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OVERVIEW

Introduction
Dacomitinib is a multi-kinase receptor inhibitor used in the therapy of cases of non-small cell lung cancer that 
harbor activating mutations in the epidermal growth factor receptor gene (EGFR). Dacomitinib is associated 
with high rate of transient serum aminotransferase elevations during therapy but has not been linked to 
instances of clinically apparent acute liver injury.

Background
Dacomitinib (dak" oh mi' ti nib) is a multi-kinase inhibitor with potent activity against epidermal growth factor 
receptor 2 genes (HER1, HER2 and HER4), members of the ErbB family of EGFRs. These receptors are often 
mutated and over expressed in cancer cells, particularly non-small cell lung cancer (NSCLC) and some forms of 
breast cancer. The mutated EGF tyrosine kinase receptors are constitutively expressed which causes unregulated 
cell growth and proliferation. By inhibition of this growth factor receptor, dacomitinib blocks the intracellular 
Ras signaling transduction cascade, which results in inhibition of the malignant cell growth. Highest rates of 
response to dacomitinib are seen in patients with activating mutations of EGFR in the tumor tissue. Dacomitinib 
received approval for use in the United States in 2018 for the first line treatment of advanced NSCLC with 
activating mutations in EGFR (using an FDA-approved test). Dacomitinib is available in tablets of 15, 30 and 45 
mg under the brand name Vizimpro. The recommended dose is 45 mg by mouth once daily, with dose 
modification based upon tolerance, continued until disease progression or intolerable toxicity. Side effects are 
common and include diarrhea, nausea, vomiting, anorexia, mouth ulcers, conjunctivitis, rash, dry skin, 
paronychia, hair loss, pruritus and fatigue. Uncommon serious side effects include interstitial lung disease, 
severe diarrhea or rash and fetal embryonal toxicity.

Hepatotoxicity
In large early clinical trials, elevations in serum aminotransferase levels were common during dacomitinib 
therapy, arising in 40% of patients treated with standard doses. However, most elevations were transient and 
asymptomatic, and they rarely led to dose modification or discontinuation. Serum ALT elevations above 5 times 
the ULN occurred in only 1.4% of patients, these rates being lower than with other EGRF inhibitors such as 
erlotinib and gefitinib. Serum alkaline phosphatase elevations also occurred but were not common. There were 
no instances of clinically apparent liver injury with jaundice. However, clinical experience with dacomitinib has 
been limited.

Likelihood score: E* (unproven but suspected rare cause of clinically apparent liver injury).



Mechanism of Injury
The cause of the liver injury due to dacomitinib is unknown. Serum enzyme elevations are common during 
antineoplastic therapy with tyrosine kinase inhibitors, particularly those that target EGFR. The mechanism of 
injury is unknown but may relate to inhibition of other kinase activities. Dacomitinib is metabolized in the liver 
largely via CYP 2D6 and is susceptible to drug-drug interactions with other CYP 2D6 substrates.

Outcome and Management
Serum aminotransferase elevations above 5 times the upper limit of normal (if confirmed) should lead to dose 
interruption. If changes persist, are severe or associated with symptoms or jaundice, or reoccur on restarting, 
dacomitinib should be discontinued. There have been no published reports of acute liver failure, chronic 
hepatitis or vanishing bile duct syndrome due to dacomitinib. Patients with liver abnormalities during 
dacomitinib therapy may tolerate treatment with other EGFR inhibitors without recurrence of severe injury.
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