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Policy              
Blue Cross and Blue Shield of Kansas City (Blue KC) will provide coverage for 
Phesgo (pertuzumab, trastuzumab, and hyaluronidase-zzxf) when it is 
determined to be medically necessary because the criteria shown below are met. 
 
When Policy Topic is covered         
Phesgo (pertuzumab, trastuzumab, and hyaluronidase-zzxf) may be 
considered medically necessary when the following criteria are met: 
 
FDA Approved Indications: 
 
Approve for 1 year is patient is 18 years or older and has one of the following:  
 1. Metastatic HER2-positive breast cancer 

a. Used in combination with docetaxel 
b. Patient does NOT have a history of prior anti-HER2 therapy or 
chemotherapy for metastatic disease 

2. Neoadjuvant treatment for HER2-positive, locally advanced, inflammatory, 
or early stage breast cancer 

a. Used in combination with chemotherapy 
b. Greater than 2 cm in diameter OR node positive 

3. Adjuvant treatment for HER2-positive early breast cancer 
a. Used in combination with chemotherapy 
 

AND ALL of the following: 
a. HER2 protein overexpression or HER2 gene amplification as 
confirmed by an FDA-approved test 
b. Left ventricular ejection fraction (LVEF) ≥ 50% 
c. Prescriber agrees to monitor cardiac function and monitor for 
pulmonary toxicity 
d. NOT used intravenously 
e. Will be administered by a healthcare professional 



f. Female patients of reproductive potential only: patient will be 
advised to use effective contraception during treatment and for 7 
months after the last dose 

 
When Policy Topic is not covered        
Phesgo (pertuzumab, trastuzumab, and hyaluronidase-zzxf) is considered not 
medically necessary when the above criteria is not met and investigational for 
all other uses. 
 
Considerations            
Phesgo (pertuzumab, trastuzumab, and hyaluronidase-zzxf) requires prior 
authorization through the Clinical Pharmacy Department. 
 
This Blue Cross and Blue Shield of Kansas City policy statement was developed 
using available resources such as, but not limited to: Food and Drug 
Administration (FDA) approvals, Facts and Comparisons, National specialty 
guidelines, local medical policies of other health plans, Medicare (CMS), local 
providers. 
 
Description of Procedure or Service        
Phesgo is a combination of pertuzumab and trastuzumab, HER2/neu receptor 
antagonists, and hyaluronidase, an endoglycosidase. Pertuzumab blocks ligand-
dependent heterodimerization of HER2 with other HER family members, including 
EGFR, HER3, and HER4. Trastuzumab inhibits HER2 mediated cell proliferation and 
PI3K signaling pathway in human cells that overexpress HER2. Both pertuzumab 
and trastuzumab-mediated antibody-dependent cell-mediated cytotoxicity have 
been shown to be preferentially exerted on HER2 overexpressing cancer cells 
compared with cancer cells that do not overexpress HER2. Hyaluronidase increases 
permeability of the subcutaneous tissue by depolymerizing hyaluronan (1). 
 
Regulatory Status 
FDA-approved indication: Phesgo is indicated for: (1) 
1. Use in combination with chemotherapy as: 

a. 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 
b. Adjuvant treatment of patients with HER2-positive early breast cancer at 
high risk of recurrence 

2. 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 
 
Phesgo has a boxed warning regarding cardiomyopathy. Phesgo administration can 
result in subclinical and clinical cardiac failure manifesting as congestive heart 
failure (CHF), and decreased left ventricular ejection fraction (LVEF). The incidence 
and severity was highest in patients receiving Phesgo with anthracycline-



containing chemotherapy regimens. Cardiac function should be evaluated prior to 
and during treatment with Phesgo. Phesgo has not been studied in patients with a 
pretreatment LVEF value of < 55% in early breast cancer and < 50% in metastatic 
breast cancer (1). 
 
Phesgo should be completed for a total of 1 year (up to 18 cycles) or until disease 
recurrence or unmanageable toxicity, whichever occurs first, as part of a complete 
regimen for early breast cancer. In the treatment of metastatic breast cancer, 
Phesgo should be administered until disease progression or unmanageable toxicity 
(1). 
 
Phesgo also carries a boxed warning for embryo-fetal toxicity. Exposure to Phesgo 
can result in embryo-fetal death and birth defects. Females of reproductive 
potential should be advised to use effective contraception during treatment and for 
7 months following the last dose of Phesgo (1). 
 
Phesgo has a third boxed warning about pulmonary toxicity. Phesgo administration 
can result in serious and fatal pulmonary toxicity. Phesgo should be discontinued 
for anaphylaxis, interstitial pneumonitis, or acute respiratory distress syndrome. 
Patients should be monitored until symptoms completely resolve (1). 
 
The safety and effectiveness of Phesgo in pediatric patients have not been 
established (1). 
 
Warnings and Precautions           

• Cardiomyopathy: Pertuzumab/trastuzumab/hyaluronidase administration can 
result in subclinical and clinical cardiac failure. The incidence and severity 
was highest in patients receiving pertuzumab/trastuzumab/hyaluronidase 
with anthracycline-containing chemotherapy regimens. Evaluate cardiac 
function prior to and during treatment with 
pertuzumab/trastuzumab/hyaluronidase. Discontinue 
pertuzumab/trastuzumab/hyaluronidase treatment in patients receiving 
adjuvant therapy and withhold pertuzumab/trastuzumab/hyaluronidase in 
patients with metastatic disease for clinically significant decrease in left 
ventricular function. [Black Boxed Warning] 

• Embryo Fetal Toxicity: Exposure to pertuzumab/trastuzumab/hyaluronidase 
can result in embryo-fetal death and birth defects, including oligohydramnios 
and oligohydramnios sequence manifesting as pulmonary hypoplasia, 
skeletal abnormalities, and neonatal death. Advise patients of these risks 
and the need for effective contraception. [Black Boxed Warning] 

• Pulmonary Toxicity: Pertuzumab/trastuzumab/hyaluronidase administration 
can result in serious and fatal pulmonary toxicity. Discontinue 
pertuzumab/trastuzumab/hyaluronidase for anaphylaxis, angioedema, 
interstitial pneumonitis, or acute respiratory distress syndrome. Monitor 
patients until symptoms completely resolve. [Black Boxed Warning] 

• Hypersensitivity: Severe administration-related reactions, including 
hypersensitivity, anaphylaxis, and fatal outcomes, have been reported with 



pertuzumab/trastuzumab/hyaluronidase. Patients with dyspnea at rest due 
to complications of advanced malignancy and/or comorbidities may be at 
increased risk of a severe or fatal adverse reaction. The most common 
administration-related reactions with 
pertuzumab/trastuzumab/hyaluronidase were injection-site reactions and 
injection-site pain. Serious and fatal reactions have been reported with IV 
trastuzumab products. Closely monitor for systemic hypersensitivity 
reactions, particularly with the initial dose (monitor for at least 30 minutes 
after initial dose and 15 minutes after maintenance doses). If a significant 
administration-related reaction occurs, slow down or pause the injection and 
initiate appropriate medical management. Permanently discontinue 
pertuzumab/trastuzumab/hyaluronidase in patients who experience 
anaphylaxis or severe administration-related reactions. Medications to treat 
anaphylaxis or hypersensitivity and emergency equipment should be 
available for immediate use. Consider premedication with an analgesic, 
antipyretic, or an antihistamine prior to subsequent 
pertuzumab/trastuzumab/hyaluronidase doses in patients who experienced a 
reversible grade 1 or 2 hypersensitivity reaction. 

 
Rationale             
Prior authorization is required to ensure the safe, clinically appropriate and cost 
effective use of Phesgo (pertuzumab, trastuzumab, and hyaluronidase-zzxf)while 
maintaining optimal therapeutic outcomes. 
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Billing Coding/Physician Documentation Information    

 

J9316 Injection, pertuzumab, trastuzumab, and hyaluronidase-zzxf, per 
10 mg 
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State and Federal mandates and health plan contract language, including specific 
provisions/exclusions, take precedence over Medical Policy and must be considered first in 
determining eligibility for coverage.  The medical policies contained herein are for informational 
purposes.  The medical policies do not constitute medical advice or medical care.  Treating health 
care providers are independent contractors and are neither employees nor agents Blue KC and are 
solely responsible for diagnosis, treatment and medical advice.  No part of this publication may be 



reproduced, stored in a retrieval system or transmitted, in any form or by any means, electronic, 
photocopying, or otherwise, without permission from Blue KC. 
 


