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Office of Clinical Pharmacology Review

Application Number NDA 205580 SDN 38
Letter Date of Submission January 31, 2018
Product Name (Trade and Bendamustine Hydrochloride Injection
| generic, code) 100 mg/4 mL (25 mg/mL)
Route of Administration Intravenous Injection
Treatment of Chronic Lymphocytic
Proposed Indication Leukemia (CLL) and Indolent B-Cell
non-Hodgkin Lymphoma (NHL)
Submission Type Resubmission Class 1
Sponsor Eagle Pharmaceuticals, Inc.
Related Applications NDA205580 SDN 8
Prior Reviews (Application NDA 205580, e
number, Submission type, Date) , May 29, 2014

On September 6, 2013, Eagle Pharmaceuticals, Inc. submitted a 505(b)(2) New Drug Application
(NDA 205580) for Bendamustine Hydrochloride Injection 100 mg/4 mL (25 mg/mL) in a 500
mL admixture for the treatment of Chronic Lymphocytic Leukemia (CLL) and Indolent B-Cell
non-Hodgkin Lymphoma (NHL). The Agency gave a tentative approval on July 2, 2014. The
approval was tentative due to CMC, labeling and patent rights infringement issues.

Dr. Y-J. Moon reviewed (DARRTS 5/29/2014) the clinical pharmacology information in the

2013 submission. Dr. Moon’s review states (indented):
Although the Eagle bendamustine HCI product has a higher concentration (25 mg/mL)
than the reconstituted listed drug (LD) (5 mg/mL), after dilution in the admixture vehicle
the concentration is the same between the two products. Therefore, the actual dose that
will be administered to patients and the infusion time to administer that dose has not
changed. A request for waiver for requirement to conduct bioequivalence testing is
included in this NDA.
ONDQA-Biopharmaceutics review stated (DARRTS Communication date: 5/13/14) that
the Applicant provided appropriate information/data justifying that the higher osmolality
range of their product (when compared to that of the listed product), will not have an
impact on the clinical safety profile of their proposed bendamustine HCI product. Also it
was stated that the absence of mannitol and inclusion of monothioglycerol, propylene
glycol, and PEG 400 in the proposed formulation does not affect the distribution and/or
elimination of bendamustine HC1 (when compared to those of the listed product) and
that the Applicant’s response included evidence from literature supporting the safety of
the intravenous infusions of bendamustine HCI solutions containing the proposed
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concentrations of monothioglycerol, propylene glycol, and PEG 400. ONDQA-
Biopharmaceutics recommended approval and granted a Biowaiver.

This submission contains no new clinical pharmacology information for review. NDA
205580 is recommended for approval from the standpoint of clinical pharmacology.

Recommendation

This submission contains no new clinical pharmacology information for review. Consistent with
clinical pharmacology’s 2013 recommendation, NDA 205580 is recommended for approval from
the standpoint of clinical pharmacology.

Signatures

Christy S John, Ph.D. Gene Williams, Ph.D.

Reviewer Team Leader

Division of Clinical Pharmacology V | Division of Clinical Pharmacology V

Cc: | DHP: RPM — L. Wall; MO — A. Schwarsin; MTL — A. de Claro
DCP-V: DDD — B. Booth; DD — A. Rahman
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This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.

CHRISTY S JOHN
03/20/2018

GENE M WILLIAMS
03/20/2018
| concur with the recommendation
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Clinical Pharmacologx Memorandum

NDA 205580 SDN 8

Submission Date: 6 September 2013

Drug Name: Bendamustine HCL, 100 mg/4 mL (25 mg/mL)
Sponsor: Eagle Pharmaceuticals, Inc.

OCP Reviewers: Young Jin Moon, Ph.D.

OCP Team Leader: Julie M. BuIIocki Pharm.D.

This 505(b)(2) application relies on the FDA's finding of safety and effectiveness for the listed drug,
TREANDA® (bendamustine HCl) marketed by Teva Pharmaceuticals under the approved NDA 22249.
Bendamustine HCI, an alkylating agent, is approved for the treatment of chronic lymphocytic leukemia
(CLL) and indolent Non-Hodgkin Lymphoma (NHL). Dosing regimen is 100 mg/m? infused intravenously
over 30 minutes on Days 1 and 2 of a 28-day cycle, up to 6 cycles for CLL and 120 mg/m? infused
intravenously over 60 minutes on Days 1 and 2 of a 21-day cycle, up to 8 cycles for NHL.

Eagle’s Bendamustine HCl is intended for the same indications and by the same dosing regimen. The
difference and similarity of the two products are detailed as follows.

TREANDA (bendamustine HCI) for Injection has two vial sizes, 100 mg of bendamustine HCI lyophilized
powder in a 20 mL amber glass vial and 25 mg of bendamustine HCI lyophilized powder in a 8 mL amber
glass vial. Both have the exact same compositions. Eagle’s Bendamustine HCl Injection, 25 mg/mL has
only one presentation as 100 mg of bendamustine HCl in 4 mL solution in a 5 mL clear glass vial. A
comparison between the TREANDA 100 mg presentation and Eagle Bendamustine HCl, 25 mg/mL is
provided in Table 1 below.

Table 1. Comparison of Treanda 100 mg Vial and Eagle’s Bendamustine HCI Injection, 25 mg/mL (100

mg/4 mL)
Product Treanda (bendamustine HCI) for Injection Bendamustine HCI Injection, 25 mg/mL
(100 mg vial) (100 mg/4 mL)
Dosage Form Lyophilized powder Sterile Solution
Ingredients Amount per vial Ingredient Amount per vial
Composition Bendamustine HCI 100 mg Bendamustine HCI 100 mg
Mannitol, USP 170 mg Monothioglycerol. NF 20 mg
Propylene Glycol, USP 0.4 mL
Polyethylene Glycol 400
(PEG 400). NF* QSto4mL

(b) (4)

The preparation of the product solutions for infusion is different as follows.

DOCKET

A R M Find authenticated court documents without watermarks at docketalarm.com.



https://www.docketalarm.com/

Nsights

Real-Time Litigation Alerts

g Keep your litigation team up-to-date with real-time
alerts and advanced team management tools built for
the enterprise, all while greatly reducing PACER spend.

Our comprehensive service means we can handle Federal,
State, and Administrative courts across the country.

Advanced Docket Research

With over 230 million records, Docket Alarm’s cloud-native
O docket research platform finds what other services can't.
‘ Coverage includes Federal, State, plus PTAB, TTAB, ITC
and NLRB decisions, all in one place.

Identify arguments that have been successful in the past
with full text, pinpoint searching. Link to case law cited
within any court document via Fastcase.

Analytics At Your Fingertips

° Learn what happened the last time a particular judge,

/ . o
Py ,0‘ opposing counsel or company faced cases similar to yours.

o ®
Advanced out-of-the-box PTAB and TTAB analytics are
always at your fingertips.

-xplore Litigation

Docket Alarm provides insights to develop a more
informed litigation strategy and the peace of mind of

knowing you're on top of things.

API

Docket Alarm offers a powerful API
(application programming inter-
face) to developers that want to
integrate case filings into their apps.

LAW FIRMS

Build custom dashboards for your
attorneys and clients with live data
direct from the court.

Automate many repetitive legal
tasks like conflict checks, document
management, and marketing.

FINANCIAL INSTITUTIONS
Litigation and bankruptcy checks
for companies and debtors.

E-DISCOVERY AND

LEGAL VENDORS

Sync your system to PACER to
automate legal marketing.

WHAT WILL YOU BUILD? @ sales@docketalarm.com 1-866-77-FASTCASE




