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TREANDA is an alkylating drug indicated for treatment of
patients with :

e Chronic Lymphocytic Leukemia (CLL)
¢ Indolent B-cell non-Hodgkin lymphoma (NHL) that

has progressed during or within six months of treatment
with rituximab or a rituximab-containing regimen.
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g DEPARTMENT OF HEALTH AND HUMAN SERVICES

iz

Food and Drug Administration
Silver Spring MD 20993

NDA 022249/S-019
SUPPLEMENT APPROVAL

Cephalon, Inc. (a wholly owned subsidiary of Teva Pharmaceuticals, Ltd.)
Attention: Michael J. McGraw, PharmD, MS

Director, Regulatory Affairs

41 Moores Road

P.O. Box 4011

Frazer, PA 19355

Dear Dr. McGraw:

Please refer to your Supplemental New Drug Application (SNDA) dated March 6, 2015, received
March 6, 2015, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act
(FDCA\) for TREANDA® (bendamustine hydrochloride) Injection (solution) 45mg/0.5mL or
180mg/2mL, and TREANDA® (bendamustine hydrochloride) for Injection (lyophilized powder),
25 mg/vial or 100mg/vial.

We acknowledge receipt of your submissions related to this NDA dated February 26, March 2, 3,
4, and 6, 2015. We also acknowledge receipt of your amendments to this supplement on March
9 and 10, 2015.

This “Changes Being Effected” supplemental new drug application provides for updates to the
Unites States Prescribing Information (USPI) to include both formulations, Treanda Injection
(Solution) and Treanda for Injection (lyophilized powder). In addition, the label provides for
additional information on the use of Treanda liquid formulation and incompatibilities with
Closed System Transfer Devices (CSTD) that contains polycarbonate or acrylonitrile-butadiene-
styrene (ABS).

We also have the following comments regarding this SNDA approval:

1. Submit quarterly reports until March 2017 of complaints about preparation and use of
Treanda injection (solution) and Treanda for injection (lyophilized powder).

2. We remind you of your commitment to continue conducting device compatibility studies

with Treanda injection (solution) to ensure safe preparation and use of Treanda injection
(solution).
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APPROVAL & LABELING

We have completed our review of this supplemental application, as amended. It is approved,
effective on the date of this letter, for use as recommended in the enclosed, agreed-upon labeling
text.

CONTENT OF LABELING

As soon as possible, but no later than 14 days from the date of this letter, submit the content of
labeling [21 CFR 314.50(1)] in structured product labeling (SPL) format using the FDA
automated drug registration and listing system (eLIST), as described at
http://www.fda.gov/Forindustry/DataStandards/StructuredProductL abeling/default.ntm. Content
of labeling must be identical to the enclosed labeling (text for the package insert), with the
addition of any labeling changes in pending “Changes Being Effected” (CBE) supplements, as
well as annual reportable changes not included in the enclosed labeling.

Information on submitting SPL files using eList may be found in the guidance for industry titled
“SPL Standard for Content of Labeling Technical Qs and As at
http://www.fda.gov/downloads/DrugsGuidanceComplianceRegulatorylnformation/Guidances/U
CMQ72392.pdf.

The SPL will be accessible from publicly available labeling repositories.

Also within 14 days, amend all pending supplemental applications that includes labeling changes
for this NDA, including CBE supplements for which FDA has not yet issued an action letter,
with the content of labeling [21 CFR 314.50(1)(2)(i)] in MS Word format, that includes the
changes approved in this supplemental application, as well as annual reportable changes and
annotate each change. To facilitate review of your submission, provide a highlighted or marked-
up copy that shows all changes, as well as a clean Microsoft Word version. The marked-up copy
should provide appropriate annotations, including supplement number(s) and annual report
date(s).

CARTON AND IMMEDIATE CONTAINER LABELS

Until carton labeling and vial changes are implemented, as an interim measure for the Treanda
liquid product that has already been distributed to pharmacies, hospitals, etc., you need to
provide stickers/labels that can adhere to the carton labeling with the Treanda liquid product.
FDA recommends the following statement on the sticker: “Not for use with devices that
contain polycarbonate or acrylonitrile-butadiene-styrene (ABS)”. The sticker should be
accompanied with the Dear Healthcare Provider (DHCP) letter. Furthermore, the same sticker
should be attached to carton and any other appropriate labeling of already existing and ready for
shipment product supply at the manufacturers and distributors sites.
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