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OVERVIEW

Introduction
Abiraterone is an antiandrogen used to treat metastatic, castration-resistant prostate cancer. Abiraterone is 
associated with a not uncommon rate of serum enzyme elevation during therapy, but has not been clearly linked 
to cases of clinically apparent liver injury with jaundice.

Background
Abiraterone (a" bir a' ter one) acetate is a semi-synthetic steroidal inhibitor of CYP17, a crticial enzyme in the 
pathway of androgen production in the testes and adrenal glands. Abiraterone is used to treat metastatic prostate 
cancer in men who have undergone castration. The additional inhibition of androgenic steroid synthesis inhibits 
the growth of the androgen-sensitive prostate cancer cells. Therapy with abiraterone has been shown to prolong 
relapse free as well as overall survival in men with metastatic, castration-resistant prostate cancer. Abiraterone 
was approved for use in the United States in 2011. It is given in combination with prednisone to prevent 
hypocorticoidism caused by the enzyme inhibition. Abiraterone is available as 250 mg tablets under the brand 
name Zytiga. The typical dose is 1000 mg daily in combination with 5 mg of prednisone twice daily. Common 
side effects include fatigue, nausea, vomiting, diarrhea and abdominal discomfort. Inhibition of CYP17 can also 
lead to symptoms of mineralocorticoid excess such as hypertension, hypokalemia and fluid retention.

Hepatotoxicity
Serum aminotransferase elevations occur in up to 13% of patients treated with abiraterone compared with 1% to 
8% receiving placebo, but the abnormalities are generally mild, transient and not associated with symptoms or 
jaundice. ALT elevations above 5 times the upper limit of normal (ULN) occur in 6% of abiraterone treated vs 
<1% of placebo treated subjects. Nevertheless, clinically apparent liver injury with jaundice was not reported in 
the preregistration trials of abiraterone, although such cases including examples of acute liver failure have been 
reported to the sponsor since its licensure and more widespread use. There have been no publications or 
descriptions of the clinical features of hepatotoxicity with jaundice associated with abiraterone therapy. The 
product label recommends monitoring of liver tests during therapy with abiraterone and decreasing the dose in 
the event of repeat elevations above 2.5 times the ULN and stopping therapy for elevations above 5 times ULN. 
Therapy should be stopped in the event of ALT elevations accompanied by symptoms of liver injury or jaundice.

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



Mechanism of Injury
The cause of hepatic injury from abiraterone is unknown, but may relate to its mechanism of action in inhibition 
of CYP17. In addition, abiraterone is metabolized in the liver by the cytochrome P450 system, predominantly 
CYP 3A4 and 2D6, which may lead to formation of a toxic or immunogenic intermediate. Abiraterone is 
susceptible to drug-drug interactions with inhibitors, inducers or substrates of the CYP 3A4 or 2D6 microsomal 
enzymes.

Outcome and Management
The severity of the liver injury linked to abiraterone therapy has been generally mild, consisting of transient and 
asymptomatic elevations in serum aminotransferase levels. The product label recommends measuring 
aminotransferase levels every 2 weeks for 3 month and monthly thereafter and stopping therapy if levels rise 
above 5 times ULN. Abiraterone has not been linked to cases of chronic hepatitis or vanishing bile duct 
syndrome. There is no information on cross sensitivity to hepatic injury between abiraterone and other 
antiandrogens, such as flutamide or bicalutamide.
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