BC Cancer Protocol Summary for Androgen Deprivation Therapy
for Prostate Cancer

Protocol Code GUPADT

Tumour Group Genitourinary

Contact Physician Dr. Mira Keyes
ELIGIBILITY:

Patients must have:
» Localized prostate cancer with recurrence risks or biochemical relapses
» Locally advanced or metastatic prostate adenocarcinoma

TESTS:

¢ [f clinically indicated, at baseline and throughout treatment: PSA, testosterone,
potassium, sodium, calcium, magnesium, ECG

e For patients taking flutamide, every 3 months: total bilirubin, ALT, alkaline
phosphatase

TREATMENT OPTION #1 (Injectable):

Drug Dose and BC Cancer Administration Guideline

goserelin long acting

(ZOLADEX) » 3.6 mg subcutaneous every month, or
(ZOLADEX LA) » 10.8 mg subcutaneous every 3 months
OR

leuprolide long acting
= 7.5 mg IM every month, or
(LUPRON DEPOT) = 22.5 mg IM every 3 months, or
= 30 mg IM every 4 months, or

» 7.5 mg subcutaneous every month, or

(ELIGARD) = 22.5 mg subcutaneous every 3 months, or
= 30 mg subcutaneous every 4 months, or
= 45 mg subcutaneous every 6 months

OR

= Starting dose: 240 mg subcutaneous* (as two injections of

_ 120 mg) on day 1, followed by

degarelix = Maintenance dose: 80 mg subcutaneous (as a single
injection) every month, starting one month after starting dose
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*Degarelix injections to be given subcutaneously in the abdominal region. To reduce
incidence of injection site reactions: inject slowly; leave needle in place for 30 seconds
after injection and then withdraw needle slowly.

If required, add on oral anti-androgen agent:

Drug Dose BC Cancer Administration Guideline
bicalutamide** 50 mg daily PO
OR
flutamide 250 mg TID PO

** Preferred anti-androgen

» Degarelix does not induce a testosterone surge or clinical flare, therefore anti-
androgen use with degarelix is not required.

» To block clinical flare to LHRH agonist, oral anti-androgen agent should be started at
least 1 to 2 weeks prior to first LHRH agonist dose.

Treatment option #1 duration: depends on the indication. May continue in castrate
resistant disease.

Oral anti-androgen treatment duration:

» To block clinical flare to LHRH agonist: 3 to 4 weeks.

= Other indications: May be continued for as long as patient is treated with LHRH
agonist.

TREATMENT OPTION #2 (Oral):

Drug Dose* BC Cancer Administration Guideline

360 mg as a loading dose
relugolix on Day 1 followed by PO once daily
120 mg continuously thereafter

*If treatment is interrupted for greater than 7 days, restart with loading dose of 360mg on
the first day, followed by 120mg once daily thereafter.

= Addition of an oral antiandrogen (e.g. bicalutamide) is unnecessary with relugolix, as
it does not cause a testosterone surge upon initiation

*» Treatment option #2 duration: Depends on indication. May continue in castrate
resistant disease or until unacceptable toxicity.
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DOSE MODIFICATIONS:

1.

Relugolix treatment Interruptions: If treatment is interrupted for greater than 7
days, restart treatment with loading dose of 360mg on the first day, followed by
120mg once daily thereafter.

Drug Interactions with relugolix: If relugolix use with a drug that is a combined P-
gp and strong CYP3A inducer (e.g. apalutamide) is unavoidable, monitor
testosterone levels regularly and if indicated, consider increasing the relugolix dose
to 240mg once daily. No change to the relugolix loading dose is required (loading
dose remains 360mg). After discontinuation of combined P-gp and strong CYP3A
inducer, resume relugolix at 120mg once daily.

PRECAUTIONS:

1.

9.

Disease flare can occur during the first few days of LHRH agonist therapy when the
testosterone level may be elevated. Patients should receive an antiandrogen for 3 to
4 weeks with the initial dose.

Androgen deprivation may cause hot flashes, impotence, gynecomastia, erythema,
muscle weakness and weight gain. Adverse CNS effects occur in 3% or more
patients, including dizziness, pain, headache and paresthesias and mood changes.
Prolonged suppression of testosterone may occur in the elderly (over 75 years) and
with the longer lasting preparations.

Injection site reactions: Injectable ADT may cause irritation of the injection site.
Increased risks of cardiac events: Androgen deprivation therapy may increase
cardiovascular risk in men with prostate cancer. Caution should be exercised in
patients with a history of QT prolongation, congenital long QT syndrome, electrolyte
abnormalities (e.g., hypokalemia, hypomagnesemia, hypocalcemia), congestive
heart failure, uncontrolled hypothyroidism, and concomitant treatment with QT-
prolonging drugs. Physicians should correct electrolyte abnormalities prior to use,
assess cardiovascular risk and manage as per clinical practice guidelines.
Osteoporosis: Androgen deprivation therapy may cause an increased risk of
osteoporosis and fractures. Physicians should assess osteoporosis risk and manage
as per clinical practice guidelines.

Hypersensitivity: There have been post-marketing reports of hypersensitivity
reactions to relugolix, including pharyngeal edema and angioedema. Patients
experiencing symptoms of hypersensitivity should be instructed to promptly seek
medical care. Discontinue relugolix for severe hypersensitivity reactions and
manage as clinically indicated.

Combination with Androgen Receptor Axis Pathway Inhibitors (ARPIs): There
is limited evidence on safety and efficacy on use of relugolix with ARPIs not studied
in clinical trials, such as apalutamide and abiraterone. Prescribers should exercise
clinical judgement and carefully evaluate potential drug-drug interactions when
considering relugolix as part of an intensification strategy. If relugolix is used in
combination with apalutamide, monitor testosterone levels regularly and if
suppression is inadequate, consider increasing the dose to 240mg once daily.

Drug Interactions: relugolix is predominantly metabolized by cytochrome P450 3A
and is a substrate of P-gp. Co-administration of relugolix with an oral P-gp inhibitor or
a combined P-gp and strong CYP3A inducer should be avoided. Refer to BC Cancer
Drug Manual for more drug interaction details.

Diarrhea: discontinue flutamide if diarrhea develops.
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Call Dr. Mira Keyes or tumour group delegate at (604) 877-6000 or 1-800-663-3333
with any problems or questions regarding this treatment program.
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