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NDA Executive Summary  

 

1. Application/Product Information  

NDA Number.   212209  

Applicant Name Slayback Pharma, LLC 

Drug Product Name VIVIMUSTA (bendamustine hydrochloride injection) 

Dosage Form.   Injection 

Proposed Strength(s)   100 mg/ 4 mL (25 mg/mL) 

Route of 
Administration 

  Intravenous 

Maximum Daily Dose  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 HCl Injection,100 mg/4 mL 

(25 mg/mL) is supplied as a clear colorless to  yellow, 

 sterile solution in a multiple-dose vial.  The drug 

product formulation is for the most part non-aqueous and 

contains no preservatives.   

 

The proposed product, like the listed drug, is designed to be 

diluted with 0.9% Sodium Chloride Injection, USP, or 2.5% 

Dextrose/0.45% Sodium Chloride Injection, USP.  The final 

admix is stable for up to 24 hours when stored refrigerated or 

up to 3 hour when stored at room temperature (see USPI).    

 

The current submission contains no new data but instead 

only includes a request for full approval. 

Co-packaged product 
information 

N/A 

 Device information: N/A 

(b) (4)

(b) (4)

_
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Storage Temperature/ 
Conditions 

2°C to 8°C (36°F to 46°F). Retain in original carton until time 

of use to protect from light 

Review Team 

Discipline  Primary  Secondary 

Drug Substance Paresma Patel Paresma Patel 

Drug Product/ 
Labeling 

Tefsit Bekele Sherita McLamore 

Manufacturing Djelila Mezzaache Bogdan Kurtya 

Biopharmaceutics N/A N/A 

Microbiology Bryan Riley Bryan Riley 

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 
 

4. Basis for Recommendation:  

a. Summary of Rationale for Recommendation: 
OPQ recommends APPROVAL of NDA 212209 for commercialization of Bendamustine 

Hydrochloride Injection, 100 mg/4 mL. Based on our evaluation of the available 

information, the applicant provided sufficient information to support an approval 

_
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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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NDA Executive Summary  

 

1. Application/Product Information  

NDA Number.   212209  

Applicant Name Slayback Pharma, LLC 

Drug Product Name Bendamustine HCl 

Dosage Form.   Injection 

Proposed Strength(s)   100 mg/ 4mL (25 mg/mL) 

Route of 
Administration 

  Intravenous 

Maximum Daily Dose  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 HCl Injection,100 mg/4 mL 

(25 mg/mL) is supplied as a clear colorless to  yellow, 

 sterile solution in a multiple-dose vial.  The drug 

product formulation is for the most part non-aqueous and 

contains no preservatives.   

 

The proposed product, like the listed drug, is designed to be 

diluted with 0.9% Sodium Chloride Injection, USP, or 2.5% 

Dextrose/0.45% Sodium Chloride Injection, USP.  The final 

admix is stable for up to 24 hours when stored refrigerated or 

up to 3 hour when stored at room temperature (see USPI).    

 

The current submission contains no new data but instead 

only includes a request for full approval. 

Co-packaged product 
information 

N/A 

 Device information: N/A 

(b) (4)

(b) (4)

_
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Storage Temperature/ 
Conditions 

Review Team 

Discipline  Primary  Secondary 

Drug Substance Kabir Shahjahan Haripada Sarker 

Drug Product/ 
Labeling 

Tefsit Bekele Sherita McLamore 

Manufacturing Djelila Mezzaache Bogdan Kurtya 

Biopharmaceutics N/A N/A 

Microbiology Bryan Riley Bryan Riley 

Other (specify): 
 
 

N/A N/A 

RBPM 
Dahlia Walters 

 

ATL Sherita McLamore 

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 
 

4. Basis for Recommendation:  

a. Summary of Rationale for Recommendation: 
OPQ recommends APPROVAL of NDA 212209 for commercialization of Bendamustine 

Hydrochloride Injection, 100 mg/4 mL. Based on our evaluation of the available 

information, the applicant provided sufficient information to support an approval 

(b) (4)
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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 212209 

BENDAMUSTINE HYDROCHLORIDE INJECTION, 100 MG/ML 
CMC REVIEW OF CLASS I RESUBMISSION 

 
Bendamustine Hydrochloride Injection was tentatively approved on July 2, 2020. 

The applicant, Slayback Pharma LLC submitted a class 2 resubmission for 

Bendamustine Hydrochloride on June 16, 2021. CMC recommended approval of 

Bendamustine Hydrochloride Injection. FDA accepted the proposed expiration 

dating period of 24-months for the drug product when stored at 2–8 °C. The drug 

product was to be diluted to a final concentration of 0.1–1.36 mg/mL in 0.9% 

NaCl or 2.5% dextrose/0.45% sodium solutions before IV infusion administration. 

The admixtures are stable for 24 hours under refrigeration and 3 h at room 

temperature.  Refer to the drug product review uploaded in Panorama on 

January 24, 2022 and CDTL review uploaded in DARRTS on 03/01/2022 for 

more details.  

On June 27, 2022, the applicant submitted a Class I resubmission to provide 

CMC updates which included long-term drug product stability update. Stability 

update for Bendamustine Hydrochloride Injection (100 mg/mL), lot 9K06227V 

manufactured using a drug substance batch produced at  

  was provided. The batch continued to meet the 

proposed specifications through 24 months when it is stored in both upright and 

inverted positions at 2–8 °C. There are no significant physical or chemical 

changes except the level of  content  from % to 

% after 24 months but it is well within the acceptance criterion of 

%. The applicant is not requesting to extend the previously agreed 24-month 

expiration dating period for the product. Minor specification updates to 

consistent to the corresponding USP monograph were also 

provided. CMC has no additional comments and still recommends approval.  

 

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)(b) (4)

(b) (4)
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MEMORANDUM  
NDA 212209 

BENDAMUSTINE HYDROCHLORIDE INJECTION, MG/ML 
CMC REVIEW OF REVISED LABEL AND LABELING  

 
Bendamustine Hydrochloride Injection was tentatively approved on July 2, 2020. 

The applicant, Slayback Pharma LLC submitted a class 2 resubmission for 

Bendamustine Hydrochloride on June 16, 2021. The original CMC labeling 

review for 100 mg/4 mL Bendamustine hydrochloride Injection was uploaded in 

panorama on May 10, 2019. 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 diluent, 2.5% dextrose/0.45% sodium chloride and admixture 

concentration changes from  mg/mL to –1.36 mg/mL. As a result, a 

revised container label, carton labeling, and prescribing information were 

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.  

Under section 2.3 Preparation and Administration of the prescribing information 

an alternative diluent to 0.9% sodium chloride Injection, USP was added. The 

new diluent is 2.5% dextrose/0.45% sodium chloride injection, USP which is also 

a diluent used in the listed drug Belrapzo along with 0.9% sodium chloride. 

Moreover, due to updated admixture concentrations, the previous mL 

infusion bags containing the diluents changed to 250 mg infusion bags. In section 

2.4 Admixture Stability, the stability information for Bendamustine Hydrochloride 

Injection in 2.5%dextrose/0.45% sodium chloride diluent was also added which is 

identical to that of the admixture prepared in 0.9% NaCl.  

The container label and carton labeling were updated to include the new diluent, 

2.5% dextrose/0.45% sodium chloride injection as shown below. Currently, CMC 

has no additional recommendations.  

2 Page(s) of Draft Labeling have been Withheld in Full as b4 (CCI/TS) immediately following this page

(b) (4)

(b) (4)

(b) (4)

(b) (4)
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M E M O R A N D U M 
 

Sodium Chloride 

2.5% Dextrose/0.45% 

Sodium Chloride 

Refrigerated 0, 24 

2.5% Dextrose/0.45% 

Sodium Chloride 

RT 0, 3, 5, 6 

2.5% Dextrose/0.45% 

Sodium Chloride 

Refrigerated 0, 24 

 

These admixtures were challenged with NMT  CFU/mL of Pseudomonas aeruginosa, Staphylococcus 

aureus, Escherichia coli, Candida albicans, and Aspergillus brasilensis.  Two batches of product 

(7G04376V, 9K06227V) were used in testing.  Positive and negative controls were utilized.  Following 

sampling, plating, and incubation, no log increases (in fact, several log decreases) were observed in the 

inoculated admixtures. 

 

Reviewer’s Assessment - Adequate 

The applicant presented acceptable microbiological studies to support the proposed package insert 

information.  The information was fully assessed; however, the proposed holding/infusion times did not 

exceed the limit for which no data is needed per DMA policy (4 hours at room temperature/24 hours 

refrigeration.)  The applicant was advised to perform these unnecessary studies by a non-DMA assessor. 

 

END 

 

(b) (4)

(b) (4)
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MEMORANDUM  
NDA 212209 

BENDAMUSTINE HYDROCHLORIDE INJECTION, 100 MG/ML 
CMC REVIEW OF REVISED LABEL AND LABELING  

 
Bendamustine Hydrochloride Injection was tentatively approved on July 2, 2020. 

The applicant, Slayback Pharma LLC submitted a class 2 resubmission for 

Bendamustine Hydrochloride on June 16, 2021. The original CMC labeling 

review for 100 mg/4 mL Bendamustine hydrochloride Injection was uploaded in 

panorama on May 10, 2019. 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 diluent, 2.5% dextrose/0.45% sodium chloride and admixture 

concentration changes from  mg/mL to –1.36 mg/mL. As a result, a 

revised container label, carton labeling, and prescribing information were 

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.  

Under section 2.3 Preparation and Administration of the prescribing information 

an alternative diluent to 0.9% sodium chloride Injection, USP was added. The 

new diluent is 2.5% dextrose/0.45% sodium chloride injection, USP which is also 

a diluent used in the listed drug Belrapzo along with 0.9% sodium chloride. 

Moreover, due to updated admixture concentrations, the previous  mL 

infusion bags containing the diluents changed to 250 mg infusion bags. In section 

2.4 Admixture Stability, the stability information for Bendamustine Hydrochloride 

Injection in 2.5%dextrose/0.45% sodium chloride diluent was also added which is 

identical to that of the admixture prepared in 0.9% NaCl.  

The container label and carton labeling were updated to include the new diluent, 

2.5% dextrose/0.45% sodium chloride injection as shown below. Currently, CMC 

has no additional recommendations.  

2 Page(s) of Draft Labeling have been Withheld in Full as b4 (CCI/TS) immediately following this 
page
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