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( DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service
m,,,, Food and Drug Administration

Rockville, MD 20857

NDA 22-303
NDA ACKNOWLEDGMENT
Cephalon, Inc.
41 Moores Road, P.O. Box 4011
Frazer, PA 19355

Attention: Carol S. Marchione
' Senior Director and Group Leader,
Regulatory Affairs

Dear Ms. Marchione:

We have received your new drug application (NDA) submitted pursuant to section 505(b)(2) of
the Federal Food, Drug, and Cosmetic Act for the following:

Name of Drug Product: Treanda (bendamustine hydrochloride)

Date of Application: December 28, 2007

Date of Receipt: December 31, 2007

Our Reference Number: NDA 22-303

Unless we notify you within 60 days of the receipt date tl{at the application is not sufficiently
complete to permit a substantive review, we will file the application on February 29, 2008 in
accordance with 21 CFR 314.101(a).

If you have not already done so, promptly submit the content of labeling [21 CFR
314.50(1)(1)(1)] in structured product labeling (SPL) format as described at
http://www.fda.gov/oc/datacouncil/spl.html. Failure to submit the content of labeling in SPL

format may result in a refusal-to-file action under 21 CFR 314.101(d)(3). The content of
labeling must be in the Prescribing Information (physician labeling rule) format.

The NDA number provided above shown above be cited at the top of the first page of all
submissions to this application. Send all submissions, electronic or paper, including those sent
by overnight mail or courier, to the following address:

Food and Drug Administration

Center for Drug Evaluation and Research
Division of Drug Oncology Products
5901-B Ammendale Road

Beltsville, MD 20705-1266
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All regulatory documents submitted in paper should be three-hole punched on the left side of the
page and bound. The left margin should be at least three-fourths of an inch to assure text is not
obscured in the fastened area. Standard paper size (8-1/2 by 11 inches) should be used; however,
it may occasionally be necessary to use individual pages larger than standard paper size. Non-
standard, large pages should be folded and mounted to allow the page to be opened for review
without disassembling the jacket and refolded without damage when the volume is shelved.
Shipping unbound documents may result in the loss of portions of the submission or an
unnecessary delay in processing which could have an adverse impact on the review of the
submission. For additional information, please see http:www.fda.gov/cder/ddms/binders.htm.

If you have any questions, call Dotti Pease, Regulatory Project Manager, at (301) 796-1434.

Sincerely,
{See appended electronic signature page}

Dotti Pease

Chief, Project Management Staff
Division of Drug Oncology Products
Office of Oncology Drug Products
Center for Drug Evaluation and Research



This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Dotti Pease
2/11/2008 08:27:51 AM



ACTION PACKAGE CHECKLIST

APPLICATION INFORMATION'

NDA # 22-303
BLA #

NDA Supplement #
BLA STN #

If NDA, Efficacy Supplement Type:

Proprietary Name: Treanda
Established/Proper Name: bendamustine hydrochloride
Dosage Form: Injection

Applicant: Cephalon, Inc.
Agent for Applicant (if applicable):

RPM: Milinda Vialpando

Division: DDOp, HFD-150

NDAs:
NDA Application Type: 505(b)(1) []505(b)(2)
Efficacy Supplement:  []505(b)(1) [] 505(b)(2)

(A supplement can be either a (b)(1) or a (b)(2) regardless
of whether the original NDA was a (b)(1) or a (b)(2).
Consult page 1 of the NDA Regulatory Filing Review for
this application or Appendix A to this Action Package
Checklist.)

505(b)(2) Original NDAs and 505(b}(2) NDA supplements:
Listed drug(s) referred to in 505(b)(2) application (include

NDA/ANDA #(s) and drug name(s)):

Provide a brief explanation of how this product is different from the
listed drug.

[] 1fno listed drug, check here and explain:

Prior to approval, review and confirm the information previously
provided in Appendix B to the Regulatory Filing Review by re-
checking the Orange Book for any new patents and pediatric
exclusivity. If there are any changes in patents or exclusivity,
notify the OND ADRA immediately and complete a new Appendix
B of the Regulatory Filing Review.

[C] No changes
Date of check:

] Updated

If pediatric exclusivity has been granted or the pediatric
information in the labeling of the listed drug changed, determine
whether pediatric information needs to be added to or deleted
from the labeling of this drug.

On the day of approval, check the Orange Book again for any new
patents or pediatric exclusivity.

< User Fee Goal Date October 31, 2008
Action Goal Date (if different)
< Actions
e Proposed action % :LI; EI]C;A [IAE
e Previous actions (specify type and date for each action taken) X None
% Promotional Materials (accelerated approvals only)
Note: If accelerated approval (21 CFR 314.510/601.41), promotional materials to be used [ Received
within 120 days after approval must have been submitted (for exceptions, see guidance
www.fda.gov/cder/guidance/2197dft.pdf). If not submitted, explain

The Application Information section is (only) a checklist. The Contents of Action Package section (beginning on page 5) lists the

documents to be included in the Action Package.
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< Application® Characteristics

Review priority: [X] Standard [ ] Priority
Chemical classification (new NDAs only):

[] Fast Track
[] Rolling Review
[] Orphan drug designation

NDAs: Subpart H

[] Accelerated approval (21 CFR 314.510)
] Restricted distribution (21 CFR 314.520)

Subpart I
[] Approval based on animal studies

[} Submitted in response to a PMR
[] Submitted in response to a PMC

[] Rx-to-OTC full switch
[] Rx-to-OTC partial switch
] Direct-to-OTC

BLAs: Subpart E
[] Accelerated approval (21 CFR 601.41)
[ Restricted distribution (21 CFR 601.42)
Subpart H
[] Approval based on animal studies

Comments:
% “Date reviewed by PeRC (required for approvals only)
If PeRC review not necessary, explain:
< BLAsonly: RMS-BLA Product Information Sheet for TBP has been completed and [ Yes, date
forwarded to OBPS/DRM (approvals only) ?
s BLAs only: is the product subject to official FDA lot release per 21 CFR 610.2 []Yes []No
(approvals only)
% Public communications (approvals only) =
e Office of Executive Programs (OEP) liaison has been notified of action X Yes [ No
e Press Office notified of action (by OEP) X Yes [ No
[C] None
[C] HHS Press Release
e Indicate what types (if any) of information dissemination are anticipated [C] FDA Talk Paper
[] CDER Q&As
X Other ASCO Burst

% All questions in all sections pertain to the pending application, i.e., if the pending application is an NDA or BLA supplement, then
the questions should be answered in relation to that supplement, not in relation to the original NDA or BLA. For example, if the
pplication is a pending BLA supplement, then a new RMS-BLA Product Information Sheet for TBP must be completed.

- Version: 9/5/08
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% Exclusivity

No ] Yes

e Is approval of this application blocked by any type of exclusivity?

e NDAs and BLAs: Is there existing orphan drug exclusivity for the “same”
drug or biologic for the proposed indication(s)? Refer to 21 CFR X No [ Yes
316.3(b)(13) for the definition of “same drug” for an orphan drug (i.e., If, yes, NDA/BLA # and
active moiety). This definition is NOT the same as that used for NDA date exclusivity expires:
chemical classification.

e (b)(2) NDAs only: Is there remaining 5-year exclusivity that would bar [] No [ Yes
effective approval of a 505(b)(2) application)? (Note that, even if exclusivity Ifyes. NDA # anid s
remains, the application may be tentatively approved if it is otherwise ready eleu;ivi ty expires:

Jfor approval.) pires:

e (b)(2) NDAs only: Is there remaining 3-year exclusivity that would bar [] No [ Yes
effective approval of a 505(b)(2) application? (Note that, even if exclusivity Ifyes. NDA # and dite
remains, the application may be tentatively approved if it is otherwise ready eleu;ivi ty expires:

Sor approval.) ' pires:

e (b)(2) NDAs only: Is there remaining 6-month pediatric exclusivity that [J No [ Yes
would bar effective approval of a 505(b)(2) application? (Note that, even if Ifves. NDA # and date
exclusivity remains, the application may be tentatively approved if it is eleu;ivity —
otherwise ready for approval.) pires:

e NDAs only: Is this a single enantiomer that falls under the 10-year approval X No [ Yes
limitation of 505(u)? (Note that, even if the 10-year approval limitation If yes, NDA # and date 10-

period has not expired, the application may be tentatively approved if it is
otherwise ready for approval.)

year limitation expires:

% Patent Information (NDAs only)

Patent Information:

Verify that form FDA-3542a was submitted for patents that claim the drug for
which approval is sought. If the drug is an old antibiotic, skip the Patent
Certification questions.

X Verified
[] Not applicable because drug is
an old antibiotic.

Patent Certification {505(b)(2) applications]:
Verify that a certification was submitted for each patent for the listed drug(s) in
the Orange Book and identify the type of certification submitted for each patent.

21 CFR 314.50(1)(1)(i)(A)
] Verified :

21 CFR 314.50(i)(1)
O gy O i)

[505(b)(2) applications] If the application includes a paragraph IIX certification,
it cannot be approved until the date that the patent to which the certification
pertains expires (but may be tentatively approved if it is otherwise ready for
approval).

] No paragraph III certification
Date patent will expire

[505(b)(2) applications] For each paragraph IV certification, verify that the
applicant notified the NDA holder and patent owner(s) of its certification that the
patent(s) is invalid, unenforceable, or will not be infringed (review
documentation of notification by applicant and documentation of receipt of
notice by patent owner and NDA holder). (If the application does not include
any paragraph 1V certifications, mark “N/A” and skip to the next section below
(Summary Reviews)).

[[] N/A (no paragraph IV certification)
[ Verified

Version: 9/5/08
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e [505(b)(2) applications] For each paragraph IV certification, based on the
questions below, determine whether a 30-month stay of approval is in effect due

to patent infringement litigation.

Answer the following questions for each paragraph IV certification:

notice of certification?

(Note: The date that the patent owner received the applicant’s notice of
certification can be determined by checking the application. The applicant
is required to amend its 505(b)(2) application to include documentation of
this date (e.g., copy of return receipt or letter from recipient
acknowledging its receipt of the notice) (see 21 CFR 314.52(e))).

If “Yes,” skip to question (4) below. If “No,” continue with question (2).

(2) Has the patent owner (or NDA holder, if it is an exclusive patent licensee)
submitted a written waiver of its right to file a legal action for patent
infringement after receiving the applicant’s notice of certification, as
provided for by 21 CFR 314.107(f)(3)? :

If “Yes,” there is no stay of approval based on this certification. Analyze the next
paragraph 1V certification in the application, if any. If there are no other
paragraph IV certifications, skip the rest of the patent questions.

If “No,” continue with question (3).

(3) Has the patent owner, its representative, or the exclusive patent licensee
filed a lawsuit for patent infringement against the applicant?

(Note: This can be determined by confirming whether the Division has
received a written notice from the (b)(2) applicant (or the patent owner or
its representative) stating that a legal action was filed within 45 days of
receipt of its notice of certification. The applicant is required to notify the
Division in writing whenever an action has been filed within this 45-day

period (see 21 CFR 314.107(£)(2))).

If “No,” the patent owner (or NDA holder, if it is an exclusive patent licensee)
has until the expiration of the 45-day period described in question (1) to waive
its right to bring a patent infringement action or to bring such an action. Afier
the 45-day period expires, continue with question (4) below.

(4) Did the patent owner (or NDA holder, if it is an exclusive patent licensee)
submit a written waiver of its right to file a legal action for patent
infringement within the 45-day period described in question (1), as
provided for by 21 CFR 314.107(f)(3)?

If “Yes,” there is no stay of approval based on this certification. Analyze the next

paragraph IV certification in the application, if any. If there are no other
paragraph 1V certifications, skip to the next section below (Summary Reviews).

If “No,” continue with question (5).

(1) Have 45 days passed since the patent owner’s receipt of the applicant’s [ Yes

|:| Yes

1 Yes

D Yes

DNO

I:] No

1 No

|:|No
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(5) Did the patent owner, its representative, or the exclusive patent licensee [ Yes O No
bring suit against the (b)(2) applicant for patent infringement within 45
days of the patent owner’s receipt of the applicant’s notice of
certification?
(Note: This can be determined by confirming whether the Division has
received a written notice from the (b)(2) applicant (or the patent owner or
its representative) stating that a legal action was filed within 45 days of
receipt of its notice of certification. The applicant is required to notify the
Division in writing whenever an action has been filed within this 45-day
period (see 21 CFR 314.107(f)(2)). If no written notice appears in the
NDA file, confirm with the applicant whether a lawsuit was commenced
within the 45-day period). :

If “No,” there is no stay of approval based on this certification. Analyze the

next paragraph IV certification in the application, if any. If there are no other

paragraph IV certifications, skip to the next section below (Summary

Reviews).

If “Yes,” a stay of approval may be in effect. To determine if a 30-month stay

is in effect, consult with the OND ADRA and attach a summary of the

response.

CONTENTS OF ACTION PACKAGE
% Copy of this Action Package Checklist’ X

Officer/Employee List

% List of officers/employees who participated in the decision to approve this application and X Included
consented to be identified on this list (approvals only)

Documentation of consent/non-consent by officers/employees ‘ X Included
Action Letters
« Copies of all action letters (including approval letter with final labeling) Action(s) and date(s) 10-31-08
Labeling

K/

¢ Package Insert (write submission/communication date at upper right of first page of PI)

e  Most recent division-proposed labeling (only if generated after latest applicant With AP letter
submission of labeling)

e  Most recent submitted by applicant labeling (only if subsequent division labeling 10-30-08
does not show applicant version)

e  Original applicant-proposed labeling 12-28-07

e  Other relevant labeling (e.g., most recent 3 in class, class labeling), if applicable | N/A

[C] Medication Guide

% Medication Guide/Patient Package Insert/Instructions for Use (write [] Patient Package Insert
submission/communication date at upper right of first page of each piece) [] Instructions for Use

Xl None

Fill in blanks with dates of reviews, letters, etc.
Version: 9/5/08
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e  Most-recent division-proposed labeling (only if generated after latest applicant N/A
submission of labeling)
e  Most recent submitted by applicant labeling (only if subsequent division labeling N/A
does not show applicant version)
e  Original applicant-proposed labeling N/A
e  Other relevant labeling (e.g., most recent 3 in class, class labeling), if applicable
% Labels (full color carton and immediate-container labels) (write
submission/communication date at upper right of first page of each submission) -
e  Most-recent division proposal for (only if generated after latest applicant N/A
submission)
e  Most recent applicant-proposed labeling 10-30-08
[ ] RPM
[ ] DMEDP
< Labeling reviews (indicate dates of reviews and meetings) % ggg& C 10-22-08
L] css

(] Other reviews °

% Proprietary Name

o  Review(s) (indicate date(s)}) N/A
e  Acceptability/non-acceptability letter(s) (indicate date(s)) 10-31-08
Administrative / Regulatory Documents
% Administrative Reviews (e.g., RPM Filing Review*/Memo of Filing Meeting) (indicate 2-7-08
date of each review) »
% NDAs only: Exclusivity Summary (signed by Division Director) X Included
% Application Integrity Policy (AIP) Status and Related Documents e
www.fda.gov/ora/compliance ref/aip page.html ol o
e  Applicant in on the AIP [1Yes X No
e  This application is on the AIP [ Yes | ] No

o - Ifyes, Center Director’s Exception for Review memo (indicate date)

o Ifyes, OC clearance for approval (indicate date of clearance
communication)

[] Not an AP action

% Pediatric Page (approvals only, must be reviewed by PERC before finalized)

Included

% Debarment certification (original applications only): verified that qualifying language was
not used in certification and that certifications from foreign applicants are cosigned by
U.S. agent (include certification)

X Verified, statement is
acceptable

% Postmarketing Requirement (PMR) Studies X None
e  Outgoing communications (if located elsewhere in package, state where located)
¢ Incoming submissions/communications

% Postmarketing Commitment (PMC) Studies None

e  Outgoing Agency request for postmarketing commitments (if located elsewhere
in package, state where located)

" Filing reviews for other disciplines should be filed behind the discipline tab.
Version: 9/5/08




NDA/BLA # 22-303
Page 7

e Incoming submission documenting commitment

o

% Outgoing communications (letters (except previous action letters), emails, faxes, telecons)

X

< Internal memoranda, telecons, etc.

N/A

% Minutes of Meetings

o  PeRC (indicate date; approvals only)

Xl Not applicable

e  Pre-Approval Safety Conference (indicate date; approvals only)

Xl Not applicable

o Regulatory Briefing (indicate date)

Xl No mtg

e  Pre-NDA/BLA meeting (indicate date)

No mtg

e EOP2 meeting (indicate date)

No mtg

e  Other (e.g., EOP2a, CMC pilot programs)

N/A -

0,
*

Advisory Committee Meeting(s)

No AC meeting

e  Date(s) of Meeting(s)

e  48-hour alert or minutes, if available

Decisional and Summary Memos

%+ Office Director Decisional Memo (indicate date for each review) X None
Division Director Summary Review (indicate date for each review) ] None 10-31-08
Cross-Discipline Team Leader Review (indicaté date for each review) [] None 10-28-08
Clinical Information® - ;
% Clinical Reviews _
¢  Clinical Team Leader Review(s) (indicate date for each review) 10-28-08
e Clinical review(s) (indicate date for each review) 10-28-08
¢  Social scientist review(s) (if OTC drug) (indicate date for each review) X None

% Safety update review(s) (indicate location/date if incorporated into another review)

See 10-28-08 MOR

% Financial Disclosure reviews(s) or location/date if addressed in another review
OR
If no financial disclosure information was required, review/memo explaining why not

See 10-28-08 MOR

< Clinical reviews from other clinical areas/divisions/Centers (indicate date of each review)

X] None

+ Controlled Substance Staff review(s) and Scheduling Recommendation (indicate date of
- each review)

Not needed

« Risk Management
¢ Review(s) and recommendations (including those by OSE and CSS) (indicate
date of each review and indicate location/date if incorporated into another
review) '
o REMS Memo (indicate date)
o REMS Document and Supporting Statement (indicate date(s) of submission(s))

X None

3

A

DSI Clinical Inspection Review Summary(ies) (include copies of DSI letters to
investigators)

[] None requested

10-3-2008

Clinical Microbiology None

% Clinical Microbiology Team Leader Review(s) (indicate date for each review)

| ] None

> Filing reviews should be filed with the discipline reviews.
Version: 9/5/08
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Clinical Microbiology Review(s) (indicate date for each review) [] None
v Biostatistics - ~[] None : :
% Statistical Division Director Review(s) (indicate date for each review) X] None
Statistical Team Leader Review(s) (indicate date for each review) [] None 9-26-08
Statistical Review(s) (indicate date for each review) [] None 9-26-08
Clinical Pharmacology [] None
% Clinical Pharmacology Division Director Review(s) (indicate date for each review) XI None
Clinical Pharmacology Team Leader Review(s) (indicate date for each review) [] None 10-27-08
Clinical Pharmacology review(s) (indicate date for each review) [] None 10-27-08
% DSI Clinical Pharmacology Inspection Review Summary (include copies of DSI letters) X] None
Nonelinical [ ] None
% Pharmacology/Toxicology Discipline Reviews :
e ADP/T Review(s) (indicate date for each review) X None
e Supervisory Review(s) (indicate date for each review) [] None 10-22-08
° f:;%tox review(s), including referenced IND reviews (indicate date for each [] None 10-22-08
% Review(s) by other disciplines/divisions/Centers requested by P/T reviewer (indicate date IX] None

for each review)

% Statistical review(s) of carcinogenicity studies (indicate date for each review)

‘No carc

# ECAC/CAC report/memo of meeting

X] None

Included in P/T review, page

% DSI Nonclinical Inspection Review Summary (include copies of DSI letters)

None requested

CMC/Quality : [] None
% CMC/Quality Discipline Reviews
o  ONDQA/OBP Division Director Review(s) (indicate date for each review) X] None
e  Branch Chief/Team Leader Review(s) (indicate date for each review) [] None 10-17-08
o CMC/product quality review(s) (indicate date for each review) [] None 10-17-08
o BLAs only: Facility information review(s) (indicate dates) [] None

®,
()

Microbiology Reviews
e NDAs: Microbiology reviews (sterility & pyrogenicity) (indicate date of each

review) X Not needed
e BLAs: Sterility assurance, product quality microbiology (indicate date of each
review)
% Reviews by other disciplines/divisions/Centers requested by CMC/quality reviewer I .None
(indicate date of each review)
+ Environmental Assessment (check one) (original and supplemental applications)
X Categorical Exclusion (indicate review date)(all original applications and 10-31-08

all efficacy supplements that could increase the patient population)

[] Review & FONSI (indicate date of review)

[] Review & Environmental Impact Statement (indicate date of each review)
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< NDAs:

Methods Validation

| Completed
O Requested
] Not yet requested

| X Not needed

<

% Facilities Review/Inspection

NDAs: Facilities inspections (include EER printout) (date completed must be
within 2 years of action date)

Date completed: 10-10-08
X Acceptable
] Withhold recommendation

BLAs:
o TBP-EER

o Compliance Status Check (approvals only, both original and all
supplemental applications except CBEs) (date completed must be within
60 days prior to AP)

Date completed:

] Acceptable

[ ] Withhold recommendation
Date completed:

[] Requested

] Accepted [ ] Hold
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