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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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Tremelimumab-actl (Imjudo®) 

Discussion 

Tremelimumab-actl is a monoclonal antibody that binds to CTLA-4, a negative regulator of T-

cell activity. Binding to CTLA-4 allows T-cells to become fully activated and multiply to then find 

and attack cancer cells. Blocking the CTLA-4 activity may result in decreased tumor growth and 

increased proliferation of T cells in tumors.  

Common adverse reactions (>20%) include rash, diarrhea, fatigue, pruritus, musculoskeletal 
pain, abdominal pain, nausea, and decreased appetite. Common laboratory abnormalities (≥ 
40%) include AST increased, ALT increased, hemoglobin decreased, sodium decreased, bilirubin 
increased, alkaline phosphatase increased, and lymphocytes decreased. Clinically significant 
adverse reactions include immune mediated adverse reactions and infusion related reactions. 

Tremelimumab-actl is approved by the Food and Drug Administration (FDA) for hepatocellular 
carcinoma and non-small cell lung cancer.1 The National Comprehensive Cancer Network 
(NCCN) endorses tremelimumab-actl in the following cancer types: esophageal and 
esophagogastric junction, gastric, hepatocellular, and non-small cell lung.2,3,4,5 

Definitions 

• Anaplastic Lymphoma Kinase (ALK) - A transmembrane tyrosine kinase receptor is 

involved in the carcinogenesis of several human cancers through gene fusion, amplification, 

mutation, or protein overexpression.6 

• BRAF V600E Mutation - An activating missense mutation in codon 600 of exon 15 

(V600E) of BRAF gene has been identified in multiple neoplasms, including melanoma, 

colorectal carcinoma, papillary thyroid carcinoma, hairy cell leukemia, and Langerhans cell 

histiocytosis.7 

• CTLA-4 - A protein found on T cells (a type of immune cell) that helps keep the body’s 

immune responses in check.8 

• Epidermal Growth Factor Receptor (EGFR) A protein found on certain types of cells 

that binds to a substance called epidermal growth factor. The EGFR protein is involved in 

cell signaling pathways that control cell division and survival. Sometimes, mutations 

(changes) in the EGFR gene cause EGFR proteins to be made in higher than normal 

amounts on some types of cancer cells. This causes cancer cells to divide more rapidly. 

EGFRs are a type of receptor tyrosine kinase.9 

• 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.10 

• National Comprehensive Cancer Network (NCCN) - An alliance of more than 30 

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.11 
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• ROS1 Rearrangement - A distinct receptor tyrosine kinase that is very similar to ALK and 

members of the insulin receptor family. It is estimated that ROS1 gene rearrangements 

occur in about 1-2% of patients with NSCLC. These mutations most frequently occur in 

nonsquamous histology but can also occur in squamous cell histology, although at a lower 

rate.12 

Policy 

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

recommendations when all criteria are met: 

Esophageal and Esophagogastric Junction Cancers 

1. At least 18 years of age; AND 

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

For NCCN required criteria coverage: 

3. Neoadjuvant immunotherapy in combination with durvalumab as primary treatment for 

adenocarcinoma if tumor is microsatellite instability-high (MSI-H) or deficient mismatch 

repair (dMMR) and patient is medically fit for surgery with cT2, N0 (high-risk lesions: 

lymphovascular invasion, ≥ 3cm, poorly differentiated), cT1b-cT2, N+ or cT3-cT4a, Any N 

disease.2 

Gastric Cancer 

1. At least 18 years of age; AND 

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

For NCCN required criteria coverage: 

3. Neoadjuvant immunotherapy in combination with durvalumab as primary treatment prior to 

surgery if tumor is microsatellite instability-high (MSI-H) or deficient mismatch repair 

(dMMR) tumors for potentially resectable locoregional disease (cT2 or higher, any N) if 

medically fit for surgery.3 

Hepatocellular Carcinoma 

1. At least 18 years of age; AND 

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

For FDA required criteria coverage: 

3. In combination with durvalumab for unresectable disease;1 OR 

For NCCN required criteria coverage: 

4. First-line systemic therapy in combination with durvalumab for one of the following: 

a) Liver-confined, unresectable disease and are deemed ineligible for transplant 

b) Extrahepatic/metastatic disease and are deemed ineligible for resection, transplant, or 

locoregional therapy; OR 
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5. Subsequent-line systemic therapy (if not previously used and have not been previously 

treated with anti-CTLA4-based combinations) in combination with durvalumab if progression 

on or after systemic therapy.4 

Non-Small Cell Lung Cancer 

1. At least 18 years of age; AND 

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

For FDA required criteria coverage: 

3. In combination with durvalumab and platinum-based chemotherapy for metastatic disease 

with no sensitizing epidermal growth factor receptor (EGFR) mutation or anaplastic 

lymphoma kinase (ALK) genomic tumor aberrations;1 OR  

For NCCN required criteria coverage: 

4. Recurrent, advanced, or metastatic disease as first-line therapy for PD-L1 expression-

positive (≥1%) tumors that are negative for actionable molecular biomarkers, and no 

contraindications to PD-1 or PD-L1 inhibitors, and have a performance status of 0-2 in 

combination with one of the following: 

a) Durvalumab, albumin-bound paclitaxel, and carboplatin 
b) Durvalumab, pemetrexed, and either carboplatin or cisplatin for nonsquamous cell 

histology 
c) Durvalumab, gemcitabine, and either carboplatin or cisplatin for squamous cell 

histology; OR 
5. Recurrent, advanced, or metastatic disease for patients with a performance status of 0-2 

and no contraindications to PD-1 or PD-L1 inhibitors and no EGFR exon 19 deletion or 

L858R; ALK, RET, or ROS1 rearrangements in combination with one of the following:  

a) Durvalumab, albumin-bound paclitaxel, and carboplatin 

b) Durvalumab, pemetrexed, and either carboplatin or cisplatin for nonsquamous cell 

histology 

c) Durvalumab, gemcitabine, and either carboplatin or cisplatin for squamous cell histology 

The above regimens are used for one of the following: 

a) Initial systemic therapy for PD-L1 <1% and negative for actionable molecular 

biomarkers (may be KRAS G12C positive) 

b) First-line therapy for EGFR exon 20 insertion mutation positive tumors 

c) First-line or subsequent therapy for BRAF V600E mutation positive tumors 

d) First-line or subsequent therapy for NTRK1/2/3 gene fusion positive tumors 

e) First-line or subsequent therapy for MET exon 14 skipping mutation positive tumors 

f) First-line therapy for ERBB2 (HER2) mutation positive tumors 

g) First-line therapy for NRG1 gene fusion positive tumors 

h) Subsequent therapy EGFR S768I, L861Q, and/or G719X mutation positive tumors and 

prior afatinib, osimertinib, erlotinib, gefitinib, or dacomitinib therapy 

 

Notes:  
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1. Complete genotyping for EGFR, KRAS, ALK, ROS1, BRAF, NTRK1/2/3, MET, RET, NRG1, and 
ERBB2 (HER2), via biopsy and/or plasma testing. Treatment is guided by available results 
and, if unknown, these patients are treated as though they do not have driver oncogenes. 

2. Contraindications for treatment with PD-1/PD-L1 inhibitors may include active or previously 
documented autoimmune disease and/or current use of immunosuppressive agents, and 
some oncogenic drivers (i.e., EGFR exon 19 deletion or exon 21 L858R; ALK, RET, or ROS1 
rearrangements) have been shown to be associated with less benefit from PD-1/PD-L1 
inhibitors.5 
 

Authorization Period and Renewal Criteria 
 

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

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 

C15 Malignant neoplasm of esophagus 

C16 Malignant neoplasm of stomach 

C22.0 Liver cell carcinoma 

C34 Malignant neoplasm of bronchus or lung  

J9347 Injection, tremelimumab-actl 

 

Revision and Review History 

No. Description Date 

1 Original Effective Date: 1/1/2024 

2 
Policy Annual Review 

Dates: 
7/14/2023, 10/15/2024, 10/14/2025 

3 Department Owner: Medical Affairs 

4 
NH Advisory Committee 
Approval Dates: 

10/23/2023, 10/29/2024, 10/28/2025 
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5 Revision Changes 

10/15/2024 Added indications for gastric and 
esophageal/esophagogastric junction; added adverse reactions in 

discussion; v.2.0 
10/14/2025 Added adverse reaction, 1 FDA and 1 NCCN indication of 

hepatocellular, 1 FDA indication of NSCLC; v.3.0 
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