical illness. Physical examination was remarkable
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for deeply icteric sclera. Laboratory work up initially showed
normal CBC, coagulation profile, and RFT. Liver enzymes deter-
mination were ALT-549, AST-329, and ALP-1788. R value was <2.
Serum total bilirubin was 5.5 mg/dL with the direct fraction be-
ing 4.4 mg/dL. Albumin=3.1 gm/dL. RBS-130 mg/dL. Hepatitis
panels were negative. HIV test was negative. Autoantibody ti-
ters (ANA, ASMA, anti-LKM, and AMA) were negative. Serum IG
G level was normal. Urine HCG test was negative. Doppler ultra-
sound of hepatic and portal veins were normal. The background
liver was normal with no evidence of biliary dilatation, cirrhosis,
and ascites. Gall bladder was normal on ultrasound evaluation.
Abdominal CT scan was done as the hospital was not having
MRCP and it turned out to be normal. With the above data the
patient was serially evaluated with liver enzymes and bilirubin.
Finally after 7 months of the initial drug intake the liver en-
zymes, bilirubin, and clinical symptoms all resolved. The patient
was further advised not to take augumentin in the future. Pred-
nisolone was given initially. Later it was tapered to be discontin-
ued after 1 month as autoimmune marker results turned out to
be negative. Liver enzymes and bilirubin finally normalized after
3 months of follow up (Table 1).

“/ Table 1: Trend of liver enzymes and bilirubin during follow up. \\‘
\_ J
Liver enzymes and Bilirubin At After 1 After 3
(normal range) diagnosis month months
AST (5-401U/L) 321 116 28
ALT (0-451U/L) 549 171 27
ALP (30-1201U/L) 1788 562 106
BIL-T (0.1-1.2 mg/Dl) 55 23 0.6
BIL-D (<0.3 mg/Dl) 4.4 0.67 0.13
Discussion

Amoxicillin/clavulanate is a synthetic penicillin that is cur-
rently commonly used, especially for the treatment of respira-
tory and cutaneous infections. In general, it is a well-tolerated
oral antibiotic. However, amoxicillin/clavulanate can cause ad-
verse effects, mainly cutaneous, gastrointestinal, hepatic and
hematologic, in some cases [5]. Cholestatic DILI is defined as an
elevation of alkaline phosphatase greater than twice the normal
level and/or an alanine aminotransferase/alkaline phosphatase
ratio less than 2 [6]. The clinical presentation of cholestatic
DILI is variable, ranging from asymptomatic elevation in ALP to
symptoms of jaundice, pruritus, and fever. Unfortunately, there
are no serologic markers that can reliably diagnose DILI, and
therefore a thorough history is necessary regarding use of pre-
scription and over-the-counter medications as well as vitamin
and herbal supplements, along with the timing of when these
products were used [7]. Some drugs can lead to chronic cho-
lestasis with prolonged jaundice and features resembling Pri-
mary Biliary Cirrhosis (PBC), such as xanthomas, pruritus, and
melanoderma. In contrast with PBC, these drug-induced forms
are generally considered benign, because in most instances
they eventually resolve [8]. Diagnosis is made further difficult
as DILI follows diagnosis by exclusion [9]. The first and most im-
portant therapeutic measure when DILI is suspected is the im-
mediate withdrawal of all possible causative agents and avoid-
ance of rechallenge [10]. Spontaneous recovery is seen in most
patients with DILI; nonetheless, close clinical and biochemical
monitoring is vital [11].

Conclusion

Cholestatic DILI diagnosis and management can be a chal-
lenge as there are many differential diagnosis. Recognition then
removal of the offending drug is the vital step in the manage-
ment. Follow up of biochemical parameters is important.

Declarations

Data sharing: Supporting data for the current case report are
available from the corresponding author on reasonable request.

Informed consent and ethical approval: Prior to data collec-
tion, written informed consent was acquired from the patient
after the studies had been well explained. The case report was
approved by the Research Ethics Review Committee of the hos-
pital.

Disclosure: The authors report no conflicts of interest in this
work.

References

1. David S, Hamilton JP. Drug-induced Liver Injury. US Gastroen-
terol Hepatol Rev. 2010; 6: 73-80.

2. Kullak-Ublick GA. Drug-Induced Cholestatic Liver Disease. Lan-
des Bioscience. 2013. https://www.ncbi.nlm.nih.gov/books/
NBK6102/.

3. Pinazo-Bandera JM, Toro-Ortiz JP, Andrade RJ, Garcia-Cortés M.
Drug-induced cholestasis: causative agents and challenges in di-
agnosis and management. Explor Dig Dis. 2023; 2(5): 202-222.
doi:10.37349/edd.2023.00027.

4. Teschke R. Treatment of Drug-Induced Liver Injury. Biomedi-
cines. 2022; 11(1): 15. doi:10.3390/biomedicines11010015.

5. Beraldo DO. Acute cholestatic hepatitis caused by amoxicillin/
clavulanate. WJG. 2013; 19(46): 8789. doi:10.3748/wjg.v19.
i46.8789.

6. Ferreira |, Gouveia C, Vasques C, Faria C, Pedroso A. Drug-In-

duced Liver Injury Caused by Amoxicillin/Clavulanate. Cureus.
2020; 23. doi:10.7759/cureus.12234.

7. Sundaram V, Bjoérnsson ES. Drug-induced cholestasis. Hepatol-
ogy Communications. 2017; 1(8): 726-735. doi: https://doi.
org/10.1002/hep4.1088.

Lewis JH, Zimmerman HJ. Drug- and Chemical-Induced Cholesta-
sis. Clinics in Liver Disease. 1999; 3(3): 433-464. d0i:10.1016/
$1089-3261(05)70079-9.

9. Allison R, Guraka A, Shawa IT, Tripathi G, Moritz W, et al. Drug
induced liver injury - a update. Journal of Toxicology and Envi-
ronmental Health, Part B. 2023; 26(8): 442-467. doi:10.1080/10
937404.2023.2261848.

10.  Pinazo-Bandera JM, Toro-Ortiz JP, Andrade RJ, Garcia-Cortés M.
Drug-induced cholestasis: causative agents and challenges in di-
agnosis and management. Explor Dig Dis. 2023; 2(5): 202-222.
doi:10.37349/edd.2023.00027.

Hosack T, Damry D, Biswas S. Drug-induced liver injury: A
comprehensive review. Therap Adv Gastroenterol. 2023; 16.
doi:10.1177/17562848231163410.

www.jcimcr.org

Page 2



