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QUALITY ASSESSNIENT 

Executive Sunny

1. Recommendations and Conclusion on Approvability

OPQ reconlnends APPROVAL ofNDA 205580 for Bendamustine Hydrochloride

Injection, 100 mg/4 mL (25 mg/mL). As part of this action, OPQ grants a gymonth re-
test period thr the drug substance when storedin Mt"

There are no outstanding Issues and no post-approval

agreenents to be conveyed to the applicant.

II. Si-mnry of Quality Assessments

A. Product Overview

Bendanlistine is a s-ll nnlecule alkylating agent that was originally approved by the

FDA in 2009 (NDA 22249) ibr treahmnt ofpatients with chronic lyirphocytic leukemia

(CLL) and indolent B—cell non-Hodgkin lynyhorm (NI-IL) tlnt has progressed during or

within six mmfln of treatrmnt with rituxirmb or antuximab containing regirmn NDA

205580 was submitted as a 505(b)(2) NDA with Treanda® (bendanlistine) as the Listed

Drug (LD). The proposed drug product, Bendamistine Hydrochloride Injection, 100

mg/4 mL (25 mg/mL, is a ready-to—dilute solution, whereas the ID is a lyophilized

powder that requires reconstitution. The drug product ‘8 intended for IV infiniorr

Bendamistine Hydrochloride is nnmrtactured by M“) M“)
(bi(4)_

Infimmtion pertaining to the nmiulacture and control of the drug substance was

incorporated "1110 the application by way of reierence to DMF (m4) DMF 00(4) was

reviewed in conjunction with the review of NDA 205580 and was deemad adequate to

support the approval ofNDA 205580. The drug product, bendanlistine hydrochloride,

25 mg/mL 's aready—to-dilute, “‘4’, self-preserving solution tbrnmlation

intended lbr multiple doses. The drug product formilation includes 25 mg/mL of

bendannstine hydrochloride (100 mg/vial), 5 mg/mL of nnnothioglycerol as an

M" (20 mg/vial), and 0.1 mUmL ofpropylene glycol as a (hm)

(0.4 mg/v'nl) in polyethylene glycol 400 (QS to 4 mL). The drug product '6

sterilized by (mm (hm) (him

The dosing regimen for Bendanlstine Hydrochloride Injection, 100 mg/4 mL (25

mg/mL) for patients with chronic lynphocytic leukemia (CLL)IS 100 mg/m admin'ntered
intravenously over 30 minutes on Days 1 and 2 of a 28-day cycle, up to 6 cycles The dosng

regimen 1hr Bendamistine Hydrochloride Injection, 100 ng4 mL (25 nig/mL) for
patients with indolent B—cell non-Hodgldn lynphoma (NHL)is 120 mg/m admin'stered
intravenously over 60 minutes on Days 1 and 2 of a 21-day cycle, up to 8 cycles

Based onthe intbmiation provided in this application (origiial submission, resubmsion,

amendments and respomes to information requests), OPQ considers all review issues
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QUALITY ASSESSNIENT 

adequately addressed and potential risks to patient safety product eflicacy, and product

quality mitigated appropriately. Accordingly OPQ recommnds APPROVAL ofNDA
205580 and grants a (4i-month re—-test period for the drug substance and a 24 month
expiration period for the drug product when stored between 2 -8 C (36 to 46 F)In the

comrmrcfil packaging The drug product should be used within 24 hours when held

under refiigeration or 3 hours when stored at room temperature (fliese tines include

administration tine). Each vial is not recommended for more than a total of six dose

withdrawals and should be discarded afler 28 days.

Proposed Indication(s) including 0 Chronic lyrnphocytic leukemia (CLL). Efficacy relative

Intended Patient Population to first line therapies other than chlorambucil has not
been established

Indolent B-cell non-Hodgkin lymphoma (NHL) that has

progressedduring or within six months of treatment

with rituximab or a rituximab—containing regimen

Duration of Treatment Ie recommended dose for CLL is 100 mg/m‘

.dministered intravenously over 30 minutes on Days 1 and

I of a 28—day cycle, up to 6 cycles.

ue recommended dose for NHL is 120 mg/m2
dministered intravenously over 60 minutes on Days 1 and 

Alternative Methods of None

Adninistration

B. Quality Assessment Overview

NDA 205580 was originally submitted in February 2013 and tentatively approved (TA)

in July 2014. The applbation could not be granted final approval until all exchsivities

expired. There were no outstanding CMC issues at th's tirm. NDA 205580 was

resubmitted to the agency in January 2018. At which time it was concluded that this

application would be a Class 1.

By Product:

In the resubmsion, there were nnditimtions noted in the proposed drug product

specifnations based on approved post-marketing CMC srbmissions tbr BENDEKA

(bendamustine hydrochloride) injection 100mg/4mL (25 mg/mL) lbr infiision under

Eagb’s NDA 208194 which was approved in Decenber 2015. Ofnote, the DP

reviewer states that due to the current OPQ policy on resubmsions for

implementation of USP<232> and USP<233>, the elemental impurities specification in

the drug product was verified (see appended drug product memo).

In the orignal subrm'ssion, the applicant requested a 24 month ermgvmfin the drug
product. At that firm the drug product reviewer reconnended an momh expiry ibr

the drug product. In support of the proposed 24 month drug product expiry, the
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applicant has proviled 24 months of long term and 6 nnnth of accelerated stability

data. All data was acceptabh. Accordingly, Eagle Phanmceutizab proposed and the

FDA accepts the expiration dating period of 24 months for the drug product when

stored at stored between 2 -8 C (36 to 46 F) in the commercial packaging based on
real time data.

Microbiology:

The resubm'ssion inchded lpdated details pertaining to process and micro validation.
The micro team reviewed the submsion and it was concluded fliat all infir-tion

provided by the applicant was adequate and as such the application '3 recomnended lbr

approval on file basis of sterility assuance (see appended microb'nbgy 11mm).

Facilities:

All facilities_are ACCEPTABLE and recommended tbr approval ibr the fimctions

listed in the application

summit." Ovuvntl Marvtulwmg rm-«y sum
umn “Wax... Luluvlimnirhlm “,uu-M-v-thx “who,“ >1..:w. mm... m...
w
paw» .Mmmmmm |-,1 rum“. ..

yum-«w» Munmxiulf‘fi um». (I), (4)

C. Special Pmduct Quality Labeling Recommendations (NDA only)
n/a

D. Final Risk Assessment (see Attachment)
n/a
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