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Ipilimumab (Yervoy®) 
Prior Authorization Drug Coverage Policy  
  
Effective Date: 9/1/2020  
Revision Date: n/a  
Review Date: 10/4/2021 
Lines of Business: Commercial 
Policy type: Prior Authorization  

  
This Drug Coverage Policy provides parameters for the coverage of ipilimumab.  Consideration of 
medically necessary indications are based upon U.S. Food and Drug Administration (FDA) 
indications, recommended uses within the Centers of Medicare & Medicaid Services (CMS) five 
recognized compendia, including the National Comprehensive Cancer Network  (NCCN) Drugs & 
Biologics Compendium (Category 1 or 2A recommendations), and peer-reviewed scientific 
literature eligible for coverage according to the CMS, Medicare Benefit Policy Manual, Chapter 
15, section 50.4.5 titled, “Off-Label Use of Anti-Cancer Drugs and Biologics.” This policy evaluates 
whether the drug therapy is proven to be effective based on published evidence-based medicine.  
  
Drug Description1  
  
CTLA-4 is a negative regulator of T-cell activity. Ipilimumab is a monoclonal antibody that binds to 
CTLA-4 and blocks the interaction of CTLA-4 with its ligands, CD80/CD86. Blockade of CTLA-4 has 
been shown to augment T-cell activation and proliferation, including the activation and 
proliferation of tumor infiltrating T-effector cells. Inhibition of CTLA-4 signaling can also reduce T-
regulatory cell function, which may contribute to a general increase in T cell responsiveness, 
including the anti-tumor immune response.  
  
FDA Indications1  
 Ipilimumab is FDA indicated for the following:  

 Treatment of unresectable or metastatic melanoma in adults and pediatric patients 
(12 years and older). 

 Treatment of adult patients with unresectable or metastatic melanoma, in combination 
with nivolumab. 

 Adjuvant treatment of patients with cutaneous melanoma with pathologic involvement of 
regional lymph nodes of more than 1 mm who have undergone complete 
resection, including total lymphadenectomy.  

 Treatment of patients with intermediate or poor-risk, previously untreated advanced   
renal cell carcinoma, in combination with nivolumab.  

 Treatment of adult and pediatric patients 12 years of age and older with 
microsatellite instability-high (MSI-H) or mismatch repair deficient (dMMR) metastatic  
colorectal cancer that has progressed following treatment with a fluoropyrimidine, 
oxaliplatin, and irinotecan, in combination with nivolumab. This indication is approved  
under accelerated approval based on overall response rate and duration of response.  
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Continued approval for this indication may be contingent upon verification and  
description of clinical benefit in confirmatory trials.  

 Treatment of patients with hepatocellular carcinoma who have been previously treated 
with sorafenib, in combination with nivolumab. This indication is approved under 
accelerated approval based on overall response rate and duration of response. Continued 
approval for this indication may be contingent upon verification and description of clinical 
benefit in confirmatory trials. 

 Treatment of adult patients with metastatic non-small cell lung cancer expressing PD-L1 
(≥1%) as determined by an FDA-approved test, with no EGFR or ALK genomic tumor 
aberrations, as first-line treatment in combination with nivolumab. 

 Treatment of adult patients with metastatic or recurrent non-small cell lung cancer with 
no EGFR or ALK genomic tumor aberrations as first-line treatment, in combination with 
nivolumab and 2 cycles of platinum-doublet chemotherapy. 

 Treatment of adult patients with unresectable malignant pleural mesothelioma, as first-
line treatment in combination with nivolumab. 

 
NCCN Compendium Supported Indications2 

 Melanoma: Cutaneous 
 Melanoma: Uveal 
 Kidney Cancer 
 Colon Cancer 
 Hepatobiliary Cancer- Hepatocellular Carcinoma 
 Central Nervous System Cancer- Extensive Brain Metastases 
 Central Nervous System Cancer- Limited Brain Metastases 
 Malignant Pleural Mesothelioma 
 Non-Small Cell Lung Cancer 
 Rectal Cancer 
 Small Bowel Adenocarcinoma 

 

Coverage Determinations1,2 

  
Ipilimumab will require prior authorization. This agent is considered medically necessary for the 
following oncology indications if all criteria below are met:  
  
Melanoma: Cutaneous 

 The member will be using ipilimumab as adjuvant treatment for cutaneous melanoma as a 
high-dose single agent is useful under certain circumstances (if prior exposure to anti-PD-1 
therapy) in ANY of the following:  

o Following complete lymph node dissection and/or complete resection of nodal 
recurrence; OR 
o Following complete resection of distant metastatic disease; OR   
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 As first-line therapy in combination with nivolumab for metastatic or unresectable 
cutaneous melanoma; OR 
 As second-line or subsequent therapy for metastatic or unresectable cutaneous 
melanoma after disease progression or maximum clinical benefit from BRAF-targeted therapy 
in ANY of the following:  

o As a single agent if checkpoint inhibitor immunotherapy was not previously 
used; OR 
o In combination with nivolumab if checkpoint inhibitor immunotherapy was not 
previously used or for individuals who progress on single agent checkpoint inhibitor 
immunotherapy; OR 
o In combination with intralesional injection of talimogene laherparepvec; or   
o As re-induction therapy as a single agent or in combination with nivolumab if prior 
checkpoint inhibitor immunotherapy resulted in disease control and no residual 
toxicity, and disease progression/relapse occurred greater than three months after 
treatment discontinuation  

 
Melanoma: Uveal 

 The member has a diagnosis of uveal melanoma with distant metastatic disease.  
o The member will receive ipilimumab as single-agent therapy OR  
o The member will receive ipilimumab in combination with nivolumab  

 
Recommended dosage: 

 Unresectable or metastatic melanoma:  
o Ipilimumab 3 mg/kg administered intravenously over 90 minutes every 3 weeks for 

a total of 4 doses.  
 Adjuvant melanoma:  

o Ipilimumab 10 mg/kg administered intravenously over 90 minutes every 3 weeks 
for 4 doses, followed by 10 mg/kg every 12 weeks for up to 3 years or until 
documented disease recurrence or unacceptable toxicity.  

o Ipilimumab 3mg/kg administered intravenously over 90 minutes every 3 weeks for 
4 doses, followed by 3 mg/kg every 12 weeks for up to 4 additional doses 
(maintenance). (Off-label dosing) 

 
Renal Cell Carcinoma 

 The member will be using Ipilimumab in combination with nivolumab for up to 4 cycles 
followed by single-agent nivolumab for relapsed or stage IV disease AND: 

o As first-line therapy for clear cell histology and poor/intermediate risk 
 

Recommended dosage: Ipilimumab 1 mg/kg administered intravenously over 30 minutes on the 
same day every 3 weeks for 4 doses given in combination with nivolumab, then 
nivolumab monotherapy.  
 
 
Colorectal Cancer  
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 The member will be using ipilimumab as combination therapy with nivolumab for ANY of 
the following (dMMR/MSI-H only):  

o as neoadjuvant therapy for resectable synchronous liver and/or lung metastases 
o for unresectable synchronous liver and or lung metastases only 
o for unresectable metachronous metastases and previous adjuvant FOLFOX 

(fluorouracil, leucovorin, and oxaliplatin) or CapeOX (capecitabine and oxaliplatin) 
within the past 12 months 

o as primary treatment for locally unresectable or medically inoperable disease 
o for unresectable synchronous liver and/or lung metastases that remain 

unresectable after primary systemic therapy 
o as primary treatment for synchronous abdominal/peritoneal metastases that are 

nonobstructing, or following local therapy for patients with existing or imminent 
obstruction 

o for synchronous unresectable metastases of other sites 
o as primary treatment for unresectable metachronous metastases in patients who 

have not received previous adjuvant FOLFOX or CapeOX within the past 12 
months, who have received previous fluorouracil/leucovorin (5-FU/LV) or 
capecitabine therapy, or who have not received any previous chemotherapy 

o for unresectable metachronous metastases that remain unresectable after primary 
treatment and progressed on non-intensive therapy, except if received previous 
fluoropyrimidine, with improvement in functional status 

o Subsequent therapy in combination with nivolumab (if no previous treatment with 
a checkpoint inhibitor) for advanced or metastatic disease following previous 
oxaliplatin- irinotecan- and/or fluoropyrimidine-based therapy 

 
Recommended dosage: Ipilimumab 1 mg/kg on the same day every 3 weeks for 4 doses given in 
combination with nivolumab, then nivolumab monotherapy. 
 
Hepatocellular Carcinoma 

 The member will be using ipilimumab as subsequent treatment in combination with 
nivolumab (Child-Pugh Class A only) for progressive disease in patients and 

o have unresectable disease and are not a transplant candidate 
o have liver-confined disease, inoperable by performance status, comorbidity or 

with minimal or uncertain extrahepatic disease 
o have metastatic disease or extensive liver tumor burden 

 
Recommended dosage: Ipilimumab 3 mg/kg on the same day every 3 weeks for 4 doses in 
combination with nivolumab, followed by nivolumab monotherapy   
 
 
 
Non-Small Cell Lung Cancer (NSCLC)  

 The member will be using ipilimumab as treatment for recurrent, advanced, or metastatic 
disease in combination with 

o Nivolumab OR 
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o Nivolumab, pemetrexed and either carboplatin or cisplatin for nonsquamous cell 
histology OR 

o Nivolumab, paclitaxel, and carboplatin for squamous cell histology 
o The above regimens are used as: 

 initial systemic therapy for PD-L1 <1% and negative for actionable 
molecular markers 

 first-line therapy for EGFR exon 20 mutation positive tumors 
 first-line therapy for KRAS G12C mutation positive tumors 
 first-line (useful in certain circumstances) or subsequent therapy for BRAF 

V600E mutation positive tumors 
 first-line (useful in certain circumstances) or subsequent therapy for 

NTRK1/2/3 gene fusion positive tumors 
 first-line (useful in certain circumstances) or subsequent therapy for MET 

exon 14 skipping mutation positive tumors 
 subsequent therapy for ROS1 rearrangement positive tumors and prior 

crizotinib, entrectinib, or ceritinib therapy 
 The member will be using ipilimumab as continuation maintenance therapy in 

combination with nivolumab for recurrent, advanced, or metastatic disease in patients 
who achieve a response or stable disease following first-line therapy if nivolumab + 
ipilimumab +/- chemotherapy given: 

o PD-L1 expression positive (≥1%) tumors that are negative for actionable molecular 
markers OR 

o PD-L1 expression <1% and no contraindications to PD-1 or PD-L1 inhibitors 
 
Recommended dosage: Ipilimumab 1 mg/kg on day 1 in combination with nivolumab +/- 
chemotherapy every 42 day cycle 
 
Central Nervous System (CNS) Lesions-Metastatic Melanoma  

 The member has a diagnosis of limited brain metastases with melanoma for ANY of the 
following:  

o  Ipilimumab will be administered in combination with nivolumab for newly 
diagnosed brain metastases in select individuals (e.g., with small asymptomatic brain 
metastases) and stable systemic disease or reasonable systemic treatment 
options; OR    
o Ipilimumab will be administered in combination with nivolumab for recurrent 
brain metastases; or   
o Ipilimumab will be administered as a single agent for recurrent brain 
metastases; OR 

 The member has recurrent extensive brain metastases with melanoma and stable 
systemic disease or reasonable systemic treatment options for ANY of the following:  

o Ipilimumab will be administered in combination with nivolumab; OR   
o Ipilimumab will be administered as a single agent 

 
Recommended dosage:  
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 Single Agent: Initial dose 10 mg/kg every 3 weeks for 4 doses then 10 mg/kg every 12 
weeks   

 Combination with nivolumab: Initial dose 3 mg/kg every 3 weeks given with nivolumab 
followed nivolumab monotherapy. 

  
Malignant Pleural Mesothelioma  

 The member will be using ipilimumab in combination with nivolumab (preferred for 
biphasic or sarcomatoid histology, other recommended regimen for epithelioid histology) 
as first-line systemic therapy for 

o unresectable clinical stage I-IIIA disease and epithelioid or biphasic histology OR 
o clinical stage IIIB or IV disease, sarcomatoid, or medically inoperable tumors in 

patients with performance status (PS) 0-2 
 The member will be using Ipilimumab as subsequent systemic therapy in combination 

with nivolumab  
 
Recommended dosage: Ipilimumab 1 mg/kg on day 1 in combination with nivolumab +/- 
chemotherapy every 42 day cycle 
   
 Small Bowel Adenocarcinoma  

 The member will be using Ipilimumab in combination with nivolumab for advanced or 
metastatic disease (deficient mismatch repair/microsatellite instability-high [dMMR/MSI-H] 
only) for ANY of the following:  

o Initial therapy in combination with nivolumab for advanced or metastatic disease, 
if no previous treatment with a checkpoint inhibitor OR 
o Subsequent therapy in combination with nivolumab for advanced or metastatic 
disease, if no previous treatment with a checkpoint inhibitor and no prior oxaliplatin 
exposure in the adjuvant setting or contraindication to oxaliplatin 

 
Recommended dosage: Ipilimumab 1 mg/kg every 3 weeks for a total of 4 doses given in 
combination with nivolumab followed by nivolumab monotherapy.  
  
All indications:  

 Ipilimumab will be approved through clinical review for up to a 6-month duration 
 
 
 
 
 
 

Coverage Limitations  
  
Treatment with Ipilimumab is not considered medically necessary for members with the following 
concomitant conditions:  
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 The member has had prior treatment with an anti-Programmed Death receptor-1 (PD-1), 
anti-Programmed Death-1 ligand-1 (PD-L1), anti-PD-L2, or anti-cytotoxic T lymphocyte 
associated antigen-4 (anti-CTLA-4) antibody 

 Indications not supported by NCCN category 2A or higher may not be considered 
medically necessary 

  
Contraindications/Warnings/Precautions1  

 There are no contraindications listed in the US manufacturer’s labeling.  
 Warnings/precautions:  

o Immune-mediated toxicities including but not limited to: 
o Hepatitis  
o Endocrinopathies  
o Pneumonitis  
o Nephritis and renal dysfunction  
o Encephalitis  

o Infusion reactions  
o Embryo-Fetal toxicity  

  
For specific recommendations on contraindications, warnings and precautions, patient 
monitoring, and on dose adjustments and discontinuation, please refer to the current prescribing 
information.  
 
Billing 

 Description: Injection, ipilimumab, 1 mg  
o HCPCS: J9228 

 
 
Disclaimer  
  
Drug Coverage Policies are developed as needed, regularly reviewed, updated at least 
annually, and are subject to change. Other policies and coverage determination 
guidelines may apply. Federal and state regulatory requirements and member specific benefit 
plan documents, if applicable, must be reviewed prior to this Drug Coverage Policy. This Drug 
Coverage Policy is for informational purposes only and does not constitute medical advice or 
dictate how providers should practice medicine. This policy should not be reproduced, stored 
in a retrieval system, or altered from its original form without written permission from 
Oncology Analytics, Inc.  
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