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OVERVIEW
Synarel, a gonadotropin-releasing hormone (GnRH) agonist, is indicated for the following uses:!

e Central precocious puberty, treatment in children of both sexes.

¢ Endometriosis management, including pain relief and reduction of endometriotic lesions. Experience with Synarel

for this indication is limited to women > 18 years of age treated for 6 months.

GnRH agonists can also be used off-label for the treatment of gender-dysphoric/gender-incongruent persons to suppress
physical changes of puberty and gonadal function.?* Pubertal hormonal suppression should typically be initiated after the
adolescent first exhibits physical changes of puberty (Tanner stages G2/B2). An advantage to using a GnRH analog is that
the effects can be reversed; pubertal suppression can be discontinued if the individual no longer wishes to transition. Upon
discontinuation of therapy, spontaneous pubertal development has been shown to resume. GnRH analogs can also be used
in patients during late puberty to suppress the hypothalamic-pituitary-gonadal axis to allow for lower doses of cross-sex
hormones.* In addition to use in adolescents, GnRH analog therapy is also used in adults, particularly male-to-female
patients.’

POLICY STATEMENT

This policy involves the use of Synarel. Prior authorization is recommended for pharmacy benefit coverage of Synarel.
Approval is recommended for those who meet the conditions of coverage in the Criteria and Initial/Extended Approval
for the diagnosis provided. Conditions Not Recommended for Approval are listed following the recommended
authorization criteria. Requests for uses not listed in this policy will be reviewed for evidence of efficacy and for medical
necessity on a case-by-case basis. Because of the specialized skills required for evaluation and diagnosis of patients with
gender dysphoria as well as the monitoring required for adverse events and long-term efficacy, approval requires that the
product be prescribed by or in consultation with a physician who specializes in the condition being treated.

All approvals for initial therapy are provided for the initial approval duration noted below; if reauthorization is allowed, a
response to therapy is required for continuation of therapy unless otherwise noted below.

RECOMMENDED AUTHORIZATION CRITERIA
Coverage of Synarel is recommended in those who meet the following criteria:
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1. Central Precocious Puberty Approve for 1 year.

2. Endometriosis Approve for 6 months if the patient meets the following criteria (A and B):
Criteria. Patient must meet the following criteria

A) Patient is > 18 years of age; AND
B) Patient has tried one of the following, unless contraindicated (i, ii, or iii):
i. A contraceptive; OR
Note: Examples of contraceptives includes combination oral contraceptives, levonorgestrel-releasing
intrauterine systems [e.g., Mirena®, Liletta®]).
iil. An oral progesterone (e.g., norethindrone tablets): OR
iii. A depo-medroxyprogesterone injection
Note: An exception to the requirement for a trial of the above therapies can be made if the patient has previously used a
gonadotropin-releasing hormone (GnRH) agonist (e.g., Lupron Depot) or antagonist (e.g., Orilissa) for endometriosis.

Other Uses with Supportive Evidence

1. Gender-Dysphoric/Gender-Incongruent Persons; Persons Undergoing Gender Reassignment (Female-To-Male
or Male-To-Female). Approve for 1 vear if prescribed by or in consultation with an endocrinologist or a
physician who specializes in the treatment of transgender patients.

CONDITIONS NOT RECOMMENDED FOR APPROVAL

Synarel has not been shown to be effective, or there are limited or preliminary data or potential safety concerns that are not
supportive of general approval for the following conditions. (Note: This is not an exhaustive list of Conditions Not
Recommended for Approval).

1. Peripheral Precocious Puberty (Also Known as Gonadotropin-Releasing Hormone-Independent Precocious
Puberty). Children with peripheral precocious puberty do not respond to gonadotropin-releasing hormone agonist
therapy.? Treatment is directed at removing or blocking the production and/or response to the excess sex steroids,
depending on the cause (e.g., surgically removing human chorionic gonadotropin-secreting tumors or using
glucocorticoids to treat defects in adrenal steroidogenesis [such as classic congenital adrenal hyperplasia]).

2. Coverage is not recommended for circumstances not listed in the Recommended Authorization Criteria. Criteria will
be updated as new published data are available.

Documentation Requirements:
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The Company reserves the right to request additional documentation as part of its coverage determination process. The
Company may deny reimbursement when it has determined that the drug provided or services performed were not
medically necessary, investigational or experimental, not within the scope of benefits afforded to the member and/or a
pattern of billing or other practice has been found to be either inappropriate or excessive. Additional documentation
supporting medical necessity for the services provided must be made available upon request to the Company.
Documentation requested may include patient records, test results and/or credentials of the provider ordering or
performing a service. The Company also reserves the right to modify, revise, change, apply and interpret this policy at its
sole discretion, and the exercise of this discretion shall be final and binding.
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