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OVERVIEW

Introduction
Necitumumab is a human monoclonal antibody to the epidermal growth factor (EGF) receptor and is an anti-
angiogenesis agent used in the therapy of advanced non-small cell lung cancer. Necitumumab has not been 
linked to serum enzyme elevations during therapy or to idiosyncratic acute liver injury.

Background
Necitumumab (ne" si toom' ue mab) is a recombinant human monoclonal IgG1 antibody to the epidermal 
growth factor (EGF) receptor. The engagement of EGF with its receptors results in activation of cellular pathways 
that promote cell growth and angiogenesis. EGF receptors are often overexpressed in cancer cells, particularly 
squamous non-small cell lung cancer. Inhibition of EGF receptor signaling decreases cell growth and 
proliferation and decreases formation of new blood vessels, which plays an important role in growth and spread 
of cancer cells. When used in combination with other antineoplastic agents, necitumumab was shown to extend 
recurrence-free survival in several forms of advanced cancer. Necitumumab was approved in the United States in 
2015 for use in metastatic squamous, non-small cell lung cancer as a part of combination therapy with 
gemcitabine and cisplatin. Necitumumab is available in solution in single use vials of 800 mg in 50 mL (16 
mg/mL) under the brand name Portrazza. The typical dose is 800 mg given intravenously over at least 60 
minutes on days 1 and 8 of each 3-week cycle. It is typically given in combination with other antineoplastic 
agents, most commonly with gemcitabine and cisplatin. Common adverse events include rash and 
hypomagnesemia, but when combined with other agents, diarrhea, fatigue, anorexia, epistasis, neutropenia, and 
stomatitis are frequent. Uncommon, but potentially severe adverse events include arterial and venous 
thromboembolic events, cardiopulmonary arrest, marked hypomagnesemia, severe infusion reactions and 
embryofetal toxicity.

Hepatotoxicity
In large clinical trials, serum aminotransferase elevations were no more frequent in patients receiving 
necitumumab than placebo in combination with gemcitabine and cisplatin (35% vs 31%) and were rarely above 
5 times the upper limit of normal (0.6% vs 1%). In these studies, there were no liver related serious adverse 
events or drug discontinuations for serum enzyme elevations. Subsequent to its approval and more general use, 
necitumumab has not been implicated in published cases of clinically apparent liver injury. Necitumumab is 
generally given with other potent antineoplastic agents and it is often difficult to attribute serum enzyme 
elevations or more clinically significant liver injury to one specific agent being used. Nevertheless, significant 
liver injury from necitumumab is probably uncommon.



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

Mechanism of Injury
The mechanism by which necitumumab might cause liver injury is unknown. Necitumumab is a monoclonal 
antibody and, like other proteins, is metabolized into amino acids and is unlikely to have intrinsic toxicity. 
Inhibition of EGF signaling does not seem to materially affect liver function.
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