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NDA Executive Summary  

 

1. Application/Product Information  

NDA Number. 215179 

Applicant Name Shilpa Medicare LTD 

Drug Product Name Pemetrexed Injection 

Dosage Form.   Injection 

Proposed Strength(s)  100 mg/10 mL, 500 mg/50 mL, 1,000 mg/100 mL  

Route of 
Administration 

  Intravenous 

Maximum Daily Dose  500 mg/m2 

Rx/OTC Dispensed   Rx 

Proposed Indication 

• in combination with pembrolizumab and platinum 
chemotherapy, for the initial treatment of patients with 
metastatic non-squamous nonsmall cell lung cancer 
(NSCLC), with no EGFR or ALK genomic tumor 
aberrations. (1.1) 
• in combination with cisplatin for the initial treatment of 
patients with locally advanced or metastatic, non-
squamous NSCLC. (1.1) 
• as a single agent for the maintenance treatment of 
patients with locally advanced or metastatic, non-
squamous NSCLC whose disease has not 
progressed after four cycles of platinum-based first-line 
chemotherapy. (1.1) 
• as a single agent for the treatment of patients with 
recurrent, metastatic non-squamous, NSCLC after prior 
chemotherapy. (1.1)  
Limitations of Use: Pemetrexed Injection is not indicated 
for the treatment of patients with squamous cell, non-
small cell lung cancer. (1.1) 
• initial treatment, in combination with cisplatin, of patients 
with malignant pleural mesothelioma whose disease is 
unresectable or who are otherwise not candidates for 
curative surgery. (1.2) 

Drug Product 
Description 

Pemetrexed Injection is a sterile clear, colorless to pale 
yellow to green-yellow ready-to-use solution in single-
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dose vials. Each milliliter of solution contains 10 mg of 
pemetrexed (equivalent to 12.1 mg pemetrexed disodium 
hemipentahydrate), 10 mg of mannitol, 9 mg of sodium 
chloride, 1 mg of Lcysteine hydrochloride, sodium 
hydroxide and/or hydrochloric acid to adjust pH and water 
for injection. 

Co-packaged product 
information 

N/A 

 Device information: N/A 

Storage Temperature/ 
Conditions 

Store at 20°C to 25°C (68°F to 77°F); excursions 
permitted to 15°C to 30°C (59°F to 86°F) [see USP 
Controlled Room Temperature]. 
 
An expiration dating period of 18 months may be 
granted when stored at the proposed storage 
conditions. 

Review Team 

Discipline  Primary  Secondary 

Drug Substance Haripada Sarker Haripada Sarker 

Drug Product/ 
Labeling 

William M Adams  Xing Wang 

Manufacturing Yan Zheng David Anderson 

Biopharmaceutics Gerlie Gieser Gerlie Gieser 

Microbiology Janson God Julie Nemecek 

Other (specify): 
 
 

N/A  

RBPM Janell Artis 

ATL Xing Wang 

Consults None 
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2. Final Overall Recommendation  - Approval 

 

4. Basis for Recommendation:  

a. Summary of Rationale for Recommendation: 

 The NDA is re-submitted in response to FDA’s complete response (CR) 

 letter dated April 14, 2022. Drug substance and microbiology were found 

adequate in the last round of product quality review, and no new related CMC 

information was submitted. Resolution of key product quality issues was 

attained by manufacturing new vial product batches at a GMP compliant site; 

establishing and justifying the shelf-life specification criteria; addressed the 

manufacturing process issues for the 10 mL vial product and submitting 

adequate and acceptable long term stability studies on vial product batches 

that are representative of the proposed commercial drug product. The 

and the L-cysteine content of the drug product are 

monitored at release and during stability. An adequate scientific bridge had 

been established between the proposed drug product and the LD product, i.e., 

in accordance with 21 CFR 320.24(b)(6).  

 Cadila is the newly 

proposed manufacturing site, and it is an approved facility. All associated 

manufacturing, testing, packaging facilities were deemed acceptable. Overall, 

the applicant provided sufficient information in this resubmission to assure the 

identity, strength, purity, and quality of the proposed drug product. Based on 

the OPQ review team’s evaluation of the information provided in the 

submission, OPQ recommends APPROVAL of NDA 215179 PEMETREXED 

INJECTION, for intravenous use. 

 

b. Is the overall recommendation in agreement with the individual 

discipline recommendations?    Yes 

 

Recommendation by Subdiscipline: 

   Drug Substance      - Adequate 

   Drug Product  - Adequate 

   Quality Labeling  - Adequate 

   Manufacturing  - Adequate 

   Biopharmaceutics - Adequate 

                     Microbiology  - Adequate 

 Environmental Assessment:    Categorical Exclusion - Adequate 

 QPA for EA(s):     No 

5.   Life-Cycle Considerations 

Established Conditions per ICH Q12:  No 
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Comments: 
 

Comparability Protocols (PACMP):  No 
Comments:  

 
 Additional Lifecycle Comments: None 
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Special instructions for product 
preparation 

N/A  

Important administration 
instructions 

N/A  

For parenteral products: include 
statement: “Parenteral drug 
products must be inspected visually 
for particulate matter and 
discoloration prior to administration, 
whenever solution and container 
permit”  

Adequate Statement is present in section 2.7 Preparation 
for Administration 

If there is a USP monograph for the 
drug product and it contains a 
labeling requirement, ensure the 
labeling requirement is fulfilled. 

Adequate USP monograph does not include labeling 
requirements 

For radioactive products N/A  

For hazardous products, include 
the statement “DRUG X is a 
hazardous drug. Follow applicable 
special handling and disposal 
procedures.x” with x numerical 
citation to “OSHA Hazardous 
Drugs”. 

Adequate Hazard drug statement in sections 2.7 and 16 
with OSHA reference provided in section 15. 
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Manufactured for: 
Shilpa Medicare Limited, Jadcherla 509301, India 
 

3.0 CONTAINER AND CARTON LABELING 

3.1 Container Labels  

Draft vial labels are submitted in amendment SD-033 dated 04/08/2022, and SD-042 

dated 04/06/2023. 

*  Pemetrexed Injection 100 mg/10 mL – green/green 

*  Pemetrexed Injection 500 mg/50 mL -blue/green 

*  Pemetrexed Injection 1,000 mg/100 mL – brown/green 

Noted that the issue date is vertical on the 10 mL and 50 mL vial labels, while it is 

horizontal on the 100 mL vial label. 
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3.2 Carton Labeling 

Draft carton labels are provided in amendment SD-033 dated 04/08/2022. 

*  Pemetrexed Injection 100 mg/10 mL – green/green 

*  Pemetrexed Injection 500 mg/50 mL – blue/green 

*  Pemetrexed Injection 1,000 mg/100 mL – brown/green 

Draft carton labels are submitted in amendment SD-033 dated 04/08/2022, and SD-042 

dated 04/06/2023. 
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CHAPTER III: ENVIRONMENTAL 
IQA NDA Assessment Guide Reference 

 
R REGIONAL INFORMATION 

EA assessment is covered under Chapter 2 Drug Product review  
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