
 
 

   

 

CLINICAL GUIDELINES FOR MEDICAL NECESSITY 

 

 

MEDICAL POLICY 

 

 

  

Nivolumab and Relatimab-

rmbw (Opdualag ) 

 

 

 

 

Version: 3.0 

EFFECTIVE DATE: 9/30/2025 



 
 

 

Page 1 of 5 
 

 
Medical Oncology Guidelines 

2024 © NantHealth, Inc. All rights reserved. NantHealth – Proprietary 

Please note the following: 

CPT Copyright 2025 American Medical Association. All rights reserved. CPT is a registered 

trademark of the American Medical Association. 

All information provided by the NCCN is “Referenced with permission from the NCCN Clinical 

Practice Guidelines in Oncology (NCCN Guidelines™) © 2025 National Comprehensive Cancer 

Network. The NCCN Guidelines™ and illustrations herein may not be reproduced in any form for 

any purpose without the express written permission of the NCCN. To view the most recent and 

complete version of the NCCN Guidelines, go online to NCCN.org.” 

For Medicare members/enrollees, to ensure consistency with the Medicare National Coverage 

Determinations (NCD) and Local Coverage Determinations (LCD), all applicable NCDs, LCDs, 

and Medicare Coverage Articles should be reviewed prior to applying the criteria set forth in this 

clinical policy. Please refer to the CMS website at http://www.cms.gov for additional 

information. 

For Medicaid members/enrollees, circumstances when state Medicaid coverage provisions 

conflict with the coverage provisions within this clinical policy, state Medicaid coverage 

provisions take precedence. Please refer to the state Medicaid manual for any coverage 

provisions pertaining to this clinical policy. 
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Nivolumab and Relatimab-rmbw (Opdualag™) 

Discussion 

 

Nivolumab and relatimab-rmbw is a combination of nivolumab, a programmed death receptor-1 

(PD-1) blocking antibody, and relatlimab, a lymphocyte activation gene-3 (LAG-3) blocking 

antibody. The combination of nivolumab (anti-PD-1) and relatlimab (anti-LAG-3) results in 

increased T-cell activation compared to the activity of either antibody alone. This LAG-3 

blockade potentiates the anti-tumor activity of PD-1 blockage, inhibiting tumor growth and 

promoting tumor regression. 

 

Common adverse reactions (≥20%) include musculoskeletal pain, fatigue, rash, pruritus, and 

diarrhea. Common laboratory abnormalities (≥20%) include decreased hemoglobin, decreased 

lymphocytes, increased AST, increased ALT, and decreased sodium. Clinically significant 

adverse reactions include severe and fatal immune-mediated adverse reactions (IMARS), 

infusion-related reactions, and complications of allogeneic hematopoietic stem cell 

transplantation (HSCT). 

 

Nivolumab and relatimab-rmbw is approved by the Food and Drug Administration (FDA) for the 

treatment of melanoma.1 The National Comprehensive Cancer Network (NCCN) endorses 

nivolumab and relatimab-rmbw for cutaneous melanoma.2 

 

Definitions  

 

• Food and Drug Administration (FDA) - The FDA is responsible for protecting the public 

health by assuring the safety, efficacy, and security of human and veterinary drugs, 

biological products, medical devices, our nation's food supply, cosmetics, and products that 

emit radiation.3 

• Lymphocyte-activated gene 3 (LAG-3) - A cell surface inhibitory receptor and a key 

regulator of immune homeostasis with multiple biological activities related to T-cell 

functions. LAG-3 is considered a next-generation immune checkpoint.4  

• National Comprehensive Cancer Network (NCCN) - An alliance of more than thirty 

leading cancer centers devoted to patient care, research, and education. The NCCN 

guidelines are utilized for Radiation Therapy and Medical Oncology standards. NCCN 

consensus clinical standards are periodically updated and NantHealth, Inc. reviews these 

and updates its policies within a timely manner.5 

• PD-1 - A protein found on T cells (a type of immune cell) that helps keep the body’s 

immune responses in check. When PD-1 is bound to another protein called PD-L1, it helps 

keep T cells from killing other cells, including cancer cells. Some anticancer drugs, called 

immune checkpoint inhibitors are used to block PD-1. When this protein is blocked, the 

immune system inhibitors are released and the ability of T cells to kill cancer cells is 

increased.6  
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Policy 

 

Coverage will be considered for FDA approved indications and for NCCN category 1, 2A, or 2B 

recommendations when all criteria are met: 

 

Melanoma 

1. Prescribed by or in consultation with an oncologist; AND 

For FDA required criteria coverage: 

2. At least 12 years of age; AND  
3. Unresectable or metastatic melanoma; 1 OR 

Cutaneous Melanoma 

For NCCN required criteria coverage:  

1. At least 18 years of age; AND    

2. Neoadjuvant systemic therapy for one of the following: 

a) Primary treatment for stage III clinically positive, resectable nodal disease 

b) Initial and/or subsequent treatment for limited resectable stage III disease with clinical 

satellite/in-transit metastases 

c) Initial and/or subsequent treatment for limited resectable local satellite/in-transit 

recurrence 

d) Resectable disease limited to nodal recurrence; OR 

4. Systemic therapy for unresectable or widely disseminated distant metastatic disease for one 

of the following:  

a) First-line therapy (combination checkpoint blockade)  

b) Second-line or subsequent therapy for disease progression, intolerance and/or projected 

risk of progression with BRAF-targeted therapy 

c) Re-induction therapy if prior combination anti-PD-1/LAG-3 therapy resulted in disease 

control (complete response, partial response, or stable disease) with no residual toxicity, 

and disease progression/relapse >3 months after treatment discontinuation 

 

Note: Metastatic disease includes stage III unresectable/borderline resectable disease with 

clinically positive node(s) or clinical satellite/in-transit metastases, or 

unresectable/borderline resectable local satellite/in-transit recurrence, unresectable nodal 

recurrence, and widely disseminated distant metastatic disease.2 

 

Authorization Period and Renewal Criteria 
 

1. Initial Authorization Period: 12 months 
2. Renewal Criteria: No evidence of disease progression or unacceptable toxicity 



 
 

 

Page 4 of 5 
 

 
Medical Oncology Guidelines 

2024 © NantHealth, Inc. All rights reserved. NantHealth – Proprietary 

3. Renewal Authorization Period: 12 months 
 
Coding (CPT®, ICD 10 and HCPCS) 
 

Procedure codes appearing in medical policy documents are only included as a general 

reference. This list may not be all-inclusive and is subject to updates. In addition, the codes 

listed are not a guarantee of payment. CPT codes are available through the AMA.    

 

Code Description 

C43 Malignant melanoma of skin 

J9298 Injection, nivolumab and relatlimab-rmbw 

 

Revision and Review History 

 

No.  Description   Date(s)  

1  Original Effective Date:   1/1/2024 

2  Policy Annual Review Dates:  9/6/2023, 9/9/2024, 9/15/2025 

3 Department Owner:   Medical Affairs   

4  NH Advisory Committee 

Approval Dates:  

9/29/2023, 9/24/2024, 9/30/2025 

5  Revision Changes:   9/9/2024 Added adverse reactions, definition of LAG-3, and one 

indication for melanoma 

9/15/2025 Separated FDA and NCCN criteria; adjusted 1 indication 

for FDA and NCCN melanoma criteria; updated definitions; v3.0 
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