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NDA # 201635

SUPPL #
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Trade Name Trokendi XR
Generic Name topiramate extended release capsules
Applicant Name Supernus Pharmaceuticals, Inc.
Approval Date, If Known August 16, 2013
PART I

IS AN EXCLUSIVITY DETERMINATION NEEDED?

1. An exclusivity determination will be made for all original applications, and all efficacy
supplements. Complete PARTS II and III of this Exclusivity Summary only if you answer "yes" to
one or more of the following questions about the submission.
a) Is it a 505(b)(1), 505(b)(2) or efficacy supplement?
YES

NO

If yes, what type? Specify 505(b)(1), 505(b)(2), SE1, SE2, SE3,SE4, SE5, SE6, SE7, SE8
505(b)(2)
c) Did it require the review of clinical data other than to support a safety claim or change in
labeling related to safety? (If it required review only of bioavailability or bioequivalence
data, answer "no.")
YES
NO
If your answer is "no" because you believe the study is a bioavailability study and, therefore,
not eligible for exclusivity, EXPLAIN why it is a bioavailability study, including your
reasons for disagreeing with any arguments made by the applicant that the study was not
simply a bioavailability study.
The applicant sought approval by applying a NOVEL bioequivalence (BE)-based method in
pharmacokinetic (PK) studies without conducting a clinical efficacy trial. The studies
conducted, 538P103 and 538P108, were reviewed by the Clinical team for adverse events,
not efficacy. Both studies were also reviewed by Clinical Pharmacology for pharmacokinetic
and pharmacodynamics (PD) effects. Studies 538P103 and 538P108 were relative
bioavailability studies and were not adequately designed efficacy studies (open label
conversion studies).
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If it is a supplement requiring the review of clinical data but it is not an effectiveness
supplement, describe the change or claim that is supported by the clinical data:
n/a
d) Did the applicant request exclusivity?
YES

NO

If the answer to (d) is "yes," how many years of exclusivity did the applicant request?
3 years
The firm also submitted a justification for 3-year Hatch-Waxman exclusivity. The request
and justification were reviewed by the CDER Exclusivity Board on November 8, 2013, who
recommended that the request be denied. The firm was notified via a December 4, 2013
letter that the NDA was not eligible for 3 years of exclusivity.
e) Has pediatric exclusivity been granted for this Active Moiety?
YES

NO

If the answer to the above question is YES, is this approval a result of the studies submitted in
response to the Pediatric Written Request?
No. The reference listed drug, Topamax® (NDA 20844 and 20505) was granted pediatric
exclusivity, which expired on June 22, 2013. Topamax® also received new patient population
exclusivity, which expires on September 1, 2019.
IF YOU HAVE ANSWERED "NO" TO ALL OF THE ABOVE QUESTIONS, GO DIRECTLY TO
THE SIGNATURE BLOCKS AT THE END OF THIS DOCUMENT.
2. Is this drug product or indication a DESI upgrade?
YES

NO

IF THE ANSWER TO QUESTION 2 IS "YES," GO DIRECTLY TO THE SIGNATURE BLOCKS
ON PAGE 8 (even if a study was required for the upgrade).
PART II
FIVE-YEAR EXCLUSIVITY FOR NEW CHEMICAL ENTITIES
(Answer either #1 or #2 as appropriate)
1. Single active ingredient product.
Has FDA previously approved under section 505 of the Act any drug product containing the same
active moiety as the drug under consideration? Answer "yes" if the active moiety (including other
esterified forms, salts, complexes, chelates or clathrates) has been previously approved, but this

Reference ID: 3418695

Page 2

particular form of the active moiety, e.g., this particular ester or salt (including salts with hydrogen or
coordination bonding) or other non-covalent derivative (such as a complex, chelate, or clathrate) has
not been approved. Answer "no" if the compound requires metabolic conversion (other than
deesterification of an esterified form of the drug) to produce an already approved active moiety.
YES

NO

If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the NDA
#(s).
NDA#

20844

Topamax® (topiramate) Sprinkle Capsules

NDA#

20505

Topamax® (topiramate) Tablets

NDA#
2. Combination product.
If the product contains more than one active moiety(as defined in Part II, #1), has FDA previously
approved an application under section 505 containing any one of the active moieties in the drug
product? If, for example, the combination contains one never-before-approved active moiety and
one previously approved active moiety, answer "yes." (An active moiety that is marketed under an
OTC monograph, but that was never approved under an NDA, is considered not previously
approved.)
YES
NO
If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the NDA
#(s).
NDA#
NDA#
NDA#
IF THE ANSWER TO QUESTION 1 OR 2 UNDER PART II IS "NO," GO DIRECTLY TO THE
SIGNATURE BLOCKS ON PAGE 8. (Caution: The questions in part II of the summary should
only be answered “NO” for original approvals of new molecular entities.)
IF “YES,” GO TO PART III.
PART III

THREE-YEAR EXCLUSIVITY FOR NDAs AND SUPPLEMENTS

To qualify for three years of exclusivity, an application or supplement must contain "reports of new
clinical investigations (other than bioavailability studies) essential to the approval of the application
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and conducted or sponsored by the applicant." This section should be completed only if the answer
to PART II, Question 1 or 2 was "yes."
1. Does the application contain reports of clinical investigations? (The Agency interprets "clinical
investigations" to mean investigations conducted on humans other than bioavailability studies.) If
the application contains clinical investigations only by virtue of a right of reference to clinical
investigations in another application, answer "yes," then skip to question 3(a). If the answer to 3(a)
is "yes" for any investigation referred to in another application, do not complete remainder of
summary for that investigation.
NO
YES
IF "NO," GO DIRECTLY TO THE SIGNATURE BLOCKS ON PAGE 8.
2. A clinical investigation is "essential to the approval" if the Agency could not have approved the
application or supplement without relying on that investigation. Thus, the investigation is not
essential to the approval if 1) no clinical investigation is necessary to support the supplement or
application in light of previously approved applications (i.e., information other than clinical trials,
such as bioavailability data, would be sufficient to provide a basis for approval as an ANDA or
505(b)(2) application because of what is already known about a previously approved product), or 2)
there are published reports of studies (other than those conducted or sponsored by the applicant) or
other publicly available data that independently would have been sufficient to support approval of
the application, without reference to the clinical investigation submitted in the application.
(a) In light of previously approved applications, is a clinical investigation (either conducted
by the applicant or available from some other source, including the published literature)
necessary to support approval of the application or supplement?
YES
NO
If "no," state the basis for your conclusion that a clinical trial is not necessary for approval
AND GO DIRECTLY TO SIGNATURE BLOCK ON PAGE 8:
(b) Did the applicant submit a list of published studies relevant to the safety and effectiveness
of this drug product and a statement that the publicly available data would not independently
support approval of the application?
YES
NO
(1) If the answer to 2(b) is "yes," do you personally know of any reason to disagree
with the applicant's conclusion? If not applicable, answer NO.
YES

NO

If yes, explain:
(2) If the answer to 2(b) is "no," are you aware of published studies not conducted or
sponsored by the applicant or other publicly available data that could independently
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demonstrate the safety and effectiveness of this drug product?
YES

NO

If yes, explain:

(c)

If the answers to (b)(1) and (b)(2) were both "no," identify the clinical investigations
submitted in the application that are essential to the approval:

Studies comparing two products with the same ingredient(s) are considered to be bioavailability
studies for the purpose of this section.
3. In addition to being essential, investigations must be "new" to support exclusivity. The agency
interprets "new clinical investigation" to mean an investigation that 1) has not been relied on by the
agency to demonstrate the effectiveness of a previously approved drug for any indication and 2) does
not duplicate the results of another investigation that was relied on by the agency to demonstrate the
effectiveness of a previously approved drug product, i.e., does not redemonstrate something the
agency considers to have been demonstrated in an already approved application.
a) For each investigation identified as "essential to the approval," has the investigation been
relied on by the agency to demonstrate the effectiveness of a previously approved drug
product? (If the investigation was relied on only to support the safety of a previously
approved drug, answer "no.")
Investigation #1

YES

NO

Investigation #2

YES

NO

If you have answered "yes" for one or more investigations, identify each such investigation
and the NDA in which each was relied upon:

b) For each investigation identified as "essential to the approval", does the investigation
duplicate the results of another investigation that was relied on by the agency to support the
effectiveness of a previously approved drug product?
Investigation #1
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NO

Investigation #2

YES

NO

If you have answered "yes" for one or more investigation, identify the NDA in which a
similar investigation was relied on:

c) If the answers to 3(a) and 3(b) are no, identify each "new" investigation in the application
or supplement that is essential to the approval (i.e., the investigations listed in #2(c), less any
that are not "new"):

4. To be eligible for exclusivity, a new investigation that is essential to approval must also have
been conducted or sponsored by the applicant. An investigation was "conducted or sponsored by"
the applicant if, before or during the conduct of the investigation, 1) the applicant was the sponsor of
the IND named in the form FDA 1571 filed with the Agency, or 2) the applicant (or its predecessor
in interest) provided substantial support for the study. Ordinarily, substantial support will mean
providing 50 percent or more of the cost of the study.
a) For each investigation identified in response to question 3(c): if the investigation was
carried out under an IND, was the applicant identified on the FDA 1571 as the sponsor?
Investigation #1
IND #

YES

Investigation #2
IND #
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(b) For each investigation not carried out under an IND or for which the applicant was not
identified as the sponsor, did the applicant certify that it or the applicant's predecessor in
interest provided substantial support for the study?
Investigation #1
YES
Explain:

Investigation #2
YES
Explain:

!
!
! NO
! Explain:

!
!
! NO
! Explain:

(c) Notwithstanding an answer of "yes" to (a) or (b), are there other reasons to believe that
the applicant should not be credited with having "conducted or sponsored" the study?
(Purchased studies may not be used as the basis for exclusivity. However, if all rights to the
drug are purchased (not just studies on the drug), the applicant may be considered to have
sponsored or conducted the studies sponsored or conducted by its predecessor in interest.)
YES

NO

If yes, explain:

=================================================================
Name of person completing form: Taura Holmes, PharmD
Title: Regulatory Project Manager
Date: December 4, 2013
Name of Office/Division Director signing form: Eric Bastings, MD
Title: Acting Director

Form OGD-011347; Revised 05/10/2004; formatted 2/15/05; removed hidden data 8/22/12
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
Food and Drug Administration
Silver Spring MD 20993

NDA 201635

INFORMATION REQUEST

Supernus Pharmaceuticals, Inc.
Attention: Tami T. Martin, VP, Regulatory Affairs
1550 East Gude Drive
Rockville, MD 20850

Dear Ms. Martin:
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal
Food, Drug, and Cosmetic Act for Topiramate Extended Release Capsules, 25 mg, 50 mg, 100
mg, and 200 mg.
We are reviewing the Chemistry, Manufacturing, and Controls section of your submission and
have the following comments and information requests. We request a prompt written response
in order to continue our evaluation of your NDA.
In Amendment #0026 dated January 24, 2013, you provided 30 months stability data on the
registration batches of all potency capsules and proposed an expiry date of 30 months for all
potency capsules. Include a 30 months testing time point at 25°C/60%RH storage conditions in
your post-approval stability testing schedule for first three commercial scale batches as well as
the annual commitment batches. Submit the revised post-approval stability protocol within 15
days of the receipt of this letter.
If you have any questions, contact Teshara G. Bouie, Regulatory Project Manager, at (301) 7961649.
Sincerely,
{See appended electronic signature page}
Ramesh Sood, Ph.D.
Branch Chief
Branch I, Division of New Drug Quality Assessment I
Office of New Drug Quality Assessment
Center for Drug Evaluation and Research
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
Food and Drug Administration
Silver Spring MD 20993

NDA 201-635
MEETING MINUTES
Supernus Pharmaceuticals, Inc.
Attention: Tami Martin, RN, Esq.
Vice President, Regulatory Affairs
1150 East Gude Drive
Rockville, MD 20850
Dear Ms. Martin:
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal
Food, Drug, and Cosmetic Act for Trokendi XR (topiramate extended release).
We also refer to your letter dated July 24, 2012, and the meeting between representatives of your
firm and the FDA on October 3, 2012. The purpose of the meeting was to discuss the Tentative
Approval letter dated June 25, 2012.
Finally, we refer to the Topamax labeling marked to identify the protected pediatric information
sent to you on October 4, 2012. At our meeting on October 3, 2012, we indicated that the
Agency would identify the sections of the Topamax label protected by pediatric exclusivity. As
noted above, the Division sent you this marked up labeling on October 4, 2012.
We appreciate your submission dated October 31, 2012 proposing alternative labeling.
A copy of the official minutes of the meeting is enclosed for your information. Please notify us
of any significant differences in understanding regarding the meeting outcomes.
If you have any questions, call Lana Chen, Regulatory Project Manager at (301) 796-1056.
Sincerely,
{See appended electronic signature page}
Russell Katz, MD
Director
Division of Neurology Products
Office of Drug Evaluation I
Center for Drug Evaluation and Research

Enclosure: Meeting Minutes
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MEMORANDUM OF MEETING MINUTES
Meeting Type:
Meeting Category:

Type C
End of Review

Meeting Date:
Meeting Location:

October 3, 2012
FDA White Oak

Application Number:
Product Name:
Indication:
Sponsor/Applicant Name:

NDA 201-635
Trokendi (topiramate)
Epilepsy
Supernus

Meeting Chair:
Meeting Recorder:

Russell Katz, MD
Lana Chen, RPh

FDA ATTENDEES
Russell Katz, MD, Division Director, DNP
Norman Hershkowitz, MD, PhD Deputy Director, DNP
Lana Chen, RPh, Project Manager, DNP
Jeanine Best, PMHS
Denise Esposito, JD, Deputy Director, ORP
Kalah Auchincloss, JD, ORP
Michael Bernstein, JD, ORP
Elizabeth Dickinson, JD, Chief Counsel, OCC
Kim Dettelbach, JD, OCC
Sonal Vaid, JD, OCC
SPONSOR ATTENDEES
Jack Khattar, CEO, Supernus Pharmaceuticals, Inc.
Stefan Schwabe, MD, PhD, Exec. VP R&D and Chief Medical Officer, Supernus
Pharmaceuticals, Inc.
Padmanahb ("Pad") Bhatt, PhD, VP, Drug Development and IP, Supernus Pharmaceuticals, Inc.
Tami Martin, RN, Esq., VP, Regulatory Affairs, Supernus Pharmaceuticals, Inc.
David Clissold, Hyman, Phelps & McNamara, P.C. (Counsel to Supernus Pharmaceuticals, Inc.)
Kurt Karst, Hyman, Phelps & McNamara, P.C. (Counsel to Supernus Pharmaceuticals, Inc.)
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Meeting Minutes
Type C Advice Meeting
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At the meeting, we also stated that the Agency would identify the sections of the Topamax
labeling protected by pediatric exclusivity, to help Supernus understand what substantive
information must be included in the Trokendi labeling.
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12/10/2012
with concurrence from Russell Katz, MD, Division Director, DNP
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Placed in DARRTS on behalf of OCC
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MEMORANDUM OF TELECON
DATE: June 19, 2012
APPLICATION NUMBER: NDA 201635
BETWEEN:
Supernus Pharmaceuticals:
Tami Martin, RN, Esq., Vice President, Regulatory Affairs
Padmanabh Bhatt, Ph.D., Sr. Vice President, Intellectual Property and Chief Scientific
Officer
AND
ONDQA:
Richard Lostritto, Ph.D., Acting Deputy Director for Science and Policy and Acting
Biopharmaceutics Lead
Angelica Dorantes, Ph.D., Biopharmaceutics Team Leader
Arzu Selen, Ph.D., Biopharmaceutics Research Lead
Martha Heimann, Ph.D., CMC Lead
Thomas Wong, Ph.D., Review Chemist
Teshara G. Bouie, Project Manager

SUBJECT: Dissolution Acceptance Criteria
Background:
On June 6, 2012 the Agency sent the sponsor the following information request:
(b) (4)

Please revise the dissolution acceptance criteria for the Trokendi XR capsules from
(b) (4)
(b) (4)
of the label claim dissolved at
to
of the label claim dissolved at 6
hrs" for the 25-, 50-, 100- and 200-mg strengths of the Trokendi XR capsules. Please revise the
dissolution acceptance criteria in the drug product specification list to reflect this change and
submit the revised specification list by June 11, 2012.
The sponsor proposed to accept the Agency’s dissolution acceptance criteria on an interim basis
for one year. The Agency agreed. The following additional information request was sent on
June 14, 2012:
1. Your proposal of setting the dissolution acceptance criteria for your product on an interim
basis for one year is acceptable. Please provide the updated specification Table for your
product with the revised dissolution criteria.
2. Additionally, we remained most concerned regarding the three (3) hour time point dissolution
limits which appear to be set wide based on between batch variability. We the dissolution data
between batches and that you have implemented a corrective action which is expected to

Reference ID: 3149200

minimize between batch variability in commercial manufacturing. Therefore, for the setting of
the final dissolution acceptance criteria, we request that you agree to the following:
•

•
•

To collect additional dissolution profile data for the commercial validation batches (each
strength) manufactured during the first year after the action date, targeting more
appropriate acceptance criteria in alignment with the FDA standards described in
IVIVC-Guidance Section B-1 (Setting Dissolution Specifications without an IVIVC).
To use the additional dissolution data generated from the commercial validation batches
for the setting of the final acceptance criteria.
To submit a prior approval supplement to the NDA within 14 months from the action
date, including a proposal for the final acceptance criteria and the supportive dissolution
data (each strength) from the commercial validation batches which are based on and
reflective of the data discussed herein.

The Call:
•

Supernus stated they are currently producing validation batches and commercial launch
(b) (4)
supplies and questioned if any lots fail to meet the interim specification of
at 6 hour
will the Agency be open to dialogue so they have an opportunity to change the
specification. The Agency responded that based on the data provided in the NDA, a
(b) (4)
batch failing at Q=
at 6 hours does not appear likely. However, the Agency is
always open to discuss any batch that fails to meet a specification. The sponsor would
have to justify why regulatory discretion should be allowed.

•

Supernus committed to revising the dissolution specification table in section 3.2.P.5.1 by
June 21, 2012.

•

Supernus requested clarification regarding the prior approval supplement to be submitted
within 14 months of the action date. The sponsor will collect data for 12 months and
have 2 months to submit the supplement.

•

The Agency advised the sponsor to target a narrower range at the 3 hour time point.

•

For the 3 hour specification-time point, Supernus was advised to target mean
(b) (4)
the collection of the dissolution data. Specifically, if L1 (n=6) fails the
specification range, proceed to L2 (n=12) testing, then to L3 (n= 24) if necessary.

(b) (4)

_____________________________
Teshara G. Bouie
Regulatory Health Project Manager
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Bouie, Teshara
From:
Sent:
To:
Cc:
Subject:

Bouie, Teshara
Wednesday, June 06, 2012 2:54 PM
Tami Martin
Ware, Jacqueline H
NDA 201635

Hi Tami,
(b) (4)
Please revise the dissolution acceptance criteria for the Trokendi XR capsules from
(b) (4)
(b) (4)
of the label claim dissolved at
to
of the label claim dissolved at 6
hrs" for the 25-, 50-, 100- and 200-mg strengths of the Trokendi XR capsules. Please revise the
dissolution acceptance criteria in the drug product specification list to reflect this change and
submit the revised specification list by June 11, 2012.

Regards,

Teshara G. Bouie, MSA, OTR/L
CDR, United States Public Health Service
Regulatory Health Project Manager
FDA/CDER/OPS/ONDQA
Division of New Drug Quality Assessment I
Phone (301) 796-1649
Fax (301) 796-9749
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4. Remove the blue background found on the bottom half portion of the principal display panel,
since it makes the four strengths appear similar to one another and increases the risk that the
wrong strength is dispensed to patients.
5. Revise the presentation of “EXTENDEDͲRELEASE” from all upper case to title case “ExtendedͲ
release” to improve readability.
6. Add a statement to the principal display panel instructing the authorized dispenser to provide a
Medication Guide to each patient to whom the drug product is dispensed per 21 CFR 208.24.
7. Decrease the size of the Supernus Pharmaceuticals logo since it detracts from the proprietary
name, active ingredient, and strength.
8. In order to accommodate the “Once Daily” and “Swallow whole and intact. Do not open,
crush, chew, or sprinkle capsule contents on food,” relocate the “Rx only” statement to the
bottom right corner.
C.

Blister Card Labeling: 30Ͳcount retail
1. In some instances, the strength with units does not appear within the same line of text. Revise
the strength presentation to ensure the units appear next to the number to improve
readability.
2. Revise the strength presentation from XX mg to read “XX mg per capsule.” As currently
presented, it is unclear if the total contents of the sample blister card is XX mg or if the contents
per capsule is XX mg. If a patient interprets XX mg as the total contents of the blister card
instead of the contents of one capsule, an overdose error will occur.
3. Add a statement declaring the presence of FD&C Yellow No. 6 on the blister card labeling for
the 50 mg, 100 mg, and 200 mg capsules per 21 CFR 201.20(c).
4. There should be sufficient drug information on all panels of the blister cards in the case that the
blister cards are separated from each other. Add the proprietary name and established name
to appear with the strength on Panels A, B, D, and E.
5. The blister card labeling designates a space for the package insert, but it does not designate a
space for the placement of a pharmacy label. Indicate a designated space to affix the pharmacy
prescription label.

(b) (4)

D.

Please provide written responses and revised draft labeling (similar in format to that submitted 2/3/12) that
address these comments via a formal submission in archival format as an amendment to the above NDA. It is
2
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acceptable for you to email your response to me in advance of a formal, archival submission as long as both
communications (email & archive) contain identical information.
We ask that you please respond to this comments by June 7, 2012. If a response by then is not feasible,
please contact me to discuss further.
If you have any questions, please let me know.
Thank you,
Jackie
*************************************************
Jacqueline H. Ware, Pharm.D., RAC
Captain, United States Public Health Service
Senior Regulatory Project Manager
Division of Neurology Products
Center for Drug Evaluation and Research, FDA
10903 New Hampshire Avenue; WO22 Rm. 4346
Silver Spring, MD 20993-0002
phone: 301-796-1160
fax: 301-796-9842
email: jacqueline.ware@fda.hhs.gov
This e-mail message is intended for the exclusive use of the recipient(s) named above. It may contain information that is protected, privileged, or
confidential, and it should not be disseminated, distributed, or copied to persons not authorized to receive such information. If you are not the intended
recipient, any dissemination, distribution or copying is strictly prohibited. If you think you have received this e-mail message in error, please e-mail the
sender immediately at jacqueline.ware@fda.hhs.gov.

3
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DEPARTMENT OF HEALTH & HUMAN SERVICES

Public Health Service
Food and Drug Administration
Silver Spring, MD 20993

NDA 201635
PROPRIETARY NAME REQUEST
CONDITIONALLY ACCEPTABLE
Supernus Pharmaceuticals, Inc
1550 East Gude Drive
Rockville, MD 20833
ATTENTION:

Tami T. Martin, RN, Esq.
Vice President, Regulatory Affairs

Dear Ms. Martin:
Please refer to your New Drug Application (NDA) submitted January 13, 2011 and received
January 14, 2011, under section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act for
topiramate extended release capsules, 25 mg, 50 mg, 100 mg, and 200 mg.
Please also refer to your resubmission dated August 30, 2011, received September 9, 2011.
We also refer to your correspondence submitted January 16, 2012, received January 17, 2012,
requesting review of your proposed proprietary name, Trokendi XR.
We have completed our review of the proposed proprietary name Trokendi XR and have
concluded that it is acceptable. If any of the proposed product characteristics as stated in your
January 16, 2012, submission are altered prior to approval of the marketing application, the
proprietary name should be resubmitted for review.
The proposed proprietary name, Trokendi XR, will be re-reviewed 90 days prior to the approval
of the NDA. If we find the name unacceptable following the re-review, we will notify you.
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NDA 201635
Page 2
If you have any questions regarding the contents of this letter or any other aspects of the
proprietary name review process, contact Laurie Kelley, Safety Regulatory Project Manager in
the Office of Surveillance and Epidemiology, at (301) 796-5068. For any other information
regarding this application contact the Office of New Drugs (OND) Regulatory Project Manager,
Jacqueline Ware at (301) 796-1160.
Sincerely,
{See appended electronic signature page}
Carol Holquist, RPh
Director
Division of Medication Error Prevention and Analysis
Office of Medication Error Prevention and Risk Management
Office of Surveillance and Epidemiology
Center for Drug Evaluation and Research
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From:
To:
Subject:
Date:

Tami Martin
Parncutt, Stephanie
RE: FDA Request for Information - NDA 2021635/Trokendi (topiramate extended-release) Capsules
Tuesday, April 03, 2012 12:22:34 PM

OK, not only because of your name associated with the e mail, but also because the document
content talks about a tablet, and the NDA 201635 is a capsule, so I was concerned there was some
cross-NDA activity. Thanks for the clarification. We’ll proceed with the comments as pertaining to
NDA 201635.
Tami Martin
From: Parncutt, Stephanie [mailto:Stephanie.Parncutt@fda.hhs.gov]
Sent: Tuesday, April 03, 2012 12:10 PM
To: Tami Martin
Subject: RE: FDA Request for Information - NDA 2021635/Trokendi (topiramate extended-release)
Capsules
Tami,
I'm covering this application for Jackie Ware this week, while she is out on leave. The attachment does
pertain to NDA 201-635/Trokendi (topiramate extended-release) Capsules. I just wanted to confirm that
with you in response to your recent voicemail message. Thank you,
Stephanie
_____________________________________________
Stephanie
pril 03, 2012 11:44 AM
eline H
Request for Information - NDA 2021635/Trokendi (topiramate extended-release) Capsules
gh

Attached is a request from the Pediatric and Maternal Health Staff & Clinical team
related to their ongoing review of the Trokendi application (N 201-635). Please
submit your response to this request in electronic archival format as an amendment
to the above NDA. It is acceptable for you to email your response to Jackie Ware
and myself in advance of a formal, archival submission as long as both
communications (email & archive) contain identical information.
* Please see the attachment below from the Pediatric and Maternal Health Staff &
Clinical team reviewers:
<< File: NDA 201635 PREA IR.doc >>
Please respond to this request in the timeframe requested in the attachment; if you
are unable to meet this timeframe, please contact myself or Jackie Ware to discuss.
~~~~~~~~~~~~~~~~~~~~~~~~~
Stephanie N. Parncutt
Regulatory Project Manager
Division of Neurology Products
Center for Drug Evaluation and Research, FDA
10903 New Hampshire Avenue; WO22 Rm. 4355
Silver Spring, MD 20993-0002
phone: 301-796-4098

Reference ID: 3111039

email: stephanie.parncutt@fda.hhs.gov
This e-mail message is intended for the exclusive use of the recipient(s) named above. It may contain information that is protected,
privileged, or confidential, and it should not be disseminated, distributed, or copied to persons not authorized to receive such
information. If you are not the intended recipient, any dissemination, distribution or copying is strictly prohibited. If you think you
have received this e-mail message in error, please e-mail the sender immediately at stephanie.parncutt@fda.hhs.gov.
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Under the Pediatric Research Equity Act (PREA) (21 U.S.C. 355c), all
applications for new active ingredients, new indications, new dosage forms,
new dosing regimens, or new routes of administration are required to contain
an assessment of the safety and effectiveness of the product for the claimed
indication(s) in pediatric patients unless this requirement is waived, deferred,
or inapplicable.
(b) (4)
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(b) (4)

Please take these comments into consideration and submit a pediatric plan.
This plan must outline the age groups and the pediatric studies (e.g.,
pharmacokinetics/ pharmacodynamics, safety, and efficacy) that you plan to
conduct to meet the PREA requirements. A pediatric plan is a statement of
intent that outlines the pediatric studies (e.g., pharmacokinetics/
pharmacodynamics, safety, efficacy) sufficient to demonstrate dose, safety,
and efficacy. The pediatric plan must contain a timeline for the completion
of pediatric studies, i.e. the dates of (1) protocol submission, (2) study
completion and (3) submission of study reports. In addition, you must
submit certification of the grounds for deferral and evidence that the studies
are being conducted or will be conducted with due diligence and at the
earliest possible time. (See Draft Guidance for Industry, How to Comply
with Pediatric Research Equity Act,
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInfor
mation/Guidances/ucm079756.pdf).
Please note that we would agree to a partial waiver request for pediatric
patients birth to one month because the study would be impossible or highly
impractical because there are too few patients with this disorder to make
such a study practicable. Should you decide to pursue a partial waiver for
pediatric patients over one month of age, you must provide us with
documentation and data to support your request.
Please respond with your pediatric plan within 4 weeks from this letter date.
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It should be noted that it is a CGMP expectation that batch sizes be documented in the
preparation of master production and control records (21 CFR 211.186). Such records should
clearly identify the batch sizes that are approved for commercial operations by the firm's Quality
Unit.
Please find more information in the Guidance for Industry, Process Validation: General
Principles and Practices (January 2011):
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/U
CM070336.pdf
Any additional questions regarding Process Validation can be addressed to the CDER Office of
Compliance via the contacts listed in the Federal Register for this guidance (Federal Register /
Vol. 76, No. 16 / Tuesday, January 25, 2011 / Notices).
Question 2:
If yes, would an NDA amendment changing the
be required?

(b) (4)

encapsulation MBRs

FDA Response:
It is necessary to amend the commercial encapsulation MBRs
that may be manufactured for commercial distribution.

(b) (4)

(b) (4)

Question 3:
If an amendment is required, would it be expected to extend the review and/or the PDUF A date
set for this New Drug Application?
FDA Response:
If the amended commercial encapsulation MBRs are submitted prior to the end of April, it would
not extend the review and PDUFA dates.
Question 4:
(b) (4)
If the FDA is agreeable to
batch sizes for process validation, please confirm that this
(b) (4)
would mean that the FDA would also permit
batch sizes for commercial batches of our
product?
FDA Response:
See response to question #1.
If you have any questions, contact Teshara G. Bouie, Regulatory Project Manager, at (301) 7961649.
Sincerely,
{See appended electronic signature page}
Ramesh Sood, Ph.D.
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Branch Chief
Division of New Drug Quality Assessment I
Office of New Drug Quality Assessment
Center for Drug Evaluation and Research
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
Food and Drug Administration
Silver Spring MD 20993

NDA 201635

INFORMATION REQUEST

Supernus Pharmaceuticals, Inc.
Attention: Tami T. Martin, VP, Regulatory Affairs
1550 East Gude Drive
Rockville, MD 20833

Dear Ms. Martin:
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal
Food, Drug, and Cosmetic Act for Topiramate Extended Release Capsules, 25 mg, 50 mg, 100
mg, and 200 mg.
We are reviewing the Chemistry, Manufacturing, and Controls section of your submission and
have the following comments and information requests. We request a prompt written response
in order to continue our evaluation of your NDA.
1. Designate one of the test methods, TM-538-104 or TM-538-105, as the regulatory
(b) (4)
method for the quantification of
content in the drug product
specification. The other method can be an alternate method.
2. Provide justification of
specification based on safety consideration.

(b) (4)

in the drug product

3. In the labeling text, you need to mention the presence of FD&C Yellow No. 6 in the
capsule shells that contain this colorant according to CFR 201.20 (c).
If you have any questions, contact Teshara G. Bouie, Regulatory Project Manager, at (301) 7961649.
Sincerely,
{See appended electronic signature page}
Ramesh Sood, Ph.D.
Branch Chief
Division of New Drug Quality Assessment I
Office of New Drug Quality Assessment
Center for Drug Evaluation and Research
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DEPARTMENT OF HEALTH & HUMAN SERVICES

Public Health Service
Food and Drug Administration
Silver Spring, MD 20993

NDA 201635
PROPRIETARY NAME REQUEST
UNACCEPTABLE
Supernus Pharmaceuticals, Inc
1550 East Gude Drive
Rockville, Maryland 20833
ATTENTION: Tami T. Martin, RN, Esq.
Vice President, Regulatory Affairs
Dear Ms. Martin:
Please refer to your New Drug Application (NDA) dated January 13, 2011, received January 14, 2011,
submitted under section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act for Topiramate
Extended Release Capsule, 25 mg, 50 mg, 100 mg, and 200 mg.
We also refer to your resubmission after refusal to file dated August 30, 2011, received September 09,
2011.
Additionally, we refer to your October 14, 2011, correspondence, received October 17, 2011, requesting
review of your proposed proprietary name, Trokendi. We have completed our review of this proposed
proprietary and have concluded that this name is unacceptable for the following reasons:
The proposed proprietary name, Trokendi, does not distinguish this extended-release product from
currently marketed immediate release Topiramate products. This is problematic because Trokendi has
overlapping strengths with the currently marketed Topamax and Topiramate products. Because Trokendi
and the currently marketed Topiramate products are dosed with a different frequency of administration,
an inadvertent substitution could lead to significant overdose or underdose of Topiramate.
Postmarketing surveillance of medication errors has identified wrong drug and wrong frequency errors
which involve products with different release mechanisms that have overlapping product characteristics
and fail to distinguish the proprietary names. Provider education and outreach strategies have failed to
fully eliminate these types of errors from occurring. Ideally, we recommend avoiding overlaps in
strength for drug products that have the same active ingredient but different formulations and
frequencies of administration. However, if a strength modification is not feasible at this point in your
product development, the nomenclature of this product might help to communicate the products
extended-release properties.
In order to emphasize the difference between the proposed extended release Topiramate product and the
currently marketed product, we recommend a modifier be appended to the proprietary name. The chosen
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modifier should highlight the extended release properties of the proposed product in order to mitigate
confusion between the currently marketed product and the proposed product and convey the different
frequency of administration.
In order to initiate the review of an alternate proprietary name, submit a new complete request for
proprietary name review. The review of an alternate name will not be initiated until the new submission
is received.
If you have any questions regarding the contents of this letter or any other aspects of the proprietary
name review process, contact Laurie Kelley, Safety Regulatory Project Manager in the Office of
Surveillance and Epidemiology, at (301) 796-5058. For any other information regarding this application
contact the Office of New Drugs (OND) Regulatory Project Manager, Jacqueline Ware at (301) 7961160.

Sincerely,
{See appended electronic signature page}
Carol Holquist, RPh
Director
Division of Medication Error Prevention and Analysis
Office of Medication Error Prevention and Risk
Management
Office of Surveillance and Epidemiology
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Meeting Type:
A
Meeting Category: Proprietary Name Review
Meeting Date:
Meeting Location:

January 3, 2012
FDA White Oak, Bldg 22, Rm 4266, Teleconference

Application:
Established Name:
Applicant:

NDA 201635
Topiramate Extended-Release Capsules
Supernus Pharmacuticals

Meeting Chair:
Safety Evaluator:
Meeting Recorder:

Carol Holquist, Director, DMEPA
Julie Neshiewat, DMEPA
Mark Liberatore, Project Manager, OSE

Applicant Attendees:
Tami T. Martin, RN, Esq., VP, Regulatory Affairs
Jocelyn McQueen, MS, Regulatory Affairs
Todd Horich, Ph.D, Director, Marketing
Pad Bhatt, Ph.D, VP, Pharmaceutical Sciences
Jack Khattar, President and CEO
Maria Pittaris, Asst. Director, Portfolio Management

Background:
Supernus Pharmaceuticals submitted the proposed proprietary name Trokendi, NDA
201635, for Topiramate Extended-release Capsules on October 14, 2011. If approved,
this will be the first extended-release topiramate product on the market. The proposed
strengths and dosing interval overlap with the currently marketed immediate release
product. Additionally, the immediate release product is marketed in a sprinkle capsule.
The established name of the product will indicate the product is immediate release;
however, the proprietary name does not contain a modifier that indicates the extendedrelease properties of the product. Although there is no immediate release Trokendi on the
market there is concern due to the product overlaps that this extended-release product
may be confused as an immediate release product.
Meeting Objectives:
DMEPA requested this teleconference to discuss our concerns with the proposed
proprietary name, Trokendi.
Discussion Points:
1) FDA asked for the rationale as to why a modifier, such as XR or XL, was not
added to the proposed proprietary name of this extended release product? The
Applicant indicated that since this NDA was an individual brand name, there was

Reference ID: 3068632

no need to submit the name with a suffix modifier. Furthermore, the applicant had
prior discussions with DNP regarding the established name of the drug containing
“extended-release” or “controlled-release.” The review division advised the
applicant to use “extended-release.”

2) FDA expressed their concerns that the proposed proprietary name Trokendi does
not distinguish this extended-release product from the currently marketed
immediate-release Topamax products. Trokendi has direct overlapping strengths
with the currently marketed Topamax tablets (25 mg, 50 mg, 100 mg, and 200
mg) and Topamax sprinkle capsules (25 mg). We also note that Topamax can be
initiated once daily, which overlaps with the frequency of administration of the
proposed Trokendi extended-release product.
DMEPA described postmarketing wrong drug and wrong frequency errors, which
involve products with different release mechanisms that have overlapping product
characteristics and fail to distinguish the proprietary names.
3) We acknowledged that we have not identified any safety concerns with the root
name Trokendi. However, we did suggest that in order to emphasize the
difference between the proposed extended-release topiramate product and the
currently marketed Topamax immediate-release product, a modifier should be
considered. FDA suggested to applicant to research suffix possibilities at
www.ismp.org to determine the most common suffixes associated with once-daily
dosing. FDA also suggested that the suffix should be consistent with other
suffixes with a once-daily meaning.

Actions:

1) The Applicant agreed to withdraw the name “Trokendi,” and resubmit the name
with a suffix modifier as discussed. The applicant also indicated that they would
submit the name with a primary and secondary choice of modifier.
2) FDA indicated to the applicant that if they choose a well established modifier
which indicates once-daily dosing, a full 90 day review would be unlikely.
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
Food and Drug Administration
Silver Spring MD 20993

NDA 201635
FILING COMMUNICATION
Supernus Pharmaceuticals, Inc.
Attention: Tami Martin, RN, Esq.
Vice President, Regulatory Affairs
1550 East Gude Drive
Rockville, MD 20850

Dear Ms. Martin:
Please refer to your New Drug Application (NDA) dated August 30, 2011, received September
9, 2011, submitted pursuant to section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act,
for Trokendi (topiramate extended-release) capsules 25 mg, 50 mg, 100 mg and 200 mg.
We also refer to your amendment dated October 14, 2011.
We have completed our filing review and have determined that your application is sufficiently
complete to permit a substantive review. Therefore, in accordance with 21 CFR 314.101(a), this
application is considered filed 60 days after the date we received your application. The review
classification for this application is Standard. Therefore, the user fee goal date is July 9, 2012.
We are reviewing your application according to the processes described in the Guidance for
Review Staff and Industry: Good Review Management Principles and Practices for PDUFA
Products. Therefore, we have established internal review timelines as described in the guidance,
which includes the timeframes for FDA internal milestone meetings (e.g., filing, planning,
midcycle, team and wrap-up meetings). Please be aware that the timelines described in the
guidance are flexible and subject to change based on workload and other potential review issues
(e.g., submission of amendments). We will inform you of any necessary information requests or
status updates following the milestone meetings or at other times, as needed, during the process.
If major deficiencies are not identified during the review, we plan to communicate proposed
labeling and, if necessary, any postmarketing commitment requests by June 11, 2012.
At this time, we are notifying you that, we have not identified any potential review issues.
Please note that our filing review is only a preliminary evaluation of the application and is not
indicative of deficiencies that may be identified during our review.
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LABELING
CONTENT OF LABELING
During our preliminary review of your submitted labeling, we have identified the following
labeling format issues for your proposed package insert:
1. The Highlights (HL) of Prescribing Information should be limited in length to one-half page.
We suggest that you either request a waiver for the requirement or submit revised labeling
that meets the half page requirement.
2. The Product Title information is required in the HL. Product Title must be bolded and in the
following order: the proprietary and established drug names, followed by the dosage form
and route of administration.
3. Initial U.S. Approval information in HL should be the 4-digit year in which FDA initially
approved of the new molecular entity.
4. Revision date should be the month/year of the application approval, and must be presented as
“Revised: MM/YYYY” format.
CARTON AND CONTAINER LABELS
We acknowledge your August 30, 2011 submission of draft carton and container labeling, which
is not representative of the labeling intended for market. Therefore, we request that you submit
the carton and container labeling that is intended for market. The use of "Tradename" as a
placeholder is appropriate at this time. Please keep in mind that the font for this placeholder
should be representative of the font intended for use with the actual proprietary name.
We request that you resubmit labeling that addresses these issues by December 9, 2011. The
resubmitted labeling will be used for further labeling discussions.
Please respond only to the above requests for information. While we anticipate that any response
submitted in a timely manner will be reviewed during this review cycle, such review decisions
will be made on a case-by-case basis at the time of receipt of the submission.

REQUIRED PEDIATRIC ASSESSMENTS
Under the Pediatric Research Equity Act (PREA) (21 U.S.C. 355c), all applications for new
active ingredients, new indications, new dosage forms, new dosing regimens, or new routes of
administration are required to contain an assessment of the safety and effectiveness of the
product for the claimed indication(s) in pediatric patients unless this requirement is waived,
deferred, or inapplicable.
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If you have any questions, please contact Jacqueline Ware, PharmD., Senior Regulatory Project
Manager, by phone or email at (301) 796-1160 or Jacqueline.Ware@fda.hhs.gov.

Sincerely,
{See appended electronic signature page}
Russell G. Katz, MD.
Director
Division of Neurology Products
Office of Drug Evaluation I
Center for Drug Evaluation and Research
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NDA 201635

ACKNOWLEDGE RESUBMISSION
AFTER REFUSE-TO-FILE

Supernus Pharmaceuticals, Inc.
Attention: Tami Martin, RN, Esq.
Vice President, Regulatory Affairs
1550 East Gude Drive
Rockville, MD. 20850

Dear Ms. Martin:
We have received your new drug application (NDA) submitted pursuant to section 505(b)(2) of
the Federal Food, Drug, and Cosmetic Act (FDCA), in response to our March 14, 2011, refusal
to file letter, for the following:
Name of Drug Product:

Topiramate Extended-Release Capsule
25 mg, 50 mg, 100 mg and 200 mg

Date of Application:

August 30, 2011

Date of Receipt:

September 9, 2011

Our Reference Number:

NDA 201635

Unless we notify you within 60 days of the receipt date that the application is not sufficiently
complete to permit a substantive review, we will file the application on November 8, 2011, in
accordance with 21 CFR 314.101(a).
CONTENT OF LABELING
If you have not already done so, promptly submit the content of labeling [21 CFR
314.50(l)(1)(i)] in structured product labeling (SPL) format as described at
http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/default.htm. 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 conform to the content and format
requirements of revised 21 CFR 201.56-57.
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FDAAA TITLE VIII RESPONSIBILITIES
You are also responsible for complying with the applicable provisions of sections 402(i) and
402(j) of the Public Health Service Act (PHS Act) [42 USC §§ 282 (i) and (j)], which was
amended by Title VIII of the Food and Drug Administration Amendments Act of 2007
(FDAAA) (Public Law No, 110-85, 121 Stat. 904).
OTHER
The NDA number provided above should 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 Neurology Products
5901-B Ammendale Road
Beltsville, MD 20705-1266
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/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirements/Drug
MasterFilesDMFs/ucm073080.htm.
If you have any questions, please contact me by phone or email at (301) 796-1160 or
Jacqueline.Ware@fda.hhs.gov.

Sincerely,
{See appended electronic signature page}

Jacqueline H. Ware, PharmD.
Senior Regulatory Project Manager
Division of Neurology Products
Office of Drug Evaluation I
Center for Drug Evaluation and Research
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PRELIMINARY MEETING COMMENTS
Meeting Category:

Discussion of Refusal-to-File issues

Meeting Date and Time:
Meeting Location:

April 6, 2011 2:15 pm EST
FDA White Oak Campus, Building 22 Room: TBD

Application Number:
Product Name:
Indication:
Sponsor/Applicant Name:

NDA 201635
Topiramate extended-release capsule
epilepsy
Supernus Pharmaceuticals, Inc.

Introduction:
The following material consists of our preliminary responses to your questions and any
additional comments in preparation for the discussion at the meeting scheduled for April 6,
2011at 2:15 pm EST between the Supernus Pharmaceuticals and the Division of Neurology
Products. This material is shared to promote a collaborative and successful discussion at the
meeting. If there is anything in it that you do not understand or with which you do not agree, we
very much want you to communicate such questions and disagreements. The minutes of the
meeting will reflect the discussion that takes place during the meeting and are not expected to be
identical to these preliminary comments. If these answers and comments are clear to you and
you determine that further discussion is not required, you have the option of canceling the
meeting (contact the Regulatory Project Manager), but this is advisable only if the issues
involved are quite narrow. It is not our intent to have our preliminary responses serve as a
substitute for the meeting. It is important to remember that some meetings, particularly
milestone meetings, are valuable even if pre-meeting communications seem to have answered
the principal questions. It is our experience that the discussion at meetings often raises important
new issues. Please note that if there are any major changes to [your development plan/the
purpose of the meeting/to the questions] (based on our responses herein), we may not be
prepared to discuss or reach agreement on such changes at the meeting, but we will be glad to
discuss them to the extent possible. If any modifications to the development plan or additional
questions for which you would like FDA feedback arise prior to the meeting, contact the
Regulatory Project Manager to discuss the possibility of including these for discussion at the
meeting.
1.0

BACKGROUND

The purpose of this meeting is to obtain Agency feedback on the acceptability for filing of
Supernus’ planned responses to Refuse-to-File issues outlined in the Agency’s March 14, 2011
letter.
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DISCUSSION
Note: FDA comments appear below in italic text.
2.1

General FDA Comments
FDA has reviewed the March 28, 2011 NDA submission that provides Supernus’
responses to both the RTF issues and the Additional Comments and requests
raised in the Agency’s March 14, 2011 RTF letter.
It is FDA’s expectation that Supernus will include all the items or rearrange all
the items mentioned in Supernus’ responses to RTF and Additional Comments
and Requests in the appropriate sections in the NDA resubmission. In Section 2.2
(below) are the Agency’s responses to specific questions raised by Supernus in the
March 28, 2011 response document. In addition, in Section 2.3 (below) are
additional comments from by FDA’s biopharmaceutics group.

2.2

Specific FDA Responses to Questions
FDA has not included below full background for each issue/comment listed;
please refer to Supernus’ March 28, 2011 response document for full background
and explanation regarding each question listed below.

2.2.1

Refusal To File Item #1

SUPERNUS RESPONSE TO REFUSAL TO FILE ITEM #1
Does the FDA agree with the proposed specifications for the known impurity
(b) (4)
and the residue on ignition?
Does the FDA agree with the proposed tests, specifications and method
validations (Table 2) for topiramate drug substance?
FDA Preliminary Response:
This information will be reviewed in the NDA resubmission.

2.2.2

Refusal To File Item #2 a, b, and c

FDA Preliminary Response:
Supernus did not propose any specific questions in their responses to these issues.
FDA acknowledges Supernus’ intent to provide or relocate the information
described to address this issue.
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Refusal To File Item #3 a, b, and c

FDA Preliminary Response:
Supernus did not propose any specific questions in their responses to these issues.
FDA acknowledges Supernus’ intent to provide or relocate the information
described to address this issue.

2.2.4

Refusal To File Item #4

SUPERNUS RESPONSE TO REFUSAL TO FILE ITEM 4
Can the FDA confirm that compendial procedures do not need to be validated and
submitted?
Does the FDA agree with the proposed tests, specifications and method
validations (Table 3, Table 4, Table 5 and Table 6) for the non-compendial
excipients?
FDA Preliminary Response:
The compendial procedures do not need to be validated and submitted. However,
Supernus needs to evaluate their suitability for their product. The proposed tests,
specifications and method validations for the non-compendial excipients will be
reviewed in the NDA resubmission.

2.2.5

Additional Comments and Requests – Comment #1

SUPERNUS RESPONSE TO ADDITIONAL COMMENT #1
Must Supernus provide batch analysis data for the research formulation batches
used in the 538P101 and 538P102 clinical studies, although those early clinical
studies will not be included in the NDA resubmission?
FDA Preliminary Response:
It is not necessary to submit batch analysis data for the research formulation
batches in the 538P101 and 538P102 clinical studies.

2.2.6

Additional Comments and Requests – Comment #2

FDA Preliminary Response:
Supernus did not propose any specific questions in their responses to this issue.
FDA acknowledges Supernus’ intent to provide or relocate the information
described to address this issue.
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2.2.11 Additional Comments and Requests – Comment #5, paragraph 2
SUPERNUS RESPONSE TO ADDITIONAL COMMENT #5, paragraph 2
A revised dissolution method development report will be provided to include
dissolution testing of the extended-release capsules in various media (pH 1.1, pH
4.5, pH 6.8, pH 7.5, and water), as detailed in the response to comment #4,
paragraph 3.
FDA Preliminary Response:
A dissolution method report that integrates all the considerations may be
submitted during the NDA review (within 3-months after the NDA resubmission)
as long as the specified information and data requested above are provided in the
resubmission.

2.2.12 Additional Comments and Requests – Comment #5, paragraph 2a
SUPERNUS RESPONSE TO ADDITIONAL COMMENT #5, item a
The pH solubility profile at 37ºC for topiramate across the typical gastro-intestinal
pH range was provided in the NDA 201635 (TR-10-032.00) in Module 3.2.P.2.1,
and will be provided in the NDA resubmission. The degradation rate of
topiramate in various media (pH 1.1, pH 4.5, pH 6.8, pH 7.5, and water) will be
included in the revised dissolution method development report, to be submitted as
proposed in the response to comment #4, paragraph 3.
FDA Preliminary Response:
Please include the degradation information and data in the resubmission.

2.2.13 Additional Comments and Requests – Comment #5, item 2b
SUPERNUS RESPONSE TO ADDITIONAL COMMENT #5, item b
Dissolution testing of the extended-release capsules in various media (pH 1.1, pH
4.5, pH 6.8, pH 7.5, and water) will be provided as detailed in the response to
comment #4, paragraph 3.
FDA Preliminary Response:
Please include the data and information for the pellets under the same conditions
used for dissolution testing of the ER capsules.
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2.2.14 Additional Comments and Requests – Comment #5, item 2c
SUPERNUS RESPONSE TO ADDITIONAL COMMENT #5, item c
The dissolution apparatus for topiramate extended-release capsules (USP
apparatus 2) is commonly used for solid oral dosage forms, and was selected
based on successful usage for other approved products (e.g. Adderall XR,
Carbatrol, Equetro, Sanctura XR, and Oracea) developed by Supernus (when
operating as Shire Laboratories, Inc.) with a similar drug product design (i.e.
multiple pellet types in a capsule).
FDA Preliminary Response:
FDA’s response: Suitability of the proposed dissolution method will be
determined during review.

2.2.15 Additional Comments and Requests – Comment #5, item d
SUPERNUS RESPONSE TO ADDITIONAL COMMENT #5, item d
(b) (4)
(b) (4)
If overage of
is added
to achieve 100% label
claim of drug substance and XR coating excipients in the pellet products, would
the FDA agree that the theoretical target reported in NDA 201635 is applicable to
the compensated process, and that the products made by the compensated process
are equivalent to the non-compensated registration products?
FDA Preliminary Response:
We are not clear about the intent of the question. However, adding overage to the
product to compensate for the demonstrated in-process loss with a full
justification is usually acceptable. The total amount of overage must be included
in the product composition in section 3.2.P.1.2.
Your proposal of adding overage
the NDA resubmission.

(b) (4)

will be reviewed in

It is our concern that your registration batches are not representative of your
commercial production batches since there was no overage added in your
registration batches which you state were manufactured at commercial scale. It
is important that a thorough understanding of the formulation and the
manufacturing process is necessary prior to manufacturing of registration
batches. Any changes made to the formulation or the manufacturing process after
the registration batches are made may result in the re-manufacture of the
registration batches using the final formulation and/or commercial manufacturing
process.
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2.2.18 Additional Comments and Requests – Comment #5, paragraph 4
SUPERNUS RESPONSE TO ADDITIONAL COMMENT #5, paragraph 4
Proposed dissolution specifications were provided in Module 3.2.P.5.1 and
3.2.P.5.6 of NDA 201635, and will be included in the NDA resubmission. If any
changes are made to the dissolution method, the appropriate proposed
specifications will be provided.
FDA Preliminary Response:
The proposed to-be-marketed product needs to be clearly identified. Please
provide the respective proposed specifications in the resubmission.

2.2.19 Additional Comments and Requests – Comment #6
SUPERNUS RESPONSE TO ADDITIONAL COMMENT #6
Supernus does not plan to conduct this evaluation of pellet stability in pudding
and yogurt, as we believe this additional evaluation is only necessary if the
product labeling permitted sprinkle use of this product. Please comment on the
company’s position on this topic.
FDA Preliminary Response:
FDA has no comment on this issue at this time. The information will be reviewed
in the NDA resubmission.

2.2.20 Additional Comments and Requests – Comment #7
SUPERNUS RESPONSE TO ADDITIONAL COMMENT #7
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(b) (4)

FDA Preliminary Response:
FDA has no comment on this issue at this time. The information will be reviewed
in the NDA resubmission.

2.2.21 Additional Comments and Requests – Comment #1 in Clinical
Pharmacology
SUPERNUS RESPONSE TO ADDITIONAL COMMENT #1 IN CLINICAL
PHARMACOLOGY
Please confirm that the esubmissions group is willing to accept two define.pdf
files in the same folder.
FDA Preliminary Response:
Please direct this question to CDER’s Electronic Submissions group at
esub@fda.hhs.gov.

2.2.22 Additional Comments and Requests – Comment #2a in Clinical
Pharmacology
FDA Preliminary Response:
Supernus did not propose any specific questions in their responses to this issue.
FDA acknowledges Supernus’ intent to provide or relocate the information
described to address this issue.
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2.2.23 Additional Comments and Requests – Comment #2b in Clinical
Pharmacology
SUPERNUS RESPONSE TO ADDITIONAL COMMENT #2B IN
CLINICAL PHARMACOLOGY
Provision of these materials requires another clarification about the proper
location of these materials in an esubmission. Based on discussions with our
publisher, we plan to place all the output listings/control streams, etc in the
following folder <m5\datasets\poppk\ analysis\programs> folder with additional
user-defined sub-folders under programs as seen in the snapshot, below in order
to keep the information organized. Is this approach acceptable?
FDA Preliminary Response:
Please direct this question to CDER’s Electronic Submissions group at
esub@fda.hhs.gov.

2.2.24 Additional Comments and Requests – Comment #3 in Clinical
Pharmacology
SUPERNUS RESPONSE TO ADDITIONAL COMMENT #3
The protocol and Clinical Study Report submitted as part of the NDA refer to this
meal as the “FDA high fat breakfast”. Supernus is not planning any additional
amendments/attachment or explanations to the CSR as part of the NDA
resubmission. Please comment on this position.
FDA Preliminary Response:
FDA has no comment on this issue at this time. The information will be reviewed
in the NDA resubmission.

2.2.25 Additional Comments and Requests – Comment concerning
Proprietary Name
SUPERNUS RESPONSE TO ADDITIONAL COMMENT CONCERNING
PROPRIETARY NAME
Supernus acknowledged this request and was planning to supply this in an
amendment to NDA 201635 once the filing was accepted for review.
Please clarify, does “please submit a separate proprietary name review request to
this NDA after you have submitted a response to this letter” mean that the
proprietary name review request should be part of the NDA resubmission (if so,
we propose placement in Module 1.12.4 Request for Comments and Advice), or
should it be an amendment filed after the NDA resubmission has occurred?
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According to the electronic communication received February 4, 2011, the
PDUFA date for review of the proprietary name as submitted to IND 101,670 is
April 19, 2011. Please clarify: May we still expect that the Division of
Medication Errors and Prevention Analysis will respond to our proprietary name
review request by April 19, 2011?
FDA Preliminary Response:
You should submit your proprietary name request amendment after the
resubmission has occurred.
You may still expect DMEPA to respond by April 19, 2011.

2.3

Additional FDA Comments
FDA’s biopharmaceutics group has provided the following summary comments.
Included in each numbered point are: 1) item needed for review, 2) the purpose of
the item, and 3) the submission timing for that item are also provided (the
integrated dissolution method development report may be submitted during
review if the main elements, as indicated, are included in the resubmission).
1. Dissolution testing of pellets and extended-release capsule strengths(all) in
various media (pH 1.0, pH 4.5, pH 6.8, pH 7.5, and water) as in guidance
documents
Purpose: characterization of drug release from the pellets and the ER
capsules (all strengths, including the 25-mg ER capsules) in an environment
comparable to that in the GI tract.
Timing: to be included in the resubmission.
2. Solubility and stability testing (degradation) of topiramate in acidic pH over a
2 hr period.
Purpose: The originally submitted solubility data and comments related to
stability of topiramate appear conflicting. The requested solubility and
stability/degradation data and information will assist in interpretation of the
results and ultimately, in determining suitability of the proposed dissolution
method.
Timing: to be included in the resubmission.
3. A detailed and integrated dissolution method development report should
include the above, in addition to all other data and information to support the
proposed dissolution method and specification.
Purpose: Determination of suitability of the proposed dissolution method and
dissolution/release specification
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Timing: may be included during review (within 3-months after the NDA
resubmission)
4. In vitro dissolution data generated with the proposed dissolution method for
the proposed to be-marketed drug product.
Purpose: in vitro characterization of the final proposed to-be-marketed
product should be made using n=12 units(ER capsules) according to the final
proposed dissolution method.
Timing: These data should be submitted at the time of submission of the
dissolution method development report.
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REFUSAL TO FILE
Supernus Pharmaceuticals, Inc.
Attention: Tami T. Martin, RN, Esq.
Vice President, Regulatory Affairs
1550 East Gude Drive
Rockville, MD 20850
Dear Ms. Martin:
Please refer to your New Drug Application (NDA) submitted on January, 13, 2011, received on
(b) (4)
January 14, 2011, under section 505(b) of the Federal Food, Drug, and Cosmetic Act for
(topiramate extended-release capsules) 25 mg, 50 mg, 100 mg, 200 mg.
After a preliminary review, we find your application is not sufficiently complete to permit a
substantive review. Therefore, we are refusing to file this application under 21 CFR 314.101(d)
for the reasons described below.
CHEMISTRY, MANUFACTURING, AND CONTROLS
1) With regard to the drug substance specification [Module 3.2.S.4], you have not provided the
analytical procedures to be used for acceptance testing. The specification should include
adequate tests and analytical procedures to allow verification of each parameter reported on
the manufacturer's certificate of analysis, regardless of whether the test is performed
routinely on lot receipt or periodically for vendor requalification. Provide the test methods
and supporting validation for all non compendial analytical procedures. Note that reference
to established USP procedures is acceptable. Therefore, compendial procedures do not need
to be submitted.
2) You have not provided the proposed composition, manufacturing process or controls for the
commercial product. The following deficiencies are identified based on assessment of
Module 3.2.P for the 200 mg capsule strength. Similar deficiencies were noted in the 3.2.P
modules for the remaining strengths.
a) Module 3.2.P.1 should contain the components and quantitative composition of the
commercial formulation. Module 3.2.P.1 of your submission contains composition
information for "Registration Scale Topiramate Extended-Release Capsules"
accompanied by a statement that "The commercial scale formulation ranges are being
assessed. The final commercial formulation will be presented in the validation protocol
and, once validated, will be used for future production batches." Provide the
composition for the to-be marketed product.
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b) Module 3.2.P.3.2 should contain the proposed batch formula for commercial scale
production. Module 3.2.P.3.2 of your submission contains batch formulas for registration
scale batches of intermediate pellets and capsules and a statement that "The commercial
scale formulation ranges are being assessed. The final commercial formulation will be
presented in the validation protocol and, once validated, will be used for future
production batches."
c) Per 21 CFR §314.50(d)(1)(ii)(c) the application should contain the proposed or actual
master production record, including a description of the equipment, to be used for the
manufacture of a commercial lot of the drug product or a comparably detailed description
of the production process for a representative batch of the drug product. Module
3.2.P.3.3 of your submission describes manufacture of registration scale batches rather
than commercial manufacture. Provide the proposed commercial master batch record or
a comparably detailed description for the commercial process.
3) Although the application is presented as an electronic Common Technical Document (eCTD)
format submission; the organization of information within the Quality section does not
conform to the CTD format. The following deficiencies are identified based on assessment
of Module 3.2.P for the 200 mg capsule strength. Similar deficiencies were noted in the
3.2.P modules for the remaining strengths. Note that correction of these deficiencies will
also require revision of related sections (e.g., Module 2.3 Quality Overall Summary and the
Method Validation Package) that reference the cited sections.
a) Module 3.2.P.3.4 [Control of Critical Steps and Intermediates] references Module
3.2.P.5.6 [Justification of Specification] for specifications for intermediate immediate
release and extended release pellets. Revise the application such that all information
regarding specifications for intermediate pellets is located in Module 3.2.P.3.4.
b) Module 3.2.5.1 [Specification(s)] should contain the proposed regulatory specification for
the commercial product. Instead it contains development and "provisional" specifications
for intermediate pellets, bulk product, and packaged bottles and blisters for 'registration
scale' batches. Revise the application such that the proposed commercial specifications,
which are currently located in Module 3.2.5.6 [Justification of Specification], are located
in Module 3.2.P.5.1.
c) The in vitro dissolution testing report, “Results Summary for In Vitro Dissolution Study
(b) (4)
for Topiramate Controlled Release Capsules
25mg and 200mg in the
Presence of Alcohol”, which is currently in located in Module 4.2.2.1.1, should be moved
to Module 3.2.P.2, “Pharmaceutical Development”.
4) Modules 3.2.P.4.1 and 3.2.P.4.2 for the noncompendial excipients (e.g., Docusate Sodium/
(b) (4)
Sodium Benzoate,
reference the manufacturer's test methods,
which are not provided. Submit the analytical procedures to be used for acceptance testing
and/or vendor qualification for all noncompendial excipients with appropriate validation
data.
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ADDITIONAL COMMENTS AND REQUESTS
We have the following additional comments and requests regarding your application that are not
refuse to file issues. However, these comments should be addressed in your new submission.
CHEMISTRY, MANUFACTURING, AND CONTROLS
1) Module 3.2.P.5.4 should include batch analysis data for research and/or development batches
used in clinical studies in addition to data for the registration batches.
2) In Module 3.2.P.8.1 you state that supportive stability batches are qualitatively and
quantitatively similar to the registration batches and refer to section 3.2.P.2.2 for more
information regarding composition. We are unable to locate any specific information
regarding the composition of these batches (25 mg lot B08024A, 50 mg lot B08025A, 100
mg lot B08026A and 200 mg lot B08027A) in Module 3.2.P.2.2. Provide composition
information for the supportive batches.
3) The post-approval stability commitment provided in Module 3.2.P.8.2 is inadequate. Revise

the commitment to include placement of the first three commercial production batches per
capsule strength on stability under long-term (25°C/60% R.H.), accelerated (40°C/75%
R.H.), and, if appropriate, intermediate (30°C/65% R.H.) conditions.
4) The submission is poorly organized and the relevance of the submitted information with
respect to the final proposed to be marketed product is not apparent.
The dissolution method development report that you have provided has limited information
and does not provide in vitro product characterization with respect to drug release
(dissolution testing) from the topiramate ER capsules in conditions mimicking GI
environment. Typically, dissolution testing, carried out in several media as in the guidance
documents, also provide information about in vitro drug release in various pH comparable to
the pH of the GI tract.
Please provide in vitro dissolution test results of the pellets and the ER capsules (for all
capsule strengths, n=12 units at each strength) in several media including pH 1.0, buffer (4.5,
and 6.8), and in water, in addition to the proposed buffer (pH 7.5) dissolution media.
(Reference: Guidance for Industry SUPAC-MR: Modified Release Solid Oral Dosage Forms
Scale-Up and Postapproval Changes: Chemistry, Manufacturing, and Controls; In Vitro
Dissolution Testing and In Vivo Bioequivalence Documentation, September 1997).
You indicate that the product is not stable under acidic conditions (pH 2). However, you have
not indicated how the integrity of the topiramate ER capsules and the pellets are going to be
protected when they are in gastric pH. Typically, for delayed release products dissolution
test is performed in 0.1 N HCl (acid stage) for 2 hrs followed by dissolution test in buffer
(pH range 4.5 to 7.5). Please provide justification for omitting the acid stage testing.
(b) (4)

Furthermore, you have shown that topiramate solubility is approximately
in
physiologic pH (TR- TR-10-032.00). Based on this, the stated stability concerns are not
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b. Model codes or control streams and output listings should be provided for all major
model building steps, e.g., base structural model, covariates models, final model, and
validation model. These files should be submitted as ASCII text files with *.txt extension
(e.g.: myfile_ctl.txt, myfile_out.txt).
3. Please specify the content of high-fat food (i.e., standard FDA high fat food) for the foodeffect study, or direct the reviewer to where the information located.
PROPRIETARY NAME
We remind you of the February 4, 2011 electronic communication from the Office of
Surveillance and Epidemiology regarding the proprietary name review for this product. As
stated in that communication, please submit a separate proprietary name review request to this
NDA after you have submitted a response to this letter.

USER FEES
We will refund 75% of the total user fee submitted with the application.

PROCEDURAL
Within 30 days of the date of this letter, you may request in writing a meeting about our refusal
to file the application. To file this application over FDA's protest, you must avail yourself of this
informal conference.
If, after the meeting, you still do not agree with our conclusions, you may request that the
application be filed over protest. In that case, the filing date will be 60 days after the date you
requested meeting. The application will be considered a new original application for user fee
purposes, and you must remit the appropriate fee.
If you have any questions, call or email Jacqueline H. Ware, Senior Regulatory Project Manager,
at (301) 796-1160 or Jacqueline.Ware@fda.hhs.gov.

Sincerely yours,
{See appended electronic signature page}
Russell Katz, MD
Director
Division of Neurology Products
Office of Drug Evaluation I
Center for Drug Evaluation and Research
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NDA ACKNOWLEDGMENT
Supernus Pharmaceuticals, Inc.
Attention: Tami T. Martin, RN, Esq.
Vice President, Regulatory Affairs
1550 East Gude Drive
Rockville, MD 20850
Dear Ms. Martin:
We have received your New Drug Application (NDA) submitted pursuant to section 505(b)(2) of
the Federal Food, Drug, and Cosmetic Act (FDCA) for the following:
(b) (4)

Name of Drug Product:

(topiramate extended-release capsules) 25 mg, 50 mg, 100 mg,

200 mg
Date of Application:

January 13, 2011

Date of Receipt:

January 14, 2011

Our Reference Number: NDA 201635
Unless we notify you within 60 days of the receipt date that the application is not sufficiently
complete to permit a substantive review, we will file the application on March 15, 2011, in
accordance with 21 CFR 314.101(a).
CONTENT OF LABELING
If you have not already done so, promptly submit the content of labeling [21 CFR
314.50(l)(1)(i)] in structured product labeling (SPL) format as described at
http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/default.htm. 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 conform to the content and format
requirements of revised 21 CFR 201.56-57.
FDAAA TITLE VIII RESPONSIBILITIES
You are also responsible for complying with the applicable provisions of sections 402(i) and
402(j) of the Public Health Service Act (PHS Act) [42 USC §§ 282 (i) and (j)], which was
amended by Title VIII of the Food and Drug Administration Amendments Act of 2007
(FDAAA) (Public Law No, 110-85, 121 Stat. 904).
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Title VIII of FDAAA amended the PHS Act by adding new section 402(j) [42 USC § 282(j)],
which expanded the current database known as ClinicalTrials.gov to include mandatory
registration and reporting of results for applicable clinical trials of human drugs (including
biological products) and devices.
In addition to the registration and reporting requirements described above, FDAAA requires that,
at the time of submission of an application under section 505 of the FDCA, the application must
be accompanied by a certification that all applicable requirements of 42 USC § 282(j) have been
met. Where available, the certification must include the appropriate National Clinical Trial
(NCT) numbers [42 USC § 282(j)(5)(B)].
You did not include such certification when you submitted this application. You may use Form
FDA 3674, “Certification of Compliance, under 42 U.S.C. § 282(j)(5)(B), with Requirements of
ClinicalTrials.gov Data Bank,” [42 U.S.C. § 282(j)] to comply with the certification requirement.
The form may be found at http://www.fda.gov/opacom/morechoices/fdaforms/default.html.
In completing Form FDA 3674, you should review 42 USC § 282(j) to determine whether the
requirements of FDAAA apply to any clinical trial(s) referenced in this application. Please note
that FDA published a guidance in January 2009, “Certifications To Accompany Drug, Biological
Product, and Device Applications/Submissions: Compliance with Section 402(j) of The Public
Health Service Act, Added By Title VIII of the Food and Drug Administration Amendments Act
of 2007,” that describes the Agency’s current thinking regarding the types of applications and
submissions that sponsors, industry, researchers, and investigators submit to the Agency and
accompanying certifications. Additional information regarding the certification form is available
at:
http://www.fda.gov/RegulatoryInformation/Legislation/FederalFoodDrugandCosmeticActFDCA
ct/SignificantAmendmentstotheFDCAct/FoodandDrugAdministrationAmendmentsActof2007/uc
m095442.htm. Additional information regarding Title VIII of FDAAA is available at:
http://grants.nih.gov/grants/guide/notice-files/NOT-OD-08-014.html. Additional information for
registering your clinical trials is available at the Protocol Registration System website
http://prsinfo.clinicaltrials.gov/.
When submitting the certification for this application, do not include the certification with other
submissions to the application. Submit the certification within 30 days of the date of this letter.
In the cover letter of the certification submission clearly identify that it pertains to NDA 201635
submitted on January 13, 2011, and that it contains the FDA Form 3674 that was to accompany
that application.
If you have already submitted the certification for this application, please advise where in the
application it is located.
OTHER
The NDA number provided above should 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:
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Food and Drug Administration
Center for Drug Evaluation and Research
Division of Neurology Products
5901-B Ammendale Road
Beltsville, MD 20705-1266
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/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirements/Drug
MasterFilesDMFs/ucm073080.htm.
If you have any questions, please call me at 301-796-1160 or email me at
Jacqueline.Ware@fda.hhs.gov.
Sincerely,
{See appended electronic signature page}
Jacqueline H. Ware, PharmD
Senior Regulatory Project Manager
Division of Neurology Products
Office of Drug Evaluation I
Center for Drug Evaluation and Research

Reference ID: 2907775

--------------------------------------------------------------------------------------------------------This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
--------------------------------------------------------------------------------------------------------/s/
---------------------------------------------------JACQUELINE H H WARE
02/18/2011

Reference ID: 2907775

Reference ID: 3424690

