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Enhertu  
(fam-trastuzumab deruxtecan-nxki) 

 
Override(s) Approval Duration 
Prior Authorization 1 year 

 
 
Medications 
Enhertu (fam-trastuzumab deruxtecan-nxki) 

 
 
APPROVAL CRITERIA 
 
Requests for Enhertu (fam-trastuzumab deruxtecan-nxki) may be approved if the following 
criteria are met: 
 

I. Individual has a diagnosis of unresectable or metastatic HER2-positive (HER2+) breast 
cancer (Label, NCCN 1) confirmed by one of the following: 
A. Immunohistochemistry (IHC) is 3 +; OR 
B. In situ hybridization (ISH) positive;  

            
AND 

II. Individual has previously received a prior anti-HER2 therapy in either: 
A. Metastatic setting; OR 
B. In the neoadjuvant or adjuvant setting and have developed disease recurrence 

during or within six months of completing therapy; 
 
OR 
III. Individual has a diagnosis of unresectable or metastatic HER2-low (IHC 1+ or IHC 

2+/ISH-) breast cancer who have received a prior chemotherapy in the metastatic 
setting or developed disease recurrence during or within 6 months of completing 
adjuvant chemotherapy (Label, NCCN 1)); AND 

IV. Individual is using as single-agent therapy;  
 
OR 
V. Individual has a diagnosis of unresectable or metastatic non-small cell lung cancer 

(NSCLC) whose tumors have activating HER2 (ERBB2) mutations and who have 
received a prior systemic therapy (Label, NCCN 2A));  
 

OR 
VI. Individual has a diagnosis of HER2+ gastric or gastroesophageal junction 

adenocarcinoma confirmed by one of the following (Label, NCCN 2A): 
A. Immunohistochemistry (IHC) is 3 +;  

OR 



                  
 

PAGE 2 of 3 06/16/2023 
New Program Date 06/09/2020 

 

B. In situ hybridization (ISH) positive;  
AND 

VII. Individual has had received a prior trastuzumab (or trastuzumab biosimilars)-based 
regimen; 

 
OR 

VIII. Individual has a diagnosis of metastatic HER2 + breast cancer with brain metastases 
and the following criteria are met (NCCN 2A): 
A. Individual has a primary diagnosis of HER2+ breast cancer; AND 
B. Using in one of the following ways: 

1. In those with asymptomatic brain metastases as primary or initial therapy; OR 
2. In those with stable brain metastases disease in relapsed/recurrent disease;  

AND 
C. Individual is using as a single-agent treatment. 

 
 
Requests for Enhertu (fam-trastuzumab deruxtecan-nxki) may not be approved for the 
following: 
 

I. When Enhertu is used in combination with other targeted biologic agents or 
chemotherapy agents; OR 

II. When the above criteria are not met and for all other indications. 
 
 
 
NOTE: 
Enhertu has a black box warning for interstitial lung disease and embryo-fetal toxicity. 
Interstitial lung disease (ILD) and pneumonitis, including fata cases, have been reported with 
Enhertu. Patients should be monitored for signs and symptoms including cough, dyspnea, 
fever, and other new or worsening respiratory symptoms. Enhertu should be discontinued in all 
patients with Grade 2 or higher ILD/pneumonitis.   
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Federal and state laws or requirements, contract language, and Plan utilization management programs or polices may take 
precedence over the application of this clinical criteria. 
 
No part of this publication may be reproduced, stored in a retrieval system or transmitted, in any form or by any means, 
electronic, mechanical, photocopying, or otherwise, without permission from the health plan. 
 


