Food and Drug Administration
Center for Drug Evaluation and Research

I Office of Drug Evaluation II

Memorandum of Facsimile Correspondence

Date: May 19, 2008

To: Richard Fosko, R.Ph., MPH
Director, Regulatory Affairs

Company:  Meda Pharmacenticals

Fax: 732-564-2361
Phone: 732-564-2358
From: Philantha Bowen, MPH, RN

Senior Regulatory Management Officer
Division of Pulmonary and Allergy Products

Subject: IND 77363; Re: SPA Meeting Minutes
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THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO
WHOM IT IS ADDRESSED AND MAY CONTAIN INFORMATION THAT IS
PRIVILEGED; CONFIDENTIAL AND PROTECTED FROM DISCLOSURE
UNDER APPLICABLE LAW.

If you are not the addressee, you are hereby notified that any review, disclosure,
dissemination, copying, or other action based on the content of this communication is not
authorized. If you received this document in error, please immediately notify us by
telephone at (301) 796-2300 and return it to us at FDA, 10903 New Hampshire Ave,
Building 22, DPAP, Silver Spring, MD 20993.

Thank you.

MaY 19 2008

REGULATORY
-~ AFFAIRS

PLAINTIFFS'
TRIAL EXHIBIT §

PTX0114

B
ol
Y
=
ol
x|
Y
=
1%
=
2
£
=
of

DOCKET

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



https://www.docketalarm.com/

D
A

e

scy,,
P i’
&
A4
: ./
%é FOOD AND DRUG ADMINISTRATION

CENTER FOR DRUG EVALUATION AND RESEARCH

Meeting Type:

Meeting Category:
Meeting Date and Time:
Meeting Location:
Application Number:
Product Name:

Received Briefing Package
Sponsor Name:
Meeting Requestor:
Meeting Chair:

* Meeting Recorder:

Meeting Attendees:

FDA Attendees

Office of Drug Evaluation II

Type A

Special Protocol Assessment

April 29, 2008 9:00-10:00 AM
Building 22, Conference Room 1415
IND 77,363

Azelastine Hydrochloride and Fluticasone
Propionate Nasal Spray

April 15, 2008

MEDA Pharmaceuticals

Richard Fosko, R.Ph., MPH

Director, Regulatory Affairs

Badrul A.Chowdhury, M.D., Ph.D., Director
Division of Pulmonary and Allergy Products
Philantha M. Bowen, MPH, R.N.

Sr. Regulatory Management Officer

Badrul A. Chowdhury, M.D., Ph.D., Division Director, Division of
Pulmonary and Allergy Products

Philantha Bowen, M.P.H., RN, Sr. Regulatory Management Officer, Division of

Pulmonary and Allergy Products

Sally Seymour, M.D., Clinical Team Leader, Division of Pulmonary and Allergy

Products

C. Joe Sun, Ph.D., Pharmacology/Toxicology Team Leader, Division of
Pulmonary and Allergy Products

Jean Wu, M.D., Ph.D., Pharmacology/Toxicology Reviewer, Division of
Pulmonary and Allergy Products
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Office of New Drug Quality Assessment

Prasad Peri, Ph.D., Pharmaceutical Assessment Lead, Division of Pre-Marketing
Assessment I, Branch IT

Eugenia Nashed, Ph.D., Quality Reviewer, Division of Pre-Marketing Assessment
I, Branch I

Office of Clinical Pharmacology

Wei Qiu, Ph.D., Acting Clinical Pharmacology Team Leader, Division of Clinical
Pharmacology 2

Sponsor Attendees

Richard Spivey, PharmD, Ph.D., Senior Vice President, Research and
Development

Harry Sacks, M.D., Vice President, Medical and Scientific Affairs
Cary Sax, Associate Director, Regulatory Affairs

Warmer Carr, MD, Consultant

Phillip Lieberman, MD, Consultant
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1.0 BACKGROUND

MEDA Pharmaceuticals submitted a Special Protocol Assessment (SPA) dated December
21, 2007, for the clinical protocol MP4002 for the azelastine/fluticasone combination
nasal spray. On January 31, 2008, the Division responded to MEDA’s SPA request.

MEDA Pharmaceuticals submitted a Type A meeting request, dated February 29, 2008,
to discuss the Agency’s comments and responses regarding the SPA. The briefing
package, dated April 14, 2008, was reviewed by the Division. On April 28, 2008, the
Division responded to MEDA’s questions via facsimile. The content of the fax is printed
below.

Any discussion that took place at the meeting is captured in section 3.0 including any
changes in our original position. MEDA’s questions are in beld italics and FDA’s
response is in italics; the discussion is in normal font.

2.0 QUESTIONS

2.1 QUESTION1

Does the Division agree that patients with moderate/severe nasal symptoms of
seasonal allergic rhinitis, as defined by ARIA, is an appropriate target population
for this drug?

Division Response:

We do not agree. We have expressed concerns that you have not provided evidence that
a population for this combination product exists. The ARIA Guidelines presented do not
alleviate these concerns. The ARIA classification for allergic rhinitis classifies allergic
rhinitis based upon intermittent and persistent symptoms and is not universally adopted
in the United States. In particular, this type of classification is not used for approval of
therapeutics for allergic rhinitis.

The combining of different products to control symptoms of SAR is the practice of
medicine. Single ingredient products containing azelastine or fluticasone propionate are
approved for treatment of symptoms of seasonal allergic rhinitis. The combination
product that you are proposing to develop is targeted to treat the same symptoms that the
single ingredient products are already indicated for. Demonstrating significantly greater
symptom relief with the combination product over its individual single active ingredients
will not be sufficient to demonstrate that both azelastine and fluticasone propionate
contribute to the effectiveness of the combination. Demonstration of greater symptom
relief with the combination product over its active ingredients (for the exact same
symptoms) is likely to be due to the fact some patients may not be responding to
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azelastine while responding to fluticasone propionate, and vice versa. Rationale based
on pharmacodynamic reasoning, such as mechanism of action, onset of symptom relief,
etc., are also not sufficient to justify this combination product.

As stated before, combining products eliminates flexibility with dosage titration and
potentially exposes patients to unnecessary medication; and thus unnecessary risk.

22 QUESTION2

Question 2:

Does the Division agree that our proposed inclusion/exclusion criteria will study a
population of patients with moderate/severe rhinitis?

Division Response:

We do not agree. We do not have specific criteria using the TNSS to define what
constitutes moderate or severe allergic rhinitis.

23 QUESTION3

Question 3:

Does the Division agree that the proposed dosage of the individual components of
the fixed dosage product (that are within the labeling for those marketed products)
is appropriate for study in the MP4002 study?

Division Response:

We remain concerned about the lack of flexibility of dosage titration with the fixed dose
combination (FDC). We acknowledge your explanation and ask you to make the
reasoning in the NDA, if you are to develop this product. This will be a review issue.

24 QUESTION 4

Question 4:

Does the Division agree that no new corticosteroid-specific safety issues are
anticipated with the fixed dose combination product that would require MEDA to
study a dosage that is lower than the recommended dosage in the fluticasone label?
This question is predicated on the assumption that adequate pK studies do not show

Meeting Minutes Page 4

DOCKET

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



https://www.docketalarm.com/

Nsights

Real-Time Litigation Alerts

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

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

Advanced Docket Research

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

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

Analytics At Your Fingertips

° Learn what happened the last time a particular judge,

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

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

-xplore Litigation

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

knowing you're on top of things.

API

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

LAW FIRMS

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

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

FINANCIAL INSTITUTIONS
Litigation and bankruptcy checks
for companies and debtors.

E-DISCOVERY AND

LEGAL VENDORS

Sync your system to PACER to
automate legal marketing.

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




