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OVERVIEW

Introduction
Cetuximab is a chimeric mouse-human monoclonal antibody to the human epidermal growth factor (EGF) 
receptor which is used in the treatment of metastatic colon and head and neck cancers. Cetuximab has been 
linked to mild and transient serum enzyme elevations during therapy, but has not been implicated in cases of 
clinically apparent acute liver injury.

Background
Cetuximab (se tux’ i mab) is a chimeric mouse-human monoclonal IgG1 kappa antibody to the human 
epidermal growth factor (EGF) receptor which is present on many normal cell types and is overexpressed in 
several forms of cancer. Cetuximab has been shown to prolong survival in patients with EGF receptor expressing 
and wild type KRAS expressing colorectal cancer. Cetuximab has also been shown to be effective in patients with 
squamous cell carcinoma of the head and neck. Cetuximab was approved for use the United States in 2004 and 
current indications include metastatic colorectal and head and neck cancer usually in combination with other 
antineoplastic agents or radiation therapy. Cetuximab is available in liquid solution of 100 and 200 mg in single 
dose vials (2 mg/mL) under the brand name Erbitux. The recommended regimen is 400 mg/m2 by intravenous 
infusion initially and 250 mg/m2 weekly thereafter. Common side effects include infusion reactions 
(premedication with antihistamines is recommended), chills, fever, acne, skin rash, fatigue, headache and 
diarrhea. Less common but potentially serious side effects include severe cutaneous reactions, infections, acute 
renal failure, pulmonary embolus and cardiopulmonary arrest.

Hepatotoxicity
Publications on the large scale trials of cetuximab, rates of ALT elevations and clinically apparent liver injury 
were usually not mentioned. In a study of squamous cell carcinoma of the head and neck, some degree of ALT 
elevation was reported in 45% of persons receiving cetuximab and radiation therapy versus 22% of those 
receiving radiation alone, but elevations above 5 times the ULN were rare (2% vs 1%). During the initial clinical 
trials and subsequent to its approval and more wide scale use, there have been no published reports of cetuximab 
hepatotoxicity.

Likelihood score: E (unlikely cause of clinically apparent liver injury).



Mechanism of Injury
The cause of the serum enzyme elevations during cetuximab therapy is not known. However, the human EGF 
receptor is present on many cells and some of the adverse events, including mild liver injury, may be due to a 
direct effect of the monoclonal antibody on cells that express EGF receptors.

Outcome and Management
The serum aminotransferase elevations that occur on cetuximab therapy are generally transient, mild and 
asymptomatic and do not require dose modification or delay in therapy. Elevations above 5 times the upper limit 
of normal should lead to more careful monitoring and discontinuation or delay in therapy until levels return to 
normal or near normal levels. There is no information on cross reactivity of liver injury among the different 
monoclonal antibodies. Panitumumab is another monoclonal antibody to EGFR that is approved for use in the 
United States for metastatic colorectal cancer. Panitumumab is a human monoclonal IgG2 antibody and has a 
similar profile of side effects to cetuximab, except for a lower rate of infusion reactions.
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