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Policy:

This policy stands to show the criteria for and preferencing of bevacizumab agents and their biosimilars.  At the time of creation of this policy, there are six agents to be reviewed: Mvasi (bevacizumab-awwb)-Q5107, Zirabev (bevacizumab-bvzr)- Q5118, Alymsys (bevacizumab-maly)- Q5126, Avastin (bevacizumab)- J9035, Avzivi (bevacizumab-tnjn)- J3590/C9399, Vegzelma (bevacizumab-adcd)- Q5129.  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 Mvasi or Zirabev and determined to be medically necessary, it may be approved
· If the request is for Alymsys, Avastin, Avzivi, or Vegzelma there must be a history of Mvasi or Zirabev documented in the medical record and the lack of clinical response to those agents
· 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: Mvasi, Zirabev
Secondary Agents: Alymsys, Avastin, Avzivi, Vegzelma

Agents:

HCPCS: Q5107, Q5118, Q5126, J9035, J3590/C9399, Q5129
ZIRABEV is a vascular endothelial growth factor inhibitor indicated for the treatment of: 
• Metastatic colorectal cancer, in combination with intravenous fluorouracil-based chemotherapy for first- or second-line treatment.  
• Metastatic colorectal cancer, in combination with fluoropyrimidineirinotecan- or fluoropyrimidine-oxaliplatin-based chemotherapy for second-line treatment in patients who have progressed on a first-line bevacizumab product-containing regimen.  

Limitations of Use: ZIRABEV is not indicated for adjuvant treatment of colon cancer.  

• Unresectable, locally advanced, recurrent or metastatic non-squamous non-small cell lung cancer, in combination with carboplatin and paclitaxel for first-line treatment.  
• Recurrent glioblastoma in adults.  
• Metastatic renal cell carcinoma in combination with interferon alfa.  
• Persistent, recurrent, or metastatic cervical cancer, in combination with paclitaxel and cisplatin or paclitaxel and topotecan.  
• Epithelial ovarian, fallopian tube, or primary peritoneal cancer: 
· in combination with carboplatin and paclitaxel, followed by ZIRABEV as a single agent, for stage III or IV disease following initial surgical resection. 
· in combination with paclitaxel, pegylated liposomal doxorubicin, or topotecan for platinum-resistant recurrent disease who received no more than 2 prior chemotherapy regimens.  
· in combination with carboplatin and paclitaxel or carboplatin and gemcitabine, followed by ZIRABEV as a single agent, for platinum sensitive recurrent disease.

DOSAGE AND ADMINISTRATION
Withhold for at least 28 days prior to elective surgery. Do not administer ZIRABEV for 28 days following major surgery and until adequate wound healing.  

Metastatic colorectal cancer.  • 5 mg/kg every 2 weeks with bolus-IFL. • 10 mg/kg every 2 weeks with FOLFOX4. • 5 mg/ kg every 2 weeks or 7.5 mg/kg every 3 weeks with fluoropyrimidine-irinotecan- or fluoropyrimidine-oxaliplatin based chemotherapy after progression on a first-line bevacizumab product containing regimen. 

First-line non−squamous non−small cell lung cancer.  • 15 mg/kg every 3 weeks with carboplatin and paclitaxel. Recurrent glioblastoma.  • 10 mg/kg every 2 weeks. 

Metastatic renal cell carcinoma.  • 10 mg/kg every 2 weeks with interferon alfa. 

Persistent, recurrent, or metastatic cervical cancer.  • 15 mg/kg every 3 weeks with paclitaxel and cisplatin or paclitaxel and topotecan. 

Stage III or IV epithelial ovarian, fallopian tube or primary peritoneal cancer following initial surgical resection.  • 15 mg/kg every 3 weeks with carboplatin and paclitaxel for up to 6 cycles, followed by 15 mg/kg every 3 weeks as a single agent, for a total of up to 22 cycles. 

Platinum-resistant recurrent epithelial ovarian, fallopian tube or primary peritoneal cancer.  • 10 mg/kg every 2 weeks with paclitaxel, pegylated liposomal doxorubicin, or topotecan given every week. • 15 mg/kg every 3 weeks with topotecan given every 3 weeks 

Platinum-sensitive recurrent epithelial ovarian, fallopian tube, or primary peritoneal cancer.  • 15 mg/kg every 3 weeks with carboplatin and paclitaxel for 6-8 cycles, followed by 15 mg/kg every 3 weeks as a single agent. • 15 mg/kg every 3 weeks with carboplatin and gemcitabine for 6-10 cycles, followed by 15 mg/kg every 3 weeks as a single agent. Administer as an intravenous infusion after dilution.

MVASI is a vascular endothelial growth factor inhibitor indicated for the treatment of: 
• Metastatic colorectal cancer, in combination with intravenous fluorouracil-based chemotherapy for first- or second-line treatment.  
• Metastatic colorectal cancer, in combination with fluoropyrimidine-irinotecan- or fluoropyrimidine-oxaliplatin-based chemotherapy for second-line treatment in patients who have progressed on a first-line bevacizumab product-containing regimen.  

Limitations of Use: MVASI is not indicated for adjuvant treatment of colon cancer.  

• Unresectable, locally advanced, recurrent or metastatic non-squamous non-small cell lung cancer, in combination with carboplatin and paclitaxel for first-line treatment.  
• Recurrent glioblastoma in adults.  
• Metastatic renal cell carcinoma in combination with interferon-alfa.  
• Persistent, recurrent, or metastatic cervical cancer, in combination with paclitaxel and cisplatin, or paclitaxel and topotecan.  
• Epithelial ovarian, fallopian tube, or primary peritoneal cancer: 
o in combination with carboplatin and paclitaxel, followed by MVASI as a single agent, for stage III or IV disease following initial surgical resection 
o in combination with paclitaxel, pegylated liposomal doxorubicin, or topotecan for platinum-resistant recurrent disease who received no more than 2 prior chemotherapy regimens  
o in combination with carboplatin and paclitaxel or carboplatin and gemcitabine, followed by MVASI as a single agent, for platinumsensitive recurrent disease

DOSAGE AND ADMINISTRATION
Withhold for at least 28 days prior to elective surgery. Do not administer MVASI for 28 days following major surgery and until adequate wound healing.  

Metastatic colorectal cancer • 5 mg/kg every 2 weeks with bolus-IFL • 10 mg/kg every 2 weeks with FOLFOX4 • 5 mg/kg every 2 weeks or 7.5 mg/kg every 3 weeks with fluoropyrimidine-irinotecan or fluoropyrimidine-oxaliplatin based chemotherapy after progression on a first-line bevacizumab product-containing regimen 

First-line non-squamous non-small cell lung cancer • 15 mg/kg every 3 weeks with carboplatin and paclitaxel 

Recurrent glioblastoma • 10 mg/kg every 2 weeks 

Metastatic renal cell carcinoma  • 10 mg/kg every 2 weeks with interferon-alfa Persistent, recurrent, or metastatic cervical cancer  • 15 mg/kg every 3 weeks with paclitaxel and cisplatin or paclitaxel and topotecan Stage III or IV epithelial ovarian, fallopian tube or primary peritoneal cancer following initial surgical resection  • 15 mg/kg every 3 weeks with carboplatin and paclitaxel for up to 6 cycles, followed by 15 mg/kg every 3 weeks as a single agent, for a total of up to 22 cycles 

Platinum-resistant recurrent epithelial ovarian, fallopian tube or primary peritoneal cancer • 10 mg/kg every 2 weeks with paclitaxel, pegylated liposomal doxorubicin, or topotecan given every week • 15 mg/kg every 3 weeks with topotecan given every 3 weeks 

Platinum-sensitive recurrent epithelial ovarian, fallopian tube, or primary peritoneal cancer
• 15 mg/kg every 3 weeks with carboplatin and paclitaxel for 6-8 cycles, followed by 15 mg/kg every 3 weeks as a single agent • 15 mg/kg every 3 weeks with carboplatin and gemcitabine for 6-10 cycles, followed by 15 mg/kg every 3 weeks as a single agent Administer as an intravenous infusion after dilution.

VEGZELMA is a vascular endothelial growth factor inhibitor indicated for the treatment of: 
• Metastatic colorectal cancer, in combination with intravenous fluorouracilbased chemotherapy for first- or second-line treatment.  
• Metastatic colorectal cancer, in combination with fluoropyrimidineirinotecan- or fluoropyrimidine-oxaliplatin-based chemotherapy for second-line treatment in patients who have progressed on a first-line bevacizumab product-containing regimen.  

Limitations of Use: VEGZELMA is not indicated for adjuvant treatment of colon cancer.  

• Unresectable, locally advanced, recurrent or metastatic non-squamous non-small cell lung cancer, in combination with carboplatin and paclitaxel for first-line treatment.  
• Recurrent glioblastoma in adults.  
• Metastatic renal cell carcinoma in combination with interferon alfa.  
• Persistent, recurrent, or metastatic cervical cancer, in combination with paclitaxel and cisplatin, or paclitaxel and topotecan.  
• Epithelial ovarian, fallopian tube, or primary peritoneal cancer: 
o in combination with carboplatin and paclitaxel, followed by VEGZELMA as a single agent, for stage III or IV disease following initial surgical resection  
o in combination with paclitaxel, pegylated liposomal doxorubicin, or topotecan for platinum-resistant recurrent disease who received no more than 2 prior chemotherapy regimens  
o in combination with carboplatin and paclitaxel or carboplatin and gemcitabine, followed by VEGZELMA as a single agent, for platinum-sensitive recurrent disease.

DOSAGE AND ADMINISTRATION
Withhold for at least 28 days prior to elective surgery. Do not administer VEGZELMA for 28 days following major surgery and until adequate wound healing.  

Metastatic colorectal cancer • 5 mg/kg every 2 weeks with bolus-IFL • 10 mg/kg every 2 weeks with FOLFOX4 • 5 mg/ kg every 2 weeks or 7.5 mg/kg every 3 weeks with fluoropyrimidine-irinotecan- or fluoropyrimidine-oxaliplatin-based chemotherapy after progression on a first-line bevacizumab product containing regimen 

First-line nonsquamous nonsmall cell lung cancer • 15 mg/kg every 3 weeks with carboplatin and paclitaxel Recurrent glioblastoma • 10 mg/kg every 2 weeks 

Metastatic renal cell carcinoma • 10 mg/kg every 2 weeks with interferon alfa Persistent, recurrent, or metastatic cervical cancer • 15 mg/kg every 3 weeks with paclitaxel and cisplatin, or paclitaxel and topotecan 

Stage III or IV epithelial ovarian, fallopian tube or primary peritoneal cancer following initial surgical resection • 15 mg/kg every 3 weeks with carboplatin and paclitaxel for up to 6 cycles, followed by 15 mg/kg every 3 weeks as a single agent, for a total of up to 22 cycles 

Platinum-resistant recurrent epithelial ovarian, fallopian tube or primary peritoneal cancer • 10 mg/kg every 2 weeks with paclitaxel, pegylated liposomal doxorubicin, or topotecan given every week • 15 mg/kg every 3 weeks with topotecan given every 3 weeks 

Platinum-sensitive recurrent epithelial ovarian, fallopian tube, or primary peritoneal cancer • 15 mg/kg every 3 weeks with carboplatin and paclitaxel for 6-8 cycles, followed by 15 mg/kg every 3 weeks as a single agent • 15 mg/kg every 3 weeks with carboplatin and gemcitabine for 6-10 cycles followed by 15 mg/kg every 3 weeks as a single agent Administer as an intravenous infusion after dilution.

Avzivi is a vascular endothelial growth factor inhibitor indicated for the treatment of: 
• Metastatic colorectal cancer, in combination with intravenous fluorouracil-based chemotherapy for first- or second-line treatment.  
• Metastatic colorectal cancer, in combination with fluoropyrimidineirinotecan- or fluoropyrimidine-oxaliplatin-based chemotherapy for second-line treatment in patients who have progressed on a first-line bevacizumab product-containing regimen.  

Limitations of Use: Avzivi is not indicated for adjuvant treatment of colon cancer.  

• Unresectable, locally advanced, recurrent or metastatic non-squamous non-small cell lung cancer, in combination with carboplatin and paclitaxel for first-line treatment.  
• Recurrent glioblastoma in adults.  
• Metastatic renal cell carcinoma in combination with interferon alfa.  
• Persistent, recurrent, or metastatic cervical cancer, in combination with paclitaxel and cisplatin, or paclitaxel and topotecan.  
• Epithelial ovarian, fallopian tube, or primary peritoneal cancer in combination with paclitaxel, pegylated liposomal doxorubicin, or topotecan for platinum-resistant recurrent disease who received no more than 2 prior chemotherapy regimens.

DOSAGE AND ADMINISTRATION
Withhold for at least 28 days prior to elective surgery. Do not administer Avzivi for 28 days following major surgery and until adequate wound healing.  

Metastatic colorectal cancer • 5 mg/kg every 2 weeks with bolus-IFL • 10 mg/kg every 2 weeks with FOLFOX4 • 5 mg/ kg every 2 weeks or 7.5 mg/kg every 3 weeks with fluoropyrimidine-irinotecan- or fluoropyrimidine-oxaliplatin-based chemotherapy after progression on a first-line bevacizumab product containing regimen 

First-line non-squamous non-small cell lung cancer.  • 15 mg/kg every 3 weeks with carboplatin and paclitaxel Recurrent glioblastoma.  • 10 mg/kg every 2 weeks Metastatic renal cell carcinoma • 10 mg/kg every 2 weeks with interferon alfa 

Persistent, recurrent, or metastatic cervical cancer • 15 mg/kg every 3 weeks with paclitaxel and cisplatin, or paclitaxel and topotecan 

Platinum-resistant recurrent epithelial ovarian, fallopian tube or primary peritoneal cancer • 10 mg/kg every 2 weeks with paclitaxel, pegylated liposomal doxorubicin, or topotecan given every week • 15 mg/kg every 3 weeks with topotecan given every 3 weeks Administer as an intravenous infusion after dilution.

Alymsys is a vascular endothelial growth factor inhibitor indicated for the treatment of: 
 Metastatic colorectal cancer, in combination with intravenous fluorouracil-based chemotherapy for first- or second-line treatment.  
 Metastatic colorectal cancer, in combination with fluoropyrimidine-irinotecan- or fluoropyrimidineoxaliplatin-based chemotherapy for second-line treatment in patients who have progressed on a first-line bevacizumab product-containing regimen.  

Limitations of Use: Alymsys is not indicated for adjuvant treatment of colon cancer.  

 Unresectable, locally advanced, recurrent or metastatic non-squamous non-small cell lung cancer, in combination with carboplatin and paclitaxel for first-line treatment.  
 Recurrent glioblastoma in adults. 
 Metastatic renal cell carcinoma in combination with interferon alfa.  
 Persistent, recurrent, or metastatic cervical cancer, in combination with paclitaxel and cisplatin, or paclitaxel and topotecan.  
· Epithelial ovarian, fallopian tube, or primary peritoneal cancer in combination with paclitaxel, pegylated liposomal doxorubicin, or topotecan for platinum-resistant recurrent disease who received no more than 2 prior chemotherapy regimens

DOSAGE AND ADMINISTRATION
Withhold for at least 28 days prior to elective surgery. Do not administer Alymsys for 28 days following major surgery and until adequate wound healing.  

Metastatic colorectal cancer   5 mg/kg every 2 weeks with bolus-IFL  10 mg/kg every 2 weeks with FOLFOX4  5 mg/kg every 2 weeks or 7.5 mg/kg every 3 weeks with fluoropyrimidine-irinotecan- or fluoropyrimidineoxaliplatin-based chemotherapy after progression on a first-line bevacizumab product-containing regimen 

First-line non−squamous non−small cell lung cancer   15 mg/kg every 3 weeks with carboplatin and paclitaxel 
Recurrent glioblastoma   10 mg/kg every 2 weeks 
Metastatic renal cell carcinoma   10 mg/kg every 2 weeks with interferon alfa 
Persistent, recurrent, or metastatic cervical cancer   15 mg/kg every 3 weeks with paclitaxel and cisplatin, or paclitaxel and topotecan 
Platinum-resistant recurrent epithelial ovarian, fallopian tube or primary peritoneal cancer   10 mg/kg every 2 weeks with paclitaxel, pegylated liposomal doxorubicin, or topotecan given every week  15 mg/kg every 3 weeks with topotecan given every 3 weeks Administer as an intravenous infusion

Avastin is a vascular endothelial growth factor inhibitor indicated for the treatment of:
 • Metastatic colorectal cancer, in combination with intravenous fluorouracilbased chemotherapy for first- or second-line treatment.  
• Metastatic colorectal cancer, in combination with fluoropyrimidineirinotecan- or fluoropyrimidine-oxaliplatin-based chemotherapy for second-line treatment in patients who have progressed on a first-line bevacizumab product-containing regimen.  

Limitations of Use: Avastin is not indicated for adjuvant treatment of colon cancer.  

• Unresectable, locally advanced, recurrent or metastatic non-squamous non-small cell lung cancer, in combination with carboplatin and paclitaxel for first-line treatment.  

• Recurrent glioblastoma in adults.  

• Metastatic renal cell carcinoma in combination with interferon alfa.  
• Persistent, recurrent, or metastatic cervical cancer, in combination with paclitaxel and cisplatin, or paclitaxel and topotecan.  
• Epithelial ovarian, fallopian tube, or primary peritoneal cancer: 
o in combination with carboplatin and paclitaxel, followed by Avastin as a single agent, for stage III or IV disease following initial surgical resection  
o in combination with paclitaxel, pegylated liposomal doxorubicin, or topotecan for platinum-resistant recurrent disease who received no more than 2 prior chemotherapy regimens  
o in combination with carboplatin and paclitaxel or carboplatin and gemcitabine, followed by Avastin as a single agent, for platinum-sensitive recurrent disease  
• Hepatocellular Carcinoma (HCC) in combination with atezolizumab for the treatment of patients with unresectable or metastatic HCC who have not received prior systemic therapy

DOSAGE AND ADMINISTRATION
Withhold for at least 28 days prior to elective surgery. Do not administer Avastin for 28 days following major surgery and until adequate wound healing.  

Metastatic colorectal cancer • 5 mg/kg every 2 weeks with bolus-IFL • 10 mg/kg every 2 weeks with FOLFOX4 • 5 mg/ kg every 2 weeks or 7.5 mg/kg every 3 weeks with fluoropyrimidine-irinotecan- or fluoropyrimidine-oxaliplatin-based chemotherapy after progression on a first-line bevacizumab productcontaining regimen 

First-line non−squamous non−small cell lung cancer • 15 mg/kg every 3 weeks with carboplatin and paclitaxel Recurrent glioblastoma  • 10 mg/kg every 2 weeks 

Metastatic renal cell carcinoma • 10 mg/kg every 2 weeks with interferon alfa Persistent, recurrent, or metastatic cervical cancer  
• 15 mg/kg every 3 weeks with paclitaxel and cisplatin, or paclitaxel and topotecan Stage III or IV epithelial ovarian, fallopian tube or primary peritoneal cancer following initial surgical resection  
• 15 mg/kg every 3 weeks with carboplatin and paclitaxel for up to 6 cycles, followed by 15 mg/kg every 3 weeks as a single agent, for a total of up to 22 cycles 

Platinum-resistant recurrent epithelial ovarian, fallopian tube or primary peritoneal cancer
• 10 mg/kg every 2 weeks with paclitaxel, pegylated liposomal doxorubicin, or topotecan given every week 
• 15 mg/kg every 3 weeks with topotecan given every 3 weeks 

Platinum-sensitive recurrent epithelial ovarian, fallopian tube, or primary peritoneal cancer 
• 15 mg/kg every 3 weeks with carboplatin and paclitaxel for 6-8 cycles, followed by 15 mg/kg every 3 weeks as a single agent 
• 15 mg/kg every 3 weeks with carboplatin and gemcitabine for 6-10 cycles, followed by 15 mg/kg every 3 weeks as a single agent Hepatocellular Carcinoma 
• 15 mg/kg after administration of 1,200 mg of atezolizumab every 3 weeks Administer as an intravenous infusion after dilution.

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, and for preferred and secondary agents if requesting a tertiary agent.
· Coverage for a secondary or tertiary 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): 

· Avastin package insert. https://www.accessdata.fda.gov/drugsatfda_docs/label/2022/125085s340lbl.pdf
· Alymsys package insert. https://www.accessdata.fda.gov/drugsatfda_docs/label/2022/761231s000lbl.pdf
· Avzivi package insert. https://www.accessdata.fda.gov/drugsatfda_docs/label/2023/761198s000lbl.pdf
· Mvasi package insert. https://www.accessdata.fda.gov/drugsatfda_docs/label/2023/761028s011lbl.pdf
· Vegzelma package insert. https://www.accessdata.fda.gov/drugsatfda_docs/label/2022/761268Orig1s000Correctedlbl.pdf
· Zirabev package insert.  https://www.accessdata.fda.gov/drugsatfda_docs/label/2024/761099Orig1s012lbl.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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