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	 Dosing: 5 mg oral) once daily taken as one 5 mg tablet. It is recommended that prednisone be taken in the morning. Dose modification is not allowed.
	 Oral Doses: Prednisone should be taken with a meal. If a dose is skipped, missed or vomited, it should not be taken (or retaken if vomited) on the day of the missed dose but dosing should be resumed the following day. Doses should be taken no later ...

	5.2.4 Leuprolide
	 Administration: Participants may enter the study with no more than one month of LHRH agonist treatment prior to cycle 1/day 1. Given such, participants will receive either 6 months of LHRH agonist treatment or at maximum 7 months of treatment (if th...
	 Dosing: Either 7.5 mg intramuscularly monthly or 22.5 mg intramuscularly every three months.
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	Medications taken within 14 days prior to the first dose of study treatment will be documented. Medications taken after the first dose of study medication and until 30 days following the last dose of study treatment will be documented as well. Prior a...
	The following medications are prohibited within 4 weeks (unless otherwise indicated below) of first study treatment administration and throughout the time on study:
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	 5α-reductase inhibitors.
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	Protocol therapy may be held for up to six weeks in the event of an AE and the participant may be restarted on therapy when the toxicity has resolved to ≤ grade 1, In the event of therapy being held for more than six weeks, it is recommended that the ...
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	Enzalutamide and prednisone can be taken at the same time of day if desired. AA, enzalutamide and prednisone will be prescribed by prescription in an unblinded fashion and taken by the participant on an outpatient basis. AA should be taken without food or other medications.  Leuprolide will be intramuscularly by a health care professional. 
	6.  EXPECTED TOXICITIES AND DOSING DELAYS/DOSE MODIFICATIONS
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	6.1.1 AEs for Enzalutamide
	In the randomized clinical trial in patients with metastatic CRPC who had previously received docetaxel, patients received enzalutamide 160 mg orally once daily (N = 800) or placebo (N = 399). The median duration of treatment was 8.3 months with enzal...
	The most common AEs (≥ 5%) reported in patients receiving enzalutamide in the randomized clinical trial were asthenia/fatigue, back pain, diarrhea, arthralgia, hot flush, peripheral edema, musculoskeletal pain, headache, upper respiratory infection, m...
	Seizures
	In the randomized clinical trial, 7 of 800 (0.9%) patients treated with enzalutamide 160 mg once daily experienced a seizure. No seizures occurred in patients treated with placebo. Seizures occurred from 31 to 603 days after initiation of enzalutamide...
	Laboratory Abnormalities
	In the randomized clinical trial, Grade 1-4 neutropenia occurred in 15% of patients on enzalutamide (1% Grade 3-4) and in 6% of patients on placebo (no Grade 3-4). The incidence of Grade 1-4 thrombocytopenia was similar in both arms; 0.5% of patients ...
	Infections
	In the randomized clinical trial, 1.0% of patients treated with enzalutamide compared to 0.3% of patients on placebo died from infections or sepsis. Infection-related SAEs were reported in approximately 6% of the patients on both treatment arms.
	Falls and Fall-related Injuries
	In the randomized clinical trial, falls or injuries related to falls occurred in 4.6% of patients treated with enzalutamide compared to 1.3% of patients on placebo. Falls were not associated with loss of consciousness or seizure. Fall-related injuries...
	Hallucinations
	In the randomized clinical trial, 1.6% of patients treated with enzalutamide were reported to have Grade 1 or 2 hallucinations compared to 0.3% of patients on placebo. Of the patients with hallucinations, the majority were on opioid-containing medicat...
	See current package insert for enzalutamide (Xtandi) for additional information.
	6.1.2 AEs for AA
	See current package insert for abiraterone acetate (Zytiga) for additional information on abiraterone acetate (http://www.zytiga.com/).
	6.1.3 AEs for Prednisone
	A daily dose of 5 mg of prednisone is below the daily physiologic steroid dose and thus it is not expected that prednisone will cause significant side effects. Potential side effects of prednisone are listed below:
	Close monitoring of blood sugars is recommended in diabetic patients. Close monitoring for infections is also recommended. It is recommended the prednisone never be stopped suddenly. Gradual tapering of the dose and/or schedule of prednisone is recomm...
	6.1.4 AEs for Leuprolide
	Side effects of leuprolide are mainly secondary to intended therapeutic effects of castrate levels of testosterone. Common AEs include edema, headache, depressed mood, fatigue, insomnia, skin reaction at injection site, hot flashes, testicular atrophy...

	6.2 Toxicity Management
	6.2.1 Management of Enzalutamide Related Toxicity
	Enzalutamide is generally well-tolerated based on phase III data. The starting dose of enzalutamide will be 160 mg daily. In the presence of any enzalutamide related toxicities > grade 2 (CTCAE version 4) during treatment with enzalutamide at the star...
	Evidence of seizure will result in cessation of treatment with enzalutamide. Management of other toxicities is detailed below.
	 Grade 1-2 Toxicities: Management per investigator. No study treatment dose reduction indicated.
	 Grade 3 of Higher Toxicities: Hold enzalutamide. When toxicity resolves to ≤ grade 1, resume at first dose modification level (120 mg daily). Prophylactic medications should be considered. If toxicity recurs, hold study medication and adjust or add ...

	6.2.2 Management of AA Related Toxicity
	The starting dose of AA will be 1000 mg daily. In the presence of any AA related toxicities > grade 2 (CTCAE version 4) during treatment with AA at the starting dose level, the dose of abiraterone acetate will be held until toxicity improves to grade ...
	Management of Hypertension
	 Grade 1-2 Hypertension:
	o Management per investigator. No study treatment dose reduction.
	   Grade 3-4 Hypertension:
	o Hold AA. Adjust or add anti-hypertensive medications to mitigate the toxicity. When toxicity resolves to ≤ grade 1, resume AA at full dose.
	o If grade 3 toxicity recurs, hold AA, and adjust or add anti-hypertensive medications to mitigate the toxicity. When toxicity resolves to ≤ grade 1, resume AA at first dose level reduction (750 mg).
	o If grade 3 toxicity recurs, hold AA, and adjust or add anti-hypertensive medications to mitigate the toxicity. When toxicity resolves to ≤ grade 1, resume AA at second dose level reduction (500 mg daily).
	o If grade 3 toxicity recurs despite optimal medical management and two dose level reductions, discontinue AA.

	Management of Hypokalemia
	 Subjects entering study on exogenous potassium supplementation:
	o Monitor potassium levels weekly for one month to ensure appropriate maintenance of levels.
	 Grade 1-2 Hypokalemia:
	o Initiate potassium supplementation. Once toxicity presents potassium will be monitored weekly until 2 consecutive values are documented in the normal range.
	o If grade 1-2 hypokalemia recurs at a separate point in time, management should include adjustment or addition of medications, including potassium supplementation, to mitigate toxicity. Once toxicity presents, potassium will be monitored weekly until...
	 Grade 3-4 Hypokalemia:
	o Hold AA. Adjust or add medications, including potassium supplementation, to mitigate the toxicity. Monitor potassium levels at least weekly until two consecutive values are documented in the normal range. Once toxicity resolves (i.e. normalized pota...
	o If grade 3 hypokalemia recurs at a separate point in time, hold AA, and management should include adjustment or addition of medications, including potassium supplementation, to mitigate toxicity. Once toxicity presents, potassium will be monitored a...
	o If grade 3 hypokalemia recurs again despite supplementation and 2 dose reductions, the participant must discontinue AA immediately.  The participant must be followed until resolution of hypokalemia to ≤ grade 1 or baseline.

	Management of LFT abnormalities
	 Grade 1 LFT Abnormalities (i.e. increase in AST or ALT from Institutional ULN to 3.0 x Institutional ULN; increase in total bilirubin from Institutional ULN to 1.5 x Institutional ULN):
	o The frequency of LFT monitoring should be increased, if the investigator judges that the laboratory abnormalities are potentially related to abiraterone acetate. No AA dose reduction is required.
	 Grade 2 LFT Abnormalities (i.e. increase in AST or ALT > 3.0 – 5 x Institutional ULN; increase in total bilirubin from > 1.5 – 3 x Institutional ULN):
	o The frequency of LFT monitoring should be increased to ≥ once a week, if the investigator judges that the laboratory abnormalities are potentially related to AA. No AA dose reduction is required.
	 Grade 3 LFT Abnormalities (i.e. increase in AST or ALT to > 5 x Institutional ULN – 20.0 x Institutional ULN; increase in total bilirubin to > 3 x Institutional ULN – 10.0x Institutional ULN):
	o Hold AA and all other concomitant medications that are potentially hepatotoxic. Frequent laboratory evaluations (at least once weekly) should be conducted until the LFTs return to baseline value or Grade 1. Liver enzyme measurements should be made i...
	o If AA resumption is considered for subjects who have experienced Grade 3 increases in AST, ALT, or bilirubin, and the PI agrees, resume AA with the first dose level reduction (750 mg) when Grade 3 toxicities resolve to Grade 1 or baseline. For parti...
	o If Grade 3 increases in AST, ALT, or bilirubin recur after the first dose reduction hold AA and all other concomitant medications that are potentially hepatotoxic. Frequent laboratory evaluations should be conducted (at minimum weekly) until the LFT...
	o If AA resumption is considered for participants who have experienced Grade 3 increases in AST, ALT, or bilirubin with the first dose reduction, and the PI agrees, resume AA with the second dose level reduction (2 tablets, 500 mg of study treatment) ...
	 Grade 4 LFT Abnormalities (i.e. increase in AST or ALT to > 20 x Institutional ULN; increase in total bilirubin to > 10 x Institutional ULN):
	o Participants must discontinue AA immediately and will not be re-challenged. They should be followed until resolution of LFT abnormalities to ≤ grade 1 or baseline.

	6.2.3 Management of Prednisone and Leuprolide Related Toxicity
	For subjectively tolerable grade 1 and grade 2 toxicities deemed acceptable by investigator treatment may continue, for grade 3 toxicity or grade 2 intolerable toxicity, contact PI for discussion.
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