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Aetna Medicare Part B Drug Criteria

leuprolide depot products

This policy is for Aetna Medicare members. Find the Aetna Commercial Medical Drug Criteria.

For Aetna Medicare members, National Coverage Determinations (NCDs) and Local Coverage Determinations
(LCDs) will be applied to Part B drug requests when applicable. Aetna Medicare Part B Drug Criteria documents will
be used in the absence of an NCD and LCD.

POLICY

Products Referenced by this Document

Drugs that are listed in the following table include both brand and generic and all dosage forms and strengths unless
otherwise stated. Over-the-counter (OTC) products are not included unless otherwise stated.

Brand Name Generic Name

Lupron Depot 1-Month 7.5 Mg leuprolide acetate 1-Month 7.5 Mg
Lupron Depot 3-Month 22.5 Mg leuprolide acetate 3-Month 22.5 Mg
Lupron Depot 4-Month 30 Mg leuprolide acetate 4-Month 30 Mg
Lupron Depot 6-Month 45 Mg leuprolide acetate 6-Month 45 Mg
Indications

The indications below including FDA-approved indications and compendial uses are considered a covered benefit
provided that all the approval criteria are met and the member has no exclusions to the prescribed therapy.

FDA-Approved Indication?

Lupron Depot 1-Month 7.5 mg, Lupron Depot 3-Month 22.5 mg, leuprolide acetate depot 3-month 22.5 mg, Lupron
Depot 4-Month 30 mg, and Lupron Depot 6-Month 45 mg are indicated in the treatment of advanced prostate
cancer.

Compendial Uses

e Prostate cancer®

e Ovarian cancer - Malignant sex cord-stromal tumors (granulosa cell tumors) (7.5 mg and 22.5 mg)®

e Gender dysphoria (also known as transgender and gender diverse [TGD] persons)*®
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e Induction of amenorrhea’

e Catamenial pneumothorax’

e Irritable bowel syndrome’

e Breast cancer (7.5 mg and 22.5 mg)>!

e Use in combination with growth hormone for children with growth failure and advancing puberty’

All other indications will be assessed on an individual basis. Submissions for indications other than those listed in this
criteria should be accompanied by supporting evidence from Medicare approved compendia.

Coverage Criteria

Prostate cancer!3

Authorization of 12 months may be granted for treatment of prostate cancer.

Gender dysphoria*”’

Authorization of 12 months may be granted for pubertal hormonal suppression in an adolescent member when all of
the following criteria are met:

e The member has a diagnosis of gender dysphoria.
e The member has reached Tanner stage 2 of puberty or greater.
Authorization of 12 months may be granted for gender transition when all of the following criteria are met:

e The member has a diagnosis of gender dysphoria.

e The member will receive the requested medication concomitantly with gender-affirming hormones.

Ovarian cancer (7.5 mg and 22.5 mg only)?

Authorization of 12 months may be granted for treatment of malignant sex cord-stromal tumors (granulosa cell
tumors) as a single agent.

Induction of amenorrhea’

Authorization of 6 months may be granted for induction of amenorrhea prior to undergoing bone marrow
transplantation.

Catamenial pneumothorax’

Authorization of 3 months may be granted for treatment of catamenial pneumothorax.

Irritable bowel syndrome’

Authorization of 6 months may be granted for treatment of irritable bowel syndrome.
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Breast cancer (7.5 mg and 22.5 mg only

Authorization of 12 months may be granted for ovarian suppression in premenopausal members with hormone-
receptor positive breast cancer at higher risk for recurrence (e.g., young age, high-grade tumor, lymph-node
involvement) when used in combination with endocrine therapy.

Advancing puberty and growth failure’

Authorization of 12 months may be granted for treatment of advancing puberty and growth failure in a pediatric
member when used in combination with growth hormone.

Continuation of Therapy

All members (including new members) requesting authorization for continuation of therapy must be currently
receiving therapy with the requested agent.

Ovarian Cancer

Authorization for 12 months may be granted when both of the following criteria are met:

e The member is currently receiving therapy with the requested medication.
e The member is receiving benefit from therapy. Benefit is defined as:
= No evidence of unacceptable toxicity while on the current regimen AND

= No evidence of disease progression while on the current regimen

Prostate Cancer
Authorization for 12 months may be granted when both of the following criteria are met:

e The member is currently receiving therapy with the requested medication.

e The member is receiving benefit from therapy (e.g., serum testosterone less than 50 ng/dL) and has not
experienced unacceptable toxicity.

Breast Cancer - Ovarian Suppression

Authorization of 12 months (up to 5 years total) may be granted when all of the following criteria are met:

e The member is currently receiving therapy with the requested medication.

e The requested medication is being used for ovarian suppression in hormone receptor positive breast
cancer.

e The member was premenopausal at diagnosis and still undergoing treatment with endocrine therapy.

e The member is receiving benefit from therapy and has not experienced an unacceptable toxicity.

Gender Dysphoria

Authorization for 12 months may be granted when both of the following criteria are met:
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e The member is currently receiving therapy with the requested medication.

e The member is receiving benefit from therapy.

Advancing Puberty and Growth Failure
Authorization for 12 months may be granted when all of the following criteria are met:

e The member is currently receiving therapy with the requested medication.
e The requested medication is being used in combination with growth hormone.

e The member is receiving benefit from therapy.

Induction of Amenorrhea and Irritable Bowel Syndrome
Authorization for 6 months may be granted when both of the following criteria are met:

e The member is currently receiving therapy with the requested medication.

e The member is receiving benefit from therapy.

Catamenial Pneumothorax

All members (including new members) requesting authorization for continuation of therapy for catamenial
pneumothorax must meet all requirements in the coverage criteria section.

Summary of Evidence
The contents of this policy were created after examining the following resources:
e The prescribing information for Lupron Depot 7.5 mg, 22.5 mg, 30 mg, 45 mg, and leuprolide acetate
depot 22.5 mg.
e The available compendium
= National Comprehensive Cancer Network (NCCN) Drugs and Biologics Compendium
=  Micromedex DrugDex
=  American Hospital Formulary Service- Drug Information (AHFS-DI)
= |exi-Drugs
= (Clinical Pharmacology
e NCCN Guideline: Prostate Cancer
e NCCN Guideline: Ovarian Cancer
e NCCN Guideline: Breast Cancer

e Endocrine Treatment of Gender-Dysphoric/Gender-Incongruent Persons: An Endocrine Society Clinical
Practice Guideline

e Gender Identity Research and Education Society. Guidance for GPs and other clinicians on the treatment
of gender variant people.

e Standards of Care for the Health of Transgender and Gender Diverse People, Version 8
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After reviewing the information in the above resources, the FDA-approved indications listed in the prescribing
information for Lupron Depot 7.5 mg, 22.5 mg, 30 mg, 45 mg, and leuprolide acetate depot 22.5 mg are covered in
addition to the following:

e Prostate cancer

e Qvarian cancer - Malignant sex cord-stromal tumors (granulosa cell tumors)

e Gender dysphoria (also known as transgender and gender diverse [TGD] persons)
e Induction of amenorrhea

e Catamenial pneumothorax

e |rritable bowel syndrome

e Breast cancer

e Use in combination with growth hormone for children with growth failure and advancing puberty

Explanation of Rationale
Support for FDA-approved indications can be found in the manufacturer’s prescribing information.

Support for using Lupron Depot to treat malignant sex cord-stromal tumors (granulosa cell tumors), prostate cancer,
and breast cancer can be found in the NCCN Drugs and Biologics Compendium. Use of information in the NCCN Drugs
and Biologics Compendium for off-label use of drugs and biologicals in an anti-cancer chemotherapeutic regimen is
supported by the Medicare Benefit Policy Manual, Chapter 15, section 50.4.5 (Off-Label Use of Drugs and Biologicals
in an Anti-Cancer Chemotherapeutic Regimen).

Support for using Lupron Depot for gender dysphoria can be found in the Endocrine Society Clinical Practice
Guideline for Endocrine Treatment of Gender-Dysphoric/Gender-Incongruent Persons. The guidelines support
gonadotropin-releasing hormone (GnRH) agonist use in both transgender males and transgender females. Specific
products are not listed; therefore, coverage is applied to the entire class of GnRH agonists.

Support for using Lupron Depot for gender dysphoria can also be found in the World Professional Association for
Transgender Health (WPATH). The Standards of Care for the Health of Transgender and Gender Diverse People,
Version 8, suggests prescribing GnRH agonists to suppress sex steroids without concomitant sex steroid hormone
replacement in eligible transgender and gender diverse adolescents seeking such intervention who are well into or
have completed pubertal development (defined as past Tanner stage 3) but are unsure about or do not wish to begin
sex steroid hormone therapy. WPATH also recommends beginning pubertal hormone suppression in eligible
transgender and gender diverse adolescents after they first exhibit physical changes of puberty (Tanner stage 2).

WPATH recommends health care professionals prescribe progestogens or a GnRH agonist for eligible transgender
and gender diverse adolescents with a uterus to reduce dysphoria caused by their menstrual cycle when gender-
affirming testosterone use is not yet indicated.

WPATH also recommends health care professionals prescribe testosterone-lowering medications (including GnRH
agonists) for eligible transgender and gender diverse people with testes taking estrogen as part of a hormonal
treatment plan if their individual goal is to approximate levels of circulating sex hormone in cisgender women.

Y0001_NR_37041_2024 C © 2023 Aetna Inc.

This document contains prescription brand name drugs that are trademarks or registered trademarks of pharmaceutical manufacturers that are not
affiliated with Aetna Inc.
5



Reference number

vaetna

Support for using Lupron Depot to induce amenorrhea can be found in a study by Laufer and colleagues. Leuprolide
was an effective way of inducing amenorrhea prior to women undergoing bone marrow transplantation. In 10
women, leuprolide 7.5 mg IM was given every 28 days before bone marrow transplantation and continued until the
platelet count was greater than 50,000. Nine of the 10 women experienced amenorrhea. One woman with an "18-
week" sized uterus containing a submucous myoma had continued spotting.

Support for using Lupron Depot to treat catamenial pneumothorax can be found in a case study published by Garris
and Sokol. A 35-year-old nulligravida black female diagnosed with catamenial pneumothorax was successfully treated
with depot leuprolide 7.5 mg monthly for 3 months followed by 3.75 mg monthly for 3 months. Prior to leuprolide
treatment, the patient had undergone a right partial pleurectomy and partial right upper lobectomy without
resolution of her catamenial respiratory symptoms. With leuprolide treatment, her symptoms resolved without
recurrence in 2 years of followup. Because of severe vasomotor and emotional side effects which developed with
leuprolide therapy, daily doses of continuous conjugated estrogens of 0.625 mg and medroxyprogesterone acetate
2.5 mg were instituted as a hormonal add-back regimen without apparent exacerbation of respiratory symptoms.

Support for using Lupron Depot to treat irritable bowel syndrome can be found in a study by Mathias et al. In a
multicenter, double-blind study, women receiving leuprolide depot 7.5 mg monthly had improved abdominal pain
and nausea as compared with placebo. Female patients with functional bowel disease were randomized to receive
monthly intramuscular injections of either leuprolide 3.75 mg (n=32), leuprolide 7.5 mg (n=33), or placebo (n=35) for
16 weeks. Total symptom scores (pain, nausea, vomiting, bloating, anorexia, early satiety, altered bowel habits) were
not statistically different for the leuprolide group compared with the placebo group. However, scores for pain and
nausea for the leuprolide 7.5 mg group were significantly better than placebo at 16 weeks (p=0.044 and p less than
0.001, respectively). In both leuprolide groups, patient evaluations and physician global evaluations were statistically
better (p less than 0.001).

Support for using Lupron Depot in combination with growth hormone for children with growth failure and advancing
puberty can be found in a study by Mericq et al. (2000). Combination treatment with growth hormone (GH) and
luteinizing hormone-releasing hormone analog (LHRH-A) in pubertal growth hormone-deficient patients resulted in a
significant decrease in the rate of bone maturation and an increase in final height. The prospective trial randomized
21 growth hormone-deficient pediatric patients to GH plus LHRH-A or GH alone for 3 years. A significant decrease in
bone age maturation was observed for the combination treatment group (1.5 years) compared with the GH only
group (4.2 years; p less than 0.05). The delay in bone age maturation produced a significant increase in final height in
the combination group (p less than 0.05).
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CPT Codes / HCPCS Codes / ICD-10 Codes

Code Description

Other CPT codes related to the CPB:

96372 Therapeutic, prophylactic, or diagnostic injection (specify substance or drug);
subcutaneous or intramuscular

96402 Chemotherapy administration, subcutaneous or intramuscular; hormonal anti-neoplastic

HCPCS codes covered if selection criteria are met:

J1950 Injection, leuprolide acetate (for depot suspension), per 3.75 mg
J1954 Injection, leuprolide acetate for depot suspension (lutrate depot), 7.5 mg
19217 Leuprolide acetate (for depot suspension), 7.5 mg

ICD-10 codes covered if selection criteria are met:

co7 Malignant neoplasm of parotid gland

C08.0-C08.9 | Malignant neoplasm of other and unspecified major salivary glands [recurrent]

c48.1 Malignant neoplasm of specified parts of peritoneum [primary peritoneal cancer]
C48.2 Malignant neoplasm of peritoneum, unspecified [primary peritoneal cancer]
C50.011- Malignant neoplasm of breast
C50.929
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C50.A0- Malignant inflammatory neoplasm of breast
C50.A2

C54.0-C54.9 | Malignant neoplasm of corpus uteri [grade 1 endometrioid carcinoma] [Carcinosarcoma
(malignant mixed Millerian tumors]

C56.1-C56.9 | Malignant neoplasm of ovary [ovarian cancer] [epithelial ovarian cancer] [low grade
serous carcinoma] [Mucinous carcinoma of the ovary] [cell carcinoma of the ovary]

C57.00- Malignant neoplasm of fallopian tube
C57.02
ce61 Malignant neoplasm of prostate

D25.0-D25.9 | Leiomyoma of uterus [uterine leiomyomata (fibroids)]

D64.89 Other specified anemias [anemia due to uterine leiomyomata]

E24.0 Pituitary-dependent Cushing's disease [Adrenocorticotropic hormone (ACTH)-dependent
Cushing’s Other specified anemias syndrome]

E30.1 Precocious puberty

E30.8 Other disorders of puberty

E80.21 Acute intermittent (hepatic) porphyria

E80.29 Other porphyria

F32.81 Premenstrual dysphoric disorder [premenstrual syndrome]

F64.0-F64.9 | Gender identity disorders [gender dysphoria]

J93.11 Primary spontaneous pneumothorax [catamenial pneumothorax]

K58.0-K58.9 | Irritable bowel syndrome

N80.00- Endometriosis [uterus, ovary, fallopian tube, pelvic peritoneum, rectovaginal septum and
N80.9 vagina, intestine, cutaneous scar, other endometriosis, unspecified]
N80.AO0- Endometriosis of bladder and ureters
N80.A69
N80.B1- Endometriosis of cardiothoracic space
N80.B6
N80.CO- Endometriosis of the abdomen
N80.C9
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N80.DO- Endometriosis of the pelvic nerves
N80.D9
N91.1 Secondary amenorrhea [induction of amenorrhea prior to undergoing bone marrow

transplantation]

N91.2 Amenorrhea, unspecified [induction of amenorrhea prior to undergoing bone marrow
transplantation]

N94.3 Premenstrual tension syndrome [premenstrual syndrome]
N95.8 Other specified menopausal and perimenopausal disorders
N95.9 Unspecified menopausal and perimenopausal disorder
R62.51 Failure to thrive (child) [growth failure in a pediatric member]
Z51.11 Encounter for antineoplastic chemotherapy

Revision History

Date Version Update Revisions
01/01/2024 2023a New Criteria Policy effective.
02/01/2025 2024 Criteria Change Added coverage and continuation of therapy criteria for uterine

sarcoma per NCCN.

Added coverage and continuation of therapy criteria for breast
cancer- ovarian suppression per NCCN.

Added use in combination with growth hormone for children with
growth failure and advancing puberty per Micromedex.

Updated continuation of therapy criteria for catamenial
pneumothorax to meet all initial authorization criteria.

09/01/2025 2024a Criteria Change Added branded generic Lutrate Depot per FDA approval.
11/01/2025 2025 Criteria Change Removed coverage of uterine sarcoma due to lack of compendial
support.

Limited coverage of ovarian cancer to 7.5mg and 22.5mg strengths
and added requirement for single agent use per NCCN.

For breast cancer, updated criteria to require ovarian suppression in
premenopausal members at higher risk for recurrence when used in
combination with endocrine therapy per NCCN.

Updated breast cancer continuation of therapy criteria to include 5-
year max and allow continuation for members still undergoing
treatment with endocrine therapy per NCCN.

See Evidence of Coverage for a complete description of plan benefits, exclusions, limitations and conditions of
coverage. Plan features and availability may vary by service area.
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