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Patent Statement Under 21 USC 355(B)(1) RA-OXPP-5
21 CFR 31453 19 Jun 1996

PATENT STATEMENT UNDER 21 USC 3S5(BX1)

The applicant declares that there are no relevant issued U.S. Patents claiming the drug,
any formulation of the drug nor any methods of use of the drug which drug oxaprozin
potasstum is the subject of this application and which could reasonably be asserted by
G.D Searle & Co., who is also the present NDA applicant if a person not licensed by G.
D. Searle & Co. engaged in the manufacture, use, or sale of the drug product.

Company Confidentiai - G.D. Searie & Co.




EXCLUSIVITY SUMMARY for NDA # 20-776 SUPPL #
Trade Name Daypro ALTA Generic Name
Oxaprozin

Applicant Name G.D. Searle

HFD- 550

Approval Date October 17, 2002

PART I: IS AN EXCLUSIVITY DETERMINATION NEEDED?

1. An exclusivity determination will be made for all original
applications, but only for certain supplements. Complete
Parts II and III of this Exclusivity Summary only if you

answer "YHES" to one or more of the following questions about
the submission.

a) Is it an original NDA? YES/ X/ NO / /
b} Is it an effectiveness supplement? YES / / NO / X [/
If yes, what type(SEl, SE2, etc.)?

¢) 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 biocavailability
or bioequivalence data, answer "NO.")

YES /X [/ NO/ /[

If your answer is "no" because you believe the study is a
bicavailability 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
bicavailability study.

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:

Page 1




d) Did the applicant request exclusivity?

YES /__ / NO / X/

If the answer to (d) is "yes," how many years of
exclusivity did the applicant request?

e) Has pediatric exclusivity been granted for this Active
Moiety?

YES /_ [/ NO /_X /

IF YOU HAVE ANSWERED "NO" TO ALL OF THE ABOVE QUESTIONS, GO
DIRECTLY TO THE SIGNATURE BLOCKS ON Page 9.

2. Has a product with the same active ingredient(s), dosage form
strength, route of administration, and dosing schedule
previously been approved by FDA for the same use? (Rx to OTC)
Switches should be answered No - Please indicate as such) .

s

YES /__X / No /  /
If yes, NDA # 18-841 Drug Name Daypro

IF THE ANSWER TO QUESTION 2 IS "YES," GO DIRECTLY TO THE
SIGNATURE BLOCKS ON Page 9.

3. Is this drug product or indication a DESI upgrade?

YES /_ / NO /_ /

IF THE ANSWER TO QUESTION 3 IS *YES," GO DIRECTLY TO THE

SIGNATURE BLOCKS ON Page 9 (even if a study was required for the
upgrade) .
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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 gsection 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
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 #
NDA #

NDA #

. Combination product.

1f the product contains more than one active moiety (as
defined in Part IX, #1), has FDA previously approved an
application under section 505 containing any one of the active
moieties in the drug product? 1If, 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 /_ /
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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 9. IF "YES," GO TO PART
III. _

PART III: THREE-YEAR EXCLUSIVITY FOR NDA'S AND SUPPLEMENTS

To qualify for three years of exclusivity, an application or
supplement must contain "reports of new clinical investigations
{other than bicavailability studies) essential to the approval of
the application and conducted or sponsored by the applicant."
This section should be completed only if the answer to PART IT,
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.

YES /__ / NO /_ /

IF "NO," GO DIRECTLY TO THE SIGNATURE BLOCKS ON Page 9.

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 1if 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
bicavailability data, would be sufficient to provide a basis
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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.

For the purposes of this section, studies comparing two
products with the same ingredient(s) are considered to be
bicavailability studies.

{a)

(b)

(1)

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 9:

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 /_ /

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:
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(2) 1If 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 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 :

Investigation #1, Study #
Investigation #2, Study #
Investigation #3, Study #

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 / /
Investigation #3 YES /_ / NO /_ /

If you have answered "yes" for one or more
Y b'g

investigations, identify each such investigation and the
NDA in which each was relied upon:
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NDA # Study #

NDA # Study #
NDA # Study #

(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 YES / / NO / /
Investigation #2 YES / / NO / /
Investigation #3 YES / / No /__ /

If you have answered "yes" for one or more
Y Y

investigations, identify the NDA in which a similar
investigation was relied on:

NDA # Study #
NDA # Study #
NDA # Study #

(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"):

Investigation # , Study %
Investigation # ., Study #
Investigation # , Study #

. 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.
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(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 / /

NG / / Explain:

Investigation #2

IND # YES / / NG / /  Explain:

P s T T

(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 NO [/ / Explain

b bem g s e s A e

Investigation #2

YES / / Explain NO / / Explain

Y S oy
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(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:
Nancy M. Halonen Octobexr 17, 2002
Signature of Preparer Date
Title: Project Manager
Lee §. Simon, M.D. Octoberl7,2002
Signature of Office or Division Director Date

cc:

Archival NDA

HFD- /Division File
HFD- /RPM

HFD-093/Mary Ann Holovac
HFD-104/PEDS/T.Crescenzi

Form OGD-011347
Revised 8/7/95; edited 8/8/95; revised 8/25/98, edited 3/6/00
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this page is the manifestation of the electronic sign
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~ e ssasa mnanvs & MMUULL
(Complete fac all erigical apphications and all efficacy supplements)

noarec & Q0776 Supplement # ~—— Circle ane: SE1 SE2 SE3 SE4 SEG SE6

| HFD $3T  Trade {generic) namefdosage form: & O | las {Oxagrozin PD‘P“’ Keten™ A)P AF NA

Applicant @, D. Seaele. Thecapeutic Class S5

Indication(s) previously approved (decaethadis gwed Qh cemarord  Qithal's

Pediatric labeling of approved indicafion(s) is adequate __ inadequate __

Indication in this application Woﬂ)}@éﬂ Qo (rin_ ron i D n-

(For supplements, answer the falluwmg questmns in relation to the praposed indication}

L. PEDIATRIC LABELING 1S ADE&UATE. Appropriate informafion has been submitted in this or previous
applications and has been adequately summarized in the fabeling to permit satisfactory fabeling for all pediatric
subgroups. Further information is not required.

2 PEOIATRIC STUDIES ARE NEEDED. There is potential for use in children, and further information is required to i
- permit adequate labeling for this use.

___a. A new dosing form%&ion is needed, and applicant has agreed to provide the appropriate farmulation.

L The applicant has committed to doing such studies as wilt be required.
{1} Studies are engoing,
___ {2 Protocols were submitted and approved.
__ (3} Protocals were submitted and are under review.
J—"14} If no protoco! has been submitted, explain the status of discussions en the back of this form.

c. It the sponsor is not willing to do pediatric studies, attach copies of FDA's written request that such
studies be done and of the spansor’s written response to that request.

k 3. PEDIATRIC STUDIES ARE NOT NEEDED. The drugfiologic product has fttle potential for sse in children.
Explain, on the hack of this form, why pediatric studies are not needed,

___ 4 EXPLAIN. If aone of the shave apply, explain, as aecessary, an the back of this form.

EXPLAIN, AS NECESSARY, ANY-OF THE FOREGOING ITEMS Ui THE BACK OF THIS FORM.

Signature of Preparer and Title ;PM, €S0, MO, other) Date

e Orig NDAPPKA# DD-1D6
HFD _ S3O [Div File
NDAJPLA Action Package
HFD-510{GTroendle (plus, for COER APs and AEs, copy of action letter and tabefing}

TE: A new Pediatric Page must he completed at the time of each action even though one was
~.epared at the time of the last action. -
‘a5




Oxaprozin Potassium Page | of 1
New Drug Application RA-OXPP-6
Debarment Certification 20 Jun i996

DEBARMENT CERTIFICATION

Pursuant 1o section 306(k) of the Federal Food, Drug and Cosmetic Act, the applicant did

not employ or otherwise use in any capacity the services of any person debarred under
subsection (a) or (b), in connection with this application.

Company Confidential - G.D. Searle & Co.




NDA/EFFICACY SUPPLEMENT ACTION PACKAGE CHECKLIST

!
i Drug: Daypro ALTA

i, pplication o Tinatio it
NDA 20-776 Efficacy Supplement Type SE- Supplement Number

Applicant: G.D. Searle

!

RPM: Nancv Halonen

HFD-550

Phone # 827-2000

| Application Type: (x) S05(5)(1) () 505(b)(2)

Reference Listed Drug (NDA #, Drug name):

| Application Classifications: i e e
*  Reviewprionty = . | () Standard (x) Priority
-+ (Chemclass(NDAsonly) B
*  Other{(e.g., orphan, OTC)
“* User Fee Goal Dates October 18, 2002
** Special programs (indicate all that apply) {x ) None
Subpart H
() 21 CFR 314.510 {accelerated
approval)
()21 CFR 314.520
: (restricted distribution)
() Fast Track
| () Rolling Review
. User Fec Information = R
| e UserFee T T , o |&)Paid
i *  User Fee waiver () Small business
‘1 () Public health
! ( ) Barrier-to-Innovation
e e _ JOQOther
! *  User Fee exception () Orphan designation
. {) No-fee 505(b)(2)
() Other
*  Application Integrity Policy (AIP) PSS - clien o
- . = _Applicantisonthe AIP : JOXes (ONe
__*__ This application is on the AIP e jOYes x)No
| . * Exception for review (Center Director’s memo) o . 1 o ]
s OC clearance for approval
* Debarment certification; verified that qualifying language (e.g., willingly, knowingly) was (x ) Verified
not used in certification and certifications from foreign applicants are co-signed by U.S.
agent.
* Patent , i S
| _____* Information: Verify that patent information was submittgq____ L (x) Verified 19 Jun 1996
*  Patent cerfification [505(b)(2) applications]: Verify type of certifications 21 CFR 314.50()(1)(/A)
submitted O Oun om v
21 CFR 314.50{i)(1)
— B} QG _ () (i
*  For paragraph IV certification, verify that the applicant notified the patent () Verified
holder(s) of their certification that the patent(s) is invalid, unenforceable, or will
not be infringed (certification of notification and documentation of receipt of
notice).
% Exclusivity Summary (approvals only) 170¢t.2002
¢ Administrative Reviews (Project Manager, ADRA) (indicate date of each review) 17 Qct. 2002




NDA 20-776
Page 2

Actlons

. Proposeda 1on

Prevmus aetlons (spet:lfy type and date for each action taken)

+  Status of advertising (approvals only)

’ (x)AP ()TA ()AE (JNA

(x ) Materials requested in AP letter |
()} Reviewed for Subpart H

Pubhc commumcatmns

. Press Ofﬁce notlﬁed of actlon (approval only)

* Indicate what types (if any) of information dissemination are anticipated

) { )  None

{x ) Yes ( ) Not appllcable

{x ) Press Release

{) Talk Paper

{) Dear Health Care Professional
Letter

< Labelmg (package insert, patlent package msert (lf apphcable), MedGuide (1f appl:cable)

« Division’s proposed tabelmg (onty i generated after latest apphcant submission
~ oflabeling)

*  Most recent appllcant-proposed labelmg

. Ongmai apphcant—proposed Iabelmg

s Labeling reviews (including DDMAC, Office of Drug Safet}’ trade name review, |

nomenclature reviews) and minutes of labeling meetings (indicate dates of
_reviews and meetings)

10/11102

3/21/97

M.O. reviews: 10/15/02, 5720/97
OPDRA: 8/14/02, 12/3/01, 7/7/00
DDMAC: 12/17/01

¢ Other relevant labeling (e.g., most recent 3 in c]ass ciass iabelmg)

L=3 Labels (|mmed1ate contamer & carton labels)

¢ Division proposed {only if generated after latest apphcant submtssmn)

¢  Applicant proposed

*  Reviews

Post -marketing commmnems

=  Agency request for post marketmg commntments

*  Documentation of discussions and/or agreements relatmg to post-marketmg
commitments

Outgoing correspondence (i.c., letters, E-mails, faxes)

See enclosed

Memoranda and Telecons

Minutes of Meetings

*  EOP2 meeting (indicate date)

*  Pre-NDA meeting (indicate date)

*  Pre-Approval Safety Conference (mdlcate date, approvals only)

Se enclosed
ST
6/23/97
6/27/97
5/20/98

o Other

Advisory Committee Meeting

*  Date of Meeting

e 48-hour alert

Federal Register Notices, DESI documents, NAS, NRC (if any are applicable)




MEMORANDUM OF TELECON

DATE: September 23, 2002
APPLICATION NUMBERS: NDA 20-776 (Daypro ALTA)

BETWEEN:
Name: Sue Tegtmeyer Manager, Global regulatory Affairs.
Winifred Begley Regulatory Affairs
Marcia Shafski  Labeling

Representing: Pharmacia Corporation
AND
Name: Dr. James Witter Medical Team Leader
Dr, Christina Fang, Medical Reveiwer
Carmen DeBellas  Chief Project Manager

Nancy Halonen  Project Manager

Representing:  Division of Anti-Inflammatory, Analgesic, and Ophthaltnic Drug Products, HFD-550,
HFD-550

SUBJECT:  Reach concurrence on Final Draft Label for Daypro ALTA.

*  Both the Sponsor and the Division agreed that the use of wor— «o distinguish adverse events
associated with oxaprozin foxaprozin potassium from those reported with the use of other NSAIDs is confusing.

e The Sponsor proposed to remove all the - throughout the Daypro Alta label as well as the

Daypro label to maintain consistency in labeling, and the Division accepted.

*  The Sponsor agreed to delete the Adverse Events that are listed twice in the less than 1 percent category and
will retain the Adverse Events listings of 1 to 10 percent to simplify the text.

* The Sponsor will send copies of the Final Draft Label in Word format electronically and in hard copy for final
review.

James Witter, M.D.. Ph.D.

Medical Team Leader, HFD-550




CONSULTATION RESPONSE
DIVISION OF MEDICATION ERRORS AND TECHNICAL SUPPORT

OFFICE OF DRUG SAFETY
(DMETS; HFD-420)

DATE RECEIVED: June 21, 2002 DUE DATE: August 21, 2002 | ODS CONSULT #: 00-0129-2
TO: Lee Simon, M.D.

Director, Division of Anti-Inflammatory, Analgesic, and Ophthalmologic Drug Products

HFD-550
THROUGH: Nancy Halonen

Project Manager

HFD-550
PRODUCT NAME: NDA SPONSOR: Pharmacia
Daypro ALTA
(Oxaprozin Potassium Tablets)
600 mg

NDA #: 20-776

SAFETY EVALUATOR: Hye-Joo Kim, Pharm.D.

SUMMARY: In response to a consult from the Division of Anti-Inflammatory, Analgesics, and
Ophthalmologic Drug Products (HFD-550), the Division of Medication Errors and Technical Support (DMETS)
has conducted a review of the proposed proprietary name “Daypro ALTA" to determine the potential for
confusion with approved proprietary and established names as well as pending names.

DMETS RECOMMENDATION: DMETS has no objections to use of the proprietary name “Daypro ALTA”.
In addition, DMETS recommends implementation of the labeling revisions outlined in section III of this review
to minimize potential errors with the use of this product.

The firm should be notified that this name with its associated labels and labeling must be re-evaluated
approximately 90 days prior to the expected approval of the NDA. A re-review of the name prior to NDA

approval will rule out any objections based upon approvals of other proprietary or established names from this
date forward.

Carol Holquist, R.Ph. Jerry Phillips, R.Ph.

Deputy Director Associate Director

Division of Medication Errors and Technical Support  Office of Drug Safety

Phone: (301) 827-3242 Center for Drug Evaluation and Research

Fax: (301) 443-5161 - Food and Drug Administration




Division of Medication Errors and Technical Support
Office of Drug Safety
(DMETS; HFD-420; Room 15B-32)

PROPRIETARY NAME REVIEW

DATE OF REVIEW: August 5, 2002

NDA NUMBER: 20-776

NAME OF DRUG: Daypro ALTA
(Oxaprozin Potassium Tablets)
600 mg

NDA SPONSOR: Pharmacia

L.

INTRODUCTION

This consult was written in response to a request from the Division of Anti-Inflammatory, Analgesic,
and Ophthalmologic Drug Products (HFD-550) for assessment of the proprietary name,

Daypro ALTA. The container label, unit dose and package insert labeling were reviewed for possible
interventions in minimizing medication errors. Additionally, the sponsor submitted an independent

analysis of the proposed name that was conducted by — These findings were submitted
to DMETS for review and comment as well.

The sponsor, Pharmacia, originally submitted the proposed proprietary names, “Daypre == and
“Daypre = DMETS completed a Proprietary Name Review for these names on October 31, 2001.
DMETS did not object to the use of the proprietary name Dayprc — out did not recommend the use
of the proprietary name Daypro — >ee ODS Consult 00-0129-1). However, the sponsor requests to
change the proprietary name from Daypre -— .0 Daypro ALTA.

The sponsor, Pharmacia, currently markets Daypro in the following strength and dosage form:
Daypro (Oxaprozin Tablets: 600 mg)

PRODUCT INFORMATION

Daypro ALTA contains the active ingredient oxaprozin potassium, which is a member of the
propionic acid group of nonsteroidal anti-inflammatory drugs (NSAIDs). Daypro ALTA is indicated
for the relief of the signs and symptoms of osteoarthritis and rheumatoid arthritis. The recommended

dose for Daypro ALTA is 1,200 mg by mouth once daily. Daypro ALTA will be available as 600 mg
oral capsule-shaped tablets.




II.

RISK ASSESSMENT

The standard DMETS proprietary name review was not conducted for this consult, because the
proprietary name “Daypro™ has been utilized in the U.S. marketplace since December 1993. An
Expert Panel discussion was conducted to address concemns with the use of the modifier “ALTA™.
In addition, the Adverse Event Reporting System (AERS) and Drug Quality Reporting System
(DQRS) databases were searched to determine if there is any confusion with the use of the
proprietary name “Daypro.”

A. EXPERT PANEL DISCUSSION

A discussion was held by DMETS to gather professional opinions on the safety of the proprietary
name Daypro ALTA. Potential concerns regarding drug marketing and promotion related to the
proposed name were also discussed. This group is composed of DMETS’s Medication Errors
Prevention Staff and representation from the Division of Drug Marketing, Advertising, and
Communications (DDMAC). The group relies on their clinical and other professional experiences

and a number of standard references when making a decision on the acceptability of a proprietary
name.

1. The panel expressed concerns that the modifier, “ALTA”, which represents the salt formulation of
Daypro, does not represent anything. However, the panel does not object to the use of a modifier
for this proposed product. New “salt” formulations of medications have been introduced to the
U.S. market by using either new proprietary names (Cataflam/Voltaren; Naproxen/Anaprox) or by
adding modifiers to the already existing proprietary name (e.g., Darvon/Darvon N; -

- Tofranil/Tofranil PM). Consequently, DMETS does not object to the use of a modifier for this

proposed product. Lastly, the panel commented that “ALTA” could be confused with “Altace”
and “epoetin alfa.”

2. DDMAC has no objection to the proposed proprietary name, Daypro ALTA with regards to
promotional claims.

B. AERS/DORS DATABASE SEARCH

DMETS searched the FDA Adverse Event Reporting System (AERS) database in order to
determine any post-marketing safety reports of medication errors associated with Daypro. The
Meddra Preferred Term (PT), “Medication Error,” and the drug names, “Daypro%"” and
“oxaprozin%" were used to perform the search. The Drug Quality Reporting System (DORS)
database was also searched for medication error reports with the search terms, “Daypro%” and

“oxaprozin%.”

A total of 10 reports from the AERS search were retrieved and reviewed. Of the 10 reports
reviewed, no account involved name confusion with Daypro.




C. STUDY SUBMITTED BY APPLICANT

Pharmacia requested _
=  “to assess the suitability of the proposed proprietary name Daypro ALTA.”

— . study included forty-seven (47) pharmacists from different practice sites, such as hospital
and community pharmacies. The respondents were asked to provide answers to six questions: two
questions regarding look-alike and/or sound-alike potential of the proposed suffix attached to the
trademark Daypro, two questions regarding confusion related to the suffix alone, and two
questions regarding suitability of the proposed suffix for the product. As part of the survey,
respondents reviewed six hand-writing examples of the suffix attached to the trademark of
Daypro. They were also given typewritten samples of the trademark with the suffix attached to it
and asked to pronounce the suffix for the product.

<= yrovided the following conclusion in regard to the proposed name, Daypro
ALTA:

— .ound no significant safety risks associated with the proposed name
Daypro ALTA. Specifically. —  concluded that the proposed
proprietary name was suitable because it is sufficiently distinct from other
abbreviations as well as other marketed products with suffixes. While several of
the reviewers noted potential interpretations of the “ALTA” suffix, ——*
concluded that the interpretations would not interfere with the safe use of the
product. Additionally, there was a passing similarity to the phrase “Dispense

Altace” noted. Upon further consideration —_ :oncluded that the non-
name attributes, such as dosage, strengths, minimized the potential for medication
errors.”

No details of the methodology was given, no information on the criteria used to determine whether
or not the situation was a low, moderate, or high risk of confusion, no indication of who
determined the levels of confusion and how those levels were determined, and no validation of
method was indicated. Therefore, the evaluation lacks pertinent information and cannot be
accurately evaluated by DMETS. However, in evaluating the second™ —— nalysis,
DMETS has the following comments:

We agree with the conclusion provided by — chat the suffix “ALTA”
should not pose a significant safety risk although “Daypro ALTA” may look
similar to the phrase “Dispense Alatace.” Although both Daypro ALTA and Altace
are dosed once daily, they do not share overfapping strengths. Daypro ALTA is
available as 600 mg tablets and Altace is available as 1.25 mg, 2.5 mg, 5 mg, and

10 mg tablets. Given this difference, the risk of confusion between Daypro ALTA
and Altace is minimal.




D. SAFETY EVALUATOR RISK ASSESSMENT

To date, the Agency has no medication error report involving name confusion with Daypro.
Therefore, there is insufficient evidence at this time to conclude that the proprietary name,
Daypro, has significant potential for name confusion. DMETS will continue to monitor post-
marketing medication errors in association with the proprietary name, Daypro.

Daypro ALTA and Daypro share similarities and differences (see Table 1). First, Daypro contains
the same active ingredient oxaprozin as the currently marketed Daypro Tablets. However, Daypro
ALTA will be available as the salt formulation: oxaprozin potassium tablets. Additionally, both
products will be used by the same patient population and prescribed by the same types of
prescribers. They will likely be stored next to each other on pharmacy sheives. The only

differences between Daypro and Daypro ALTA are the salt formulation, the NDC number and the
maximum daily dose.

Table 1. The table below includes characteristics of Daypro ALTA compared to those of the original
formulation of Day

BroduchN TS Iine 0 2y DLoVA T FAYE N B
Generic name oxaprozin potassium oxaprozin
Dosage form(s) |600 mg tablets 600 mg tablets
NDC # 0025-1381-31
/ 0025-1381-51
0025-1381-34
Usual adult dose* | 1200 mg (two 600 mg caplets) PO once [OA: 600-1200 mg once daily
daily RA: 1200 mg once daily
Maximum daily dose is 1200 mg Maximum daily dose: 1800 mg/day or 26
1mg/kg (whichever is lower) in divided doses
Indication Symptoms of osteoarthritis and Symptoms of osteoarthritis and rheumatoid
rheumatoid arthritis arthritis

New “salt” formulations of medications have been introduced to the U.S. market by using either
new proprietary names (Cataflam/Voltaren; Naproxen/Anaprox)-er by adding modifiers to the
already existing proprietary name (e.g., Darvon/Darvon N; Tofranil/Tofranil PM). Consequently, ‘
DMETS does not object to the use of a modifier for this proposed product. In addition, the
proprietary name, Daypro, plus a modifier, “ALTA”, may decrease the risk of patients taking both
formulations in error, resulting in a double dose of the intended medication. For instance, errors
have been reported when patients inadvertently have taken both Zyban and Wellbutrin, without
realizing they are the same medication.

In reviewing the modifier, ALTA, the expert panel identified Altace and epoetin alfa as possible
sound-alike and/or look-alike product names. However, the names, Altace and epoetin alfa, should
not pose a problem. Although Daypro ALTA and Altace are dosed once daily, Daypro ALTA and
Altace do not share overlapping strengths. Daypro ALTA will be available as 600 mg tablets while
Altace is available as 1.25 mg, 2.5 mg, 5 mg, and 10 mg tablets. Epoetin Alfa is an established name
for Epogen and Procrit. Daypro ALTA and epoetin alfa share no commonalties except for the similar
modifiers “ALTA” and “alfa.” Daypro ALTA will be available as tablets (600 mg) while epoetin alfa
is available as injections {2000 units/mL, 3000 units/mL, 4000 units/mL, 10,000 units/mL,

20,000 units/mL, and 40,000 units/mL). Given these differences, the risk of confusion between
Daypro ALTA and Altace or epoetin alfa is minimal.




1L

We acknowledge that there is a potential risk where “Daypro ALTA” will be inappropriately
dispensed instead of “Daypro” and “Daypro ALTA” may be administered instead of “Daypro.”
Therefore, “Daypro ALTA” may be prone to more than the recommended 1200 mg daily.
Consequently, we recommend increasing the prominence of the usual dosage statement, “Take two
tablets daily” by placing it on the container label and carton labeling. We also recommend careful
monitoring and sufficient education regarding the difference between “Daypro ALTA” and “Daypro™
upon the launch of this product.

LABELING, PACKAGING, AND SAFETY RELATED ISSUES:

In the review of the container label, unit dose and package insert labeling for Daypro ALTA,
DMETS has identified several areas of possible improvement, in the interest of minimizing
potential user error.

A. GENERAL COMMENTS

The NDC numbers —_ . This can potentially be a problem because
pharmacists may use this to verify the prescription is prepared correctly. Visually it may be
difficult to detect an error from the NDC number in this case. Consider differentiating the
NDC number by changing the number OR by using color, or any other means.

B. PACKAGE INSERT LABELING

We recommend including a precautionary statement that advises against the concomitant use
of oxaprozin-containing products such as Daypro.




1IV. RECOMMENDATIONS:
1. DMETS has no objections to the use of the proprietary name Daypro ALTA.

2. DMETS recommends implementation of the labels and labeling as outlined in section IV of this
review.

DMETS decision is considered tentative. The firm should be notified that this name with its
associated labels and labeling must be re-evaluated approximately 90 days prior to the expected
approval of the NDA. A re-review of the name prior to NDA approval will rule out any objections
based upon approvals of other proprietary or established names from this date forward.

DMETS would appreciate feedback of the final outcome of this consult. We are willing to meet with
the Division for further discussion as well. If you have any questions concerning this review, please
contact Sammie Beam, project manager, at 301-827-3242.

Hye-Joo Kim, Pharm.D.

Safety Evaluator

Division of Medication Errors and Technical Support
Office of Drug Safety (ODS)

Concur:

Alina R. Mahmud, RPh.

Team Leader

Division of Medication Errors and Technical Support
Office of Drug Safety
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Hye-Joo Kim
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Alina Mahmud
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PHARMACIST

Jerry Phillips
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DIRECTOR
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Meeting Minutes

Type of Meeting: Teleconference

Subject: Discussion of the Benilas approvable letter of May 20, 1998
NDA: 20-776

Sponsor: GD Searle

Date: May 28,2998

Attendees: J Hyde, C Fang, V Lutwak,

Searle: Rich Spivey, Steve Hurley, Tomas Bocanegra, Daryl DeKarske

Overview/Background: The Benilas approvable ietter of May 20, 1998

“ There is adequate information to support the proposed osteoarthritis and rheumatoid arthritis indications.
However, there is inadequate information to support the . indication for the following reason:

/

The sponsor wanted clarification or additional information from the Division on the three sentences above.

/

A discussion followed covering the following topics.

Clarification

Action ltem: Send a copy of the medical and statistical review to the sponsor,

cc:




NDA 20-776

DivFile

HED-550/ J Hyde/ C Fang
HFD-550/ CSO/ V Lutwak
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- NDA/EFFICACY SUPPLEMENT ACTION PACKAGE CHECKLIST

" ]
NDA 20-71¢ Drug Porulaa Applicant AE,OULEL
RPM _2 he cone. Sadnvn AT Phone _30/-$237-253¢
O 505(b)(1)
O 505(b)(2) Reference listed drug
{1 Fast Track [0 Rolling Review Review priority:,ﬁ sap
Pivotal IND(s) L4 '7j 340
Application classifications: PDUFA Goal Dates:
Chem Class _ 2 5 Primary _7/24/0()
Other (e.g., orphan, OTC) Sedondary
Arrange package in the following order: Indicate N/A (not applicable),
. o ' X (completed), or add a
e GENERAL INFORMATION: 7 comiment.
| 4 User Fee Information ....... O User Fee Waiver (attach waiver notification letter) O User Fee Exemption
|
| @ ACHON LBHET ..ot ee st e s te v s e sbesse et e e e snenseensenssaeennesanesnses O AP ﬁ AEﬁ NA
4 Labeling & Labels
FDA revised labeling and revVIiews ..........oecoicinnncnesnenreevree e :
Original proposed labeling (package insert, patient package insert) .......ccceeeeeenenen. A4 ﬂg M -
Other labeling in class (most recent 3) or class labeling .......cooovevieeeeeieieniceriene. /
Has DDMAC reviewed the labeling? ...........cccoooiiiiniiiiieininiiceenee, [ Yes (include review), B’f\lo
Immediate container and garton labels...........ccoocoveei i R Y0 s
Nomenclature review ...[... 7 A V) ac)

+ Application Integrity Policy (AIP)[1 Applicant is on the AIP. This application [J is O is not on the AIP
Exception for review (Center Director’s memo) A&
OC Clearance for apPTOVAl .........c.ceveciieeiiieeiesesccteseeie e reseasss s enese et e seses NA

......................................................

¢ Status of advertising (if AP action) .. 3 Reviewed (for Subpart H- [T?/?-Ch review) [ Materials requested

' in AP letter
4 Post-marketing Commitments

Agency‘request for Phase 4 Commitments...........c.ocovvrirerererervsersecscesessesscrnmsrssseranns flﬁ
Copy of Applicant’s COMMItIMENLS .............cc.ovuevverreneerenimesressreesssesseseserses N, /4' X204 AE?&‘

€ Was Press Office notified of action (for approval action only)? ....... rereranaeans M,PV‘ 0O Yes }D No
Copy of Press Release or Talk Paper........cccoooeiiieiiicnnnecniienens e e aaenes A4

Continued >




@ Abuse Liability TeVIEW(S).........veceurerereereeesrereesneesrermeeseesseseeseee et eeme e eenenn nA

Recommendation for scheduling..............cocovrvvinininceececerreeenen. rerveereen e aenaaan NA

4 Microbiology (efficacy) review(s) and memoranda .........ccccceceeemrieeesicececeicecennenennns MA -

8 DISTATGIES .o st e iloo)

{1 Clinical studies [ biocequivalence studies

CMC INFORMATION: Indicate N/A (not applicable),
X (completed), or add a
comment. V- o, W,
€ CMC review(s) and MemOTanda .............ccveeievicvrreirrieseerassrnrreensssrssssssssssssssessnssenns MG
¥ Statistics review(s) and memoranda regarding dissolution and/or stability ................ L), ﬂ
@ DME TEVIEW(S) ooivieiiiiieieciiie s sess e et e ss e e e e ss e esssessses s easesasese et esaassessesasessssssnnessean /U'/%
4 Environmental Assessment review/FONSI/Categorical exemption........cccceovvcerneieniene DAL A ﬁ_ S—A,‘}ég
# Micro (validation of sterilization) review(s) and memoranda .............cccoeeviveerenenn. N t i~

# Facilities Inspection (include EES report)
Date completed 1Y Y o o S : W [,E( Acceptable [0 Not Acceptable

# Methods Validation..... MR’P(MMQJ/QA) .................. O Completed O Not Completed * <

PRECLINICAL PHARM/TOX INFORMATION: Indicate N/A (not applicable),
X (completed), or add a

comment. A/ H—*

@ Pharm/Tox review(s) and memoranda

...........................................................................

4 Memo from DSI regarding GLP inspection (if any)..........ccoeeeueeen e ﬂ pPg7
4 Statistical review(s) of carcinogenicity studies........c..cccvminiciinininns s
\/ﬂ
@ CACTECAC TEPOTL ...ceicceretesrecieesieestesse e sesste s s ssas e s snssaesse st sesaaseessessesasnsaessenssssearansnnes
Continued ©




4 Patent

ot T R CIIET( ¢ T ) figﬁﬂq 52}7
%
0

Patent Certification (505(b)(2)

Copy of notification to patent holder (21 CFR 314.50 (i)(4) _,a.w_ﬁﬂ"—:

@ EXCIUSIVIEY SUMIMATY ..ottt st e s ee e IU n&. #3 ylﬂ-

@ Debarment STAtEINENT ... ..o oo e e oot e s e s s s s et eseeesnssnes |/

% Financial Disclosure

4 Correspondence/Memoranda/Faxes

.............................................................................

@ Minutes Of MERHINES ...ttt er et e et ens 2
Date of EOP2 Meeting C/
Date of pre NDA Meeting 7 L A b : ‘gﬂ W wthg
Date of pre-AP Safety Conference M() oY, o / Mcﬂ
78
¢ Advisory Committee Meeting ..............coccvvennnnnn PRI MA .
Date of Meeting
Questions considered by the COMMIEE.........c.ccviivececcieeecieecee e \/

.....................................

Minutes or 48-hour alert or pertinent section of transcript

# Federal Register Notices, DEST documents...........ccc.covecieeeeeerieesereeeene e A /. IQ- \

CLINICAL INFORMATION: Indicate N/A (not applicable),
X (completed), or add a
comment.

IMEITIO .. e ciietisircesrneeeressseseesaeeseeaseaeasesn s eassstebseseesemsesenseneerassesenmenssstas estessessnases s et st snsearanes ’
¢ Clinical review(s) and memoOranda .............cc.urucrmirerimmsmesns st 7/;\ f;}[jd
@ Safety Update TEVIEW(S)......iivoeriiiieiei ettt ettt aeemeneeemnesnaen
4 Pediatric Information .............ccccocoovmmvereiieieeenne. M,AQLHE« Q.0 ... .4,

0 Waiver/partial waiver (Indicate location of rationale for waiveés) [0 Deferved

PeAIAtTIC PAGE.....ocvevreeeceeeeeeei et e eeeeseeensseos s eemesesasaseses s naesaseseessaseseeeaeasasasan _MJ_M

# Statistical review(s) and MEMOTANAA .........c.c.ouveviveeee et errnnnes 74%0 [
4 Biopharmaceutical review(s) and MEMOTANAA...............oooeeeeeeeeeerreenresreessessesssereeesenes ":""‘ml .

Continued >
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t Meeting Minutes - ]

Type of Meeting: Sponsor
Subject: AE Letter May 20, 1998 N ..
mnilas ‘(oxaprozin potassium)

Sponsor: GD Searle

Date: June 12, 1998

Attendees:

FDA: M Weintraub, C Fang, Laura Lu, D Bashaw, V Lutwak
Searle: D DeKarske, R Spivey, T Bocanegra, M Kuss, S Talwaker, Allison Katz

Overview/Background: See tecleon minutes May 28, 1998
The Benilas approvable letter of May 20, 1998

* There is adequate information to support the proposed osteoarthritis and rheurnatoid arthritis indications.
However, there is inadequate information to support the — indication for the following reason:

/

Comments on the June 4, 1998 letter:

/
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(:L DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

Food and Drug Administration

Rockville MD 20857
@923%

-

Robert G. Trapp, M.D.

The Arthritis Center

2528 Farragut

Springfield, Illinois 62704

Dear Dr. Trapp:

On March 24 and 25, 1598, Ms. Susan D. Yuscius, representing the
Food and Drug Administration (FDA), conducted an inspection of
your conduct, as investigator of record, of a clinical
study({protocol #N48-95-02-006) of the investigational drug
oxaprozin potassium, performed for G.D. Searls and Company. This
inspection is a part of FDA's Bioresearch Monitoring Program,
which includes inspections designed to validate clinical studies
on which drug approval may be based and to assure that the rights
and welfare of the human subjects of those studies have been
protected.

From an evaluation of the inspection report and of the documents
collected during the inspection, we find that you conducted the
study in general compliance with federal regulations and/or good
clinical investigational practices governing your conduct of
clinical investigations and the protection of human subjects.

We appreciate the cooperation shown Investigator Yuscius during
the inspection.

Sincerely yours,

S

- e

Bette L.”Barton, Ph.D., M.D.
Chief
Clinical Investigations Branch
Division of Scientific

Investigations, HFD-344
Office of Compliance
Center for Drug Evaluation

and Research




Page 2 - Robert G. Trapp, M.D.

CFN:1423046
Field classification:N
Headquarters classification:
x 1)NAI
2)VAI-no response required
3)VAI-response requested

If Headquarters classification is differen
explain why:

CC:

HFA-224

HFD-344

HFD-340 r/f

HFR-CE6520 - Yuscius
HFR-CE650 - Baumgarten

HFD- 550 Review Division Div. Dir./Doc. Rm.:

CS0O - Vickey Lutwak
MO - Christina Fang

r/d:AEl-Hage - 4/17/98 for Carreras
d/t:slk:4/17/98

File #9517
Note to Rev, Div., M.O,

-40 subjects were enrolled at this site.

-9 subjects medical records were reviewed.

-Two instances where protocol required visits were done outside the

time frames as stated in the protocol.

-Study site data are acceptable.

t classification,

NDA#20-776



Meeting Minutes

Type of Meeting: Team Meeting

NDA: 20-776 (oxaprozin potassium} ‘
Sponsor: Searle Q /\ P AD L

Date: April 17, 1998 Q ,l % % v
Attendees: Christina Fang, Sue Chih Lee, Assad Noory, Charlotte Yaciw, Vickcgtwak M @;:‘ bw”y
-

The meeting was held to update the other reviewers before the labeling meeting on April 29,
1998. Because the NDA is due on May 18, 1998, we are, also, preparing for the action letter.

Updates:

PK: The sponsor never submitted an appropriate study model for the PK/PD study. This is nota
requirement for the AE letter, since they will not get the -~ claim..
For the AE letter, Phase 4 commitments.

, Assad is not sure. See action items.

Chemistry: No methods validation or paragraph necessary. Methods were validated when
Daypro was approved. For the AE letter, remember to request all labeling; this includes the
cartons and bottle 1abels with the new name. If it is ready now, have the sponsor submit draft or
in mock-up form the revised labeling as a minor labeling amendment.

Clinical: Chnistina will have the labeling ready for the meeting on 4/29. Assad will give her the
PK part of the label on 4/24.

AE Letter: Will be based on OA an RA only; they will not get analgesic claim.

ACTION ITEMS:
1. Charlotte will give Christina her CD with the labeling.
2. V will get the Daypro AP letter for the Phase 4 commitments.

3. V will start Action Package review.
4. V will do first draft of the AE letter.

Addendum:
Charlotte had a copy of the approval letter and the MO Review for the Phase 4 commitments,
which were fulfilled. See Attached.

cc:
NDA

Div. File

HFD-550/ C Fang/C Yaciw/V Lutwak
HFD-880/ S Lee/ A Noory
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES

FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE: November 13, 1997

FROM: Charlotte A. Yaciw, HFD-550/830
TO: ND& 20-776

SUBJECT: Telecon - Information Request

I spoke with Roger Nosal at Searle about the environmental
assessment report submitted 10/7/1997. I requested confirmation
that the projected production numbers reflected the amounts of
drug substance and not the tablet - and if metabolism
can be used to lower the EIC to below 1 ppb. If the EIC number
stands, Searle needs to send in the toxicology and
photodegradation reports referenced in Section 8 of the report.

I also pointed out the typo in the stability commitment
(oxparozin instead of oxaprozin).

He will check with his EA department and respond accordingly.

cC:

NDA 20-776
HFD-550/Division File
HFD-550/Chem/Yaciw
HFD-550/PM/Lutwak
Document ID: n20776tc.mem




;

Printed by Victoria Lutwak
Electronic Mail Message

. Date: 12-Nov-1997 02:05pm
(’ From: Charlotte Yaciw
YACIW
Dept: HFD-550 CRP2 N310

Tel No: 301-827-2050 FAX 301-827-2531
Subject: ___—~

Vickey,

I just got to the end of the amendment and discovered that Searle sent a full
EA report (not the exclusion claim we expected}. I think their projections are
grossly inflated / T C— B ) - and they did not factor
in any metabolism, however, this i1s what they sent in so we have to review it.
This means a consult to Nancy Sager for an EA review and FONSI. I'm sorry I
didn't catch this socner.

We can use the report from my review copy of the amendment, its about 50
pages. I'll give it to you tomorrow.

Charlotte

S




Printed by Victoria Lutwak

Electronic Mail Message

Date: 12-Nov-1997 09:50am
From: Charlotte Yaciw
YACIW
Dept: HFD-550 CRP2 N310
TelNo: 301-827-2050 FAX 301-827-2531

Subject” = >xaprozin

Vickey,
Its no big deal but I think we might mention to Searle that they should
correct their stability commitment (document 2117-0XZ-NC-02 dated 12 Sep

1997). The title reads "STABILITY COMMITMENE FOR OXPAROZIN POTASSIUM 600 MG
TABLETS". The typo is Searle's, they mispelled the drug name (ocops!).

Has John said anything about the trade name issue? Personallv I REALLY dislike
the name ————, especially for a product with an —_—

Charlotte
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DEPARTMENT OF HEALTH AND MUMAN SERVICES 800 CULE Sacesnsre o ottt
PFOOD AND DRUIG ADMINESTRATION
APPLICATION TO MARKET A NEW DRUG, BIOLOGIC, OR AN POR PDA VSR ONLY
ANTIBIOTIC DRUG FOR HUMAN USE APPLICATION NUMBER
{Tite 21, Codle of Federa! Regulations, 314 & 801)
APPLICANT INFORMATION
NAME OF APPLICANT DATE OF SUBMISSION
G.D. Searle & Co. .- October 30, 1997
R SAS S o | TR RE YTy e e o

APPLICANT ADDRESS MNumber, Svest, Oy, S, Courmy, ¢,

ATHORDED U.S. AGENT NAME & ADDRESS /emper. Strwe:. Cry. St
US. Loanse nurnber # provicusly ssewed): APPLICABLE

i) 2 Coage, sisprare & FAX rumter) ¥ |

4901 Searle Parkway 1 72}
Skokie, I1linois 60077 7528 han #
I o) B /[(
Tl A .
i
| PRODUCT DESCRIPTION NE
NEW DRAUG OR ANTIBIOTIC APPLICATION NUMBER. OR BIOLOGICS LICENSE APPLICATION NUMBER (¥ oreveously issusd) 20-77¢6
ESTABLISHED NAME #e.5.. Proper mivie, USPYUSAN neme) PROPRIETARY NAME fouce aame) IF ANY
OXaprozin potassium T ——
CHEMICAL/BIOCHEMICALBLOOD PRODUCT NAME /2 any) CODE NAME /¥ any)
4.5-Diphenyl-2-0xazoiepropanoic acid. pocassium salt N-{2-0x0-1.2-diphenylethyl -succinamic acid, potassiurn salt SC-62845
DOSAGE FORM STRENGTHS: MOUTE OF ADMINISTRATION:
Tablet . 600 mg Oral
{PROPQSED) INDICATION(S) FOR USE —

- relief of the signs and symptams of ostecarthritis & rheumatoid arthritis

APPLICATION INFORMATION

APPLICATION TYPE
(cneck pna;} ENEWDHUGMWQ1CFRSM.SO) Dmmmmmmmmauu)

0 BIOLOGICS LICENSE APPLICATION (21 CFR part 801)
IF AN NDA. IDENTIFY THE APPROPRIATE TYPE  [] 505 ) (1) T3 505 @) (2) G so7

IF AN ANDA, OR AADA, IDENTIFY THE REFERENCE LISTED DRUG PRODUCT THAT IS THE BASIS FOR THE SUBMISSION
Name of Drug Hoider of Approved Appication

TYPE OF SUBMISSION
(check one) 0 omgmaL arrucanion [ AMENDMENT TD A MENONG APPLICATION D resusaamon

] PRESUBMISSION O mmuat. meronT D ESTARMUBHMENT DESCRFTION SUPRLEMENT D surac sureLEagENT
O erricacy susm EseNT 0 Laneimg sussLEENT [ ST MAMUFACTURING. AD CONTROLS BUMPLEMENT Xonen

REASON FOR SUBMISSION

PROPOSED MARKETING STATUS fcheck one) B meescremnon PRODUCT S O oven Tve counren PROOUCY (OTC)

NUMBER OF VOLUMES SUBMITTED o THIS APPLICATION 1S (& sasen D raren a0 ecTROMC [ BLECTRONG

ESTABLISHMENT INFORMATION

mwaummmwmmmmummmmwhmlm. Inciute name.
luorus.conm:.mw.ww(ﬂ).“w.ﬂmmmmdmumwmmw
conaucied al the ste Mmmhu-m#mulmmiﬂum.

fpm;grfe;mm (iist retated License Appiications, INDs, NDAs, PMAs, 510(i)s, IDEs, BMFa, and DMFs refersnced in the current
4] on
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Minutes

Type of Meeting: Teleconference

Topic: Teleconference with the sponsor at Division's request
Subject:— {oxaprozin potassium)— Data Files

NDA: 20-776

Sponsor: Searle

Date: 10-20-97

Attendees:

FDA: R. Stein, V Lutwak -

Searle: P East, S Talwalker

Background

Telecon with sponsor at the request of statistician, R. Stein, in response to data file sent on Oct.
7, 1997.

This meeting addressed a two questions:

1. Study 009, 010, and 016- r—

evnmmeine

2. Searle provided two sets of time for 007 study in algorithm and in real time. For
the real times which were needed, we were directed to the raw data sets.

i

Note: There was a satisfactory conclusion. Searle will provide new sets of data within
24-48hours.

cc:

NDA

DivFile

HFD-550/ R Stein/ V Lutwak/ J E Hyde
HFD-550 / SCSO/ C Koemer



vi &
LU et

Minutes

Meeting: Teleconference Meeting for Clarification

NDA: NDA 20-776
~————0xaprozin potassium)

Sponsor: Searle
Date: October 1,1997
Attendeas:

| FDA: Dennis Bashaw, Vickey Lutwak
| Searie: Peter East, Aziz Karim, Ken Kowowski

Background
Sponsor requested comments from the Division on the PK/PD Protocol submitted
September 9, 1997 for pharmacokinetic/pharmacodynamic modeling.

The PK/PD model will look at the alterations in the kinetic profiles in patients experiencing pain.
These profiles may change as a result of the number of dental exactions affecting stress and pain

levels.

The model will include the following:

. linear mixed effects modeling ccovariants on PD model

. gender

. body weight

. number of teeth extracted- include if a different covariant

Searle will simulate concentration with mathematical modeling using for drug PK and analgesia
using Daypro data files (studies) for the PD where the PD data is missing from the Xopane

Windoc/ Draft minutes/nda/971001x0

CC:

NDA

Div Files fei 12J1s 171
HFD-550 /V Lutwak/C Fang

HFD-880/ D Bashaw
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Minutes

Type of Meeting: Team meeting

Subject: ~~——— (oxaprozin potassium)
Topic: Team meeting for reviewer's comments

NDA: 20-776
Sponsor: Searle

Date: Sept. 4, 1997
Attendees: C Fang, C Yaciw, J E Hyde, V Lutwak

This team meeting is to report on progress and problems related to reviewing NDA 20-776.
PDUFA due date May 19,1998.

Chemistry
A list of deficiencies was faxed tn Searle on 8/29/97. The most lmportant concem is that
a quantltatlve test for —= . is needed to confirm thatthe

_. JOxaprozin porassium,
Environmental: ————will qualify for the categorical exclusion, but the sponsor needs
to apply for it and at the same time withdraw the original report from submission 001.
Nomenclature: The name went to the labeiing and nomenclature committee. it may get
turned down because of d
EER: The site inspection has been scheduled.
Labeling: The label at submission did not follow the - _ which
was pointed out to the sponsor in August.

Clinical:

The safety information for epidemiological and literature search, including all foreign
markets and clinical and noncllinical has not been submitted after repeated reminders to
Searle.

PK/PD: Not present but the review is in progress

To Do:

Call Searle with chemist's request.

Look over annual report for Daypro for safety data NDA18-841.

cc:
NDA

DivFile

HFD-550 /C Fang/ C Yaciw/ J E Hyde/ V Lutwak
HFD-550/ SCSO/ C Koemer
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Minutes

Meeting: Teleconference Meeting for Clarification

NDA: NDA 20-776
~ (oxaprozin potassium)
Sponsor: Searie

Date: August 7,1997

Attendees:

FDA: D Bashaw, A Noory, V Lutwak
Searle;

Rich Spivey, Aziz Karim, Ken Kowowski

Overview / Background:—————is the potassium sait of Daypro, NDA 18-841, which
is currently at the end of Phase 4 studies (reviewers: Rudy Widmark and Assoud
Noory) which are under clinical and labeling review. The potassium salt was developed
for faster absorption compared to the acid form.

Subject
The telecon was requested by the Division to discuss the PK and PD results and
analysis of Study N48-96-06-007.

it was brought to the sponsor's attention that the study results for the concentration and
effects of oxaprozin potassium were not complete. There was no formal PK and PD __-
evaluation submitted for review to demonstrate concentration and effect of oxaprozin
potassium. The sponsor agreed to ammend the supplement to include this data.

The sponsor will send in a brief protocoi}o the FDA, and the FDA will respond and make
comments.

This additional will not hold up the review.

CC:

NDA 20-776

Div File , g24lTF
HFD-550 V Lutwak, L LoBfanco
HFD-880 D Bashﬁw, A Noory
N:\Lutwak\NDA\20776\970807tc




MEMORANDUM

Date:

From:

Through:

To:

Subject:

JDv¥e 7

* 7/3/97 Seant e VP~ 0
N

DEPARTMENT OF HEALTH AND HUMAN SERVICE Eh'

PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION ng%dbhz4ai
CENTER FQ AND RESEAR
| jwm el
JUN .
! 8 1997 o

Medical officer, Epidem'%%ogy Branch, HFD}-733

Director, Division of Pharmacovigilance and

Epidemiology, HFD-730 > G L ROnotl  efurfs

Wiley Chambers, M.D., Director, Division of Analgesic,
Anti-inflammatory and Dental Drug Products

Increased Frequency Report of Stevens Johnson Syndrome
and Toxic Epidermal Necrolysis for Oxaprazin

This memorandum addresses the Increased Frequency Report received
from Searle on May 22, 1997, for Stevens Johnson Syndrome and
Toxic Epidermal Necrolysis (SJS/TEN) following treatment with

Oxaprazin.

Seven reports of SJS/TEN in the period 10/29/96

exceeded the rate for the comparison period of 10/29/95 to

10/28/96.

Seale states that the firm is consulting with experts

and continuing to monitor SJS/TEN reports.

The following table lists by quarter the frequency of reports of
SJS/TEN received for oxaprazin and retreived from the SRS:

Year-QTR Frequency Year-QTR Frequency
1892-4 1 1995-1 2
1993-1 0 1995-2 3
1993-2 1 1995-3 1
1993-3 3 H1995—4 0
1993-4 5 H 1996-1 2
1994-1 1 n 1996-2 1
1994-2 1 “ 1996-3 2
1894-3 0 H 1996-4 4
1994-4 0 | 19971 1

No obvious trend of increasing reports of SJS/TEN is noted.



The following table lists the proportion of total reports which
are SJS/TEN for oxaprazin and 3 other NSAIDs.

{ Drug # SJIS-TEN # Total SJS-TEN/Total
oxaprazin 28 1749 1.6%
nabumetone 22 2615 0.8%
etodolac 15 1653 0.9%
diclofenac 51 4582 - 1.1%

Finally, review of the 7 cases of SJS/TEN reported for oxaprazin

does

In conclusion,

not reveal obvious risk factors.

=

Pa¥ A rﬁe& M.DY, M.P.
Medi Offlcer
cc: HFD-700/0"Neill

HFD-~105/Weintraub
HFD-733/Graham, Chron,Dru DG oﬂ%év
HFD-550/Widmark

tonad b

no further action is indicated at this time.
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Minutes

Type of Meeting: Teleconference

Topic: Teleconference with the sponsor to request the Phase 4 post-marketing safety
data for Daypro, NDA 18-841.

Subject: (oxaprozin potassium})

NDA: 20-776

Sponsor: Searle

Date: 07-17-97

Attendees:

FDA: C Fang, V Lutwak

Searle: Winifred Bagley and Medical Officer from Searle

The purpose for this call was to ask the sponsor to submit all the post-marketing safety summary
for Daypro. Christina Fang requested from Searle that the data from all the post-marketing
studies and annual reports be collected in a summary form for her. In addition, this was to
include all references in literature, epidemiology, and foreign sources. Wyeth Ayerst, the
manufacture of oxaprozin, will at Searle’s request supply the post marketing data from foreign
markets since Daypro 1s marketed only in the US.

Searle agreed to cooperate with this request and will get back to us mid-week with how they
propose to present this data for C. Fang’s approval.

Addendum
The purpose of the telecon was to ask the sponsor to submit a post-marketing safety summary for
Daypro to facilitate the safety review of oxaprozin potassiumi, based on the agreement of
allowing NDA 20776 to cross reference to safety data of Daypro. Safety data from all sources
should be included, i.¢., post-marketing clinical trials, spontaneous reports, literafure reports,
__epidemiological studies, and foreign post-marketing expenences. Searle questionedabout—
whether the annual reports and the labeling amendments of Daypro would be sufficient. The
answer was that the safety information from annual reports should be summarized accordingly.
Searle indicated that Searle does not have the foreign marketing rights of oxaprozin, which
belong to Wyeth Ayerst. Searle was asked to obtain the foreign safety data as much as possible.

¥

Searle will respond to this request next week and let division know how the sponsor is going to

proceed. l. FM ‘?/

Submitted by Vickey Lutwak
draft vl/July 017,1997

cC:
saved: NANDAZO-776\970717tc



—

The purpose of the telecon was to ask the sponsor to submit a post-marketing
safety summary for Daypro to facilitate the safety review of oxaprozin
potassium, based on the agreement of allowing NDA 20776 to cross
reference to safety data of Daypro. Safety data from all sources should be
included, i.e., post-marketing clinical trials, spontaneous reports, literature
reports, epidemiological studies, and foreign post-marketing experiences.
Searle questioned about whether the annual reports and the labeling
amendments of Daypro would be sufficient. The answer was that the safety
information from annual reports should be summarized accordingly. Searle
indicated that Searle does not have the foreign marketing rights of oxaprozin,
which belong to Wyeth Ayerst. Searle was asked to obtain the foreign safety
data as much as possible.

Searle will respond to this request next week and let division know how the
sponsor is going to proceed.

A A erdin,




Minutes j

Type of Meeting: Teleconference
Topic: Teleconference with the sponsor to request the Phase 4 post-marketing safety
data for Daypro, NDA 18-841.

Subject: “~———(oxaprozin potassium) oh
NDA: 20-776 o \aY
Sponsor: Searle p X0 1,\\
Date: 07-17-97 o W\
Attendees:

FDA: C Fang, V Lutwak - D

Searle: Winifred Bagley and Medical Officer from Searle 2P~

’ -
‘_—-—.\- - ‘

The purpose of the telecon was to ask the sponsor to submit a post-marketing safety summary for
Daypro to facilitate the safety review of oxaprozin potassium, based on the agreement of
allowing NDA 20776 to cross reference to safety data of Daypro. Safety data from all sources
should be included, 1.e., post-marketing clinical trials, spontaneous reports, literature reports,
epidemiological studies, and foreign post-marketing experiences. Searle questioned about
whether the annual reports and the labeling amendments of Daypro would be sufficient. The
answer was that the safety information from annual reports should be summarized accordingly.
Searle indicated that Searle does not have the foreign marketing rights of oxaprozin, which
belong to ~. . Searle was asked to obtain the foreign safety data as much as possible.

Searle will respond to this request next week and let division know how the sponsor is going to
proceed. C. Fang

Addendum
Talked to Rich Spivey 07/22/98
Once again told Searle the reviewer request (above) and referred to the above memo. In addition,

read to him and cited to him the CFR Vol. 21, p112 and 113 iv-vi covering the applicant’s job to
provide the safety information.

Submitted by Vickey Lutwak
draft vifJuly 017,1997

cc:
saved: N\NDA\20-776\970717tc




Minutes

Type of Meeting: Teleconference

Topic: Teleconference with the sponsor to discuss some concems regarding the filing
of Xopane after the team on 07-08-97.

Subject: ———{oxaprozin potassium)

NDA: 20-776

Sponsor: Searle

Date: July 11, 1997
Attendees:

FDA: C Fang, MJ Walling, R Stein, J EHyde, C Koemer, V Lutwak
Searle: Richard Spivey and representatives from Searle

Overview/Background: ——is the potassium salt of Daypro, NDA 18-841, which
is currently at the end of Phase 4 studies (reviewers: Rudy Widmark and Assoud
Noory) under clinical and labeling review. The postassium salt was developed for
greater efficacy compared to the acid form.

. The reason for the teleconference was to bring Searle up-to-date on the

reviewer's concerns that the data for oxaprozin potassium presented ieaves
mactinne ninanawared As to the

/

/




In Summary

. The sponsor understood the following: the NDA was fileable but that FDA

helieves there may be a need for extensive changes to the —
labeling. i
. The sponsor ended the teleconference with the promise to send: additional

information, reanalysis of data, and more studies to demonstrate claims.

Submitted by Vickey Lutwak

cc:

NDA 20-776

Div Files

HFD-550 C Fang, C Yaciw, J E Hyde, C Koemer, V Lutwak
HFD-725 R Stein

HFD-880 D Bashaw

HFD-105 M Weintraub, MJ Walling

saved: NANDA\20776\9700708tc

Minues, NDA 20776, Xopane, Scarle




r Minutes

Type of Meeting: Team meeting

Subject: ~ (oxaprozin potassium)

Topic: Team meeting to review and respond data supplies after teleconference on 06-
27-97

NDA: 20-776

Sponsor: Searle

Date: 07-08-97
Attendees:

FDA: C Fang, M Weintraub, R Stein, J E Hyde, C Koemer, V Lutwak

Overview/Background: ~——— is the potassium salt of Daypro (NDA 18-841)
currently at the end of Phase 4 studies (reviewers: Rudy Widmark and Assoud Noory)
under clinical and labeling review. The potassium sait was developed for —

— : the acid form.

The meeting today is to establish that Searle has supplied the protocols
and the data to support the claim of 7

- s



. Conclusion:
1. is fileable.
2. With the data presented to date, a————label would state at best
that it is .

. For the treatment of the chronic pain of OA and RA, a single
dose of 1200mg is recommended per 24 hours

3. Possible options for Searle: The sponsor can accept this {abeling
or do more studies to prove the s

/

(

. Action:

Set up a teleconference with the sponsor to review the recommendations
of the team.

Note: Make 2 copies of minutes in NDA 20-776 Vol. 1.72 for Christina Fang.
M. Weintraub said that the meeting can be held without him if it is difficult to
schedule him in. Mary Jane Walling plans to attend.

Submitted by Vickey Lutwak !
NALutwak\NDA20776\9700708

cc:
NDA 20-776

Div Files

HFD-550 C Fang, C Yaciw, J Hyde, W Coulter, C Koemer, V Lutwak
HFD-725 R Stein

HFD-880 D Bashaw

HFD-105 {WEintraup, MJ Waliing

Minutes, NDA 20-776, Xopane, Searle




Minutes

Meeting: Teleconference Meeting for Clarification

Subject:— ~(oxaprozin potassium)
NDA: NDA 20-776

Sponsor: Searle

Date: June 27,1997

Attendees:

FDA: C Fang, W Chambers, R Stein, JE Hyde, C Koemer, V Lutwak
Searle: Winifred Bagley and others representatives

Overview / Background.———_—is the potassium salt of Daypro, NDA 18-841, which
is currently at the end of Phase 4 studies (reviewers: Rudy Widmark and Assoud
Noory) which are under clinical and labeling review. The potassium salt was developed
for faster absorption compared to the acid form.

Clarification Meeting:

This meeting was requested by Christina Fang to clarify with the company some of her
concerns over the clinical data submitted for NDA 20-776, -—= oxaprozin
potassium}, May 19,1997, after a team meeting on 06-23-97 assessing readiness for
filing and completeness and/or tack of completeness of the submission for review by the
reviewers ( N:\Lutwak\NDA\20-776\270623 ).

‘
(' VARY

23




/

1. Searle proposed to redo and resubmit the necessary data for review.

. Action:

2. By the end of next week 7/3/97, Searle will send

. a study listing
. a summary
. and clarification of — . as used in the studies.

3. We will be notified by Winifred Bagely before this is submitted.

Submitted by Vickey Lutwak
N:\LutwakiNDA20-776\970627

cc:

NDA 20-776

Div Files

HFD-550 C Fang, C Yaci/w, W Chambers, JE Hy/de, W Coulter, C Keefner, V Lu@
HFD-725 R Steirr”_

HFD-880 D Basfiaw

HFD-105 NM:Weintraub/ MJ Walling

Asi 224 /ﬁ’) v filar-
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Meeting

Type or Meeting: Filing Meeting
Subject:———y,. (OXaprozin potassium)
NDA: NDA 20-776

Sponsor: Searle

Date: June 23,1997

Attendees:

FDA: C Fang, C Yaciw, W Chambers, R Stein, JE Hyde, W Coulter, D Bashaw, C
Koemer, V Lutwak

Overview / Background:———_— is the potassium sait of Daypro, NDA 18-841, which
is currently approved and has completed all Phase 4 studies (reviewers: Rudy Widmark
and Assoud Noory). These studies are presently under clinical and labeling review.

The potassium sait was developed for greater faster onset compared to the acid form.

. Pharm: Because——__.(oxaprozin potassium) is like Daypro (oxaprozin acid
form), the pharmacologist have no issues or questions,

. Chem:
1. The Sponsor will not be ready until Aug. 15. Inspection will be ordered after

filing (7/20/97). Chemistry is ready to request for inspection of the = ——
and — plants.

2. Insufficient stability data to support to support proposed 24 month expiration
date.

3. Inadequate master list of investigational formulations used or all the PK and
Clinical studies. Will be requested.

. Biopharm: No issues.
. Ciinical: C. Fang expressed some concern.

1. There appears to be inadequate data to support the proposed =~ —




/

Action: It was decide to set up a teleconference with Searle to clarify the clinical
issue.

Note: The Phase 4 studies for Daypro are almost ready and the label review
(18-841/SLR-012 June 1996) is almost ready. Arrange with the DOC
room to have the volumes of NDA 18-841, Daypro, ready for C. Fang
to review.

Note: Refer to teleconference N:\Lutwak\NDA\20O776\970627

—

C. Fang needs the post-marketing data from epidemiology surveillance on
adverse events for Daypro NDA 18-841.

Review First Draft Due Dates: Christina—Sept. 15, Dick-Sept. 7,
Dennis—-Oct. 1, 1997.
Received: Yaciw, Coulter, and Stein.

Submitted by Vickey Lutwak
NALutwalk\NDA\207761970623

cc:

NDA 20-776

Div Files

HFD-550 C Fang, C Yaciw, W Chambers, JE Hyde, W Couiter, C Koerner, V Lutwak 3
HFD-725 R Stein B

HFD-880 D Bashaw ST T

HFD-105 M Weintraub/ MJ Walling

Meeting, NDA 20-776, Xopane, Searle
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MEETING WITH SEARLE AND THE PILOT DRUG EVALUATION STAFF

DEVELOPMENT PLAN AND MARKETING OBJECTIVES
FOR NEW OXAPROZIN DRUG PRODUCT

December 16, 1994

[2:00 - 3:00 p.m. (E.S.T.). Parklawn Bldg., Conf. Rm. B]

Searle representatives met with the Pilot Drug Evaluation Staff (PDES) on 12/16/94.

The purpose was to discuss and confirm PDES' acceptance of Searle's clinical

development plan for the K'salt of oxaprozin —— N
—— as a new drug for -— ndications: ..——

treatment of the signs and symptoms of osteoarthritis and rheumatoid arthritis.

lllt..“l-“.‘t“*-ttt..‘tttltt.llllttt‘tt‘t“‘."t"‘ltt‘tt‘.“‘-.li‘-tttt‘*ttttt.ll‘lllt!ttt'-t

PDES meeting attendees:

Linda Katz, M.D.. M.P.H. Medical Officer
Rosemarie Neuner, M.D.. MPH. Medical Officer

Kent Johnson, M.D. Medical Officer
Charlotte Yashiw Chemist

Will Coulter, Ph.D. - Pharmacologist
Dennis Bashaw, Pharm. D. Bliopharmaceutist
Harold Blatt, D.D.S. CSO Project Manr;lger

-1- 008




G11-780083

Searle meeting attendees:

Tomas Bocanegra. M.D. Senior Director, Clinical Research -
Rheumatology and Gastroenterology

Olivia Coughlin Project Director. Project Management

Subhash Desai, Ph.D. Director. Product Strategy and Developrment

Aziz Karim, Ph.D. Senior Fellow and Senior Director, Clinical
Research

Michael E. Kuss Associate Director, In-Licensed Products

Donald R. Peckels Associate Director, Regulatory Affairs

Stacy N. Suberg, Ph.D. Director, U.S. Regulatory Affairs

ti.it-t“‘...t‘.."“tttttlttt‘tlttt‘tt‘tttt'.tt“-t--l-ltt“-‘.-.t““*tt‘.t“‘...‘.llttt-tllllll

Mr. Peckels presented the agenda (Attachment A). He provided an overview of the
meeting’s objectives (Attachment B), adding that a review and finalization of
conclusions would be done at the end of the meeting.

Summary presentations of formulations development. pharmacokinetics. and clinical
data from the briefing document were giveni by Drs. Desai, Karim, and Bocanegra.
respectively (Attachments G through I). Highlights were:

L. One formulation will be chosen (the K* sait of oxaprozin -

— . for clinical development after the
pharmacokinetic parameters for both are characterized from the PK
study.

2. This PK study may be conducted concurrent with the ©  aa—o

Mr. Peckels presented a list of six questions sent to Searle from Dr. Neuner on
12/12/94 (Attachment J). These were addressed in addition to others raised to Searle
by Dr. Johnson the week of 12/5/94. Highlights were as follows (numbers
correspond to those in Attachment J):

1. Searle is seeking the -

2- 909
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Searle also seeks approval for OA and RA. Searle explained that
clinical safety studies were not necessary because the safety profile of
oxaprozin is well characterized and is consistent with that of other
propicnic acid NSAID products; the small amount of potassium released
into the circulation for a single 600 mg dose of the K*salt {about 2 mEq)
is not expected to present toxicity problems. PDES disagreed. The
safety profile of the new formulation (K*salt) is not currently known.

010
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Discussions were:

a.

Dr. Kanm stated Searle was planning to perform a PK/PD dose
response study such as PDES requested. Doses would likely
include 600 mg QD. 1200 mg QD, and 1800 mg QD.

Drs. Neuner and Katz required additional, long-term safety data
from a separate study. The efficacy part of the trial should be
double-blinded with an open label extension safety part.

Dr. Suberg suggested the data from the efficacy part of the study
would be included in the original NDA. The data from the open-
label extension portion could be submitted as an NDA
amendment. Dr. Katz stated the data cannot be submitted
plecemeal because of user fee legislation.

Dr. Karim suggested the duration of this study should be
determined based upon a review of the safety data generated from
the PK and PK/PD studies. This will ensure that a study of
adequate duration. to allow long-term use of the drug, is
conducted. PDES agreed. adding that PK data alone will only
provide safety data for acute administration.

Dr. Katz said the worst case scenaric would be that the duration
of the study would be 12 months. It may be possible to shorten
this. She added that the data derived from the PK study may not
be sufficient to show long-term safety. She agreed to review the
initial PK and PK/PD safety data before the duration of the safety
study is determined.

Dr. Bashaw recommended Searie perform the PK/PD study to
steady state to allow for the extrapolation to long-term safety. He
also recommended that the number of samples taken immediately
post-dose be increased to ensure adequate characterization of the
time/concentration profile.

4. An animal toxicity study will not be needed because Searle will perform a
clinical safety siudy. Mr. Peckels pointed out that the animal toxicity
study was originally proposed to confirm that the GI irritation of
oxaprozin. whether administered as oxaprozin acid or the potassium
salt. is essentially the same.

5. Searle was planning to submit the protocols to PDES for comment prior
to initiating the studies.

4 011
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Mr. Peckels stated that the meeting's objectives need to be readdressed with our
conclusions; he presented an earlier averhead (Attachment B). Dr. Suberg concluded

by stating:

L.

Searle will conduct the following clinical studies:

a.

PK single-dose studyv: to help in choosing the formulation with
which to proceed.

PK/FD dose-ranging study (performed to steady-state}:
to obtain optimal dosage information and provide short-term
safety data.

/

One safety/efficacy study in patients with OA: to assess the long-
term safety of the new drug. The study will be double-blinded,
followed by an open label extension. The duration of the open
label portion will be negotiated with the FDA after data from the
PK and PK/PD studies are reviewed and submitted to PDES.

Market exclusivity will be granted based upon performance of the
required clinical studies.

{Although it was not specifically stated, market exclusivity for QA and RA
will be granted based on the need to assess the clinical safety and
efficacy of the new drug.]

No further discussions ensued, and the meeting adjourned.

/8y

Donald R. -Eeckels
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Meeting Report Addendum

Members of the Pilot Drug Evaluation Staff reviewed the draft meeting report prepared
by Searle and provided comments to Searle on January 30, 1995, With the following
two exceptions. Searle incorporated PDES' comments into the final meeting report
(12/16/94). These exceptions were:

/

Clarification of these issues and other clinical study information relevant to this IND
was discussed and agreed upon at a teleconference meeting on February 1, 1995
between members of PDES and Searle. Meeting participants were:

SEARLE PDES

Dr. Tomas Bocanegra Dr. Dennis Bashaw
Dr. Subhash Desai Dr. Harold Blatt

Ms. Olivia Coughlin Dr. Linda Katz

Mr. Donald Peckels Dr. Rosemarie Neuner

The issues discussed and conclusions reached are summarized below:

013
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3. Arthritic Studies/Market Exclusivity

Dr. Neuner stated that at the December 16. 1994 meeting, PDES did not
realize that Searle was pursuing indications for OA and RA for oxaprozin
potassium . . . PDES now made it clear
that in order to obtain indications for OA and RA. a 6-month (minimum)
safety study is required for each indication. A safety study in each
indication was requested because of the difference in etiology between
OA and RA patients.

To obtain the required safety information and approval of the
indications, Dr. Katz informed us that Searie would need to conduct a
safety study of a minimum 6 months’ duration in QA patients and a
safety study of a minimum 6 months' duration in RA patients. Both
studies should include Daypro as an arm. The patient number criteria
in each arm for these safety studies are:

OA: 300 patients

RA: 90 patients
A separate discussion ensued regarding market exclusivity. PDES
indicated that OA and RA efficacy trials are not required unless Searle
wanted exclusivity for these indications. In that case, adequate. well-

controlled, double-blind efficacy studies are required.

Searle will submit protocols of the proposed OA and RA studies
to PDES f{or review and comment prior to study initiation.

’ B ]

/S/

Donald R. Peckels

-ii-
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MEETING MINUTES

NDA 18-841 12-16-94 3rd Floor, Conf. Rm."B"
Parklawn Bldg.
Oxaprozin

BETWEEN: FDA; HFD-007 STAFF

Linda Katz, M.D., M.P.H., Medical Officer
Rosemarie Neuner, M.D., M.P.H., Medical Officer
Kent Johnson, M.D., Medical offce

Charlotte Yaciw, Chemist

Dennis Bashaw, Ph.D., Phamacokineticist

Will Coulter, Ph.D., Pharmacologist

Hareold Blatt, D.D.S., CSO

G.D. Searle and Co.

Tomas Bocanegra, M.D., Sr. Director, Clin. Research
Olivia Coughlin, Project Mgr.

Subash Desai, Ph.D., Dir., Product Strateqy and Devel.
Aziz Karim, Ph. D., Clin. Research

Michael Kuss, Clin. Research

Stacy Suberg, Ph.D., Dir. Reg. Affairs

Don Peckels, Reqg. Affairs

First a brief overview was presented by Searle.

There were two major objectives in development.

1. to increase the onset of action and for this pupose they
chose a Potassium salt.

2. formulation development.
A. oxaprozin as a potassium salt.
B. — :
The rationale for the potassium salt was to increase both the
rate of absorption and the onset of action while the total

exposure remains the same. They expect the safety to be the same
for the salt as for the acid.

Dr. Katz was concerned that the safety profile is the same. When
you change formulation you are not sure about the safety profile.
As a combination you are not just adding potassium. We will need
safety information especially in product thast will be used in RA
and OA for long term use. — .

— ) But we will
need to see long term safety studies if you are going for RA and
OA indications. Such a safety study will be determined by PK/PD
studies. Such a safety study would last 6 mos to 1 year. Also we



want everything {(all studies including the long term safety
study) finished when the NDA is submitted because we only have 12
nos to complete our review. We can get back together after the
dose response trial and the PK/PD data is done.

Dr. Bashaw noted that as part of the presentation they gave a
single dose PK trial. can this be converted to steady state?
Dr. Karimi said that steady state C bar value should be the same.
He also stated that the dose-response trial in healthy volunteers

was a good idea. They already have a large amount of steady
statte data on oxaprozin acid.

Mr. Peckels stated they would submit the PK studies and evaluate
at that time. He also stated that an animal study may not be
needed and they are not planning an endoscopy study. Dr. Bashaw
stated that they have to understand the kinetic dynamics of the
old oxaprozin product.

z
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Dr. Bashaw wanted the sponsor to front load in PK studies with
more samples.

Mr. Peckels recapped. —
g

N -

: 5. Request to wait after PK/PD trial“te—-
determine length of safety trial for OA and RA.

Dr. Johnson again asked if there was any rationale for using
dogs. Dr. Coulter replied that dog toxicity studies don't
correlate well with humans but a comparison of potassium salt to
free acid in dogs will show you which form is more toxic.

Meeting was closed by Mr. Peckels.
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CERTIFICATION: FINANCIAL INTERESTS AND
ARRANGEMENTS OF CLINICAL INVESTIGATORS

L™ BV -~

DEPARTMENT OF HEALTH AND HUMAN SERVICES Form Approved: OMB No. 0910-0395

Public Health Senvice Expiration Date: 331/02
Feod and Drug Administration

TO BE COMPLETED BY APPLICANT

With respect to all covercd clinical studies (or specific clinical studies listed betow {if appropriate}) submitied
in support of this application, | certify 10 one of the statements below as appropriate. | understand that this
certitication is made in compliance with 21 CFR part 54 and that for the purposes of this statement, a clinical
investigator includes the spouse and each dependent child of the invastigator as defined in 21 CFR 54.2(d).

(2)

3)

LJ

L Please mark lh} applicable checkbox. ]

F | {1) As the sponsor of the submitted studies, 1 certify that | have not entered inio any financial

arrangement with the listed clinical investigators (enter names of clinical investigators below or attach
list of names 10 this form) whereby the valug of compensation 1o the investigator could be affected by
the oulcome of the sludy as defined in 21 CFR 54.2(a). i also certify that each listed clinical
investigator required to disclose to the sponsor whether the investigator had a proprietary interest in
this product or a significant equity in the sponsor as defined in 24 CFR 54.2(b} did not disclose any
such interests. | funther certify that Ao listed investigator was the recipient of slgnificant payments of
other sorts as defined in 21 CFR 54.2(f).

See attached list of investigatorp

Chnical Investigatos

As the applicant who is submitting a study or studles sponsored by a firm or party other than the
applicant, | certity that based on information obtained from the sponsor or from participating ¢linical
investigators, the listed dlinical investigators (attach list of names 1o this form) did not participate in
any financial arrangement with the sponsor of a covared.study whereby the value of compensation to
the investigator for conducting the study coyld be aftected by the outcome of the study (as deflned in
21 CFR 54.2(a)); had no proprietary Interest in this product or significant equily Interest in the sponsor
of the covered study (as defined in 21 CFR 54.2(b)); and was not the recipient of signiticant payments
of other sorts (as defined in 21 CFR 54.2(f)).

As the applicant who is submitling & study or studies sponsored by a firm or party other than the
applicant, | certify that | have acted with due diligence to obtaln from the listed clinical investigators
{attach list of names) or from the sponsor the information required under 54.4 and it was not possible
to do so. The reason why this information coutd not be obtained is attached.

NAME

Daryl DeKarske Sr. Associate, Worldwide Regulatory Affa

TITLE

FIRM/DRGANIZATION
G.D. Searle & Co,

Lrs

SIGNATURE

/
DATE

K ZL A/ : 3/10/00

€4
[
=

Paperwork Redtiction Act Statement

An ngeicy may aot conduct of sponsof, and a person Is not requiced 1o '_rupnnd 10, a vullcction of

information unless it displays 3 curncatly valid OMB crntrol aumber. Pubhie reporting burden for this Cepartment of Health and Human Sarvices
collection of informauon is estimiated {0 average | how per response, including time for reviewing Food and Drug -‘tdmmlﬂml'ﬂf
instructions, sexrching caisting daia sources. gulhering and muintoining Ihe hecessery duta, and 5500 Pishers Lanc, Room 14C-03
compleling and reviewing Whe collection of information. Send comments regarding this bunden Rockville, MD 20857

estimutc or any other aspect of this collection of information 1o the address 10 the dght:

FORM FDA 3454 (3/99)

Crasiod by Shcow Docutsos SorioaANIOHHS. (011 M3-144  BF
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Investigator Financial Disclosure - Form FDA 3454

Principal Investigator:

Subinvestigator(s):

Principal Investigator:

Subinvestigator(s):

Principal Investigator:

Subinvestigator(s):

Principal Investigator:
Subinvestigator(s):

Principal Investigator:
Subinvestigator(s):

Principal Investigator:

Subinvestiputor(s):

Principal Investigator:
Subinvestigator(s):

Principal Investigator:
Subinvestigator(s):

Study N4g-98-02-022

Alan I Kivitz, MD

Wilham 5. Makarowski, MD

———

F. Gilbert McMahon, MD

/

Naomi De Sola'Pool, MD

/

Maurice Archuleta, MD

—

Marshall R. Sack, MD

/

/

Joy Sv::hcchu'mm,E DO

Mark E. Kutner, MD

301 827 2531:# /11
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Principal Investigator:
Subinvestigator(s):

Principal Investigator:
Subinvestigator(s):

Principal Investigator:
Subinvestigator(s):

| Principal Investigator:
Subinvestigator(s):

Principal Investigator:
Subinvestigator(s):

Principal Investigator:
Subinvestigator(s):

Principal Investigator:
Subinvestigator(s);

Principal Investigator:
Subinvestigator(s):

1 7-20- 0 ¢ 10:38 : REGULATORY AFFAIRS-

David H. Sikes, MD

/

Kevin L. Tack, MD

Robert G. Trapp, MD

Edward Portnoy, MD

/
/

Nathan Wei, MD

Stuart §. Kassap, MD

/

Howard L. Offenberg, MD

/

Patrick H. PelerS, I, MD

/

301 827 2531:# 8711

000-00000

Investigator Financial Disclosure - Form FDA 3454
Study N48.98-02-022
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r DEPARTMENT QF HEALTH AND HUMAN SEFMGES F&W 5&10-0396
Public Haalth Sarvice Expiration Dala: 33102
Food and Drug Administraion :

DISCLOSURE: FINANCIAL 1NTEHES’IS AND
ARRANGEMENTS OF CLINICAL :NVEstGATons

TO BE COMFPLETED BY APPLICANT

D». E. Robert Harris
Nome of clindodd imvettigaror

The following information concerning , who par-

ticipated as a clinical investigator in the submitted study N48-98-02-022

Name of

is submitted in accordance with 21 CFR part

clmical study .
54, The named individual has participated in financia) arrangements or holds financial interests that
are required to be disclosed as follows:

N

[ Please mark the applicable checkboxes. }

any financial arrangement entered into between the sponsor of the covered study and the
clinical investigator involved in the conduct of the covered study, whereby the value of the
compensation to the clinical investigator for conducting the study could be influenced by the
outcome of the study; ' ’

any significant payments of other sorls made on or after February 2, 1998 from the sponsor of
the govered study such as a grant to fund ongoing research, compensation in the form of
equipment, retainer for ongoing consuitation, or honoraria;

any proprietary interest in the product tested in tha coverad study held by the clinical
investigator;

any significant equity interest as defined in 21:CFR 54.2(b), held by the clinical investigator in
U the sponsor of the covered study.

Details of the individual's disclosable iinancial'arrarjgemants and interests are attached, along with
a description of steps taken to minimize the potential bias of clinical study results by any of the
disclosed arrangements or interests.

NAME T;ITLE

Daryl DeKarske :Sr. Associate, Worldwide Regulatory AffBiraH
FIRM/ORGANIZATION

G.D. Searle & Co.

SIGNATURE AA—, DATE
3/10/00
Wﬁ 7 4

Paperwark Reductioni Act Statesnent

An ageney may nac conduct or aponsor, sad ¢ persan i nol reguired W respusditg, & collection of information ualess it displays  cumently valid OMB
conirol number, Public reporling burden for this collcction of infunnation is estimeted o wversge 4 hows per response, including lGme for revicwing
Astuctions. searching existing data sources, patheriag and maintalniog the necessary data, und completiag snd reviewing he calloction of information.
Send comments regarding this burden estimate of ny alheér aspeet of this collection of information to;

Department of Health and Human Services
Food and Drug Admninistration

5640 Flshers Lane, Room 14C-03
Rockville, MD 20857

FORM FDA 3455 (3[99] . Creoual by Ghewoois Dacvment SafrioesUITHIIS. 001 EF
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‘ SEARLE CERTIFICATION??INANCiAL'ﬁlei.déﬂﬁEo ID(QF{NQ

Financlal Disclosure by Ciinical investigators :

g A ——
Plesse complels all of the information below and retaln a copy of this form for your records.
1. Study Name: Oxaprozin Potassium 1200-1800 mg QD Analgesic Duration and Ealety in Osleocarthritia of the Knes

2. Prolocol numbar: NAB-98-02-022
a. lnvestigatorlE/— Subinvestigator []

4. Invgstigator/Subinvestigator Nama:

institution Nams (if applicable):

5. Address:

RN

§. Talephone:

8: indicate by marking YES or NO if any of the financial intbrests or arrangernents of concem to FDA (and described
bselow) apply to you, your spouss, or dependent children: - :
YES NO | Financial arangements whereby the valuc of the compensation could be influenced by the outcome of the siudy.
'S This should include, for example. compensation that is explicitly greater for 2 favorable outcome, or compensation
ta the investigator in the form of an equity interest in the sponsor or in the Torm of compensation tied (o sales of the
product. such as 4 royalty interesl .

if yes, plewse describe:

YES NO ) Significant payments of other soris. excluding the cosis of conducting the study or other clinical studies. This
L O could include, for cxample, payments made 1o the investigator or the institution {o support aclivities that have a
monciary value great than $25,000 (ic., a grant to (und ongoing rescurch, compensation in the form of equipent,
or retainers for ongoing-consultation or honoraria)”™ =~ = ©°

1f yes, pleasc desctibe: : i 3

YES NO | A proprictary or financial interest in the test produét such as a patent, rademark, copyrighl, or licensing sgrecracnl.
g If yes, please describe: : '

YE O | A significant cquity interest in the sponsor of the study. This would include, for cxample, any ownership interest,
0O stock options, ot other financiaf interest whose value cannat be easily determined through refercace to public
prices, or an equity interest in a publicly traded company exceeding $50,000.° '

If yes, please describe: {3 hocxole i &'I‘G Q,)(_.

OR

{3 1 hereby certlfy that none of the financial interest or arrangé;ments listed above exist far myself, my spouse, or my
depandent children. ‘ ‘ '

in accordance with 21 CFR Parta 54.1 to 64.5, 1 declare that tha informatlon provided on thla lotm ls, to the best of my knowledge and

ballef, trus, correct, and complete. Furtharmors, It my financlel Interosts and arrangsments, or those of my apouss and depandant

children, change from the information pravided abova during the courss; of the study or within one year afier tha last patient hes
camplated the studu g4 soacilind In the nrotacal. | wiit notitv Searis nromotiv,

. Signature: 10. Date: 7 _ 1.{,9_’
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Steps Taken to Minimize the Potential for Bias

Protocol # N48-98-02-022

Swudy Title _A Multicenter, Double—Blmd, P] acebo Controlied, Randomized Parallel

Group Study of the Analgesic Duration and Safety of Oxaprozin Potassium 1200-1800

mg Daily in Paticnts with Osteoarthritis of the Knec

Our standard operating procedure is to follow the current FDA Good Clinical Practices.
Monitors frequently visit individual study sités, and individual site audits are conducted,
This randomized, double-blind study was conductcd under strict scientific principles, and
was conducted at multiple sites with muIUp}c investigators, most of whom had no
disclosable ﬁnancml mterest

We also monitor the current FDA listing: ‘DlsquallﬁediRcslnctcdiAssurances List
For Clinical Investigators®.




