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OVERVIEW

Introduction
Fulvestrant is a steroidal antiestrogen that is used in the treatment of hormone-receptor positive metastatic 
breast cancer. Fulvestrant therapy can be associated with serum enzyme elevations, but has yet to be linked to 
instances of clinically apparent acute liver injury in the published literature.

Background
Fulvestrant (ful ves' trant) is a steroidal antiestrogen that is potent and direct antagonist or "down regulator" of 
the estrogen receptor. Fulvestrant is a synthetic derivative of estradiol and binds to the estrogen receptor with 
100 times more potency than tamoxifen. It not only blocks the effects of estrogen, but also alters the structure of 
the estrogen receptor and further decreases the intracellular effects of estrogen. Unlike tamoxifen, fulvestrant is a 
pure antiestrogen and has no estrogen receptor agonist activity. Fulvestrant has been found to be as effective as 
tamoxifen as a first line agent to treat metastatic breast cancer, and is similar in efficacy to the aromatase 
inhibitors in women with progressive disease despite tamoxifen therapy. Fulvestrant was approved for use in the 
United States in 2002. Current indications are for treatment of postmenopausal women with hormone-receptor 
positive metastatic breast cancer who have had disease progression despite antiestrogen therapy. Fulvestrant is 
available as a liquid solution in 5 mL vials of 250 mg for intramuscular injection under the brand name Faslodex. 
The usual dose for treating breast cancer is 500 mg given in two intramuscular injections in the buttocks (slowly, 
over 1-2 minutes) on days 1, 15 and 29, and then monthly thereafter. Common side effects include injection site 
pain and reactions, nausea, anorexia, fatigue, headache, backache, muscle pains, host flashes, cough, dyspnea 
and constipation. Rare, but potentially severe side effects include hypersensitivity reactions.

Hepatotoxicity
Fulvestrant therapy is said to be associated with serum enzyme elevations in up to 15% of patients, but the 
elevations are generally asymptomatic, transient and mild, rarely requiring dose adjustment or discontinuation. 
ALT elevations above 5 times the upper limit of normal occurred in only 1% to 2% of patients. However, 
specifics on the timing and course of serum enzyme elevations during fulvestrant therapy have not been 
described. In addition, no cases of clinically apparent liver injury with jaundice were reported in the prelicensure 
controlled trials of fulvestrant and none have been published since its approval in the United States and more 
wide-scale use. Nevertheless, the product label for fulvestrant mentions that "hepatitis and liver failure have been 
reported infrequently (<1%)". Unlike tamoxifen, fulvestrant has not been linked to steatosis or nonalcoholic fatty 
liver, nor has it been found to cause the bland cholestasis that can occur with oral contraceptives or high dose 
estrogen therapy.



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

Mechanism of Injury
Fulvestrant is extensively metabolized in the liver, largely via the cytochrome P450 enzyme CYP 3A4, but has not 
been found to have significant drug-drug interactions. Nevertheless, hepatotoxicity might be caused by a toxic or 
immunogenic metabolic product of fulvestrant.

Outcome and Management
While fulvestrant has been reported to cause serum enzyme elevations during therapy, it has not been 
convincing linked to cases of clinically apparent liver injury, acute liver failure, chronic hepatitis, fatty liver or 
vanishing bile duct syndrome. There is no reason to suspect that there is cross sensitivity to liver injury between 
fulvestrant and other antiestrogens such as tamoxifen and the aromatase inhibitors.

Drug Class: Antineoplastic Agents, Antiestrogens
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Fulvestrant – Generic, Faslode®

DRUG CLASS

Antineoplastic Agents

COMPLETE LABELING

Product labeling at DailyMed, National Library of Medicine, NIH
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