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OVERVIEW

Introduction

Eribulin mesylate is an inhibitor of microtubule function and is used as an antineoplastic agent for refractory,
metastatic breast cancer and liposarcoma. Despite its cytotoxic activity against cancer cells, eribulin has rarely
been implicated in causing clinically apparent acute liver injury.

Background

Eribulin (er' i bue'lin) is a synthetic macrocyclic analogue of halichondrin B, a naturally occurring inhibitor of
mitotic division found in a species of marine sponges (Halichondria okadai). Eribulin binds to the growing ends
of microtubules preventing cell division (mitotic arrest) which leads to tubulin sequestration in aggregates and
apoptotic cell death. Eribulin was approved for use in cancer chemotherapy in 2010 and current indications are
for metastatic breast cancer after failure of chemotherapy with an anthracycline and taxane. It is also approved
for use in metastatic, refractory liposarcoma. Eribulin is given intravenously in doses of 1.4 mg/m?, typically on
days 1 and 8 of 21 day cycles. Eribulin is available in single use vials of 1 mg per 2 mL under the trade name
Halaven. Side effects are common and include nausea, vomiting, fatigue, headache, dizziness, peripheral
neuropathy, hoarseness, ataxia, dysphagia, urinary retention, constipation, diarrhea, bone marrow suppression,
alopecia and phlebitis at the infusion site. Rare, but potentially severe adverse events include severe neutropenia,
peripheral neuropathy, prolongation of the QTc interval and embryo-fetal toxicity.

Hepatotoxicity

Eribulin is a cytotoxic chemotherapeutic agent and serum aminotransferase and alkaline phosphatase elevations
are common during cyclic therapy of breast cancer and liposarcoma. The reported rates of ALT elevations have
ranged from 8% to 83% with values above 5 times the upper limit or normal (ULN) in 2% to 5%. Isolated
mention of “toxic hepatitis” have been made in reports of clinical trials of eribulin but no details of the onset,
clinical features and course have been published and the role of eribulin in these outcomes is uncertain.
Nevertheless, despite high rates of serum enzyme elevations during treatment, cases of clinically apparent liver
injury have not been reported in detail and must be rare.

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

Mechanism of Injury

Eribulin causes mitotic arrest in rapidly dividing cells and likely causes similar changes in some hepatocytes,
perhaps accounting for the frequent occurrence of mild serum aminotransferase elevations during therapy.
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Eribulin undergoes minimal hepatic metabolism and is mostly excreted unchanged. It also has little or no effect
on drug metabolism and minimal drug-drug interactions.

Outcome and Management

Serum enzyme elevations are frequent during cancer chemotherapy with eribulin, but are rarely dose limiting.
Serum aminotransferase elevations above 5 times ULN should lead to dose interuption or modification. Serum
ALT or AST elevations above ten times ULN or any elevations accompanied by symptoms of liver disease or
jaundice should lead to discontinuation of eribulin therapy, but should also trigger a search for other causes.

Drug Class: Antineoplastic Agents, Miscellaneous, Microtubule Inhibitors
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