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Pemetrexed Agents 
(Alimta, Pemfexy, Pemrydi) 

  
 
Override(s) Approval Duration 
Prior Authorization 1 year 

 
Medications 
Alimta (pemetrexed disodium) 
Pemfexy (pemetrexed) 
Pemrydi (pemetrexed disodium hemipentahydrate) 

 
 
APPROVAL CRITERIA 
 
Requests for Pemetrexed Agents (Alimta, Pemfexy, Pemrydi) may be approved if the following 
criteria are met:  
 

I. Individual has a diagnosis of malignant mesothelioma; AND 
A. Individual is using in combination with cisplatin or carboplatin (Label,  

NCCN 2A); OR 
B. Individual is using as a first-line of therapy in combination with cisplatin or  

carboplatin AND bevacizumab (or bevacizumab biosimilar) (Label, NCCN 2A); AND 
1. Individual has an Eastern Cooperative Oncology Group (ECOG) performance 

status of 0-2; AND 
2. Individual does not have a history of hemoptysis or thrombosis; AND 
3. Disease presentation is unresectable; OR 

C. Individual is using as single agent for subsequent therapy (NCCN 1); AND 
1. Pemetrexed was not administered as first-line; OR 
2. Pemetrexed was used as first-line with good sustained response; OR 

D. Individual is using as a single agent for first line systemic therapy;  
 
 OR  
II. Individual has a diagnosis of recurrent, locally advanced, or metastatic non-squamous, 

non-small cell lung cancer (NSCLC); AND  
A. Individual is using as a single agent after prior chemotherapy; OR  
B. Individual is using as a first-line or induction therapy in combination with  
  platinum-based chemotherapy with or without bevacizumab (or bevacizumab 

biosimilar) (NCCN 2A); OR 
C. Individual is using as second-line therapy (first-line chemotherapy) in  

  combination with platinum-based chemotherapy with or without bevacizumab (or  
  bevacizumab biosimilar) if tyrosine-kinase inhibitor (TKI)/anaplastic lymphoma  
  kinase (ALK) targeted agent was given as first-line therapy (NCCN 1); OR 

D. Individual is using for maintenance therapy when disease has not progressed  
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  following four cycles of platinum-based, first-line therapy; OR 
E. Individual is using in combination with pembrolizumab (Keytruda) and platinum  

chemotherapy for initial treatment and without presence of actionable molecular 
markers* (Label, NCCN 2A); OR 

F. Individual is using as continuous maintenance therapy until disease progression,  
if given first-line as part of Keytruda (pembrolizumab)/platinum chemotherapy/and 
pemetrexed regimen (NCCN 1); OR 

G. Individual is using in combination with cemiplimab and platinum chemotherapy; OR 
H. Individual is using in combination with tremelimumab, durvalumab, and platinum  
 chemotherapy; OR  
I. Individual is using in combination with bevacizumab as continuous maintenance  

therapy, if given first-line as part of bevacizumab/ platinum/and pemetrexed 
regimen (NCCN 2A); OR 

J. Individual is using in combination with cemiplimab as continuous maintenance  
therapy, if given first-line as part of cemiplimab/ platinum/and pemetrexed regimen 
(NCCN 2A); OR 

K. Individual is using in combination with durvalumab as continuous maintenance  
therapy if given first-line as part of tremelimumab/durvalumab/platinum/and 
pemetrexed regimen (NCCN 2A); OR 

L. Individual is using as first-line therapy in combination with nivolumab, ipilimumab,  
 and platinum-based chemotherapy and without presence of actionable molecular  
 markers* (NCCN 2A); OR 
M. Individual is using as adjuvant or neoadjuvant therapy in combination with platinum- 
 based chemotherapy; 

 
OR 
III. Individual has a diagnosis of for EGFR mutation positive non-small cell lung cancer with 

leptomeningeal metastases; AND 
A. Pemetrexed is being administered intrathecally; 

 
OR 
IV. Individual is using as a single-agent therapy; AND 
V. Individual has one of the following (NCCN 2A): 

A. Individual has a diagnosis for persistent or recurrent ovarian cancer; OR  
B. Individual has a diagnosis for thymic cancer and thymomas and using as second- 

 line therapy; OR 
C. Individual is using pemetrexed as second-line or subsequent therapy for cervical 

cancer; OR 
D. Individual has a diagnosis for primary central nervous system lymphoma. 

 
*Note: Actionable molecular markers include EGFR, ALK, ROS1, BRAF, NTRK, MET and 
RET mutations. The NCCN panel recommends testing prior to initiating therapy to help guide 
appropriate treatment. If there is insufficient tissue to allow testing for all of these markers, 
repeat biopsy and/or plasma testing should be done. If these are not feasible, treatment is 
guided by available results and, if unknown, these patients are treated as though they do not 
have driver oncogenes (NCCN 2A). 
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Pemetrexed Agents (Alimta, Pemfexy, Pemrydi) may not be approved for the:  

I. Individual has a diagnosis of squamous cell non-small cell lung cancer; OR 
II. When the above criteria are not met and for all other indications.  
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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. 
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