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Positive Quality Intervention: Enzalutamide (Xtandi®) In Castration-Resistant Prostate Cancer or 

Metastatic Castration-Sensitive Prostate Cancer 

 

Description: The purpose of this PQI is a summary of process for initiating and monitoring enzalutamide 

therapy in patients with either castration-resistant prostate cancer or metastatic castration-sensitive prostate 

cancer (mCSPC).1 

 

Background: Enzalutamide is a pure androgen receptor inhibitor approved in 2012 for the treatment of 

castration-resistant prostate cancer. It gained approval for metastatic castration-sensitive prostate cancer in 

2019. The efficacy in patients with either castration-sensitive or castration-resistant prostate cancer was 

demonstrated in 5 major clinical trials: AFFIRM2, PREVAIL3, TERRAIN4, PROSPER5, ARCHES.6 

Enzalutamide therapy in mCSPC is recommended both by NCCN (Category 1)7 and American Urological 

Association (Strong Recommendation; Evidence Level: Grade A).8 Enzalutamide use in mCSPC should be 

considered as a potential and evidence-based option. 

 

PQI Process: Identify patients of CRPC and mCSPC and evaluate eligibility for second-generation anti-

androgens such as enzalutamide. Upon receipt of a new prescription for enzalutamide for prostate cancer: 

• Initial dosing for all indications is 160 mg once daily 

o Ensure orders for gonadotropin-releasing hormone (GnRH) analog or bilateral orchiectomy 

o Reduce enzalutamide dose accordingly if co-administered with:  

▪ Strong CYP2C8 inhibitors: 80 mg daily 

▪ Strong CYP3A4 inducers: 160 mg to 240 mg once daily 

• Monitor LFTs and blood pressure at baseline and periodically throughout duration of therapy 

• Dose modifications 

o Grade ≥3 toxicity or intolerable side effects, withhold dosing for 1 week or until symptoms 

improve to ≤ Grade 2, then resume at the same dose or a reduced dose (120 mg or 80 mg) 

• Review concomitant anticoagulation medications and adjust accordingly9 

 

Patient-Centered Activities: 

• Provide Oral Chemotherapy Education (OCE) Sheet 

• Review side effect of fatigue and strategies to mitigate (eg., sleep hygiene, nutrition, etc) 

• Can be taken with or without food at the same time once daily and swallow whole 

• Store at room temperature in the original bottle; do not remove desiccant from bottle 
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