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Policy:

This policy stands to show the criteria for and preferencing of agents within the therapeutic class of Pertuzumab agents, Breast Cancer.  At the time of creation of this policy, there are two agents to be reviewed: pertuzumab (Perjeta)-J9306 and pertuzumab, trastuzumab, hyaluronidase-zzxf (Phesgo)-J9316.  The review includes review of product package inserts for FDA approved indications and limitations, ASP pricing files updated quarterly, any external evidence available through CMS approved compendia, NCD/LCD information, and the approved system used for clinical direction of the Utilization Management team for agents on the eternalHealth Medicare Part B Prior Auth list.  This information combined with a wholistic review of the members’ clinical profile will allow the eternalHealth team to arrive at a decision of clinical appropriateness and is not a guarantee of payment.










Summary:

· All agents injected in the office will require prior authorization review for medical necessity
· If the request is for Phesgo and determined to be medically necessary, it may be approved
· If the request is for Perjeta there must be a history of Phesgo documented in the medical record and the lack of clinical response to that agent
· An exception to step therapy will be considered if:
· There is specific documentation of inadequate response, contraindication, adverse event or otherwise demonstrated for a preferred agent if requesting a secondary agent, and for preferred and secondary agents if requesting a tertiary agent.
· Request contains documentation of a continuation of therapy within the past 365 days (if new) or if it is a reauthorization request.

In either of the above situations, the product being used cannot be based on the use of samples or products provided through manufacturer patient assistance programs.

Exclusions:
· Requests for indications not FDA approved or supported by documentation of compendial acceptance provided by the requesting provider

Preferencing:
Preferred Agents: Phesgo
Secondary Agents: Perjeta

Agents:

HCPCS: J9306, J9316

Clinical Indications:
· [bookmark: cl_c_1][bookmark: cl_c_2][bookmark: cl_c_3]Pertuzumab may be indicated when ALL of the following are present:
· Age 18 years or older
· Breast cancer, disease activity and treatment scenario includes 1 or more of the following:
· Metastatic disease and need for initial treatment, administered in combination with trastuzumab and either docetaxel or paclitaxel
· Nonmetastatic disease and 1 or more of the following:
2. Preoperative (i.e., neoadjuvant) multiagent treatment regimen needed for patient with 1 or more of the following:
1. Early-stage disease and 1 or more of the following:
1. Lymph node positive
1. Tumor size greater than 2 cm in diameter
1. Inflammatory disease
1. Locally advanced disease
2. Postoperative (i.e., adjuvant) multiagent treatment regimen (i.e., in combination with chemotherapy) needed for patients with 1 or more of the following:
2. Lymph node positive
2. Tumor size greater than 2 cm in diameter
· HER2 overexpression, as indicated by 1 or more of the following:
· Immunohistochemistry showing 3+ positivity for HER2
· Positive test for HER2 via gene amplification with fluorescence in situ hybridization
· Positive test for HER2 with chromogenic in situ hybridization
· Left ventricular ejection fraction measured prior to administration and at regular intervals during therapy
· [bookmark: cl_c_60]Patient is not pregnant
[bookmark: EvidenceSummary_ac_04425]
[bookmark: BackgroundAnnotation_ac_04425]Background:
[bookmark: cl_c_4][bookmark: cl_c_6]Pertuzumab is a recombinant monoclonal antibody that binds to the HER2 protein, thereby inhibiting cell proliferation. HER2 overexpression (HER2 positivity) occurs in approximately 15% to 20% of primary breast cancers.

PHESGO is a combination of pertuzumab and trastuzumab, HER2/neu receptor antagonists, and hyaluronidase, an endoglycosidase, indicated for:
• Use in combination with chemotherapy as: 
o neoadjuvant treatment of patients with HER2-positive, locally advanced, inflammatory, or early-stage breast cancer (either greater than 2 cm in diameter or node positive) as part of a complete treatment regimen for early breast cancer. 
o adjuvant treatment of patients with HER2-positive early breast cancer at high risk of recurrence 
• Use in combination with docetaxel for treatment of patients with HER2- positive metastatic breast cancer (MBC) who have not received prior anti-HER2 therapy or chemotherapy for metastatic disease. 

DOSAGE AND ADMINISTRATION
• For subcutaneous use in the thigh only.
• PHESGO has different dosage and administration instructions than intravenous pertuzumab and trastuzumab products.
• Do not administer intravenously.
• Perform HER2 testing using FDA-approved tests by laboratories with demonstrated proficiency. 
• The initial dose of PHESGO is 1,200 mg pertuzumab, 600 mg trastuzumab, and 30,000 units hyaluronidase administered subcutaneously over approximately 8 minutes, followed every 3 weeks by a dose of 600 mg pertuzumab, 600 mg trastuzumab, and 20,000 units hyaluronidase administered subcutaneously over approximately 5 minutes.
• Neoadjuvant: administer PHESGO by subcutaneous injection every 3 weeks and chemotherapy by intravenous infusion preoperatively for 3 to 6 cycles.
• Adjuvant: administer PHESGO by subcutaneous injection every 3 weeks and chemotherapy by intravenous infusion postoperatively for a total of 1 year (up to 18 cycles).
• MBC: administer PHESGO by subcutaneous injection and docetaxel by intravenous infusion every 3 weeks.

PERJETA is a HER2/neu receptor antagonist indicated for: 
 Use in combination with trastuzumab and docetaxel for treatment of patients with HER2-positive metastatic breast cancer (MBC) who have not received prior anti-HER2 therapy or chemotherapy for metastatic disease.
 Use in combination with trastuzumab and chemotherapy as o neoadjuvant treatment of patients with HER2-positive, locally advanced, inflammatory, or early-stage breast cancer (either greater than 2 cm in diameter or node positive) as part of a complete treatment regimen for early breast cancer.
o adjuvant treatment of patients with HER2-positive early breast cancer at high risk of recurrence

DOSAGE AND ADMINISTRATION
 For intravenous infusion only. Do not administer as an intravenous push or bolus.
 HER2 testing: Perform using FDA-approved tests by laboratories with demonstrated proficiency. 
 The initial PERJETA dose is 840 mg administered as a 60-minute intravenous infusion, followed every 3 weeks thereafter by 420 mg administered as a 30-to-60-minute intravenous infusion.
 MBC: Administer PERJETA, trastuzumab or trastuzumab hyaluronidase-oysk, and docetaxel every 3 weeks.
 Neoadjuvant: Administer PERJETA, trastuzumab or trastuzumab hyaluronidase-oysk, and chemotherapy preoperatively every 3 weeks for 3 to 6 cycles.
 Adjuvant: Administer PERJETA, trastuzumab or trastuzumab hyaluronidase-oysk, and chemotherapy postoperatively every 3 weeks for a total of 1 year (up to 18 cycles).


Duration of approval:

Initial authorization: Length requested, length specified in the indication above (if applicable), or 12 months, whichever is shortest

Reauthorization: Length requested, length specified in the indication above (if applicable), or 12 months, whichever is shortest

Exception Criteria:

· Exceptions may need to be reviewed on multiple levels depending on the agent requested: documentation of inadequate response, contraindication, adverse event or otherwise must be demonstrated for a preferred agent if requesting a secondary agent.
· Coverage for a secondary agent will be considered if there is documentation of a continuation of therapy within the past 365 days (if new) or if it is a reauthorization request.
· In either of the above situations, the product being used cannot be based on the use of samples or products provided through manufacturer patient assistance programs.

Reference(s): 

· Perjeta (pertuzumab) Package Insert. https://www.perjeta.com/.
· Phesgo (pertuzumab, trastuzumab, and hyaluronidase-zzxf) Package Insert.  https://www.gene.com/download/pdf/phesgo_prescribing.pdf
· eternalHealth Medicare Part B Prior Authorization List.  https://www.eternalhealth.com/wp-content/uploads/2022/10/eternalHealth_MA-Part-B-PA-List-eff-1-1-2025.pdf
· CMS ASP Pricing Files.  https://www.cms.gov/medicare/payment/part-b-drugs/asp-pricing-files
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