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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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Lurbinectedin (Zepzelca®) 

Discussion 

Lurbinectedin is an alkylating drug that binds guanine residues in the minor groove of DNA, 

forming adducts. Adduct formation triggers a cascade of events that can affect the subsequent 

activity of DNA binding proteins, including some transcription factors, and DNA repair pathways. 

This can result in disruption of the cell cycle and eventual cell death. 

 

The most common adverse reactions, including laboratory abnormalities, (≥20%) are 

leukopenia, lymphopenia, fatigue, anemia, neutropenia, increased creatinine, increased alanine 

aminotransferase, increased glucose, thrombocytopenia, nausea, decreased appetite, 

musculoskeletal pain, decreased albumin, constipation, dyspnea, decreased sodium, increased 

aspartate aminotransferase, vomiting, cough, decreased magnesium and diarrhea. Clinically 

significant adverse reactions include myelosuppression, hepatotoxicity, extravasation resulting 

in tissue necrosis, and rhabdomyolysis. 

 

Lurbinectedin is approved by the Food and Drug Administration (FDA) for small cell lung cancer 

(SCLC).1 The National Comprehensive Cancer Network (NCCN) endorses lurbinectedin for the 

following cancer types: bone and small cell lung.2,3 

 

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.4 

• National Comprehensive Cancer Network (NCCN) - An alliance of over 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.5   

 

Policy 

Coverage will be considered for FDA approved indications and for NCCN category 1, 2A, or 2B 
recommendations when the following criteria are met: 

Bone Cancer - Ewing Sarcoma 

1. At least 18 years of age; AND 
2. Prescribed by or in consultation with an oncologist; AND 
 
For NCCN required criteria coverage: 
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3. Second-line therapy as a single agent for one of the following: 

a) With or without radiation therapy for relapse 
b) Progressive disease following primary treatment 
c) Metastatic disease.  

 

Note: Other primary round cell tumors of the bone (eg, CIC::DUX4, BCOR::CCNB3) can be 

treated like Ewing Sarcoma.2 

 

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. Metastatic disease with progression on or after platinum-based chemotherapy1; OR  
 
For NCCN required criteria coverage: 
 
4. Primary treatment in combination with atezolizumab as maintenance following 

carboplatin/etoposide plus atezolizumab for extensive stage disease for one of the following: 
a) Without localized symptomatic sites or brain metastases  

b) With localized symptomatic sites (used with radiation therapy (typically sequential) if 

spinal cord compression is present 

Note: Consider adding lurbinectedin to maintenance atezolizumab if the patient has at least 

stable disease following four cycles of carboplatin/etoposide + atezolizumab, ECOG 

performance status 0–1, and no history of brain metastases; OR 

5. Subsequent systemic therapy as a single agent if performance status 0-2 and not previously 

used for progression or relapse; OR 

6. Subsequent systemic therapy if prolonged disease-free time and performance status 0-1 for 
progression or relapse as maintenance treatment in combination with atezolizumab 
following carboplatin/etoposide plus atezolizumab. 
 
Note: Consider adding lurbinectedin to maintenance atezolizumab if at least stable disease 
following four cycles of carboplatin/etoposide plus atezolizumab, no history of brain 
metastases, and if lurbinectedin has not been used previously.3  

 
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 
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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 

C34 Malignant neoplasm of bronchus and lung 

C40 Malignant neoplasm of bone and articular cartilage of limbs 

J9223 Injection, lurbinectedin 

 

Revision and Review History 

No. Description Date(s) 

1 Original Effective Date: 1/1/2024 

2 Policy Annual Review Dates: 8/23/2023, 9/3/2024, 9/16/2025 

3 Department Owner: Medical Affairs 

4 
NH Advisory Committee Approval 
Dates: 

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

5 Revision Changes: 

9/3/2024 Added side effects in the discussion 

9/16/2025 Updated discussion and coding sections; added common 
adverse reactions and note to bone; removed 1 NCCN and added 3 

to SCLC; v.1.2 
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