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NDA 21-351 Section 1

Patent Information

Patent Information for 505(b}{1) Application

The undersigned declares that the patents listed below cover the formulation,

composition, and/or method of use of Oxybutynin Transdermal System. This product is
the subject of this application for which approval is being sought: NDA 21-351.

Number
(Exp. Date) Title Type Patent Owner
5.601,839 Triacetin as a Penetration Enhancer for Drug Product  Watson Laboratories, Inc.
(0= 26/2015) Transdermal Delivery of a Basic Drug
5.833,010 - Tracetin as a Penetration Enhancer for Drug Product  Watson Laboratories, Inc.
(0= 26/2015) Transdermal Delivery of a Basic Drug

APPEARS THIS WAY

ON ORIGINAL

Dorothy A. Fr@, M.S.,, RAC.
Executive Director, Regulatory Liaison
US Propnetary Products

Regulatory Affairs Department

Date 2014113?11-3'{‘ zmz

APPEARS THIS WAY
ON ORIGINAL




NDA 21-351

Section 1
Patent Information

Patent Information for 505(b)(1) Application

The undersigned declares that the patents listed below cover the formulation,
composition, and/or method of use of Oxybutynin Transdermal System. This product is
the subject of this application for which approval is being sought: NDA 21-351.

Number

(Exp. Date) Title Type Patent Owner

5,164,190 Subsaturated Transdermal Drug Delivery Drug Product  Watson Laboratories, Inc.
(12/11/2010) Device Exhibiting Enhanced Drug Flux

3,601,839 Triacetin as a Penetration Enhancer for Drug Product  Watson Laboratories, Inc.
(04/26/2015) Transdermal Delivery of a Bastc Drug

5,834,010 Triacetin as a Penetration Enhancer for Drug Product  ‘Watson Laboratories, Inc.
(04/26/2015) Transdermal Delivery of a Basic Drug

APPEARS THIS WAY
ON ORIGINAL

vate 0424101

Dorothy A. Fragi, M.S., R.A.C.

Director, Regulatory Affairs

APPEARS TRIS WAY
ON ORIGINAL
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EXCLUSIVITY SUMMARY for NDA # 21-351 SUPPL #

Trade Name Oxytrol Generic Name oxybutynin transdermal system
Applicant Name Watson Labortories, Inc. HFD- 580

Approval Date

PART I: IS AN EXCLUSIVITY DETERMINATION-NEEDED?

1. An exclusivity determination will be made for all original
applications, bub only for certain supplements. Complete
Parts IT and III of this Exclusivity Summary only if you
answer "YZ58" to one or more of the following questions about
t== submIssion.

a) Is .- an or-ginal NDA? YES/ X / NGO/ /

b} Is -7 an effectiveness supplement? YES /  / NO / X /
If =235, what type(SEl, SEZ, etc.}?

c) Did It require the review of c¢linical data other than to
support a safety claim or change in labeling related to
safety? (If it required review only of bicavailability
or kicequivalence data, answer "NO.")

YES / X/ No /  /

If vour answer is "no" because you believe the study is a
bioavailabiiity study and, therefore, not eligible for
exclusivity, EXPLAIN why it is a biocavailability study,
inciuding your reasons for disagreeing with any arguments
made by the applicant that the study was ncot simply a
bicavailability study.

APPEARS THIS WAY
ON GRIGINAL

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:

d) Did the applicant request exclusivity?

Page 1




YZS / X/ NO /_ /

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

three

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

YE:Z / X/ NO /)
For oxybutynin chloride,Dity-rcan XL, NDA 20897

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

2. Has a product with the same activz ingredient(s), dosage form,
strength, route of administration. and desing schedule
previously been approved by FDA forxr the came use? (Rx to OTC)

Switches should’be answered No - “lease indicate as such) .
YES / / NO /X /
If yes, NDA # Trug Nama

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 /I X/

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) .

APPEARS THIS WAY
ON ORIGINAL
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PART II: FIVE-YEAR EXCLUSIVITY FOR NEW CHEMICAL ENTITIES

{(Answer either #1 or #2, as appropriate)

. Single active ingredient product.

Ezs FDA previously approved under section 50% of the Act any
drug product containing the same active meiety as the drug
tader consideration? Answer "yes" 1f the active moiety
{including other esterified forms, salts, complexes, chelates
or clathrates) has been previously approved, bubt this
pazrticular form of the active molety, e.g., this particu:iar
ester or salt (including salts with hydrogen or coordinazion
£ onding) or other non-covalent derivative {such as a comolex,

cr2late, or clathrate) has not been approved. Answer "p2" if
T2 compound reguilres metabolic conversion {(other than
c=esterification of an esterified form of the drug} to croduce

e already approved active wmoiety.

YES / X/ NO /

IZ "yes,” identify the approved drug precduct{s) containing the

active moiety, and, if known, the NDA #({s).

DA # 20-897 - Ditropan XL
DA # 18-211 Ditropan Syrup
NDA # 17-511 Ditropan Tablets

. Combinaticn product.

If the product contains more than one active moiety (as
defined in Part 11, #1), has FDA previously approved an
application under section 505 containing any one of the active
moieties in the drug product? If, for example, the
combination contains one never-before-approved aclive malety
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, ig considered not
previously approved.)

YES /__/ NO / X/

APPEARS THIS WAY
ON ORIGINAL
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If "yes," identify the approved drug product {s) containing the
active moiety, and, if known, the NDA #(s).

NDA = '

APPEARS THIS WAY
NDA % ON ORIGINAL
NDA #

IF THE ANSWER TO QUESTION 1 COR 2 UNDER PART IXI IS "NO," GO

DIRECTLY TO THE SIGNATURE BLOCKS ON Page 9. IF "YES," GO TC PART
IIT.

PART ITII: THREE-YEAR EXCLUSIVITY FCOR NDA'S AND SUPPLEMENTS

To gua_lfy for three years <f exclusivity, an application or
supp-zment must contain "rerorts 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 1T,
Questicn 1 or 2, was "yes."

1. Dces the application contain reports of clinical
investigations? (The Agency interprets "clinical
investilgations" to mean investigations conducted on humans
cther than bicavailability 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 / X/ NO /"_/

IF "NO," GO DIRECTLY TO THE SIGNATURE BLOCKS ON Page 5.

A clinical investigation is "essential to the approval" if the
Agency could not have approved the application or supplement
without relying on that investigation. Thus, the
investigation is not essential to the approval if 1) no
clinical investigation is necessary to support the supplement
or application in light of previously approved applications
{i.e., information cother than clinical trials, such as
bicavailability data, would be sufficient to provide a basis

Page 4
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APPEARS THIS WAY

ON ORIGINAL

for approval as an ANDA or S05(b) (2) application because of
what is already known about a previcusly approved product), or
2) there are published reports of studies (other than those
conducted or sponsored by the applicant} or other publicly
avallable data that independently would have been sutficient
£o support approval of the application, without reference to
the clinical investigation submitted in the application.

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

fa) In light of previcusly approved applications, is a
clinical 1lnvestigation {either conducted by the
applicant or available from some cther source,
including the published literature) necessary to
support approval of the applicaticn or supplement?

YES / X/ 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:

{b) ©Did the applicant submit a list of published studies
relevant to the safety and effectiveness of this drug
product and a statement that the publicly available

data would not independently support approval of the
application?

YES /[ NO / X/
{1) If the answer to 2(b} is "yes," do you pefsonally

know of any reason to disagree with the applicant's
conclusion? If not applicable, answer NO.

YES /[ NO / X/

If yes, explain:

APPEARS THIS WAY
ON ORIGINAL
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APPEARS THIS WaY
ON ORIGINAL

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

YES /[ NO / X/

If ves, explain:
Rel 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:

nvestigation #1, Study # 000011 (Phases 3)

Investigation #2, Study # Q89009 (reanalysis, Phase 3)

investigation #3, Study #

. In sddition to being essential, investigations must be "new"

to support exclisivity. The agency interprets "new clinical
investigation® to mean an investigation that 1) has not bean
re’2=2d on by the agency to demonstrate the effectiveness c¢f a
praviously approved drug for any indication and 2} does nc:
durlicate the results of another investigation that was reliecz
on ov the agency to demonstrate the effectiveness of a
previously approved drug product, i.e., does not redemonstrate
somathing the agency considers to have been demonstrated in an
already approved appiication.

{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 previocusly
approved drug product? (If the investigation was relied
on only to support the safety of a previously approved
drug, answer "noc.")

Investigation #1 YES / / NO / X /
Investigation #2 YES [/ / NO / X [/
Investigation #3 YES / / NO / /

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

Page 6
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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

£o support the effectiveness of a previously approved
crug product?

Tavestigation #1 YES / / NG [/ X/
Znvestigation #2 YES /_/ NO / X/
Investigation #3 YES / / NO /

ZIZ you have answered "yes" for one or more
investigations, identify the NDA in which a similax
_nvestigaticon was relied on:

NDA # Study #
NDA # study #
DA # Study #

{(c) If the answers to 3(a) and 3(b) are no, identify each
‘new" investigation in the application or supplement that
s essential to the approval (i.e., the investigations
tisted in #2{c), less any that are not "new"):
Investigation #1, Study # 000011 {(Phase 3}
Investigation #2, Study # 099005 (reanalysis, Phase 3)

Investigation # 3, Study #

. To be eligible for exclusivity, a new investigation that is

essential to approval must alsc have been conducted or
sponsored by the applicant. BAn investigation was "conducted
or sponsored by" the applicant i1f, 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. :

Page 7
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ON CRIGIN

(a)

For each investigation identified in response to
guestion 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 # 50,489 YES [/ X / NO / / Explain:

InTessigation #2 S

INZ = 50,439 YES / X / ' NO / / Explain:

(p} For each investigatiocn not carried cut 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? N/A

Investigation #1

YES / / Explain NO / / Explain

fm smm g b Beu be= pem b

Investigation #2

YES / / BExplain NO / / Explain

Page 8
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{c) Notwithstanding an answer of

there other reasons to believe that the applicant

should not be credited with having "conducted or
sponsored" the study?

"ves" to (a) or (b),

(Purchased studies may not be

used as the basis for exclusivity. However, if alil
:; rights to the drug are purchased {not just studies cn
o the drug), the applicant may be considered to have
P gsponsored or conducted the studies sponsored or
o conducted by its predecessor in interest.)
o
-
= YES / / NO / X/

_f yves, explain:

Signature of Preparer R Date
Title:

Signature of Office or Division Director Date

APPEARS THIS WAY
ON ORIGINAL

CC:

Archival NDA

HFD- /Division File
HFD- /RPM

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

Form OGD-011347
Revised 8/7/9%; edited 8/8/95; revised 8/25/98, edited 3/6/00

Page 9



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

/s/
Jean R. King

2/24/03 04:09:15 BEM
€S0

Daniel ». Shames
2/25/02 06:43:03 BM
MEDITAZ OFFICER

APPEARS THIS WAY
ON ORIGINAL

APPEARS THIS WAY
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NDA 21-351 Section 1
Debarment Certification

Debarment Certification

Watson Laboratories, Inc. hereby certifies that it did not and will not use in any capacity

the services of any person debarred under Sec. 306(a) or (b) of the Federal Food, Drug,
and Cosmetic Act in connection with this application.

Ml a . (}Adﬂbé/ Date ﬁoﬂuﬂagf 202

Dorothy A. Fank, M.S., RAC.
Executive Direetor, Regulatory Liaison
US Propnetary Products

Regulatory Affairs Department

APPEARS THIS WAy
ON ORIGINAL

APPEARS THIS WAY
ON ORIGINAL



NDA 21-351

Section 1
Debamment Certification

Debarment Certification

Watson Laboratories, Inc. hereby certifies that it did not and will not use in any capacity
the services of any person debarred under Sec. 306(a)} or (b) of the Federal Food, Drug,

and Cosmetic Act in connection

with this application.

Nz, @. 10l

Dorothy A. Frank, M.S., R A.C.
Director, Regulatory Affairs

APPEARS THIS WAY
. ON ORIGINAL

APPEARS THIS WAY
ON ORIGINAL

Date 04’/24’/01
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PEDIATRIC PAGE
(Complete for all APPROVED original applications and efficacy supplements)

7 NDA/BLA #: 21-351 Supplement Type (e.g. SES): Supplement Number:
Stamp Date:  August 30, 2003 Action Date: February 28, 2003
H¥D 580 Trade and generic names/dosage form: _Oxvtrol™ (oxybutynin transdermal system) 3.9mg/day
Applicant: _ Watson Laboratories, Inc. Therapeurti'c Class: __ 83
Indication(s) previously approved: N/A

Each approved indication must have pediatric studies: Completed, Deferred, and/or Waived.
Number of indications for this application(s):__1

Indication #1: treatment of overactive bladder

Is there a full waiver for this indication (check one)”
) Yes: Please proceed to Section A.
 No: Please check alt that apply: _X__Partial Waiver __ Deferred Completed

NOTE: More than one may apply :
Please proceed to Section B, Section C, and/er Section D and complete as necessary.

t Section A: Fully Waived Studies

Reason(s) for full waiver:

J Products in this class for this indication have been studied/labeled for pediatric population
-1 Disease/condition does not exist in children

-1 Too few children with disease to study

‘1 There are safety concerns

1 Other:

if studies are fully waived, then pediatric information is complete for this indication. If there is another indication, please see
Atiachment A. Otherwise, this Pediatric Page is complete and should be entered into DFS.

Section B: Partially Waived Studies

Age/weight range being partially waived:

Min kg mo, yr._<6 years old Tanner Stage
Max kg mo. yr. Tanner Stage

Reason(s) for partial waiver:

Products in this class for this indication have been studied/labeled for pediatric population
Disease/condition does not exist in children

Too few children with disease to study

There are safety concerns

Adult studies ready for approval

Formulation needed

Other:__Partial waiver granted in letter sent 10/23/01 as part of first nda submission cvele; hard copy of letter
placed in February 2003 Action Packet with this document as reference material.

~U0Cc0o0o




NDA 21-351
Page 2

If studies are deferred, proceed to Section C. If studies are completed, proceed to Section D. Otherwise, this Pediatric Page is
complete and should be entered into DFS.

lSection C: Deferred Studies

Agehweight range being deferred:

Min ke mo, yr. Tanner Stage
Max kg ‘mo

. yr. Tanner Stage

Reason(s) for deferral:

(1 Products in this class for this indication have been studied/abeled for pediatric population
(1 Disease/condition does not exist in children

O Too few children with disease to study

0 There are safety concerns

8 Adult studies ready for approval

[ Formulation needed

Other:

Date studies are due {mm/dd/yy):

It studies arc completed, proceed to Section D. Otherise, this Pediatric Page is complete and should be entered into DFS.

i Section D: Completed Studies

Agehveight range of completed studies:

Min ke mo
Max ka mo

. yr. Tanner Stage
. yr. Tanner Stage

Comments:

If there are additional indications, please proceed 1o Attachment A. Otherwise, this Pediatric Page is complete and should be entered
inro DFS.

This page was completed by:

{See appended electronic signature page}

Regulatory Project Manager

cc: NDA
HFD-950/ Terrie Crescenzi
HFD-960/ Grace Carmouze
(revised 9-24-02)

FOR QUESTIONS ON COMPLETING THIS FORM CONTACT, PEDIATRIC TEAM, HFD-960
301-594-7337




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

/s/
Jean R. King

2/24/03 04:31:32 PM
C50

fina! pediatric page for nda 21351 action packet
P pag

Daniel A. Shames
2/25/03 06:45:46 PM
MED-CAL OFFICER




NDA REGULATORY FILING REVIEW
(Includes Filing Meeting Minutes)

NDA Number, Requested Trade Name, Generic Name and Strengths (modify as needed for an efficacy
supplement and include type):

Applicant: NDA 21-351

Date of Application: August 29, 2002
Date of Recetpt: August 39, 2002
Date of Filing Meeting:

Filing Date:

Indication(s) requested: treatment of overactive bladder

Type of Application:  Full NDA X (resubmission) Supplement
(bXHH__ X (b)2)

[Tf the Original NDA of the supplement was a (b)(2), all subsequent supplements are
{b)(2)s; 1f the Onginal NDA was a (b}(1), the supplement can be either a (b)(1) or
(bX2)}

I you believe the application is a 505(b)(2) application, see the 505(b)(2) requirements at the end of this
summary.

Therapeutic Classification: S__ X P

Resubmission after a withdrawal or refuse to file ~ N/A

Chemical Classification: (1,2,3 etc.) 38
Other (orphan, OTC, etc.) N/A

Has orphan drug exclusivity been granted to another drug for the same indication? YES NO

If yes, is the drug considered to be the same drug according to the orphan drug definition of sameness
[21 CFR 316.3(b)(13)]?

YES NO
If the application is affected by the application integrity policy (AIP), explain.
User Fee Status:  Paid X Waived (e.g., small business, public health) N/A
Exempt (orphan, government) N/A
Form 3397 (User Fee Cover Sheet) submitted: YES X NO .
User Fee ID# 4085
Clinical data? YES __ X NO Referenced to NDA# N/A
Date clock started after UN N/A
User Fee Goal date: February 28, 2003
Action Goal Date {optional) __N/A
*  Does the submission contain an accurate comprehensive index? YES NO
+ Form 356h included with authorized signature? YES NO

If foreign applicant, the U.S. Agent must countersign.



NDA 21-351
NDA Regulatory Filing Review

Page 2

« Submission complete as required under 21 CFR 314.507 YES NO

If no, explain:
s Ii electronic NDA, does it follow the Guidance? YES _NO N/A

If an electronic NDA: all certifications must be in paper and require a signature.
« If Common Techinical Document, does it follow the guidance? YES NO N/A
e Patent information included with authorized signature? YES NO
¢ Exclusivity requested” YES; Ifyes, 3  vyears NO
Note: An applicant can receive exclusivity without requesting it, therefore, requesting exclusivity s not a
requirament.
¢ Correctly worded Debarment Certification included with authorized signature? YES NO

H foreign applicant, the U.S. Agent must countersign.

Dzbarment Certification must have correct wording, e.g.: “I, the undersigned, hereby certify that

Co. did not and will not use in any capacity the services of any person debarred under
section 306 of the Federal Food, Drug and Cosmetic Act in connection with the studies listed in Appendix
____.” Applicant may not use wording such as, “ To the best of my knowledge, ...."”

e Financial Disclosure included with authorized signature? YES NO
(Forms 3454 and/or 3455)
If foreign applicant, the U.S. Agent must countersign.
» Has the applicant complied with the Pediatric Rule for all ages and indications? ES NO
If no, for what ages and/or indications was a waiver and/or deferral requested:
e Field Copy Certification (that it ts a true copy of the
CMC technical section)? YES NO
Refer to 21 CFR 314.101(d) for Filing Requirements
PDUFA and Action Goal dates correct in COMIS? YES NO
If not. have the document room staff correct them immediately. These are the dates EES uses for calculating

inspection dates.

Drug name/Applicant name correct in COMIS? If not, have the Document Room make the corrections.

List referenced IND numbers: 50,489

End-of-Phase 2 Meeting? Date  11/10/1999 NO

If yes, distribute minutes before filing meeting.

Pre-NDA Meeting(s)? - Date(s) 12/9/00 NO
If yes. distribute minutes before filing meeting.

Versiou: 3/27/2002



NDA 21-351

NDA Regulatory Filing Review
: Page 3

Project Management

Copy of the labeling (PI} sent to DDMAC? YES NO
Trade name (include labeling and labels) consulted to ODS/Div. 'of Medication Errors and Technical Support?
YES NO
MedGuide and/or PPI consulted to ODS/Div. of Surveillance, Research and Communication Support?
YES NO N/A
OTC label comprehension studies, PI & PP consulted to ODS/ Div. of Surveillance, Research and
Communication Support? YES NO NA
Advisory Committee Meeting needed? YES, date if known NO
Clinical

e If a controlied substance, has a consult been sent to the Controlled Substance Staff?

YES NO  NA
Chemistry
¢ Did sponsor request categorical exclusion for environmental assessment?  YES NO
If no, did sponsor submit a complete environmental assessment? YES NO N/A
If EA submitted, consulted to Nancy Sager (HFD-357)7 YES NO  N/A
¢ Establishment Evaluation Request (EER) package submitted? YES NO
s Parenteral Applications Consulted to Sterile Products (HFD-805)? YES NO N/A

If 505(b)(2), complete the following: N/A

Describe the change from the listed drug(s) provided for in this (b)(2) application (for example, “This

application provides for a new indication, otitis media” or “This application provides for a change in dosage
form, from capsules to solution™).

Name of listed drug(s) and NDA/ANDA #:;

Is the application for a duplicate of a listed drug and eligible for approval under section 505(;)?
(Normally, FDA will refuse-to-file such applications.)

YES NO

Is the extent to which the active ingredient(s) is absorbed or otherwise made available to the site of action less
than that of the reference listed drug (RLD)?

If yes, the application must be refused for filing under 314.54(b)(1) YES NO

Is the rate at which the product’é active ingredient(s) 15 absorbed or otherwise made available to the site of
action unintentionally less than that of the RLD?

YES NO
If yes, the application must be refused for filing under 314.54(b)(2)

Version: 3/27/2002



NDA 21-351
NDA Regulatory Filing Review
Page 4

Which of the following patent certifications does the application contzin? Note that a patent certification must
contain an authorized signature.

21 CFR 314.50(0)(D{1{(AX1): The patent information has not been submitted to FDA.
21 CFR 31450 1Y{(1){A)2): The patent has expired.
21 CFR 314,50} 1)(1)(AX3): The date on which the patent will expire.

21 CFR 314.50()(1)(1)(A)(4): The patent is invalid, unenforceable, or will not be infringed by
the manufacture, use, or sale of the drug product for which the application is submitted.

If filed, and if the applicant made a “Paragraph IV certification {21 CFR
314.500)(1)(i)(A)(4)], the applicant must submit a signed certification that the patent holder
was notified the NDA was filed [21 CFR 314.32(b)]. Subsequently, the applicant must submit
documentation that the patent holder(s) received the notification ([21 CFR 314.52(e)].

21 CFR 314.50(1)(1}(11}: No relevant patents.

21 CFR. 314.50(1)(1)(ii1): Information that is submitted under section 505(b) or (c) of the act and
21 CFR 314.53 is for a method of use patent, and the labeling for the drug product for which the
applicant is seeking approval does not include any indications that are covered by the use patent.

21 CFR 314.54(a)(1)(iv): The applicant is seeking approval only for a new indication and not
for the indication(s) approved for the listed drug(s) on which the applicant relies.

Did the applicant:

¢ Identify which parts of the application rely on information the applicant does not own or to which the
applicant does not have a right of reference?

YES NO
¢ Submit a statement as to whether the listed drug(s) identified has received a period of marketing
exclusivity? .
YES NO
» Submit a bioavailability/bioequivalence (BA/BE) study comparing the proposed product to the listed
drug?
YES NO
Has the Director, Div. of Regulatory Policy II, HFD-007, been notified of the existence of the (b}2) application?

YES NO

Version: 3/27/2002



NDA 21-351
NDA Regulatory Filing Review
Page 5

ATTACHMENT

MEMO OF FILING MEETING (DATED 10/21/02)

APPEARS THIS WAY
ON GRIGINAL

APPRRRS THIS WAY
BN NRIn Ay

Version: 3/27/2002



NDA 21-351
NDA Regulatory Filing Review
Page 6

Meeting Minutes
Date: October 21, 2002 Time 11:00 AM - 12:00 PM  Lecation: PKLN; 17B-43
NDA: 21,351 Drug: Oxytrol {oxybutynin transdermal system)
Indication: Overactive bladder
Sponsor: Watson Laboratories
Type of Meeting: Filing Meeting
Meeting Chair: Mark Hirsch, M.D.
Meeting Recorder: Jean King, M.S., R.D.
FDA/CDER/DRUDP Attendees:

Mark Hirsch, Medical Team Leader, Division of Reproductive and Urologic Drug Products (DRUDP)

DJ Chatterjee, Ph.D., Biopharmaceutics Reviewer, Office of Clinical Pharmacology and Biopharmaceutics (OCPB) @
DRUDP (HFD-580)

Sue Jane Wang, Ph.D., Statistician Team Leader, Division of Biometrics I (DBII0} @ DRUDP (HFD-580)
Ashok Batra, Medical Officer, DRUDP (HFD 580)

George Lyght, Project Manager, DRUDP (HFD 580)

Jennifer Mercier, Regulatory Health Project Manager, DRUDP (HFD 580)

Rajiv Agarwal, Chemist, Division of New drug Chemistry I (DNDCII) @ DRUDP (HFD-580)

Meeting Objective: To discuss the fileability of this resubmission to the sponsor’s Not Approvable letter
dated March 26, 2002.

Issues Discussed/Decisions Made:

Clinical:
« This application is fileable; all deficiencies in the Not Approvable letter have been addressed in this
resubmission.
The sponsor has withdrawn —— irom the application.

» The sponsor did not demonstrate a significant reduction in urinary frequency in study 099009, a
secondary endpoint that FDA described as “clinically important” in establishing efficacy for treatment
of OAB. Re-analysis of this same trial still does not support statistical significance for micturation
frequency.

s The sponsor provided a reanalysis of the data in Q009009 study to account for certain diary
transcription errors.

s The sponsor provided additional data on skin irritation of Oxytrol 3.9 mg/day.

» The sponsor provided an entircly new phase 3 report: O00011.

Statistics:
e This application 1is fileable.
« The sponsor has submitfed a new Integrated Summary of Efficacy (ISE) for this resubmission.

« From a cursory review of the data, it seems that the sponsor still did not demonstrate significant
reduction in urinary frequency in study 099009.

¢ Electronic datasets for new study (C00011) and re-analysis of old study (099009) were submitted and
are acceptable for review.

Version: 3/27/2002
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Clinical Pharmacology and Biopharmaceutics:
e This application is fileable.

¢ The sponsor submitted an additional PK/PD study for safety only.
s A briefreview 15 expected.

Chemistry:
¢ This application is fileable.

e The only chemstry issues are package insert, carton and container labeling; the sponsor has submitted
the carton label for review. Carton and container labels have already been sent to DMETS for consult.

Action Items:

» The PDUFA Goal Date is February 28, 2003; the action package should be to the Division Director by
February 21, 2003; to the Medical Officer Team Leader by February 7, 2003.
» Dr. Batra will be completing the Financial Disclosure review.

e Dr. Batra will pick clinical sites for inspection by DSI. PM will then send a consult to DSIL.

\
pPEARS THIS WA
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Teleconference Minutes

NDA: 21,351 Drug: Oxytrol (oxybutynin transdermal system 3.9 mg/day)

Date: February 21, 2003 Time 10:45 AM - 11:00 AM

FDA/CDER/DRUDP Attendees:

Mark Hirsch, Medical Team Leader, Division of Reproductive and Urologic Drug Products
(DRUDP)
Jean King, Project Manager DRUDP (HFD-580).

Watson Laboratories, Inc. Attendees:
David Campbell, Manager, Regulatory Affairs

Greg Torre, Vice President of Regulatory Affairs

Background: FDA phoned Watson to discuss Watson’s comments to the Division’s annotated
PPI faxed to Watson Laboratories on February 19, 2003.

Issues discussed/Decisions Made:

1. Mr. Campbell and Mr, Torre presented the following edits to the Patient Package Insert (PPI)
for discussion and concurrence from Dr. Hirsch on behalf of the Division:

e Issue 1: On Page 1, paragraph | under “Oxytro!” section, change from:

Change To: Read L _ 1+ this information carefully you begin treatment. Read the
information . Wwhenever you get more medicine; there may be something new.

Response: Dr. Hirsch concurred with the proposed edit; a final review of Watson’s

annotated PPI will be made upon receipt of expected faxed submission (Watson will
submit a hard copy to the NDA for archival purposes).

s Issue 2: On Page 1, paragraph 2 under “What is Oxytrol” section, correct
typographical error of “onself” to “oneself”.

Response: Dr. Hirsch concurred.

o Issue 3: On Page 1, paragraph 3 under “What is Oxytrol” section, change from
to “tablets” in the last sentence.

Response: Dr. Hirsch concurred.




¢ Issue 4: On Page 3, Under “What should I avoid while using Oxytrol” section, Watson
suggests deleting the following sentence as it is reiterated in similar language under
“What are the possible side effects of Oxytrol” section on page 4. Delete:

Response: Dr. Hirsch concurred.

s Issue 5: On Page 3, Under ™ — section, Watson
suggests modifying the following sentence to reduce unnecessary calls to physician:

(i o

Change to: If —————miialion ___continues, tell your doctor.

-

Response: Dr. Hirsch concurred.

e Issue 6: On Page 5, Paragraph 2 under “How should I use Oxytrol” section, change from:

Change to: You may wishto === gy - different locations when using
OXYTROL to find the locations that are most comfortable for you and where clothing
will not rub against it.

Response: Dr, Hirsch concurred.
e Issue 7: On Page 6, paragraph 1 under first set of illustrations, change from:

Each patch is sealed in its own protective pouch. When vou are ready to put on the

OXYTROL patch, — _pouch and remove the patch. Apply the patch to your
kin tight away. Do not keep or st — _outside the sealed pouch,

Change to: Each patch is sealed in its own protective pouch. When you are ready to put
on the OXYTROL patch, .- tear open the pouch and remove the patch. Apply the

patch to your skin right away. Do not keep or store the . patch outside the sealed
pouch. ‘

Response: Dr. Hirsch concurred.
. 7[’—/’/ .

Chénge to: Touching the " adhesive may cause # the patch to fall off early.
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12/21/2003 13:13 FAX 8015886232 Watson Regulatory idool

@Watson Laboratories-Utah

417 Wakara Way, Salt Lake City UT 84108 / Phone (801) 588-6200 / FAX (801) 588-6232

FAX

PAGE1OF 6
TO: Jean King
FDA /CDER /DRUDP
1 FAX: (301) 827-4267

FROM: John W.Smith Direct phone: 801 588 6377 e-mail:
john.smith@watsonpharm.com

DATE: 2003-02-21
Subject: | NDA 21-351 (Oxytro)
Ms. King:

Following this cover page, y‘bu will find our final patient information insert for Oxytrol. We will
also send a hard copy of this submission to the NDA.

Best regards,

Lo o

John W. Smith
Associate Director, Regulatory Affairs

APPEARS THIS WAY
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ﬂ WATSON Laboratories, Inc.

idoo2

A Subsidiary of Watson Pharmoceuticals, Inc.

21 February, 2003

Daniel Shames, M.D., Director :
Division of Reproductive and Urologic Drug Products

(HFD-580)

Center for Drug Evaluation and Research Amendment to a Pending
Document Room 17B-20 Application

U.S. Food and Drug Administration.

5600 Fishers Lane

Rockville, MD 20857

RE:  NDA #21-351: OXYTROL™ oxybutynin transdermal system 3.9 mg/day.
Amendment to a Pending Application: Final Draft Patient information Insert
" Dr. Shames: ' '

Watson is hereby submitting the final draft patient information insert. The content of this

insert was discussed and agreed upon with Dr. Mark Hirsch representing DRUDP in a
teleconference on February 21, 2003.

If you have any questions about the information provided, please contact me by phone at
- 973-355-8159 or by fax at 973-355-8582.

Sincerely,

yéu.;;_,A o e

David L. Campbeli, R.A.C.
Manager, Regulatory Liaison
U.s. Prqprietaxy Products

APPEARS THIS WAY
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Teleconference Minutes

NDA: 21,351 Drug: Oxytrol (oxybutynin transdermal system 3.9 mg/day)
Date: February 14, 2063 Time 1:05 PM - 1:20 PM

FDA/CDER/DRUDP Attendees:

Mark Hirsch, Medical Team Leader, Division of Reproductive and Urologic Drug Products (DRUDP)
Jean King, Project Manager DRUDP (HFD-580).

Watson Laboratories, Inc. Attendees:
David Campbell - Manager, Regulatory Affairs

Background: FDA phoned Watson Laboratories. The teleconference was initiated at the request of Dr.
Hirsch to discuss receipt of Watson’s revised PI faxed to the Division on February 13, 2003.

Issues discussed/Decistons Made:

1. Dr. Hirsch conveyed the following additional Division comments to Mr. Campbell regarding
Watson's revised Package Insert (P1) dated 2/13/03:

Issue 1: In Figure 2 on page 3 and Figure 4 on page 5 of the PL clarify in the title of each figure
the abbreviation “Cp” used on the Y-axis as follows:

Figure 2: Average plasma oxybutynin concentrations (Cp) in 24 healthy male and female

volunteers during single-dose application of OXYTROL 3.9 mg/day to the abdomen, buttock,
and hip (System removal at 96 hours). '

- Figure 4: Average plasma concentrations (Cp) measured after a single, 96-hour application of the
OXYTROL 3.9 mg/day system (AUC;,/96) and a single, 5 mg. oral immediate-release dose of
oxybutynin chloride (AUC,/8) in 16 healthy male and female volunteers.

Respense: Mr. Campbell concurred with proposed edit on behalf of Watson Laboratories.

o Issue 2: In Table 4 on page 8 of the P, add “(Study 2)” to title to clarify referenced protocol as
follows: ' :

Table 4: Mean and median change from baseline to end of treatment (Week 12 or last observation

carried forward) in incontinence episodes, urinary frequency, and urinary void volume in patients
treated with OXYTROL 3.9 mg/day or placebo for 12 weeks (Study 2).

Response: Mr. Campbell concurred with proposed edit on behalf of Watson Laboratories.

Issue 3: Under the Clinical Pharmacology section on page 2 of the P, revise the third sentence as
follows:

Change Frem: p

/

APPEARS THIS WAY
ON ORIGINAL



Change To: “In patients with conditions characterized by involuntary by detrusor contractors,
cystometric studies have demonstrated that oxybutynin increases maximum urinary bladder
capacity and increases the volume to first detrusor contraction.”

Response: Mr. Campbell concurred with proposed edit on behalf of Watson Laboratories.

Issue 4: Under the Special Populations section on page & of the P, delete the ——  I0the
Geriatric statement as follows:

Special Populations
Geriatric: The pharmacokinetics of oxybutynin and N-desethyloxybutynin were sumilar in all
patients studied ——

Response: Mr. Campbell concurred with proposed edit on behalf of Watsen Laboratories.
Additionally, Mr. Campbell agreed to send via fax to the Division {(and hard copy submssion to
NDA) their revised PI with a cover letter stating that the PI constitutes their final P based on
discussions held with the Division.

Dr. Hirsch informed Mr. Campbet! that the Division would proceed with its ongoing review of
the Patient Package Insert (PP1).

APPEARS THIS WAY
ON ORIGINAL
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Teleconference Minutes

NDA: 21,351 Drug: Oxytrol (oxybutynin transdermal system 3.9 mg/day)

Date: February 13, 2003 Time 12:00 PM - 12:15 PM

FDA/CDER/DRUDP Attendees:

Mark Hirsch, Medical Team Leader, Division of Reproductive and Urologic Drug Products
(DRUDP)

Ashok Batra, Medical Officer, DRUDP (HFD 580)
Jean King. Project Manager DRUDP (HFD-580).

VWatson Laboratories, Inc. Attendees:
David Campbell - Manager, Regulatory Affairs

Background: FDA phoned Watson Laboratories. The teleconference was ininated at the request
of Mr. Campbell.

Issues discussed/Decisions Made:

1. Mr. Campbell confirmed receipt of the Division’s comments on Watson Labrotories’
proposed Package Insert (PI) for Oxytrol. Mr. Campbell requested clarification of the
Division’s edits to their original Table 5 on page 14 of the Division’s February 12, 2003 fax,
which now presents the information in two separate tables (Tables 5 and 6).

e Question 1: In the new Table 6, the Placebo N equals — Watson Laboratories reviewed
their data and confirmed that the N should remain 117. Please clarify.

Response: Yes. The Placebo N should remain 117;

Question 2: Why does the Division propose to separate the information provided in
Watson’s proposed —

Question 3: In Watson’s proposed Table 5, ———————  was listed.

However, in the Division’s proposed Table 6, ~——
Please clanify.

— was omitted.

APPEARS THIS WAY
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Question 4; Watson had provided revised text for the “Adhesion” section of the label in
response to faxed comments from the Clinical Pharmacology and Biopharmacuetics
reviewer (sent on 2/05/03). The revised text does not appear in the Division’s proposed
label changes. Please clanfy.

Response: The label sent to Watson contain the DRUDP-preferred Adhesion Text.
Watson may submit any proposed text changes to the Adhesion section in response to
vesterday’s faxed complete Division edits.

Question 5: Mr. Campbeli asked clarification on expected further iabel reviews.

Response: The Division will review Watson’s complete response to the P1, which should
include an updated annotated PI. Any annotations should be included in a cover letter to
facilitate the Division’s review. Once a final Pl is mutually agreed upon, the Division will
complete its ongoing review of the patient package insert (PPI) and will forward
compiled review comments.

APPEARS THIS WAY
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_{: DEPARTMENT OF HEALTH & HUMAN SERVICES

3
4.
Teero

Public Heailth Service

Food and Drug Administration
Rockvilte, MD 20857

NDA 21-351

Waison Laboratories, Inc.
Attention: David Campbeli

417 Wakara Way APPEARS THIS WAY
Salt Lake City, UT 84108-1255 NN QRIGINAL

Dear Mr. Campbell:

Pleasz refer to vour August 29, 2002 new drug application (NDA) submitted under section

305(2) of the Federal Food. Drug, and Cosmetic Act for Oxytrol (oxybutynin) transdermal
system. 5.9 mg day.

We are reviewing the Patient Package Information (PPI) section of your August 29, 2002
submission and have the following attached labeling edits. We request a prompt written
response to the attached labeling edits in order to continue our evaluation of your NDA.

{f you have any questions, call Jean King, M.S., R.D., Regulatory Project Manager, at
301- 827- 4260.

Sincerely,

{See appended electronic signature puge}

Daniel Shames, M.D.
Division Director

Division of Reproductive and Urologic Drug
Products

Office of Drug Evaluation III .
Center for Drug Evaluation and Research

Cc: Enclosure
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14 February, 2003

Daniel Shames, M.D., Director
Division of Reproductive and Urologic Drug Products

(HFD-380)

Center for Drug Evaluation and Research Amendment to a Pending
Docurrzent Room 17B-20 Application

U.S. Food and Drug Administration

5600 rishers Lane
Rockylle, MD 20857

RE: NDA #21-351: OXYTROL™ oxybutynin transdermal system 3.9 mg/day.
Amendment to a Pending Application: Final Draft Package Insert

Dr. Shames:

Watscn is hereby submitting the final draft package insert. The content of this label was

agreed upon between Watson personnel and Dr. Mark Hirsch representing DRUDP in a
teleconference on February 14, 2003.

If you have any questions about the information provided, please contact me by phone at
973-355-8159 or by fax at 973-355-8582.

Sincerely,

OZ( A L A pee

David L. Campbell, R.A.C.
Manager, Regulatory Liaison
U.S. Proprietary Products
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»
e

- Food and Drug Administration
' Rockville MD 20857

Charles F. Whate, M.D.

Coastal Clinical Research, Inc. _
100 Memorial Hospital Drive FEa 13 03
Annex Building, Suite 3-B

Mobijle, Alabama 36608"

Dear Dr. White:

Between January 13 and 15, 2003, Ms. Dana M. Daigle and Mr. Matthew B. Thomaston,
representing the Food and Drug Administration (FDA), conducted an investigation and met with
you to review your conduct of a clinical investigation (Protocol #000011, entitled: “A Multi-
Center, Randomized, Double-Blind, Placebo-Controlied Study Comparing Oxybutynin
Transdermal Systems versus Tolterodine Long Acting Capsules in Patients with Overactive
Bladder") of the investigational drug oxybutynin chloride. performed for Watson Laboratories,
Inc. This inspection is a part of FDA’s Bioresearch Monitoring Program, which includes
inspections designed to monitor the conduct of research and to ensure that the rights, safety, and
welfare of the human subjects of those studies have been protected.

From our review of the establishment inspection report and the documents submitted with that
report, we conclude that, except for minor recordkeeping deficiencies that were discussed with
you during the inspection, you adhered to the applicable statutory requirements and FDA
regulations governing the conduct of clhinical investigations and the protection of human subjects.

We appreciate the cooperation shown Investigators Daigle and Thomaston during the inspection.
Should you have any questions or concerns regarding this letter or the inspection, please contact

Khin Maung U, M.D., Branch Chief, Good Clinical Practice 1, by letter at the address given
below.

Sincerely yours,

s(
/
Antoine El-Hage, Ph.D.
Associate Director
Good Chimical Practice Branch I & II, HFD-46/47
Division of Scientific Investigations
Office of Medical Policy
Center for Drug Evaluation and Research
7520 Standish Place, Room 125
Rockville, MD 20855




Page 2 - Charles F. White, M.D.

FEI: 3001237223

Field Classificatton: NAI
Headquarters Classification:
__DNAI

_X__ 2)VAI- no response required
___ 3)VAI- response requested
 _4HO0AI

No Form FDA 483 was issued and minor deficiencies were discussed with the principal
investigator.

ce:

HFA-224

HFD-580 Doc.Rm. NDA #21-351
HFD-580 Division Director

HFD-580 MO Batra

HFD-580 PM Mercier—  AS™)
HFD-46/c/t/s/ GCP File #10804

HFD-46 Blay

HFD-47 Hajanan

HFR-SE450 Herd

HFR-SE450 BIMO Monitor Michael Roosevelt
HFR-SE4550 Field Investigator Daigle
HFR-SE3565 Field Investigator Thomaston
GCF-1 Seth Ray

F/t: sg:2/12/03

r/d:GRH:2/10/03

OAGRHAWHITE NAIL.DOC
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Reviewer's Note to Review Division's Medical Officer

Twenty-nine subjects were screened. Twenty-three subjects were randomized. Five subjects
were terminated. Two subjects withdrew consent, one subject was terminated due to
exclusionary medication and post-void residual volume >150 mL, one subject was lost to follow

up and one subject due to worsening back pain. The records of 8 subjects were reviewed in
detail.

No significant deficiencies were noted. Several minor deficiencies were discussed with the
prinicipal investigator. Although the protocol excluded subjects with a post-void volume of >
150 mL, subject 4506 was enrolled and dispensed the study drug. One source document (ECG
strip) was missing; several subjects did not sign the current version of the informed consent; and

the handwriting of one subject's diaries was inconsistent, implying that someone other than the
subject filled out the diary.

In summary, no significant deficiencies were noted and no Form FDA 483 was issued. The data

from subjects at this site can be used for evaluation of Protocol 000011 submitted in support of
NDA 21-351for review by FDA. '
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L T0: Jean King, Regulatoty Project Manager
i FDA / CDER / DRUDP

P EAX: (301) 827-4267

' FROM: John W. Smith  Direct phone: 801 588 6377 e-mait:
john.smith@watsonpharm.com

DATE: 2003-02-13

{ Subject: | NDA 21-351: Oxytrol

Ms. King:

Following this cover page, ﬁlease find Watson's response to your fax of February 12. We will -
send a hard copy of this response to the NDA.

Best regards,

(A A

ohn W. Smith
Associate Director, Regulatory Affairs
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EFDA proposed Table 6 from the Adverse Reactions Séétion on page 14 of Febru ary'
12, 2003 fax:

Adverse Event* Placebo OXYTROL (3.9 mg/day)
(N= — N=121)
N Yo N %
Application site pruritis 5 4.3% 17 14.0%
Application site erythema 2 1.7%- 10 8.3%
Dry mouth 2 1.7% 5 4.1%
Constipation 1] 0.0% 4 3.3%
Application site rash 1 0.9% 4 313%
Application site macules 0 0.0% 3 2.5%
Abnormal vision 0 0.0% 3 2.5%

Watson proposed Table 6 with editorial changes:

Adverse Event* Placebo OXYTROL (3.9 mg/day)
M= —L17) N=121)
N Yo N Yo

Application site pruritis 5 4.3% 17 14 0%
Application site erythema 2 1.7% i0 83% |
Dry mouth 2 1.7% 5 4.1%
Constipation 0 0.0% 4 3.3%
Application site rash 1 0.9% 4 C o 3.3%
Application site macules 0 0.0% 3 2.5%
Abnormal vision 0 0.0% 3 2.5%

In all other cases, we have accepted your changes. A revised package insert is included,
with deleted text indicated by strikeout and added text indicated by QMQ@

If you have any questions about the information provided, please contact me by phone at
973-355-8159 or by fax at 973-355-8582.

Smcerely,

QZLLJ. dc,_;_\ Pz Dec

David L. Campbell, R.A.C. ‘
Manager, Regulatory Ligison _APPEARS THIS WAY
U.S. Proprietary Products ON ORIGINAL




|2 Page(s) Withheld

§ 552(b)(4) Trade Secret / Confidential

§ 552(b)(5) Deliberative Process

/ § 552(b)(5) Draft Labeling




Food and Drug Administration
r Center for Drug Evaluation and Research

Office of Drug Evaluation ODE 111

FACSIMILE TRANSMITTAL SHEET

DATE: February 12, 2003

To: David Campbell From: Jean King

Company: Watson Laboratories Division of Division of Reproductive
and Urologic Drug Products

Fax number: 973-355-8582 Fax number: 301-827-4267

Phone number: 973-355-8159 Phone number: 301-827-4260

Subject: NDA 21-351 Label Comments
Total no. of pages including cover;

Comments: Please find attached an IR letter pertaining to our ongoing label review for NDA
21.351.

Document to be mailed: XYES NO

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT
IS ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED,

CONFIDENTIAL, AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE
LAW. '

If you are not the addressee, or a person authorized to deliver this document to the addressee,
vou are hereby notified that any review, disclosure, dissemination, copying, or other action
based on the content of this communication is not authorized. If you have received this
document in error, please notify us immediately by telephone at (301) 827-4260. Thank you.
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) _/(c DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

-,
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Trerg

Food and Drug Administration
Rockville, MD 20857

NDA 21-351 INFORMATION REQUEST LETTER

Watson Laboratories, Inc.

Attention: David Campbell

417 Wakara Way APPEARS THIS WAY
Salt Lake City, UT 84108-1255 ON ORIGINAL

Dear Mr. Campbell:

Plezse refer to your August 29, 2002 new drug application (NDA) submitted under section

503(b) of the Federal Food, Drug, and Cosmetic Act for Oxytrol (oxybutymn) transdermal
svstem, 3.9 meg/day.

We are reviewing the Labeling section of your August 29, 2002 submission and have the
following attached labeling edits. We request a prompt written response to the attached labeling
edits in order to continue our evaluation of your NDA.,

If you have any questions, call Jean King, M.S_, R.D., Regulatory Project Manager, at
301- 827- 4260.

Sincerely.

{See appended electronic signature pagel

Daniel Shames, M.D.

Division Director

Division of Reproductive and Urologic Drug
Products

Office of Drug Evaluation I

Center for Drug Evaluation and Research

Cc: Enclosure

APPEARS THIS WAY
ON ORIGINAL




91 Page(s) Withheld

§ 552(b)(4) Trade Secret / Confidential

§ 552(b)(5) Deliberative Process

/ § 552(b)(5) Draft Labeling




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

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

fani=1 A. Shames
2/26/03 06:03:19 PM

APPEARS THIS WAY
ON ORIGINAL

APPEARS THIS WAY
ON ORIGINAL




Food and Drug Administration

Center for Drug Evaluation and Research
r ] Office of Drug Evaluation ODE 111

FACSIMILE TRANSMITTAL SHEET

DATE: February 5, 2003

To: David Campbell From: Jean King

Company: Watson Laboratories Division of Division of Reproductive
and Urologic Drug Products

Fax number: 801-583-6042 Fax number: 301-827-4267

Phone number: 801-558-6200 Phone number: 301-827-4260

Subject: NDA 21-351 Label Review Initial Comments
Total no. of pages including cover: 3

Comments: Per your request, please find attached a copy of the January 30, 2003 IR letter
pertaining to our ongoing label review for NDA 21,351.

Document to be mailed: YES NO

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT
IS ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED,

CONFIDENTIAL, AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE
LAW. gy

If you are not the addressee, or a person authorized to deliver this document to the addressee,
you are hereby notified that any review, disclosure, dissemination, copying, or other action
based on the content of this communication is not authorized. If you have received this
document in error, please notify us immediately by telephone at (301) 827-4260. Thank you.

APPEARS THIS WAY
ON ORIGINAL




_{: DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

g3
h

Food and Drug Administration
Rockville, MD 20857

NDA 21-35] INFORMATION REQUEST LETTER

Watson Laboratories, Inc.

Attention: David Campbell

417 Wakara Way

Salt Lake City, UT 84108-1255 APPEARS THIS WAY

ON ORIGINAL
Dear Mr. Campbell:

Please refer to your August 29, 2002 new drug application (NDA) submitted under section

505(b) of the Federal Food, Drug. and Cosmetic Act for Oxytro! (oxybutynin) transdermal
system, 3.9 mg/day.

We also refer to your submission dated December 19, 2002 in response to our request for color
mockups of the primary and secondary packaging materials. We are reviewing the Chemistry,
Manufacturing and Controls, as well as the Division of Medication Errors and Technical Support
sections of your submission and have the following comments and information requests.

1) The ~— : ; is distracting and obscures the ™
in the proprietary name. Delete the S —

2.) Delete the

Please include these changes in your submission of anticipated final color mockups of the

primary and secondary packaging materials. We request a prompt written response in order to
continue our evaluation of your NDA.

If you have any questions, call Jean King, Regulatory Project Manager, at 301-827-4260.

Sincerely,

Moo-Jhong Rhee, Ph.D.
Chemistry Team Leader, for the
Division of Reproductive and Urologic Drug
AY Products, HFD-580
APPEAHS THISW DNDC {1, Office of New Drug Chemistry
ON GRlG\N AL Center for Drug Evaluation and Research
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Food and Drug Administration
r Center for Drug Evaluation and Research

Office of Drug Evaluation ODE I1I

FACSIMILE TRANSMITTAL SHEET

DATE: February 5, 2003

To: David Campbell From: Jean King

Company: Watson Laboratories Division of Division of Reproductive
and Urologic Drug Products

Fax number: 801-583-6042 Fax number: 301-827-4267

Phone number: 8801-558-6200 Phone number: 301-827-4260

Subject: NDA 2i-351 Label Review Initial Comments
Total no. of pages including cover: 2

Comments: Please find below an information request from our ongoing label review for NDA

21,351. An immediate response is requested.

Document to be maifed: YES NO

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT
1S ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED,

CONFIDENTIAL, AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE
LAW.

If you are not the addressee, or a person authorized to deliver this document to the addressee,
you are hereby notified that any review, disclosure, dissemination, copying, or other action
based on the content of this communication is not authorized. If you have received this

document in error, please notify us immediately by telephone at (301) 827-4260. Thank you.

APPEARS THIS WAY
ON ORIGINAL




The Division’s recommendation pertains to the following section written in your proposed package
insert:

Watson Laboratories current proposed text:

The Clinical Pharmacology and Biopharmaceutics reviewer requests that you complete the
following recommended revised text by replacing the blanks (represented by # symbols) with the
correct information (i.¢., the numbers and provide the source of the numbers, annotation, et¢.).

Division’s Recommended Text Changes:

Adhesion

Adhesion was penodically evaluated during the Phase ITf studies. Of the == JXYTROL
applications in the Phase Il trials, ~— were observed at clinic visits to have became completely
detached and ™~ became partially detached during routine clinic use. Similar to the
pharmacokinetic studies, > . of the systems applied in the Phase III studies were assessed as
being >75% attached and thus would be expected to perform as anticipated.

If vou have any questions, please notify me immediately at 301-827-7270.

Jean King, M.S., R.D.
Regulatory Project Manager
FDA/CDER/

Division of Reproductive and Urologic Drug Products
5600 Fishers Lane

Rockville, MD 20857

APPEARS THIS WAY
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King, Jean

From: King, Jean
Sent: Thursday, January 30, 2003 11:58 AM

To: 'DCampbell@Watsonpharm-FDA.COM'
Subject: RE: Oxytrol - Color Mockups
HI David,

| can not find the patient insert {label) word document in my files of email correspondences. Would you take a
minute 1o resend this to me today. Thank you. Jean

-----0riginal Message-----

From: DCampbell@Watsonpharm-FDA.COM [mailto:DCampbell@Watsonpharm-FDA.COM]
Sent: Thursday, December 19, 2002 2:36 PM

To: King, Jean

Subject: RE: Oxytrol - Color Mockups

Jean,

I've attached the requested fites.

APPEARS THIS WAY
Best Regards, ON ORIGINAL

David

"King, Jean™ <KINGJE@CDER.FDA.GOV>
Tor "DCampbell@Watsonpharm-FDA.COM™ <DCampbell@Watsonpharm-FDA.CC

Cc:

12/18/2002 12:04 PM Subject: RE: Oxytrol - Caolor Mockups

HI David,

I left you a vm regarding the final mock-ups for Dr. Agarwal. While you get the requested two copies
in the mail, can you send a pdf file of the carton so the DMETS reviewer can get started with it.
thanks again, jean

----- Original Message-----

From: DCampbell@Watsonpharm-FDA.COM [mailto:DCampbell@Watsonpharm-FDA.COM]

Sent: Wednesday, December 18, 2002 10:45 AM

To: kingje@cder.fda.gov

Subject: Oxytrol - Color Mockups

Jean,

As we discussed in the teleconference last week, we are in the process of changing the artwork for
the Oxytrol packaging materials. This process is not quite as far along as | thought. We do have
color mockups, but they contain some additional information that can't be removed at this stage.
I've attached an example of the pouch mockup for you to take a lock at. if this is acceptable, | can
send the copies to you today. Otherwise, it will likely be next week.

2/11/2003




e e s ———————

Pagc2o0t?2

Best Regards,

David

APPEARS THIS WAY
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From: King, Jean
Sent: Thursday, January 02, 2003 1:52 PM
To: ‘DCampbeli@Watsonpharm-FDA.COM’

Subject: RE: NDA 21-351 - Stat Reviewer's Request
Hi Davic,

| will check with Sue Jane on her availability and get back to you with time and date. On another topic that | need
to ask for Dr.. Agawarl, do you have final or near final patient and physician package inserts available that you
can send us {we received the four desk copies of color mock-ups for label-thank you again for sending these. Do

you have a better sense of when the final mock-ups wili be available?) thank you again.
Jean

From: DCampbell@Watsonpharm-FDA.COM [mailto:DCampbell@Watsonpharm-FDA.COM]
Sent: Thursday, January 02, 2003 1:47 PM

To: kingje@cder.fda.gov

Subject: NDA 21-351 - Stat Reviewer's Request

Jean,

We're close to having the SAS programs that Dr. Wang requested. Our Statisticians would like to
have a teleconference with her {0 discuss these programs and the discrepancies that she indicated
she found. Would it be possible to set up a telecenference for this afternoon or tomorrow morning?

Thanks and Best Regards,

David APPEARS THIS WAY
ON ORIGINAL

APPEARS THIS WAY
ON ORIGINAL
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Office of Drug Safety

Memo

To: Daniel Shames, MD
Director, Division of Reproductive & Urologic Drug Products

HFD-580

From: Kevin Dermanoski, RPh
Safety Evaluator, Division of Medication Errors and Techmical Support
HFD-420

IS WAy
'RINAL

Through: Demnuse P. Toyer, PharmD
Team Leader, Division of Medication Errors and Technical Support

HFD-420

APPEARS TH
0N 6

Carol Holquist, RPh
Deputy Director, Dhvision of Medication Errors and Technical Support

HFD-420
CC: Jean King
Project Manager, Division of Reproductive & Urologic Drug Products
HFD-580
Date: January 2, 2003
Re: QDS Consult 00-0327-1; Oxytrol (Oxybutymn Transdermal System); NIDA 21-351

This memorandum is in response to a September 12, 2002 request from your Division for a re-review of the
proprietary name, Oxytrol. In our consult dated May 1, 2001(ODS Consult #00-0327), the Division of
Medication Errors and Technical Support (DMETS) did not have any objections to the use of the proprietary
name, Oxytrol. Since the initial review, DMETS identified three additional proprietary names with potential for
sound-alike and/or look-alike similarities with Oxytrol. These products are Ogestrel, Oxycet, and Axocet. See
Table-1 (page-2) for a side-by-side comparison of Oxytrol, Ogestrel, Oxycet, and Axocet. Although there are
sound-alike and/or look-alike similarities with these products, the differences in dosage strength, route and
frequency of administration, and formulation will minimize the potential tor medication errors due to name

confusion.




Table 1. Comparison of Oxytrol, Ogestrel, Oxycet and Axocet

Proprietary Name Oxytrol Ogestrel Oxycet Axocet*
Status Pending NDA Approved NDA Approved NDA ANDA
| Established Name | Oxybutynin Norgestrel/Ethinyl Acetamenophen/ Acetaminophen/
: Estradiol Oxycodone Butalbital
' Sponsor Watson Watson Mallinckrodt Savage (Distributor)
Indication Urinary incontinence Contraception Pain Pan
Dosage Strength Delivers 3.9 mg/day 0.5 mg/0.5 mg 500 mg/5 mg 650 mg/50 me
. How Supplied "Patient Calendar Box™ | Unit-of Use package | No longer marketed Bottles of
' {carton) containing either | containing 21 or 28 using this proprietary | 100 tablets.
{ 8 or 24 systems (patches) | tablets name.
. Usual Dose and | patch applied and 1 tablet 1-2 capsules 1-2 tablets
i Range replaced twice weekly.
Frequency of Twice Weekly Once Daily Every 4-6 hours oras | Every 4-6 hours or as
_ Administration needed. needed.
Route of TOPICAL (abdomen, ORAL ORAL ORAL
Administration hip, or buttocks)
Dosage formulation | TRANSDERMAL TABLET CAPSULE TABLET
PATCH

* Axocet is the proprietary name used by the Distributor Savage.

During the initial review, labels and labeling were not submitted to DMETS for review. Pouch labeling, carton
labeling, and insert labeling, were submitted to DMETS during this review; however, the container label and

patient information leaflet were not submitted. - DMETS has attempted to focus on safety issues relating to

possible medication errors during the review of the container labels and carton labeling of Oxytrol. We have

identified several areas of possible improvement.

A, GENERAL COMMENTS

1. The —_—

proprietary name. Delete the —_

1.2

1s distracting and obscures the

Relocate and decrease the prominence of the net quantity statement (i.e., Contains 24 transdermal system) to

¢nsure there is sufficient space between the expression of the strength and the net quantity statement.

[S¥]

each new system

ot

..'-—".

rotation of the site of patch application. Revise accordingly.

In the Information for Patients subsection, the wording: *“A new application site should be selected with
” should be revised to *

,8.” The original wording
may lead patients to think that they must select a site other than the abdomen, hip, or buttock for application.

The pouch labeling should also contain the patient instruction statement noted in Comment #3 regarding the

In summary, DMETS does not object to the use of the proprietary name, Oxytrol. However, we recommend
implementation of the label and labeling revisions outlined above. DMETS considers this a final review.
However, if the approval of the NDA is delayed beyond 90 days from the date of this review, the name along
with the labels and labeling must be re-evaluated. A re-review of the name before NDA approval will rule out
objections based upon approvals of other proprietary and or established names from this date forward.

If vou have any questions or need clarification, please contact the project manager, Sammic Beam at

301-827-3242.
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PHARMACIST

Denise Toyer
1/8/C3 02:18:26 PM
PHARMACIST
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Internal Meeting Minutes

NDA: 21,351 Drug: Oxytrol (oxybutynin transdermal system 2.6 mg and 3.9 mg/day)
Date: December 10, 2002 Time 11:00 AM - 12:00 PM
FDA/CDER/DRUDP Attendees:

Mark Hirsch, Medical Team Leader

Ashok Batra, Medical Officer APPEARS THIS WAY
Jean King, Project Manager ON ORIGINAL

Rajiv Agarwal, Chemist

Background: This was the 4-month internal team meeting to discuss status of ongoing reviews for this
resubmitted NDA.

Issues discussed/Decisions Made:

I Dr. Batra reported that his review was ongoing and progressing well. In summary, the most recent
study submitted for this NDA (Protocol 00001 1) showed that the Oxytrol TDS decreased
incontinence episodes three times daily as compared to twice daily in the placebo group. There
was statistical significance demonstrated (p = .01) for urinary incontinence. The variable, urinary
frequency, showed clinical significance, but not statistical significance (p = 0.1). However, in a
post-hoc analysis of a subgroup of patients who had 14 or more episodes of micturia per day,
statistical significant was demonstrated (p=.0036) for frequency reduction.

3]

In the submitted reanalysis of study 0099009, his review indicates that there is statistical
significance demonstrated for the efficacy of oxytrol TDS to decrease incontinence episodes as
well (p = .0265). In terms of the variable, urinary frequency, this 009909 study demonstrated

clinically significant difference between treatment and placebo groups; statistical significance is
still under review.

o

Dr. Agarwal reported that the CMC review had been completed with the first NDA submission in
March 2002. No additional information for CMC was included in this resubmission. A
teleconference is scheduled for December 12, 2002 to verify that the CMC submission remains
the same and to request most current mock-ups of pouch and carton label.

4. Outstanding items to be addressed:
a} Dr. Batra will complete the financial disclosure as part of his clinical review.

b) Dr. Batra will also determine the need for a DSI consult for select sites.

c¢) Jean will convey the following to the statistician, Sue Jane Wang: Has the requisite data requested
following the 3-month status meeting been made to and received from the sponsor?

d) Jean will convey the following to the clinical phanmacologist, Young Choi: what is the status of your
review and please provide an update on any issues from PK perspectives. Additionally, please keep

the team apprised of any issues (i.e., adhesion data) possibly raised from your review of the wear
study. '

APPEARS THIS WAY
ON ORIGINAL




e) The schedule for the next internal team meetings are:

Subject: Updated: NDA 21-351/0Oxytrol/5 month status meeting

When: Tuesday, January 07, 2003 11:00 AM-12:00 PM .

Where: CDER PKLN 17B43 Conf Room -AR

Subject: Updated: NDA 21-351/0Oxytrol/5.5 month status meeting

When: Tuesday, January 28, 2003 11:00 AM-12:00 PM. '

Where: CDER PKLN 17B43 Conf Room -AR APPEARS THIS WAY
f) Internal Team goal dates also discussed at this meeting include: ON CRIGINAL

February 1, 2003: begin label discussions with Watson Labs
February 7, 2003; Action packet to Team Leader, Dr. Mark Hirsch
February 21, 2003: Action packet to Director, Dan Shames

February 28, 2003: PDUFA Action packet due date

2} Dr. Agarwal and Jean King informed team that they will hold a teleconference with Watson
Laboratories to inquire.whether there was any additional CMC data expected for this NDA
submission and request hard copies of the final primary and secondary container label mock-ups (in
color) to complete the CMC review. Additional copies will also be requested for DMETS.

h) Jean King will convey the following statistical request from Sue Jane Wang: please submit the

computer program used to perform the RT-2 rank analysis (for the efficacy endpoint) for review.

APPEARS THIS WAY
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE

FOOD AND DRUG ADMINISTRATION

CENTER FOR DRUG EVALUATION AND RESEARCH

Date: December 20, 2001
From: Ashok Batra , M.D.
Medical Officer
Division of Reproductive and Urologic Drug Products (HFD-580)
Subject: Review of Financial Disclosure documents
To: NDA 21-351 (study 00001 1)

| have reviewed the financial disclosure information submitted by Watson Laboratories, Inc. in
support of their NDA 21-351 for Oxytrol™ (exybutynin transdermal systerm).

Ore pivotal Phase 3 study was conducted to assess the safety and efficacy of Oxytrol™
(oxybutvnin transdermal system) for the treatment of patients with overactive bladder with
symptoms of urge incontinence, urgency, and frequency. The financial disclosure information of
that Study 099009 was réviewed by J. Best . The sponsor have now completed a confirmatory

trial , the number and the results of the review of financial disclosure documents are summarized
below:

Study Number/Title Study Status Financial Disclosure Review
Study 000011 / Transdermal Began after April Appropriate documentation
Oxybutynin in Patients with Urge 23,2001 received, no financial
Urinary Incontinence: A Multi- disclosure submitted

Center, Randomized, Double-Blind,
Placebo-Controlled StudyComparing
Oxybutynin Transdermal Systems
versus Tolterodine Long-Acting
Capsules in Patients with Overactive
Bladder.

Documents Reviewed:

¢ Financial Certification Information (Form FDA 3454) submitted August 20, 2001
Study 000011

Study 000011 started April 23,200! and completed October 11, 2002 {open-label extension).
There were 227 principal and subinvestigators (investigators) at 48 sites (320subjects) in this trial.

Financial disclosure information was received for all investigators; none had any disclosable
information.

Conclusion:

Adequate documentation was submitted to comply with 21 CFR 54. There was no disclosure of
financiat interests that could bias the outcome of Trial 000011 in NDA 21-351.

: APPEARS THIS WAY
ON ORIGINAL
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12/22/02 05:22:09 PM
MEDICAL OFFICER

Mark 5. Hirsch
12/27/02 04:18:24 PM
MEDICAL COFFICER

I concur,
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Teleconference Minutes

NDA: 21,351 Drug: Oxytrol (oxybutynin transdermal system 3.9 mg/day)

Date: December 12,2002  Time 1:00 PM - 1:15 PM

FDA/CDER/DRUDP Attendees:
Jean King, Project Manager -
Rajiv Agarwal, Ph.D- Chemist Reviewer, DNDCII @ DRUDP (HFD-580).

Watson Laboratories, Inc. Attendees:

Steve Sanders - Vice President, Proprictary Research and Development

Deorothy Frank - Executive Director, Regulatory Affairs APPEARS THIS WAY
“iomun Khan - Director, Analytical Services ON ORIGINAL
Scott Gochnour - Executive Director, Transdermal Development

Mike Kimball - Manager, Transdermal Development

Jiil Callahan - Manager, Technical Services

Steve Roberts - Director, Quality Compliance

David Campbeli - Manager, Regulatory Affairs

Background: Jean King and Rajiv Agawarl phoned into Watson Laboratories’ teleconference
tine. The teleconference was initiated at the request of Dr. Agawarl.

Issues discussed/Decisions Made:

i. Dr. Agarwal inquired whether there was any additional CMC data expected for this NDA
submission.

Response: Watson Laboratories reported that it was complete and no further CMC data
would be submitted to this NDA packet.

2. Dr. Agarwal requested hard copies of the final primary and secondary container label mock-
ups (in color) at this time to complete the CMC review. Jean King also conveyed a similar
request from DMETS in order to complete their tradename consult. Jean King requested four
copies of each so that two additional will be available to Division members if needed.

Response: Watson Laboratories will submit the four copies for review; target date for
submission is the week of December 16, 2002,

(W]

Jean King conveyed the following statistical request from Sue Jane Wang: please submit the

computer program used to perform the RT-2 rank analysis (for the efficacy endpoint) for
IevIEW. '

Response: Watson Laboratories will submit the computer program used to perform the RT-2

rank analysis (for the efficacy endpoint) for review; target date for submission is the week of
December 16, 2002.
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Teleconference Minutes

NDA: 21,351 Drug: Oxytrol {oxybutynin transdermal system 3.9 mg/day)
Date: December 13, 2002 Time 1.00 PM — 1:15 PM
FDA/CDER/DRUDP Attendees:

Jean King, Project Manager DRUDP (HFD-580).
Sue-Jane Wang, Ph.D- Statistics Reviewer DRUDP (HFD-580).

Watson Laboratories, Inc. Attendees:
David Campbell - Manager, Regulatory Affairs

Background: Jean King and Sue-Jane Wang phoned Watson Laboratories. The teleconference
Wwas initiated at the reguest of Dr. Wang.

Issues discussed/Decisions Made:

1. Dr. Wang inquired whether an electronic submission of the computer program used to

perform the RT-2 rank analysis (for the efficacy endpoint) could be sent for her ongoing
review. Dr. Wang reiterated that the submission of this computer program was critical to
receive expeditiously so that her review could proceed on time.

Response: Watson Laboratories reported that the computer program was developed and
completed by its CRO contractor and because they used a proprietary analysis software,
Watson would have to complete requisite legal paperwork before the CRO would release the
data sets. Watson Laboratories will submit the electronic data files as soon as possible; David

Watson will keep Jean King apprised of any issues that may delay receipt. Target date for
submission is the week of December 16, 2002.

APPEARS THIS wAY
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—/: DEPARTMENT OF HEALTH & HUM AN SERVICES Public Health Service

Food and Drug Administration
Rockville MD 20857

NDA 213

th

1

Watson Laboratories, Inc.
Attention: Dorothy Frank, M.S5., R.AC.
Executive Director, Regulatory Liaison

417 Wakara Way
Salt Lake City, UT 84108 APPEARS THIS WAY

ON ORIGINAL

Dear Ms. Frank:

We acknowiadge receipt on August 30, 2002 of your August 29, 2002 resubmission to your
supplemen:z! new drug application for OXYTROL™ (oxybutynin transdermal system 3.9 mg/day).

This resubmission contains additional clinical information, labeling information and safety update
report submitted in response to our March 26, 2002 action letter.

We consider this a complete class 2 response to our action letter. Therefore, the primary user fee
goal date 1s February 28, 2003.

If you have any questions, call Jennifer Mercier, B.S., Regulatory Project Manager, at (301) 827-4260.
Sincerely,
[See appended elecronic signanire page}

Margaret Kober, R.Ph.

Chief, Project Management Staff

Division of Reproductive and Urologic Drug Products
Office of Drug Evaluation III

Center for Drug Evaluation and Research

APPEARS THIS wAY
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/s/

Margaret Kober
9/30/02 05:26:58 BM
Chief, Project Management Staff
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Meeting Minutes
Date: May 17, 2002 Time: 3:00-4:30 PM Location: PKILN; Conference Room “C”
NDA 21-351 Drug: Oxytrol™ (oxybutynin transdermal system)
Endication: overactive bladder
Sponsor: Watson Laboratones, Inc.
Type of Meeting: Post-Action Meeting APPEARS THIS WAY
Meeting Chair: Mark Hirsch, M.D. ON ORIGINAL
E xternal Lead: Greg Torre
Meeting Recorder:  Jennifer Mercier
FDA Attendees:

Mark Hirsch, M.D. - Medical Team Leader, Division of Reproductive and Urologic Drug Products
(DRUDP; HFD-580)

Brenda Gierhart, M.D. — Medical Officer, DRUDP (HFD-580)

Ameeta Parekh, Ph.D. - Team Leader, Office of Clinical Pharmacology and Biopharmaceutics (OCPB)
@ DRUDP (HFD-580)

DJ Chatterjee, Ph.D. - Biopharmaceutics Reviewer, OCBP (@ DRUDP (HFD-580)

Mike Welch, Ph.D. - Staustician Team Leader, Division of Biometrics Il {DBII0 @ DRUDP (HFD-580)
Sue Jane Wang, Ph.D. - Statistician, DBH @ DRUDP (HFD-580)

Margaret Kober — Chief. Project Management Staff, DRUDP (HFD-580)

Jennifer Mercier — Regulatory Health Project Manager, DRUDP (HFD-580)

External Attendees:

Chuck Ebert, Ph.D. - Senior Vice President, Research and Development

Greg Torre, Ph.D. - Vice President, Regulatory Affairs

Steve Sanders, Pharm.D. - Vice President, Proprietary Research and Development

Dorothy Frank, M.S., R.A.C. - Executive Director, Proprietary Regulatory Affairs
Heather Thomas, Ph.D. - Manager, Biostatistics

David Campbell, R A.C. - Associate II, Regulatory Affairs

Meeting Objective: To discuss with the sponsor the information required to resubmit an NDA for this
indication.

Discussion/Decisions Made:

1} Does the Division agree that the reanalysis of Study 099009 is adequate for one of the two
studies requested for approval?

Response:
No. the Division does not agree since determining adequacy will be a review issue.




NDA 21-351
“ayl7. 2002 Meeting Minutes
Page 2

2)

3)

4)

Comments regarding the sponsor proposed reanalysis of Study (099009 include:

1} A proposed data reanalysis method has not been discussed wath the Division,

2) The Division's decision that Site 12 is to be excluded from the analysis of Study 0990069 is
unchanged; nevertheless, the Division stated that the reanalysis of study 099009 is probably

adequate as one of the two required studies for lhe purposes of filing, but may not be adequate for
substantial evidence.

Request submission of the following:

1) Tabular listing of patient number in Study 099009 for all patients with known incorrect efficacy
diary data retrieval/entry, patient site, Visit number and date of visit for any known
incorrect/missing diary data, dates of diary data originally submitted for the Visit number with
known incorrect/messing diary data, and dates of diary data originally cmitted or incorrectly
submnitted.

2) Submission of copies of all diary data for all patients in Study 099009 with known
incorrect/missing diary data retrieval/entry.

3) Tabular listing of all original diary data summaries for all patient in Study Q99009 with known
incorrect/missing efficacy diary data retrieval/eniry.

4} Tabular lisung of all revised diary data summaries for all patient in Study 099009 with known
incorrect/missing efficacy diary data retnieval/entry.

5) Final Statistical Analysis Plan for Study 099009 and any revisions.

When submitting this amendment, it is Watson’s intention to request marketing authorization
for the 3.9 mg/day dose

the Division have any feedback reoardmg this decision?

— Does

Response:

/

/

Does the Division agree that Study 000011 is adequate to fulfill the request for a second
confirmatory study?

Response:

No, the Division does not agree since determining adequacy will be a review issue.

Comments regarding Study 000011 include:

1) The Division has consistently recommended that Phase 3 studies intended to support approval of
a drug for overactive bladder collect 7 days of patient urinary diary data. The collection of only 3
days of diary data in Study 000011 will be a review issue.

2) The “enriched” study population in Study Q0001 1, by including only patients who have benefited
from prior anticholinergic therapy, will be a review issue; nevertheless, the Divisicn stated that

study 000011 is probably adequate as one of the two required studies for the purposes of filing,
but may not be adequate for substantial evidence.

Does the Division agree that the additional safety data on 39 cm 2 Oxytrol systems from Study
000011 to be provided in the amendment obviate the need for the 3% cm 2 cumulative irritation
study requested by the Division in the non-approvable letter?

APPEARS THIS WAY
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8)

Response:
No, the Division continues to request the 39 ¢cm? cumulative irritation study.

Does the Division agree that the planned ISS and subsequent inclusion of this data in the
package insert is acceptable?

Response:

No, the Division does not agree. The ISS should be presented exactly the same as the onginal NDA.
Inclusion of data in the package insert is a review issue. Regarding the Adverse Event Table, the
sponsor is referred to the discussion entitled “Tabular Presentation of Adverse Reaction Data” in the
DRAFT Guidance for Industry: Content and Format of the Adverse Reactions Section of Labeling for
Human Prescription Drugs and Biologics dated May 2000 (pg. 3-4), which states: Data in the
primary table should be derived from placebho-controlled and/or dose-response studies if these data
are available and the databases are sufficiently large to be informative. Data from open-label
extension studies may be included in a separate listing (or text) in the ADVERSE REACTIONS
section if the medical review team finds it appropriate following review.

Does the Division agree that it is acceptable to make the proposed changes to the label to
include the clinical results from Study O00011comparing the Oxytrol 3.9 mg/day system to

placebo, the site to site bioequivalence study, inclusion of hip and buttocks as application sites,
and as expanded AE table? :

Response:

No. the Division does not agree. It is premature to make labeling agreements. The Division would be
willing to review both biocequivalence and wear-study data for the buttock and hip sites in order to
support these application sites.

Regarding the Adverse Event Table, the sponsor 1s again referred to the DRAFT Guidance for
Industry: Content and Format of the Adverse Reactions Section of Labeling for Human Prescription

Drugs and Biologics dated May 2000. The sponsor is advised that the Adverse Event Table for Detrol
L A reported events exceeding placebo rate > 1% of patients.

Assuming that the information we provide in the pending amendment is adequate, does the
Division have any other issues that need to be addressed prior to an approvable-action?

Response:

1) Tabular listing of all investigator sites for Study 000011, number of patients screened at each

site, number of patients randomized at each site, and number of patients discontinued at each site.
2} Final Statistical Analysis Plan for Study O00011.

It is our understanding based on FDA’s Guidance “Classifying Resubmissions in Responses to

Action Letters” that this amendment will be assigned a 6 month user fee goal date. Does the
Division agree?

Response:

Upon receipt of a resubmission to the action letter, the Division will determine whether or not the
response is a complete response, thereby restarting the review clock, and the appropriate classification
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of the response. If the Division determines that the submission is a complete response and 1s a Class 2
resubmussion, then the submission would be placed on an internal goal date of six months.

Action [tems:
¢ Fax meeting minutes to the sponsor within 30 days.
s  The sponsor should submit the requested information in their resubmission of this application.

Note to sponsor: These minutes are the official minutes of the meeting. You are responsible for

notifving us of any significant differences in understanding you may have regarding the meeting
outcomes.

MEETING MINUTES
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' _/: DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

Food and Drug Administration
Rockville, MD 20857

NDA 21-351

Watson Laboratories, Inc.

Auennon: David Camnpbell APP EARS THIS WAY
117 Wakara Way ON OR]GINAL

Salt Lake City, Utah 84108-1255

227 Mr. Camphbell:

Pleasz refer to your new drug application (NDA) dated April 26, 2001, received Aprnl 26, 2001, submitted
under section 503(b) pursuant to section 505(b)(1} of the Federal Food, Drug, and Cosmetic Act for
Oxyvirol (oxybutynin transdenmal systenn o~ . 3.9 mg per day.

W e also acknowledge receipt of your submissions dated May 11 and 22, June 7, 8, 13 and 27, July 13 and
~7. August 3,9, 10 and 14, September 4, 19, and 27, October 25 and 31, November 5, December 12,
2001. and January 11, 16, and 28, February 7, 12, 14, 15, 27 and 28, and March 13 and 18, 2002, which

were reviewed for this actiotl. You may incorporate these subrnissions by specific reference as part of
vour response to the deficiencies cited in this letter.

2 cempleted our review and find that the clinical data presented does not provide sufficient evidence to
suppert safety and efficacy of Oxytrol™ (oxybutynin transdermal sytem) — .
== . 39 cm’ (delivery rate 3.9 mg per day). Therefore, the application is not approvable under section

203(dY of the Act and 21 CFR 314.125(b). The specific deficiencies leading to this decision are
summanzed as follows:

1. The results of the single Phase 3 clinical trial, Study 099009, showed marginal efficacy in the
treatment of patients with overactive bladder with symptoms of urge urinary incontinence, urgency,
and frequency. A statistically significant difference in the number of episodes of incontinence (the
primary endpoint) was demonstrated following treatment with the 3.9 mg per day dose of Oxytrol™
versus placebo. This result, however, was not supported by a second confirmatory study and was not
considered compelling. Treatment with the Oxytrol™ 3.9 mg per day dose did not demonstrate
etficacy for reduction in urinary frequency, a secondary endpoint in Study 099009. We consider

demonstration of efficacy for this parameter clinicaily important for establishing efficacy in the
treatment of patients with overactive bladder. ‘

I

Treatment with the 2.6 mg per day dose of Oxytrol™ did not show a statistically significant result
when compared to placebo for either urinary incontinence or urinary frequency.

}.a.l

Errors involving the transcription of 35 source document diaries call into question results presented .
on both doses for the primary and secondary efficacy parameters. Results of a re-analysis of the data
following correction of these transcription errors have not been presented to the Agency.

4. There was insufficient safety data collected on skin tolerability for the 39 cm? oxybutynin transdermal
sviiem.

APPEARS THIS WAY
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To résolve the above deficiencies you should:

1. Submt the results from two randomized, placebo-conttolled, clinical trials that provide for each dose

of Oxytrol™ (for which approval is sought) substantial evidence of clinical efficacy and safety for the
treatinent of overactive bladder.

2. Submit a study that assesses cumulative skin irritation and supports the safety of Oxytrol™ 39 cm? for
the skin

Within 10 days after the date of this letter, you are required to amend the application, notify us of your
intent to file an amendment, or follow one of your other options under 21 CFR 314.120. If you do not
follow one of these options, we will consider your lack of response a request to withdraw the application
under 21 CFR 314.65. Any amendment should respond to all the deficiencies listed. We will not process

a partial reply as a major amendment nor will the review clock be reactivated until all deficiencies have
been addressed.

The drug product may not be legally marketed untif you have been notified in writing that this application
5 approved.

Sincerely,

{See appended electronic signature page}

Daniel Sharnes, M.D.
Acting Director

Division of Reproductive and Urologic Drug Products
Center for Drug Evaluation and Research
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Shelley R. Slaughter, MD., Ph.D. for Daniel Shames, MD
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DEPARTMENT OF HEALTH & HUM AN SERVICES Public Heallh Service

Food and Drug Administration
Rockville MD 20857

NDA 21-351

Watson Laboratories, Inc.

Attention: David Campbell APPEARS THIS WAY

417 Wakara Way
Salt Lake City, UT 84108-1255 ON ORIGINAL

Dear Mr. Campbell:

We received your April 19, 2602 correspondence on April 22, 2002 requesting a meeting to
discuss the resubmission to the Not Approval Letter dated March 26, 2002. The guidance for

industry titted Formal Meetings with Sponsors and Applicants for PDUFA Products (February
2000), describes three types of meetings:

Type A: Meetin'gé that are neceésary before a company can proceed with a stalled drug
development program.

Type B: Meetings described under drug regulations {e.g., Pre-IND, End of Phase 1 (for
Subpart E or Subpart H or similar products), End of Phase 2, Pre-NDA].

Type C: Meetings that do not qualify for Type A or B.
The guidance can be found at http://www .fda.gov/cder/guidance/2125fnl htm.
You requested a type A meeting. The meeting is scheduled for:
Date: May 17, 2002
Time: 3:00 PM
Location: Parklawn, 3 Floor Conference Room “C”
Provide the background information for this meeting at least two weeks prior to the meeting.

If the materials presented in the information package are inadequate to hold a meeting, or if we do
not receive the package by May 3, 2002, we may need to reschedule the meeting.

APPEARS THIS WAY
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If you have any questions, call Jennifer Mercier, Regulatory Project Manager, at (301) 827-4260.




Sincerely,

Jennifer Mercier
Regulatory Project Manager

Division of Reproductive and Urologic Drug Products
Office of Drug Evaluation I

Center for Drug Evaluation and Research
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This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

/s/

Jenn:ifer L. Mercier
1/24/02 12:58:20 PM
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Teleconference Minutes

Date: March 25, 2002 Time: 3:30-4:00 PM, EST Location: PKLN; 17843
NDA 21-351 Drug: Oxytrol™ (oxybutynin transdermal system)

Indication: overactive bladder

Sponsor: Watson Laboratories, Inc.

Type of Meeting: Notification of regulatory action

Meeting Chair: Shelley R. Slaughter, M.D., Ph.D., Acting Deputy Director, Division of
Reproductive and Urologic Drug Products (DRUDP; HFD-580)

External Lead: Greg Torre, Vice President, Regulatory Affairs

Meeting Recorder:  Evelyn R. Farinas, R.Ph., M.G.A., Regulatory Project Manager, DRUDP
(HFD-580)

FDA Attendees:

Shelley R. Slaughter, M.D., Ph.D., Acting Deputy Director, DRUDP (HFD-580)
Mark Hirsch, M.D., Medical Team Leader, DRUDP (HFD-580)

Evelyn R. Farinas, R.Ph., M.G.A_, Regulatory Project Manager, DRUDP (HFD-580)

External Attendees:

Chuck Ebert, Senior Vice President, Research and Development

Greg Torre, Vice President, Regulatory Affairs

Steve Sanders, Vice President, Proprietary Research and Development
Dorothy Frank, Executive Director, Proprietary Regulatory Affairs
Cherri Petrie, Associate Director, Proprietary Regulatory Affairs

Kim Caramelli, Principal Scientists, Clinical Research

Heather Thomas, Manager, Biostatistics

David Campbell, Associate II, Regulatory Affairs

Meeting Objective: To convey to the sponsor the Agency’s decision regarding the approvability of
NDA 21-351.

Background: NDA 21-351 for oxybutynin transdermal system was submitted on April 26, 2001. The
sponsor is seeking approval for systems with oxybutynin — +3.9 mg/day for
the treatment of patients with overactive bladder with symptoms of urge urinary incontinence, urgency,
and frequency.

Discussion:

s DRUDP stated that the objective of this teleconference was to inform the sponsor of the impending
action for this application

e review of the data in this application led to a not approvable action, based on the following:
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¢ the results of the single Phase 3 trial showed statistical significance for the primary endpoint of
urinary incontinence for the 3.9 mg per day dose; however there was no confirmatory or
supporting data and the results are not considered compelling

/

= statistical significance was not demonstrated with either dose for the secondary parameter of
urinary frequency, which is important for this indication

* inaddition, the data on the primary and secondary endpoints for both doses are in question due to
transcribing errors in 35 diaries; the re-analysis of this data has not been received by the Agency

¢ insufficient data was submitted to adequately assess dermal irritation on the patches for which
approval is sought

* inresponse to the sponsor’s questions, DRUDP stated that:

¢ the deficiencies noted in the review of this application could not be resolved as Phase 4
commitments and must be resolved prior to approval of this application

» safety studies to address skin irritation of the 39 cm’ patch are critical; ; safety studies should
include a rigorous assessment of dermal irritation; there is a concern that this may not be the
optimal formulation for the oxybutynin transdermal patch

¢ re-analyis of the data discrepancy from the 35 diaries with transcription errors may be submitted
in the next review cycle

¢ DRUDP will require a new confirmatory trial, even if the re-analysis of the data discrepancy
shows improvement in the statistical analysis

e total exposure in humans was considered borderline, but this was not deemed to be an
approvability issue

e data for this novel oxybutynin formulation must show compelling evidence for efficacy and
safety from two trials; the required safety and efficacy data must be derived from two studies
which are confirmatory of each other; DRUDP can’t determine at this time, without reviewing the
data, if the sponsor’s Detrol LA study is a confirmatory study sufficient for approval

« administratively, the sponsor should inform DRUDP of its future plans for this application as
outlined in the action letter

¢ the sponsor should follow the meeting request guidelines for any future meetings; the topic of
immediate meetings should be limited to the resolution of the not approvable issues; discussions
on pediatric studies should be postponed

¢ pooled analysis of two trials is not acceptable

* the sponsor clarified that DRUDP had indicated previously that it was too late in the review cycle for
submission of the re-analysis data

Decisions made:

* DRUDP determined that upon review of the data submitted by the sponsor NDA 21-351 is not
approvable '

Action Items:
¢ DRUDP will send a regulatory letter to the sponsor on March 26, 2002, notifying the sponsor of the
Division’s not approvable decision for this application

¢ Watson Laboratories will notify DRUDP of its plans for Oxtyrol™ future development within ten
days of receipt of the regulatory letter

Note to spbnsor: These minutes are the official minutes of the meeting. You are responsible for

notifying us of any significant differences in understanding you may have regarding the meeting
outcomes.
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Drafted: Farinas 3.26.02

Concurrence: Kober 3.29.02/Hirsch 4.3.02/Slaughter 4.23.02
Finalized: Farinas 4.25.02

MEETING MINUTES



This is a representation of an electronic record that was signed electronically and
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Evelyn Farinas
4/26/02 11:41:33 AaM
CS0

Shelley Slaughter
4/29/02 12:44:05 PM
MEDICAL OFFICER

I concur.
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Brian A. Feagins, M.D. Food and Drug Administration
Urology Clinics of North Texas Rockvilie MD 20857

8210 Walnut Hill Lane, Suite 208

Dallas, Texas 75231 AR - 1 2002

Dear Dr. Feagins:

Between Apnil 9 and May 3, 2001, Mr. Phillip D. Waldron and Ms. Kelly I. Pegg, representing
the Food and Drug Administration (FDA), met with you to review your conduet of the following
climcal study:

Protocol #099009 “Transdermal Oxyburynin in Patients with Urge Urinary Incontinence:
A 12-Weck Multi-Center, Randomized, Double-Blind, Placebo-Controlled Study with a
12-Week Open-Label, Dose-Titration, Safety Extension”, involving the investigational
drug transdermal oxybutynin, performed for Watson Laboratories, Inc.

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 our evaluation of the inspection report, the documents submitted with that report, and your
response dated February 14, 2001, we conclude that you did not adhere to all pertinent federal
regulations and/or good clinical investigational practices. We note that at the conclusion of the
inspection, Mr. Waldron and Ms. Pegg presented and discussed with you the items listed on
Form FDA 483, Inspectional Observations. Your letter of February 14, 2001, satisfactorily
explains the inspectional observations listed in the Form FDA 483, except for the following:

1. You failed to personally conduct and supervise the clinical investigation in that study records
for subjects 1213 and 1214 contain misrepresented data.

a. Subject 1213’s electrocardiograms (EKGs) dated . = (Visit 7)and = (Visit 10)
are identical. o

b. Subject 1214’s EXGs dated — J are identical.

¢. You confirmed that your signature on the case report forms (CRFs) was forged and that
you did not perform the Visit 3 physical examinations.

You informed us that you conducted your own intemal investigation into these discrepancies
and found that certain computer software used by your staff could also be used to alter ECG
reports. You also informed us that as part of the investigation, subjects 1213 and 1214 were
interviewed and they stated that they each had only one ECG performed throughout their
participation in this study, despite the presence of multiple ECGs in their study records.
While much of the evidence suggests that a member of your staff may have created these
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misrepresentations, we remind you that as principal investigator you are u!timatc_]y
responsible for the study related dutics of your study staff, including study coordinators.

You failed to maintain adequate and accurate records and case histories in that electronic
progress notes do not accurately reflect the information reported on CRFs. For example:

a. The electronic progress note of 7/20/00, for subject 1208, does not include the physical
examination findings to support entries in the CRF. We specifically note that there was
no documentation indicating that the CRF was the source document in this case.

b. The progress note of 7/26/00, for subject 1217 indicates that the subject was seen by you;
however, therc are no source documents to support that the physical examination reported
on a CRF page containing the sub-investigator’s signature was performed by you or the
sub-investigator at this visit. 'We note that there was no documentation indicating that the
CRF was the source document,

We note that there was ne consistent procedure for documenting data. You used CRFs as a
source document for physical examinations, and your staff would subsequently enter these
findings into electronic progress notes. One sub-investigator entered the physical
examination data directly into the electronic progress notes while other sub-investigators
dictated their findings for transcription. Thus, we are unable to determine in all instances
which records served as source documents. We wish to remind you that whichever method
you choose 1o record data, your staff must consistently use this method at all times and
comply with 21 CFR 11.10.

You failed to adhere ta the requirements for an electronic record keeping system in'that you
did not employ procedures and controls to ensure (a) the authenticity, integrity, and when
appropriate, the confidentiality of electronic records; and (b) that the signer of the electronic
tecord cannot readily repudiate the signed record as not genuine. We specifically note that
you failed 1o include the following procedures and controls:

a. Regarding systems validation, you failed 1o validate the accuracy, relability, and
consistent intended performance of the eleétronic systems used to collect study data. In

addition, you failed to validate the ability of these systems to discem invalid or altered
records.

b. Regarding audit trails, you failed to use secure, computer-generated, time-stamped audit
trails to independently record the time and date of operator entries and actions that create,
modify, or delete electronic entries. We note that for all of the subjects enrolled in this
study. at feast some progress notes, including some physical examination findings, were
routinely left open (not electronically signed) for extended periods, enabling changes
without an audit trail. In certain cases (subjects 1203, 1204, and 1208), electronic
signatures were not added to electronic pro gress notes until approximately one year after
these records were originally created. Because of these electronic record-keeping
inadequacies, we are unable to determine whar revisions were actually made to study
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records prior to their closure by clectronic signature.

c. Regarding written policies, you failed to establish and adhere to written policies that hoid
individuals accountable and responsible for actions initiated under their elecaonic
signatures.

4. You failed to adhere to the requirements for electronic records and signature manifestations
by not ensuring that all signed electronic records indicate the time when the signature was

executed and the meaning (such as review, approval, responsibility or authorship) associated
with the signature.

5. You failed to maintain adequate drug accountability in that there were discrepancies between
the electronic progress note and the corresponding CRF for subject 1211. The progress note
indicates that five quantities of study drug were returned, while the CRF shows seven
quantities returned.

We acknowledge your response and accept your assurance that corrective actions will be taken to
prevent similar problems in your current and future studies. Your leter will be added to your
file. Ifinformation is requested from your file in accordance with the Freedom of Information
Act, our response will include all the related correspondence 1 your file.

Should you have any questions or concerns régarding this letter or the inspection, please contact

.~ Khin Maung U, M.D., Branch Chief, Good Clinical Practice Branch I, by letter at the address
g given below,

Sincerely,
/ . J
Antoine El-Hage, Ph.D.

Associate Director

Good Clinical Practices [ & [T, HFD-46/47
Division of Scientific Investigations
Office of Medical Policy

Center for Drug Evaluation and Research
7520 Standish Place

Rockville, Maryland 20855
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FEI: 3003324937

Ficeld classification: OAI

Headquarters classification:

___1) NAJ

__ 2y VAI—no response required

.3} VAI - response requested

X_4) VAI-RR - response receaved

__3) OAI~ WL 15 day response

The ECG date falsifications were done using a scanner and optical character recognition software
by a professional computer expert. It is unreasonable to expect the principal investigator to
uncover the falsified dates on ECG even with adequate supervision because the PI was not
required to prepare ECGs. The PI promptly investigated and took corrective actions to rectify the
problem.

Deficiencies noted:
inadequate consent form
x__inadequate drug accountability
farlure to adhere 10 protocol
X__inadequate records
failure to report ADRS
x__other: (Failure to adequately supervise [21 CFR 312.60 and 312.53(¢)(1)(viXc)]
Electronic recordkeeping violations (21 CFR 11.10, 11.30 and 11.50)
= Deficiency codes:  #4, #6, #18
cel
HFA-223
HFD-013 (FOI)
HFD-580 Doc. Rm.: NDA #21-351
HFD-580 MO/Gierhart
HFD-580 PM/Farinas
HFD-46 files w/original records, GCP file #10375
HFD-46 GCPI/U/Blay
HFD-340 r/f
HFR-SW150 DIB/Thomburg
HFR-8W1540 BIMO Monitor/Martinez
HFR-SW150 Field Investigators/Waldron/Pegg
HFC-230
HFD-300

r/d:/ck:12.02.01; rs:/ 2.02.02
reviewed:/jm:/12.3.01

reviewed:/lanu:/ 2.11.02; 2.22.02

reviewed /rab/2.22.02:2.28.02
reviewed:/aeh:/2.7-2.10.02; 2.22.02
Pt:jau:/12.12.01; $g:/2.25.02; 2.27.02; 3/1/02
o:/ blay/feagins.doc
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Gierhart, Brenda S

rom: Farinas, Evelyhué
Sent:  Thursday, February 28, 2002 10:51 AM
To: Gierhart, Brenda S

Cc: Farinas, Evelyn R BEST P
Subject: FW: request for information OSSIBLE COPY

Reply from David Campbell, Watson laboratories/Oxytrol

Evelyn

————— Original Message-----

From: DCampbell@Watsonpharm-FDA.COM [mailto:DCampbell@Watsonpharm-FDA.COM]
Sent: Thursday, February 28, 2002 10:26 AM

To: Farinas, Evelyn R

Cc: dfrank@watsonpharm-FDA.com

Subject: Re: request for information

Evelyn,

Reference is made to the 02/11/02 e-mail in which FDA requested resolution of two data
—discrepancies that were noted by the medical reviewer in comparing the submitted database to notes
om their field auditor during the site audit at Dr. Antoci's site (Site # 03). Watson has reviewed
1wese issues and has the following response:

Patient 0304: The first issue involved the Visit 7 urinary diary for patient 0304. The data listing in
the NDA contained 6 days of diary data, with missing data from Day § (04/15/00), however, the
auditor identified a complete 7 days of recordings in the diary at the site.

Findings: The CRFs were retrieved and a copy of the diary was examined. There was no Day 5
page in the CRF copy. The site was contacted and confirmed that a Day 5 page existed in the original
diary. This page was faxed to Watson. The page indicated 10 normal voids and no incontinence
episodes; voided volumes were not recorded on this day. These data are consistent with the summary
data presented for this visit (2 incontinence episodes, urinary frequency = 10).

Conclusion: The Visit 7 diary of patient 0304 did contain 7 days of recording while only 6 days
were included in the database used for study analysis. The patient was in the placebo treatment
group. For the primary outcome variable, since there were no incontinence episodes on the missing
day, the scaled data (7/6 x # episodes) would remain 2 episodes. This omission has no anticipated
impact on study results.

Implications for Additional Discrepancies: To explore the possible incidence of this type of data
entry discrepancy in other diaries, we generated a listing of all diaries that contained fewer than 7
days of data for any diary period. This list included 111 diaries. A complete review was made of
*se diaries. Of these, 80 were correct as entered (database and CRF diary records consistent). Ten
) were identified as having missing pages. Of these 10, 9 had a single page missing, 1 had 4 pages
Jissing. Records at the investigator's sites would have to be reviewed to resolve whether data exist
or not for these days. The remaining 21 diaries were all provided to ~ as double-sided copies.
During the data entry process, it appears that only one side of the page was entered. The distribution

N Ay
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of treatment groups in all 31 diaries included: placebo group, 10; 13 em? group, 4; 26 ¢cm” group 9;

~nd 39 cm? group 8. This relatively even distribution between indicates a minimal potential impaclt
1 study outcome.

Paticnt 0325: The second FDA query regarded a repeat baseline diary for patient 0325 The database
indicated diary dates for the baseline evaluation during the initial diary record, despite the

documentation that the patient had a repeat diary. The repeat diary data should have been used in the
database.

Findings: We confirmed that the original diary was erroncously used as the baseline diary. It
appears that only the original diary was sent to -— There was no copy of the
second diary in the CRFs, however, the site confirmed that they had the second diary and faxed a
copy of it to Watson. In this case, the two diaries were discrepant in the number of episodes
recorded. During the initial diary, 80 episodes were recorded in 5 days: 48 episades were recorded in
the second diary over 7 days.

Conclusion: Since the second diary had fewer episodes, the change from baseline (primary ouicome
vartable) is greater using the initial diary, leading to falsely elevated change for this patient. Since

this patient was in the 26 cm? treatment group, the impact on study interpretation would be minimal
as this dosage strength did not result in a significant difference from placebo for the primary outcome
variable. g

mplications for Additional Discrepancies: To explore the possible incidence of this type of data

1try discrepancy for other patients, the dates of the 87 repeat baseline diaries, as identified in the
clinical study report and database, were examined. We examined the data listings to determine
whether or not the correct data (2nd diary) were entered in these 87 cases. In 4 cases, including
patient 0325, the second diary was not correctly used as the baseline. In one case. no repeat diarv
record is included in the CRF. Further clarification would require contact with the investigator 1o
determine if the original records include the repeat diary. In the other two instances the second diary

was available for review. The table below outlines the data for the first and second diaries for these
four cases.

ID | [Episodes/diary days|[Treatment BEST P OSS|B|.E COP Y
|1st diaryJ2nd diary]

0325||80/5 4877 |6 o2

APPEARS THIS WAY
1133}j9/7 11/7 13 em? ON ORIGINAL

2023147 |23/7 placebo |
2412)19/7  |No diary [li3 cm?

“verall Conclusion: Although 25 diary errors have been detected (with the potential for a total of 35

ors), the error rates are very low and represent a small portion of the overall data. Approximately
500 diaries were collected in the study yielding an estimated error rate of approximately 1% - 1.4%
(25 or 35/2500). In addition, the distribution is relatively even over the treatment groups. Itis
doubtful that any change in the interpretation of the study results would occur with correction of these
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errors.

Athough we feel that the impact of these discrepancies are minor to the outcome of the primary
analysis, Watson is re-evaluating the analysis using the corrected diary data. and would be able to
provide revised data tables to the Division if requested, ‘

I'll follow this e-mail with a hard copy submission to the NDA.

Best Regards,

David APPEARS THIS WAY
ON ORIGINAL
"Farinas, Evelyn R"
< FARIN;\SZ@cder.fda.gov:» To: "“dcampbeill@watsonps zrm-FDA.com'™ <dcampbell@watsonpharm-
FDA.com>
A ) cc: "Farinas, Evelyn R” <FARINASE@cder fda.gov>
92/11/2002 02:24 P11 Subject: request for information

favid:

he Medical Officer requested that 1 forward this recuest:
)

Please resolve the following two data discrepancies reagarding the urinary
diary data submitted to NDA 21-351 at Dr. Joseph P. Antoci's site:

Subject #0304: Study records for urinary diary data reported by the subject
on April 15, 2000 (Day 5 of endpoint week) were noted during site
inspection; this data was not located in the NDA 21-351 data listing in
Volume 70 for Subject #0304 at Visit 7 on pg. 106-109. _

Subject #0325: Baseline urinary diary data was reported in NDA 21-351 Volume
70 for Visit 3 on pg. 293-298 as having been obtained from February 21-27,
2000. However, study records indicate that the subject was rejected for
randomization on February 28, 2000, because the subject did no complete Days
6 and 7 of the diary correctly. The subject repeated the screening diary
between February 29 and March 7, 2000 and was approved for randsmizstiorn on
March 7, 2000. The baseline data collected between February 2% an3 March 7,
2000 was not located in the NDA 21-351 data listing in Volume G for Visit 3
on pg. 293-298.

We would appreciate a quick response.
Thanks for your help as always,

Evelyn

APPEARS THIS WAY
ON ORIGINAL
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-‘/: DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

e
e

Food and Drug Administration
Rockville, MD 20857

NDA 2§-351

Watson-Laboratories, Inc.
Atteniion: Gregory M. Torre, Ph.D.

Vice President, Regulatory Affairs APPEARS THIS WAY
+17 VWakara Wav
Salt T ake City, UT 84108 ON ORIGINAL

Dear v Tormre

We rzcetved your Februany 13, 2002 correspondence on Febmary 13, 2002, requesting a meeting
to discuss the implications of a recently completed phase 3B study on the review of NDA

21-331. We considered your request and concluded the meeting is premature because review of
vour zpplication is ongoing.

We remind you of the February 14, 2002, teleconference between Ms. Frank and Ms. Farinas,
where the above information was conveyed to you.

We also remind vou of our letter of February 6, 2002, indicating that the Division would contact
Watson Laboratories to schedule a teleconference at a later time, if necessary, to discuss any
perniing questions or concerns relating to this NDA.

it you disagree with our decision, you may discuss the matter with Evelyn R. Farinas, Regulatory
Project Manager, at 301-827-4260. If the issue cannot be resolved at the division level, you may
formally request reconsideration according to our guidance for industry titled Formal Dispute
Rexolution: Appeals Above the Division Level (February 2000). The guidance can be found at
hitp:/s www.fda. sov/cder/guidance/2740fnl htm.

Sincerely,

{See appended clectronic signatwre page}

‘ i Daniel Shames, M.D.
HIS WA Acting Director
APPEARS ;‘G\NA\_ Division of Reproductive and Urologic Drug
ON OR ' Products

Office of Drug Evaluation 111
Center for Drug Evaluation and Research
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2/22/02 01:49:30 PM

APPEARS THIS WAY
ON ORIGINAL

APPEARS THIS WAY
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Teleconference Minutes

Date: February 12, 2002 Time: 2:15-2:25 PM, EST Location: PKLN; 17b45

NDA 21-351 Drug: Oxytrol Indication: overactive bladder

Sponsor: Watson Laboratories, Inc.

Type of Meeting: Chemistry guidance

Meeting Chair: Ranv Agarwal, Ph.D., Chermst, Division of New Drug Chemistry 11 (DNDC 1)

2 DRUDP (HFD-580)
External Lead: Dorothy Frank. Regulatory Affaurs

Meeting Recorder: Evelyn R. Farmnas, R.Ph., M.G.A., Regulatory Project Manager, DRUDP
tHED-380)

FDA Attendees: 7

Ragiv Agarwal, Ph.D. - Chenust, Division of New Drug Chemistry 1l (DNDC 1)

@ DRUDP (HFD-380)

Evelyn R. Farinas, R.Ph., M.G A - Regulatory Project Manager, DRUDP (HFD-380)

Lxternal Attendees:
Duerothy Frank — Execuuive Director, Proprietary Regulatory Aftfairs
Ray Coates — Executive Director, Quality Operations

Joe Baker- Executive Director, Technical Operations APPEARS THIS WAY

Mamum Khan ~ Director, Analytical Services

Scort Gouchnor - D:rector, Technical Services ON ORIG'NAL
Jill Callahan — Manager. Technical Services Administration

David Campbell — Associate 11, Regulatory Affairs

Meeting Objective:  To obtain clarification on Watson’s responses to the December 6, 2001,
Discipline Review Letter.

Background: In correspondence dated January 11, 2002, Watson provided responses to the
Division’s Disciphne Review Letter of December 6, 2001, which listed
Chemistry deficiencies uncovered during this NDA review.

Discussion:

» the sponsor was reminded that the acceptance criteria for — ~ 15 rather
generous; per ICH-Q3A this impurity should be qualified and ldentiﬁed the sponsor was asked to
submit the structure of this impurity
* the sponsor agreed to submit the requested mformatlon

e the sponsor was asked to identify the
#10

* the sponsor indicated that the —_— e ——avas standard phanmaceutical
grade — material

addressed in deficiency



ND s 21-351

“ebraary 12,2002

Teizzonference Minutes, Page 2

+ the sponsor was informed that the Division had not received a response from the holder of DMF
=~ if the information required is not received on time, the sponsor may

have to exclude this facility

» the sponsor stated that despite requests to
provided at this time for a reply from ~——

» the sponsor will continue to work with ——. to expedite a response to the Division

for a quick response, no time frame could be

Decisions made:
+  the sponsor will submit the structure of the -
—_— . 1showing the structure of —

the sponsor will exclude DMF «===— if the responses to DMF deficiencies do not reach the Agency in
a timely fashion

and the

Action Items:

¢ :he sponsor will submit the structure of the 1a facsimile as scon as possible
« minutes will be sem to the sponsor within 30 days

Note to sponser: These minutes are the official minutes of the meeting. You are responsible for

noiitying us of any significant differences in understanding you may have regarding the meeting
outcomes. '

APPEARS THIS WAY
ON ORIGINAL




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

Rai v Agarwal
2/14/02 12:36:07 FM

APPEARS THIS WAY
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Status Meeting Minutes

Date: January 31, 2002 Time: 9:00-10:00 AM, EST Location: PKLN; 17B-43
NDA 21-351 Drug: oxybutynin transdermal system Indication: Overactive bladder
Sponsor: Watson Laboratories, Inc.

Type of Meeting: Status

FDA Attendees:

Daniel Shames, M.D. - Acting Director, Division of Reproductive and Urology Drug Products
(DRUDP; HFD-580)

Mark Hirsch, M.D. — Urology Team Leader, DRUDP (HFD-580)

Brenda Gierhart, M.D. - Medical Officer, DRUDP (HFD-580)

Rajiv Agarwal, Ph.D. — Chemist, Division of New Drug Chemistry Il (DNDC II) @ DRUDP

(HFD-580)

Young-Moon Choi, Ph.D. — Pharmacokinetics Reviewer, Office of Clinical Pharmacology and
Biopharmaceutics (OCPB) @ DRUDP (HFD-580)

Ameeta Parekh, Ph.D.- Pharmacokinetics Team Leader OCPB @ DRUDP (HFD-580)

Evelyn R. Farinas, R.Ph., M.G.A. - Project Manager, DRUDP (HFD-580)

Meeting Objective: To discuss the status of reviews for this NDA.

Background: NDA 21-351 for oxybutynin transdermal system was submitted on April 26,
2001. The sponsor is seeking approval for systems with oxybutynin delivery
rates of —_— 3.9 mg/day for the treatment of patients with overactive
bladder with symptoms of urge urinary incontinence, urgency, and frequency.
The sponsor also submitted the tradename “Oxytrol” for OPDRA’s
consideration. Relevant meeting dates for this application are: November 10,
1999 for the End of Phase 2 meeting (IND 50,489); December 8, 2000 for the
pre-NDA meeting; and June 13, 2001 for the filing meeting. The PDUFA goal
date is February 26, 2002. The internal goal date for submission of the Action
Package to the Division Director is February 12, 2001.

Discussion:

General discussion:

* ODE IIl approved extending the review clock for this application, due to existing workload;
the revised goal date is March 26, 2002

¢ the sponsor will be informed about the revised goal date

o the sponsor will be informed that the Division will contact them for further discussion; the
Division will provide questions and/or issues for discussion via facsimile prior to the
discussion date

Clinical:
*  review ongoing
®  issues:




NDA 21-351, Oxytrol transdermal patches
Status meeting, January 31, 2002

Page 2
[ ]

regarding efficacy: 26-cm patch efficacy results are worse than placebo in the one phase
3 trial; data does not support the efficacy of the 26-cm patch; 39-cm patch efficacy results
did not show improvement over placebo in the urinary frequency endpoint if Site #12 was
excluded and minimal efficacy for urinary incontinence endpoint was shown; Study
096017 had several problems: it was underpowered, the patches tested (13-, 26-, 39- and
52-cm patches) in this study did not demonstrate equivalence to the oral dose

regarding safety: very small number of patients were dosed with the 39-cm patch; the
data may be adequate, but it is concerning that one site will be excluded due to DSI
recommendation, and another appears to have inaccurately transcribed data; comparison
of adverse events frequency between the patch and the oral dose, may not be possible
because the amount of oxybutynin released from the patch is less than the oral dose

assessment: a non-approval action is being considered

Chemistry:
revicw on going
issues:

regarding CMC deficiencies: a response from the sponsor to previously identified CMC
deficiencies is under review; it appears that the sponsor accepted DRUDP’s
recommendations

regarding DMF deficiencies: Deficiencies were identified and communicated to the
three DMF holders; responses from two are under review; the response from the third
DMF holder — is pending

regarding inspections: one foreign site inspection is still pending

labeling: DRUDP reviewer agrees with the Division of Drug Marketing, Advertising and
Communication (DDMAC) comments; the name listed by the sponsor in the patient package
insert is not acceptable; the backing film is not clearly described in the how supplied section;
the cartons for the i —_— ) have not been submitted

* agsessment: approval pending resolution of the issues listed above

Clinical Pharmacology and Biopharmaceutics:
review on going
issues:

additional consultation with the Chemistry reviewer is needed to set the dissolution
specifications

release specifications need further review

system exposure comparison with oral Ditropan does not demonstrate comparable
exposure; lower efficacy may be due to lower metabolite concentration; comparability
with oral dosage is not possible

the reviewer stated that there was no significant gender effect, no population PK issues,
and no food effects

labeling: confidence intervals were met in all of the three application sites proposed by the
sponsor, and thus the label may indicate three application sites
assessment: data is acceptable, with comments to be provided to the sponsor

Toxicology:

review on going

no issues at this time

labeling is being reviewed
assessment: recominend approval
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Statistics: (conveyed through the Medical Officer)
*  [eview on going
*  issues:
 the median response in the oxybutynin 39-cm’ TDS group in Study 9009 for episodes of
urinary incontinence was marginally statistically significant, and no consistent statistical
evidence was gbserved among the secondary outcomes
e Study 9007 failed to conclude in responder rate that oxybutynin TDS was equivalent to
oral oxybutynin and an unplanned interim statistical analysis was conducted by the
sponsor

Decisions made:

the review clock for NDA 21-351 has been extended to 11 months, with a March 26, 2002,
revised goal date

the sponsor will be provided an opportunity for dialogue and discussion of pending issues at a
Iater date, prior to the revised goal date

Action Items:

Project Manager to contact the sponsor for an update on the status of the pending DMF
holder response ~—  has not responded to Watson’s inquiries regarding the status of their
responses to the deficiency letter from the Division, per David Campbell, via telephone
conversation on January 31, 2002)
Project Manager to contact the sponsor for clarification regarding the missing carton
information (the sponsor will - ,
—_— e ——— e ) . per
telephone conversation with David Campbell, Watson's Associate II, Regulatory Affairs, on
January 31, 2002)
Clinical Pharmacology and Biopharmaceutics reviewer to provide copies of draft review to
Medical Team Leader and Medical Officer
Project Manager to inform the sponsor of the revised goal date and of the opportunity for
dialogue and discussion at a later date (Dorothy Frank, Watson's Regulatory Affairs Director,
was informed via telephone on January 31, 2002, that: the review clock was extended to 11
months; the Division is amenable to a teleconference at a later date for further discussion;
items for discussion will be faxed to the sponsor prior to the teleconference date; and that
scheduling of the teleconference will take place at the time when items for discussion are sent
to the sponsor)
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Drafted: Farinas/ 2.11.02

Concurrence: Best 2.13.02/Moore; Hirsch 4.26.02 /Gierhart 2.12.02/Agarwal /Wang /
Choi/Parckh 2.12.02

Finalized: Farinas/ 4.26.02

APPEARS THIS WAY
ON ORIGINAL

APPEARS THIS way
@8 QRIGINAL
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This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Mark S. Hirsch
4/29/02 02:13:34 pPM




: DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

Food and Drug Administration

Rockville, MD 20857

NDA 21-351

Watson Laboratonies, Inc.
Attenton: Gregory M. Turre, Ph.D.
Vice President Regulutory Affairs

Research Park APPEARS THIS WAY
417 Wakara Way ON ORIGINAL

Salt Lake City, UT §4108

Dear Dy, Torre:

We received your January 28, 2002, correspondence on January 29, 2002, requesting an expedited
telephone conference on February 15, 2002, or during the first two weeks in February, to discuss any
questions the Division may have conceming this application. We considered your request and concluded
that the meeting is premature because review of your application is still on geing at this time.

We renund you of the January 29, 2002, telephone conversation between you and Ms. Farinas, where the
above informaticn was originally conveyed to you.

We also remind you of the January 31, 2002, telephone conversation between Ms. Dorothy Frank and Ms.
Farinas. where Watson Laboratories was informed that the Division would contact Watson Laboratories
to schedule a telephone conference at a later time, if necessary, to discuss any pending questions or
concerns relating to this NDA. During the January 31, 2002, telephone conversation, Ms. Frank was also
informed that the Division had extended the PDUFA goal-date to i l-months for the first review cycle of
this NDA. The additional one month is necessary to complete this application’s review.

If you disagree with our decision, you may discuss the matter with Evelyn R. Farinas, R.Ph., M.G.A.,
Regulatory Project Manager, at 301-827-4260. it the issue cannot be resolved at the division level, vou
may formally request reconsideration according to our guidance for industry titled “Formal Dispute
Resolution: Appeals Above the Division Level (Februarv 2000)”. The guidance can be tound at
http://vwww . fda.cov/cder/guidance/2740fnl htm.

Sincerely,
{See appended electronic signature page}

Terri Rumble

Chief, Project Munagement Staff

Division of Reproductive and Urologic Dirug Products
Office of Drug Evalumion 111

. PEARS “‘“S WAY Center for Drug Evaluation and Research
W ON ORIGINAL




Diane V. Moore
2/6/02 01:31:51 PM
For Terri Rumble
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Internal Meeting Minutes

ADA: 21.351 Drug: Oxytrol (oxybutynin transdermal system =~ 3.9 mp/day)
Date: january 7, 2002 Time 11:00 AM - 12:00 PM

FDA/CDER/DRUDP Attendees: .

Meeting Chair: Mark Hirsch, Medical Team Leader

Dan Shf:mes. DRUPD Division Direcior APPEARS THIS WAY
Donna Griebel. DRUPD Deputy Division Director ON 0R|GINA|_
Meeting Recorder: Margie Kober, Chief Project Manager

Rajiv Agarwal, Chemist

Ameeta Parekh. Chinical Biophannaceutics

Background: This was the 5-month internal team meeting to discuss status of ongoing reviews for this
resubmitted NDA.

Issues discussed/Decisions Made:

1. The team sununarized the issues that resulted in the previous not approved action on this NDA. In

summary. the two lower doses were ineffective; the highest dose was effective for incontinence,
but not urinary frequency; the sponsor submitted only one clinical study for the original NDA;
and because of the large size of the transdermal patch, an irritation study was needed.

1

Internal Team goal dates also discussed at this meeting include:

February 1. 2003: begin label discussions with Watson Labs
February . 2003: Action packet to Team Leader, Dr. Mark Hirsch
February 21, 2003: Action packet to Director, Dan Shames
February 28, 2003: PDUFA Action packet due date

[9Y)

Clinical discussion: First draft of review was given to Medical Team Leader on December 24,
2002. The new study (Protocol 00001 1) failed on frequency. The significance of this continues to
be subject of ongoing clinical review. Awaiting final Biometrics memo.

4. Biopharmaceutics discussion: Review is ongoing, with particular focus on the review of the
adhesion data and delivery rate information from the irritation studies. The reviewer noted that if
the same exact site is used repeatedly, exposures are higher than if sites are alternated. In the

clinical trial, sites were alternated and the label recommends site alteration. A madified OCPB
briefing will be held.

5. CMC: No CMC issues noted in first review cycle. Labeling has been modified. DMETS Consult

is pending regarding container and carton labels and re-check of tradename. Sites are acceptable.
Stability is acceptable a2 fionths.

6. The schedule for the next internal team meeting (5.5 month status meeting): Tuesday,
January 28, 2003 11:00 AM-12:00 PM.

APPEARS THIS WAY
ON ORIGINAL




This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
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Mar= S. Hirsch
2/22/03 01:48:49 pPM
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‘00D AND DRUG ADMINISTRATION DATE: Jan 2 |c2-
~VISION OF REPRODUCTIVE AND
ROLOGIC DRUG PRODUCTS, HED-580

DOCUMENT CONTROL ROOM 17B-20

5600 FISHERS LANE

ROCKVILLE, MARYLAND 20857

APPEARS THIS WAY
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- TO: W0ks pm . - FROM: DQ&)D e

Name: e 7 Name:
oriad CQ,W\{» bed] $
Fax No: Fax No: (301) §27-4267
oGO T r .
PhoneNo: S~ 1-%0| ~ 9 8% @3 7Jy~ FPhoneNo: (301) 827-4260
Location: Location:  FDA, Division of Reproductive
and Urologic Drug Products

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND MAY CONTAIN
[NFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. If
you art not the addressee, or a person authorized ta deliver the document to the addressee, you are hereby notified that any revicw, disclosure,
dissemination, copy, or other action bascd on the content of this communication is not authorized. Ifyou have received this docucnent in coror,
pleasc immediately notify us by telephone and return it to us at the above the above address by mail. Thank you.

Comments:

QQC\-‘\ D(Q_b‘\d B aﬂac‘m—({ AR (‘G_L &J\«N\wdb CL,“,& i_,.;_(:’) ’L AN ()uud
&1 Do Erecbont .

ek i N ‘ concurrence:
T akle caw

, |
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Januery 2, 2002
[ear David:
The *iedical Otticer for your pending NDA tor Oxytrol, NDA 21-351, has these two requests:

L. Table 14.3.5.1.4.2 1n the 120-Day Safety Update Report in Volume 1 on pages 000456-
000239 makes 1t difficult to interpret total exposure for at least 26 or 52 weeks since the interval
(weexs) provided was as (x,y] =total exposure between (exclusive) and y {inclusive). For
exarmple, exposure for the interval (25,26] could have included subjects exposed for less than 26
weeks total exposure. Using the most conservative estimate of the information provided, a total of
137 patients were exposed to treatiment at any dose for at least 6 months (i.e. 26 weeks or more)
and 27 patients for at least 12 months (i.e. 52 weeks or more). A 1otal of 46 patients were exposed
(o tins 20 o’ dose tor at least 6 months and no patients were exposed to the 26 cm? dose for at
leas: -2 months. A tota of 64 patients were exposed to the 39 cm’ dose for a. least 6 months and

1 paent was exposed to the 39 cm” dose for at least 12 months. lease confirm that these
Ui~ 2rs are correct.
2. Please provide a hsting by patient number for all patients whose total exposure to study

drug 27 any dose level was at least 52 weeks, broken down by how many complete weeks of
expesure occurred at each dose level, for example:

Patient 1109 was exposed to Oxybutynin TDS for a total of at least 11 weeks at the 13 cm’ dose
level. at least 22 weeks at the 26 cm’ dose level, and at least 18 weeks at the 39 em?® dose level,
for ¢ zotal of at least 53 weeks at any dose level.

As aiways, thanks for your promipt reply to our questions and requests.
Take care,
Eveivn '
: APPEARS THIS WAY
ON ORIGINAL
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(: DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

Ut

Food and Drug Administration

Rockville MD 20857

DEC 11 73

Joseph P. Antoci, M.D.
. 160 Robbins Street
Waterbury, Connecticut 06708

Dear Dr. Antoci:

Berween October 15 and 18, Mr. Anthony C. Warchut, representing the Food and Drug
Administration (FDA), met with vou to review vour conduc: of a clinical study (protocol
=099009) of the investigational drug oxybutynin transdermal system performed for
Watson Laboratories. Inc. This inspection is a part of FDA s Bioresearch Monitoring
Program, which includes inspections designed to validate ciinical 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 our evaluation of the inspection report and the documents submitted with that
report, we conclude that you did adhere to all pertinent 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 Warchut during the inspection.
Should vou have any questions or concerns regarding this letter or the inspection, please
contact me by letter at the address given below.

Sincerely yours,

i

John R. Martin, M.D.

* Branch Chief
Good Clinical Practices I, HFD-46
Division of Scientific Investigations
Office of Medical Policy
Center for Drug Evaluation and Research
7520 Standish Place, Room 125
Rockville, Maryland 20855

-t
o
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Note to Rev. Div, M.O.

This routine clinical inspection was conducted in support of pending NDA #21-351 and
focused on the conduct of protocol #099009.

Twenty-three subjects were randomized at this site, 20 of whom complieted the double-
blind portion of the study. One subject was withdrawn after improperly being enrolled

with exclusionary criteria; two other subjects withdrew due to adverse reactions to the
skin patch.

Records for all subjects were reviewed. Inspection revealed that Dr. Antoci appears to

have conducted the study in compliance with FDA regulations; no Form FDA 483 was
issued.




However, please note that inspection revealed certain discrepancies between source
data and the data listings that the sponsor submitted to DSI for use in the

inspection. No explanation for these discrepancies was identified at this clinical site.
Specifics are as follows:

A. Comparison of the adverse-event data listing supplied by the sponsor to the raw data
a1 the site found that there were two serious adverse events {SAEs) and a number of non-

serious AEs that were appropriately reported to the sponsor on case report forms (CRFs)
but not included in the sponsor’s data listing submitted to DSI:

I. Subject 0318
a. SAE: Hospitalization from November — wea , for profound bradycardia
(35 to 40 bpm). The bradycardia was considered related to treatment for pre-
existing multiple sclerosis, which had flared up approximately two weeks prior to

admission.

0. AEs: CRF notes exacerbation of multiple sclerosts from ‘e ,
~- , Lyme disease starting — ., and noted 10 be continuing on a
T source document; and insomnia and constipation, both of which
began’ o , and were reported on a June 1, 2001, source document
as continuing. All of these AEs were considered unrelated to study drug. In
addition, CRF notes,AE of dry mouth from —

which was considered possibly related to study drug.
=. Subject 0330
a. SAE: Hospitalization from — , for lefi-sided weakness that

was determined to result from a cerebrovascular accident (CVA). The CVA was
considered unrelated to study drug.

b. AEs: CRF notes premature ventricular contractions (PVCs), unnary tract
infection (UTT), elevated hyaline casts, and memory loss secondary to the CVA

noted above. The PVCs began -_— ., and were reported ona
=, source document as continuing; reportedly, ro treatment was required. The
UTI occurred from — and was treated with medication. The
memory loss began — , and was reported on a June 1, 2001,
source document as continuing. All of these AEs were considered unrelated to
study drug. '
3. Subject 0303 — CRF notes elevated cholesterol that began on — and

was reported on a June 1, 2001, source document as continuing. This AE was
considered unrelated to study drug.

Subject 0305 — CRF notes right eye and right knee injuries and diarrhea. The eye and
knee injuries were reportedly sustained in a fall and resolved without treatrent, The

:l-

diarrhea reportedly occurred from e .. and was treated with
medication. All of these AEs were considered unrelated to study drug.
3. Subject 0306 — CRF notes elevated triglycerides that began or —-— and

was reported on a June 1, 2001, source document as continuing. This AE was
considered unrelated to study drug.

6. Subject 0308 — CRF notes open-angle glaucoma and ankle edema. The glaucoma,
which was considered unrelated to study drug, reportedly began on | e



10,

[T

= and was reported on a June 1, 2001, source document as continuing. The ankle
edema, which was considered possibly related to study drug, reportedly began on

== J and resolved on — " Both of these AEs were treated with
medication.
Subject 0321 — CRF notes cloudy urine with moderate amount of bacteria starting
—_— and reported on a June 1, 2001, source document as continuing.

This AE was considered unrelated to study drug.
Subject 0324 — CRF notes exacerbation of depression from -

-~ , and hypertension from - .. Both of these
AEs were treated with medication and were constdered unrelated to study drug
Subject 0325 - CRF notes cloudy urine with moderate amount of bacteria starting

— 1, and reported on an April 12, 2001, source document as
continuing. This AE was considered unrelated to study drug,
Subject 0327 — CRF notes elevated cholesterol, triglycerides and GGT that began on
— and were reported on an April 12, 2001, source document as
contiruing. These AEs were considered unrelated to study drug.

L. Subject 0334 — CRF notes broken right knee cap, which occurred on =

~ and urethral caruncle which started on | == . Both of these AEs, which
were considered unrelated to study drug, reportedly were treated with medication and
were documented in an April 12, 2001 source document as continuing events.

. Subject 0336 — CRF notes UTI symptoms from “=e= ) J, which were

reportedly of mild intensity and which were considered probably related to study
drug. In addition, CRF notes elevated GGT, considered unrelated to study drug,

starting ™ . and noted on a June 1, 2001, source document as continuing
event.

Other data discrepancies:

Subject 0304 — Urinary diary data reported by the subject on April 15, 2001 (Day S of
endpoint week) was not captured in the sponsor’s data listing submitted to DSI. All
of the April 15, 2001, diary entries pertain to normal voids (total of ten) experienced
by the subject after awaking at 7:50 a.m_; there are no post-bedtime entries noted.
Subject 0325 — Baseline urinary diary data is reported in the sponsor’s data listing as
having been obtained from February 21 — 27, 2000. However, study records indicate
that the subject was rejected for randomization on February 28, 2000, because the
subject did not complete Days 6 and 7 of the diary correctly. The subject repeated the
screening diary between February 29 and March 7, 2000, and was approved for
randomization on March 7, 2000. The baseline data collected between February 29

and March 7, 2000, is not included in the sponsor data listing provided for the
inspection.

The review division may wish to consider the impact of the above discrepancies on the

acceptability of the sponsor’s data.

Data from this site appears acceptable.

APPEARS THIS WAY
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Meeting Minutes

Date: December 10, 2001 Time: 11:00-12:00 PM Location: 17B-43

NDA: 21-351

indication: Treatment of patients with overactive bladder with symptoms of urge
urinary incontinence urgency and frequency.

Spensor: Watson Laboratories, Inc.
Meeting Tyvpe: Status Meeting

~ Meeting Chair: Mark Hirsch, M.D.
Meeting Recorder: Jennifer Mercier

FDA Attendees: ‘ -

Mark Hirsch, M.D. - Medical Team Leader, Division of Reproductive and Urologic
Drug Products (DRUDP, HFD-580)

Brenda Gierhart, M., — Medical Officer, DRUDP (HFD-380)

Amecia Parekh, Ph.D. — Team Leader, Office of Clinical Phannacology and
Biophamaceutics (OCPB) @ DRUDP (HFD-580)

Raj Agarwal, Ph.D. - Chemist, Division of New Drug Chemistry II (DNDCII) @
DRUDP (HFD-580)

Sue Jane Wang, Ph.D. — Statistician, Division of Biometrics Il (DBI[; HFD-715)

Young Chei, Ph.D. — Clinical Pharmacology and Biopharmaceutics Reviewer, OCPB
(HFD-870)

Tennifer Mercier — Regulatory Project Manager, DRUDP (HFD-580)
Meeting Objective: To discuss the status of reviews for this NDA.

Background: NDA 21-351 for oxybutynin transdermal system was submitted on April
26, 2001. The sponsor is seeking approval for o ]
— 3.9 mg/day for the treatment of patients with overactive bladder with
symptoms of urge urinary incontinence, urgency, and frequency. The sponsor also
submitted the tradename “Oxytrol” for OPDRA’s consideration.

Discussion:

Clinical:

* The clinical review is in progress.

*  The Division will re-calculate the data without Dr. Fagin’s results because of a
Warning Letter that will be issued form the Division of Scientific Investigation (DSI).

*  The sponsor will submit a revised Pediatric Plan this week.



*

The iabel is under review.

The sponsor has submitted the safety update with information on 80 patients.
There are patch application problems specifically partial detachment.

Climcal Pharmacology and Biopharmaceutics:

L]

The review 1s in progress.

The Wear study appears to demonstrate a site and size dependency; there is an issue
of partial detachment with the patch.

if the sponsor wants to use all three sites in the label, then they need a statement in
the label | S

Chemistry:

*

The Division 1ssued an Information Request (IR) letter on December 6, 2001.
The DMF for this NDA has deficiencies that will need to be rectified prior to the
action date.

The partch is adhering to the pouch; this is a potential concern for the Division.
The site inspections are still pending for France and Japan.

The label is under review.

Microbiology:

The Division of Microbiology agrees with the sponsor that there is no need for setting
specification because -

S:atistical:

The dratt review is complete and will be sent to the Teamn Leader.

The review has been done exciuding Dr. Fagin's data since there was a for-cause
inspection.

Action [tems:

All reviews need to be completed.
Labeling revisions should be made to the label on the N drive.

APPEARS THIS WAY
ON ORIGINAL




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

P

S5/
tzrk S§. Hirsch
Z/3/02 09:58:43 AM

APPEARS THIS WAY
ON ORIGINAL

APPEARS THIS WAY
ON ORIGINAL



/: DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

Food and Drug Administralion

Rockville, MD 20857

NBDA 21-351 | DISCIPLINE REVIEW LETTER

Watson Laboratories, Inc.
Attentuon: David Campbell

417 Wakara Way

Salt Lake City, Utah §4108-1255

Deur M. Campbell:

Please refer 10 your new drug application (NDA) submitted vader section 305(1) of the Federal Food
Drug. and Cosmetic Act for oxybutynin transdermal patch.

Our review of the Chenustry, Manufacturing and Controls seciion of your submission 1s complete, and we
have ideutified the following deficiencies:

:

1. A specification for the —— ' in the drug substance, which is supplied by == should be
established.

=]

Please clarify as to whether other individual impurities are referred to either known or unknown
impurities.

3. The regulatory specification for drug substance indicates that the acceptance criteria for =
) — and other individual impurities are = Please justify this criteria.
3. Please provide validation data for GC methoed for —— . the drug substance | ==
; with a representative chromatogram. The validation data should include the —
- - , In the method.
5. The results of - _lests for- ==  and — 1ESHARE Ol wemr
« manufactured at « should be provided. '
6. Please provide the numeric ranges for — .
. . . - ) Refer to the Pre-NDA
meeting minutes on §-12-00 for ' —— .
7. The acceptance criteria for degradation products, . ., should be

tightened.

8. Please, justify the acceptance criteria for unknown individual impurities NMT e, and unknown total
impurities, NMT e

9. Tighten the acceptance criteria for

~—

10. Please clarify the description of the secondary packaging coimponents.




NDA 21-351
Fage 2

il

. For the

Please establish the acceptance criteria for w10 the drug product specifications.
The test method and justification of the acceptance criteria should also be imcluded.

e

. system suitability parameters should be pertormed.

. The storage statement in the package inserts, pouches, and cartons should state “Store at 25°C (77°F);

o~

NG

sions permitted to 15 to 30°C (59 - 86°F).

We are providing these corments to you before we complete our review of the entire application to give
vou prelurinary notice of issues that we have identified. In conformance with the prescription drug user
fee reauthornization agreements, these comunents do not reflect a final decision on the information
reviewed and should not be construed to do so. These comunents are prelinunary and subject to change as
we finalize our review of your application. In addition, we may identify other information that must be
provided before we can approve this application. f you respond 1o these issues during this review cycle,
depending on the timing of your response, and in conformance with the user fee reauthorization
agreements, we may not be able to consider your response before we take an action on your application
during this review cycle.

1f vou have any questions, call Evelyn R. Farinas, R.Ph., M.G.A_, Regulatory Project Manager, at
S0-3274260.

Sincerely,
+See appended electronic signanure puge}

Moo-Jhong Rhee. Ph.D.

Chemistry Team Leader, for the

Division of Reproductive and Urologic Drug Products,
HFD-580

DNDC 2, Office of New Drug Chemistry

Center for Drug Evaluation and Research

APPEARS THIS WAY
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/ DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service
\@. é\ edhapt
) Ira W. Klimberg, M.D. Food and Orug Administeation
Florida Foundation for Healthcare Research Rockuille MO 20857

3201 SW 34" Street

Ocala, Florida 34474 NOV 28 Imm

.Dear Dr. Klimberg:

Between October 2 and 5, 2001, Mr. R. Kevin Vogel, representing the Food and Drug
Administration (FDA), met with you to review your conduct of a clinical study (protocol
#099009) of the investigational drug oxybutynin transdermal system, performed for
Watson Laboratories, Inc. 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 nghts and welfare of the human subjects of
those studies have been protected.

Erom our evaluation of the inspection report and the documents submitted with that
report, we conclude that you did not adhere to all pertinent federal reguiations and/or
good clinical investigational practices governing your conduct of clinicai investigations
and the protection of human subjects. We note that at the conclusion of the inspection,
Mr. Vogel presented and djscussed with you the items listed on Form FDA 483,
Inspectional Observations! We wish to emphasize the observations that subjects 21053
and 2122 did not meet inclusion criteria due to lack of documentation of urinary void
volume during two days of the 7-day baseline urinary diaries. We note that the Visit 3
case report forms for these subjects erroneously indicate that the subjects a) successfully

completed the 7-day urinary diaries; and b) recorded in these diaries the volume voided
during two consecutive days.

Piease make appropriate corrections/changes in your procedures to assure that the
findings noted above are not repeated in any ongoing or future studies.

We appreciate the cooperation shown Investigator Vogel during the inspection. Should

you have any questions or concerns regarding this letter or the inspection, please contact
me by letter at the address given below.

Sincerely yours, | =

7y

J ohﬁf}i.— Mamri:{?ﬁﬁ.D_
Brasch Chief
APPEARS THIS WAY Go’é)d Clinical Practices [, HFD-46
0" OR'GWAL Division of Scientific Investigations

Office of Medical Policy

Center for Drug Evaluation and Research
7520 Standish Place, Room 125
Rockville, Maryland 20855
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_____inadeguate records
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__ other
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HF 1-224

HEFD-580 Doc Rm. NDA #21-331

HED-580 Review Div.Dir./Allen

HF[-580 MO/Gierhart

HFD-580 PM/Faninas

HFD-45 Reading File

HED-46 Chron File

HEFD-46 GCP File #10342

HEFD-46 GCP Reviewer/Lewin

HFD-46 GCPI Br ChiefMartin

HFD-46 CSO/Ibarra-Pratt APPEARS THIS WAY
HFR-SE250 DIB/Gallant ‘
HEFR-SE2585 Bimo Monitor/Torres ON ORIGINAL
HFR-SE250 Field Investigator/Vogel

r/d: CL:11-21-01

reviewed:JM:11/27/01
f/t:ju:11/28/01

o:\c\Klimberg N21351 Nov01 VAl.doc



Page 3 - Ira W. Klimberg, M.D.

Note to Rev. Div. M.O,

This routine clinical inspection was conducted in support of pending NDA #21-351 and
focused on the conduct of protocol #099009. Our review of the establishment inspection
report (EIR) reveals the following;

Twenty-three subjects were enrolled at this site; the number of subjects who completed
the study is not discussed in the EIR. Records were reviewed for nine subjects. A Form
FDA 483 was issued for two protocol violations: Subjects 2105 and 2122 were enrolled
despite not meeting inclusion criteria; these subjects lacked documentation of urinary
void volume during two days of the 7-day baseline urinary diaries. The Visit 3 case report
forms for these subjects erroneously indicate that the subjects a) successfully completed

the 7-day urinary diaries; and b) recorded in these diaries the volume voided during two
consecuilve days.

Data appear acceptable.

APPEARS THIS WAY
ON ORIGINAL

APPEARS THIS WAY
ON ORIGINAL



Status Meeting Minutes

Date: November 19, 200] Time: 3:00 PM, EST Location: PKLN; 17B43
NDA 21-351  Drug: oxybutynin transdermal system udication: Overactive bladder
Sponsor: Watson Laboratories, Inc.

Type of Meeting: Status

FDA Attendees:

Marz Hirsch, M.D. — Urology Team Leader, DRUDP {HFD-580)

Brenda Gierhart, M.D. — Medical Officer, DRUDP (HFD-580)

Rajin Agarwal, Ph.D. — Chemist, Division of New Drug Chemustry I (DNDC ) @ DRUDP (HFD-580) _

Sue-lane Wang, Ph.D. — Statistician, Division of Biometrics I (DBII} @ DRUDP (HFD-580)

Young-Moon Choi, Ph.D. - Pharmacokmetics Reviewer. Office of Clinical Pharmacology and
Bicpharmaceuties (OCPB) @ DRUDP (HFD-380)

Amezta Parekh, Ph.D .- Pharmacokinetics Team Leader OCPB3 ¢t DRUDP (HED-580)

Evetyn R. Fannas, R.Pl., M.G.A. -- Project Manager, DRUDP (HFD-330)

Meeting Objective: To discuss the status of reviews for this NDA .

Background: NDA 21-35] for oxybutynin transdermal system was submitted on April 26, 2001, The
sponsor is seeking approval for
3.9 mg/day for the treatment of patients with overactive bladder with symptoms of urge
urinary incontinence, urgency, and frequency. The sponser also submitted the tradename
“Oxytrol” for OPDRA’s consideration. Relevant meeting dates for this application are:
November 10, 1999 for the End of Phase 2 meeting (IND 50,489); December 8, 2000 for
the pre-NDA meeting; and June 13, 2001 for the filing meeting. The PDUFA goal date is
February 26, 2002, The internal goal date for submission of the Action Package to the
Division Director is February 12, 2001.

‘Discussion:

This status meeting was held electronically, with each reviewer submitting a status report via e-mail.
Clinical:
¢  Pediatric Development Plan:
+  letter was sent to sponsor on 10/23/01 approving partial waiver for under age 6 and denying
issuing deferral at this time
«  the sponsor has submitted only a protocot outline for the proposed pediatric study; however, more
details of a planned pediatric clinical trial are needed; the sponsor was asked to submit a complete
protocod; the pediatric protocol has not been submitied 1o date
 in addition, comments were sent on October 23, 2001 10 the sponsor on their pediatric
development plan; the sponsor called with 5 questions regarding the letter of October 31, 2001,
and was asked to submit questions in a written submission, but none have arrived to date

* clinical inspection sites: Dr. Kroeger's site was acceptable; Dr. Antoci's and Dr. Klimberg's
inspections are pending

APPEARS THIS WAY
ON ORIGINAL



Stares Meeting Minutes, November 19, 2001
Page 2

« Safety Update:
»  the sponsor provided information on 73 patieats who have been on oxybutynin patch for 12
months
¢ the EOP2 meeting minutes {11/10/99) documented that the Division recommended that the
sponsor submit data on use for 12 months on at least 50 patient; thus, the sponsor has met this
criteria
+ raview ongoing

Toxicology:
¢ 0o Issues at this time
+  raview ongoing

Clinccal Pharmacology and Biopharmaceutics:
e Izview ongoing

» comments for the team will be forthcoming atter discussion wiily team leader in December: tume line
13 ta finish the first draft of this NDA review on December 15, 2001 and the second draft a month

-zier; OCPB briefing will be scheduled tor end of January

Chenusuy:
+ raview almost finished; additional review pending for recently submitted stability data
Stausucs:
s review is ongoing

+  data from 099" has been reanalyzed regarding the normality assumption violation issue for
Study 099009
review for Study “017” study is ongoing; this was an active controlled trial for oral oxybutynin
designed to demonstrate non-inferiority
e tmehine: review draft ready by mid-December

preliminary review suggests that the statistical evidence is marginal and the effect size is small

Decisions made:
* reviews ongoing; every effort will be made to meet the internal goal dates

Action Items:

Dr. Chot will provide comments to the team after discussion with the Clinical Pharmacology and
Blopharmaceutics Team Leader

Project Manager will call the sponsor to ascertain why the pediatric questions have not been
submitted in writing (in a December 2, 2001. telephone conference between Mr. David Campbell
from Watson. and Ms. Farinas, Mr. Campbell indicated that questions will not be forthcoming;
instead, the sponsor was to submit the pediatric protocol within one week).

APPEARS THIS WAY
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Status Meeting Minutes, November 19, 2001
Page 3

Drafied: Farinas/ 11.30.01

Concurrence: Rumble 11.30.01/Hirsch 12.14.01/Gierhart 11.30.01/Agarwal 11.30.01/Wang 11.30.01/
Choi Parekh

Finalized: Fannas/ 12.14.01
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This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Mark S§. Hirsch
12/14/01 02:49:49 PM
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_//C DEPARTMENT CF HEALTH & HUMAN SERVICES PUH‘E&HSE!}Q;S

»

EIVICE .

oy DR

Food and Drug Administration
Rockville MO 20857
NOV 15 2001 :

Robert M. Kroeger, M.D.

. Nebraska Clinical Research Center

8552 Cass Street
Omaha, Nebraska 68114-3907

Dear Dr. Kroeger:

Between October 16 and 18, 2001, Mr. Carl J. Montgomery, representing the Food and
Drug Administration (FDA), met with you to review your conduct of a clinical study
(protocol #099009) of the investigational drug transdermal oxybutinin, performed for
Watson Laboratories, Inc.. 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 our evaluation of the inspection report and the documents submitted _fvﬁth that
report, we conclude that you did adhere to all pertinent 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 Montgomery during the inspection,

Should you have any questions or concerns regarding this letter or the inspection, please
contact me by letter at the address given below.

Sincerely yours,
NN ~ e g™

;John R. Martin, M.D.
\ Branch Chief

Good Clinical Practices I, HFD-46
Division of Scientific Investigations

' Office of Medical Policy
APPEARS THIS WAY Center for Drug Evaluation and Research
ON ORIGINAL 7520 Standish Place, Room 125

Rockville, Maryland 20855
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reviewed:JM:11/14/01

f/t;jau:11/14/01

o\cl\Kroeger N21351 Nov01 NAldoc

Note to Rev. Div. M.O.

This routine inspection was conducted in support of pending NDA #21-351 and focused
on the conduct of protocol #099009. Eighteen subjects were enrolled at this site, 16 of

whom completed the initial double-blind portion of the study. Eight subjects completed
the subsequent open-label extension.

Records were reviewed for twelve subjects. No regulatory violations were noted; a Form
FDA 483 was not issued. Our review of the establishment inspection report reveals that
the study appears to have been conducted in compliance with FDA regulations.

Data appear acceptable.
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/: DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

e

Food and Drug Administration
Rockville, MD 20857

NDA 21-351

Watson Laboratories, Inc. . .
Artention: Dorothy A. Frank, M.S., R.AC.
Exeacutive Director, Proprietary Regulatory Affairs APPEARS THIS WAY

Rezearch Park ON ORIGINAL

=17 Wakara Way
Solt Lake Caty, UT 84108

Dyear Ms. Frank:

Reterence 13 made to your comespondence dated September 4. 2001, requesting a partial waiver for pediatric
studies for children under the age of six, and a deferral of pediatic studies until March 2003.

We have reviewed the information you have submitted and agree that a partial waiver is Justified for Oxtyrol ™
oxvbutynin transdermal system for the treatment of overactive bludder for the pediatric population.

Avzordingly, a patial waiver for pediatric studies for children under the age of six for this application is granted
under 21 CFR 314.55 at this time.

However. the Division will not grant your request for a deferral of pediatric studies at this time. Please submit
vour pediatric protocol for review with due diligence.

It you have questions, please contact Evelyn R. Farinas, RPh., M.G A | Regulatory Project Manager, at
J01-827-4260.

Sincerely,

{See appended electronic signature page)}

Daniel A. Shames, M.D.

Acting Director

Division of Reproductive and Urologic Drug Products
Office of Drug Evaluation 11l

Center lor Drug Evaluation and Research

APPEARS THIS WAY
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MEMORANDUM

To: NDA 21-351
Through: Mark Hirsch, MD
Team Leader, HFD-580
From: Brenda S. Gierhart, MD
Medical Officer, HFD-580
Date: October 12, 2001
Re: BZ (Original Amendment)
Oxytrol™

MO Review of Pediatric Development Plan/Request for
Partial Waiver and Deferral of Pediatric Studies

Correspondence Date: September 4, 2001

Date Received: September 5, 2001

Background:
During the EOP2 meeting on November 10, 1999, the sponsor was advised the following:

sponsor should address the Pediatric Rule requirements for this drug fo this indication
ages 6 and older; Division recommends ——

—_— _ . . Sponsor can submit a
request for deferral of Pediatric studies if unable to conduct studies at this time.

Pediatric studies were not discussed at the pre-NDA meeting held on December 8, 2000,

On April 26, 2001, Watson Laboratories, Inc submitted the Original NDA 21-351. It contained
one paragraph regarding Pediatric Use (Volume 1, Section 1, on p. 30) in which the sponsor:

* Requested a deferral of Pediatric Studies until after NDA approval

* Proposed to conduct a study to address product use in children ages 6 and older

——

On May 4, 2001, the sponsor was advised in a regulatory letter to submit their pedia&ic
development plan within 120 days. In the same letter, the sponsor was told that the Division

would review the plan and notify them of its adequacy within 120 days of receipt of their
pediatric drug development plan.

On June 13, 2001, the sponsor was notified that the information regarding pediatric studies
submitted in Original NDA 21-351 was insufficient. They were told that to support their request
for a deferral, they were to supply the certification for the grounds for delaying pediatric studies,

a description of the planned or ongoing studies, and evidence that the studies are being or will be
conducted with due diligence and at the earliest possible time.

Current submission: ‘
In response, the sponsor now submits:



* Pediatnic Development Plan —_—
B

— N

Request for a partial waiver from pediatric studies for children under the age of six
Request for a deferral submission of the final study report of the one planned pediatric study

until” . - The anticipated start of the study is ~
*  Protocol Synopsis entitled: * —_—

/

On October 11, 2001, statistical comments on this protocot were forwarded to the reviewer and
are included in the following comments #3, 17, 18, and 19.

Reviewer’s comment:

1) Recommend granting the partial waiver for children aged less than 6 years. The
spoasor has submitted adequate justification to suppori granting the partial waiver.

- - - - - - - — -—
S




2) Recommend deferral not be granted until the pediatric protocol has been submitted and
reviewed. The sponser has not submitted evidence that the study will be conducted with
due diligence and at the earliest possible time. Submitting the protocol will provide }
evidence that the study will be conducted with due diligence. Since the study is

anticipated to be initiated ir — , this request does not appear unreasonable to
the reviewer, -

3) Request sponsor submit the pediatric protocol lor review with due diligence.

- -

Recommendation:



1) Grant the partial waiver for children aged less than 6 years.
2) Deferral not be granted pending review of pediatric protocol.
3) Comments #3-19 should be conveyed to the Sponsor.

cc. Original NDA 21-351 :
HFD-580: S. Allen, D. Shames, M. Hirsch, S. Wang, B. Gierhart, and E. Farinas
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Status Meeting Minutes

Jater October 10, 2001 Tune: 3-00-3-45 PM, EST Locatiow: PKLN; 17843

NDA 2E-351 Drug: Oxytrol Indication: Overactive bladder

Sponsor: Watson Laboratories, Inc.

Type of Meeting: Status

Meeting Chaw: Mark Hirsch, MD, Medical Team Leader, Division of Reproductive and Urologic

Dirug Products (DRUDD: HFD-380
Meeting Recorder Ervelyn R Fannas, R.Ph, M G.A. Project Manager, DRUDP (HFD-380)

FDA Attendees:

Mark Hurseh, M.D. - Urology Team Leader, DRUDP (HEFD-380)

Brenda Gierhart, M.D. — Medical Officer, DRUDP (HFD-580)

Rajiv Agarwal, Ph.D. — Chémist, Division of New Drug Chemistry Il (DNDC 11} @ DRUDP (HFD-580)

Moo-Jhong Rhee, Ph.D. - Team Leader, DNDC 11 @@ DRUDP (HFD-580)

Sue-Jane Wang, Ph.D. - Statistician, Division of Biometnes I1 (DBII) @ DRUDP (HFD-580)

Young-Moon Choi, Ph.D. — Pharmacokinetics Reviewer, Office of Clinical Pharmacology and
Biopharmaceutics (OCPB) @ DRUDP (HFD-580)

Ameeta Parekh, Ph.D.- Pharmacokinetics Team Leader OCPB (@ DRUDP (HFD-530)

Evelyn R. Fannas, R Pl., M.G.A. — Project Munager, DRUDP (HFD-350)

Meering Objective: To discuss the status of reviews for this NDA.

Background:  NDA 21-351 for oxybutynin transdermal system was submitted on April 26, 2001. The
sponsor 1s seeking approval for systems with oxybutynin delivery rates of —————w—
3.9 mg/day for the treatment of patients with overactive bladder with symptoms of urge
urinary incontinence, urgency, and frequency. The sponsor also submitted the tradename
“Oxytrol” for OPDRA’s consideration. Relevant meeting dates for this application are:
November 10, 1999 for the End of Phase 2 meeting (IND 50,489); December 8, 2000 for
the pre-NDA meeting; and June 13, 2001 for the filing meeting. The PDUFA voal date is
February 26, 2002. The internal goal date for submission of the Action Package to the
Division Director is February 12, 2002.

Discussion:
Clinical:
* Review: ongoing
* [ssues:
» pediatnc studies need further sponsor clarification; —

-
) /

APPEARS THIS WAY
ON ORIGINAL
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e draft pediatric protocol synopsis was forwarded to the Clinical Pharmacology and
Hiopharmaceutics and Statistics reviewers for their feedback
*  previous issues concerning removal of package insert prior to dispensing Oxytrol, and improper

rdentification of the patch application sites were resolved; DDMAC and OPDRA indicated that
the package msert is usuatly not given to patients; the sponsor subiitted a revised patient
package insert which clearly indicates the patch application sites

« [abel: review staited; conunents are premature at this time

*  Assessment: assessment is premature at this tme

Toxicology: '
* reviewer not present at the meeting ) APPEARS THIS WAY
» reviewer indicated via e-mail dated October {1, 2001, that: ON 0R|G[NA[

+ there are no approvability 1ssues noted at this tme
«  NDA review is on gomng
* label review is premature at this time

Biophanmaceutics: _

* Review: ongoing review of multiple PK studies (i.e., six studies): data appears to be acceptable
regarding dissolution, although there are questions about time points: the sponsor wall be contacted’to
provide additional thme points data; first draft of review should be completed within a month

¢ lIssues:

* insufficient metabolistm information provided; additional discussion with the sponsor is needed
» lack of data on the 39-cm patch; preliminary review indicates that the data on the 13- and 26-cm
patches are adequate; however, this needs to be reviewed in deil

wear studies indicate that a patch fell off in only one patient from Phase studics; there were also

partial detachment data; this is a review issue
* during review of the NDA, DRUDP will determine if the proposed pediatric PK study (50

subjects, aged 6 to 15, two centers) is acceptable, and 1f a partial waiver for pediatric studies can
be granted; a population pharmacokinetic analysis will be adopted; the appropriateness of this
plan will be reviewed when the full protocol is submitted

+ Label: review is premature at this time

*  Assessient. assessinent is premature at this tme

Chemistry:

. Review: review i - APPEARS THIS WAY
. [Szll:::esw review 15 on going ON ORIGINAL

* LEES inspections on two sites are pending

¢ data provided allows for ———  expiry data at this time; the sponsor will probably submit
additional data that could extend the expiry to 24-months

= drug-release deficiencies noted and communicated to the sponsor
linkage of the data between primary stability batches packaged in = pouches and the supporiing
batches packaged in peelable pouches was esiablished

» linkage of the dosing regimen to the trade name is not acceptable; the trade name should be
identified separately from the dosing regimen

identification of oxybutynin as an “antispasmodic agent” in the package insert and the patient
package insert versus “anticholinergic”; needs claritication from the clinical team

Microbiology review comnpleted, indicating there are no problems with this application
« Label:

= removal of the package insert from the carton prior to dispensing is acceptable
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* Assessment: approval most likely APPEARS THIS WAY
ON ORIGINAL

Staustics:
* Review: ongoing
* [Issues:

/

additional review 1s required because the sponsor’s analysis plan has changed after the analysis of
the clinical trial data

the medical team should identify the sections where the statistician’s input is required
+ Label: review 1s premature at this time
¢ Assessment: assessinent s premature at this time

Decisions made;

oxybutynm should be identified in the Oxvirol lubel vsing the same language us that of the D opn
XL label

the Clinical Pharmacology and Biopharmaceutics and Statistics reviewers will provide comuments to
the Medical Officer regarding the draft pediatiic protocol

* the Statistics reviewer will provide comments to the Medical Officer via e-mail

Action Items:

reviews will continue, and every effort wiil be made to meet the internal goal dates

the sponsor will be asked to supply the information regarding the draft pediatric studies, time paints
data, and drug metabolism necessary for adeguate review, in the near future

ADDENDUM: '
APPEARS THIS WAY
ON ORIGINAL

Comments from Clinical Pharmacology and Biopharmaceutics Reviewer
on NDA 21-351
During Status Team Meeting on 10/10/2001 (Wed)

1. Regarding dissolution data:

The reviewing chemist provided individual release data from the all bio- and stability batches.
This reviewer found that the sponsor provided dissolution data from == , per batch. The
sponsor did not provided that the rationale for the proposed dissolution method and specification.
It should be noted that the following data are normally needed to set up dissolution method and
specification: (1) comparison of the dissolution profiles from 4 different media; (2) comparison
of the dissolution profile in various paddle speed; (3) frequent enough sample collection for full
description of dissolution profile.

This reviewer will closely review the appropriateness of the proposed dissolution

method/specification using currently available data and discuss with team leader te decide whether
additional data are needed or not.

APPEARS THIS WAY
ON ORIGINAL
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7. Resgarding the elimination pathway of Oxytrol:

It appeared that onty 0.1 % of the dose is excreted in urine as parent and one active metabolite. It
indicates that over 99 % of the dose 1s further metabolized to other metabolite(s). However, at

this moment, this reviewer has not found the data or description for further elunination route.
“his reviewer will closely review on this.

3 Recarding the bioequivalency of 13 + 26 Cm” 10 39 Cm*
(On the face and based on the filing memo of the tormer chinical pharmacology and

biopharmaceutics reviewer, they seems like bioequivalent. However, 1t needs to be reviewed in
detail.

4. Regarding pediatric study plan:

m,,

5. Reearding the adhesion {or wear) test;

The sponsor collected adhesion test data. From Phase [ studies, one complete detachment has
been observed. There were also paruat detachment data. At this moment this reviewer are not
able to make anv conclusion for wear test. Thas reviewer will closely review on this point.

APPEARS THIS wAY
ON ORIGINAL
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joloh

Drafted- Farmas/10.24.01

Concurrence: Rumble 10.24/Gicrhart 10.15.0 1/Hiesch 10.31.01/Pzr2kh/Aparwal10.24/Rhee 10.24/Wang
10.24.01/Choiy 10.31 01

Finalized: Farinas/ 11.09.01

MEETING MINUTES

APPEARS TRIS WAY
ON ORIGINAL

APPEARS THIS WAY
ON ORIGINAL
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Teleconference Minutes

Date: October 3, 2001 Time: 4:00 - 4:30 PM, EDT  Location: PKLN; 17B45
NDA 21-351  Drug: Oxytrol (ransdermal oxybutynin) | Indication: overactive bladder
Sponser: Watsen Laboratories, Inc.

Type of Meeting: Request {or information

Mecting Chair: Rajiv Agarwal, Ph.D.. Chemstry reviewer, Division of New Drug

Chemistry 1 @ Division of Reproductive cud Urolog:c Drug Products
{DRUDP: HFD-580)

External Lead: David Campbell, Associate U1, Regulatory Affairs, Watson Laboratories,
e

Meeting Recorder:  Evelyn R. Fannas, R.Ph., M.G.A., Regulatory Project:Manager, DRUDP
(HFD-380)

FDA Attendees:
Rapv Agarwal, Ph.D. - Chemistry reviewer, DNDC II @ DRUDP (HFD-580)
Evalyn R. Farinas, RPh. M G A - Regulatory Project Manager. DRUDP (HFD-580)

External Attendees:

Dorothy A. Frank, M.S.. R.A.C. - Executive Director, Regulatory Affairs
David Campbell - Associate II, Regulatory Affairs

Clierne Petrie — Associate director, Regulatory Affairs

Meeting Objective:  To request additional CMC clarification from the sponsor.

Background: Watson Laboratories, Inc., submitted NDA 21-35$for oxybutynin
transdermal delivery system (TDS), w—— 3.9 mg/day, on Aprit
26,2001, Oxybutynin TDS is an adhesive matrix transdermal system
intended to deliver oxybutynin at a constant rate over 96 hrs. This
systemn is 10 be applied to the abdomen. buttocks or hip twice a week.

Discussion:
* the sponsor was asked to provide clarification for:
» the discrepancy in the data of — : presented on pages 288 and 289 of
volume 1.2; 1t was noted that the number of data (n=480) do not match
the numbers of ~—=  data reported on page 289 of velume 1.2; the averages

reported on page 289 in volume 1.2 do not match the average reported on page 290 of
volume 1.2 (Table P 5.5-5)

« additional real time stability data on primary stability batches
« the sponsor clarified that the release rates on e at — time
points had been i1dentified

APPEARS THIS WAY
ON ORIGINAL




Decisions made:

*  the data, specifications and clarifications requested by DRUDP will be provided by the
sponsor in a timely fashion

Acrtion items

¢ acopy of these minutes will be provided to the sponsor by DRUDP within 30 days of this
teleconference

Note to sponsor: These minutes are the otficial minutes of the meeting. Y ou are responsible for

netfying us of any significant differences in understanding you may have regarding the meeting
ouIcomes.

Drz%ed: Fannas/10.9.01
Crcurrence: Rumble 10.9.01/Agarwal 10.9.0}
Fizzhzed: 10.9.01

APPEARS THIS WAY
ON ORIGINAL

PPEARS THIS WAY
: ON ORIGINAL
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TELEFAX
TO: Dot C@MN\*{‘)\:LO—»Q
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FAX: G401 - 583~ 8135

PHONE:

FROM:

Food and Drug Administration

Division of Reproductive and Urologic Drug Products
56G0 Fishers Lane, HFD-580 -
Rockville, Maryland 20857-1706

FAX: (301) 827-4267 o
PHONE:  (301) 827-4260 APPEARS THIS WAY
DATE: Cep @l ON ORIGINAL

PAGES: y (Inclusive)
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Food and Drug Administration

Division of Reproductive and Urologic Drug Products
5600 Fishers Lanc-HFD-580 .

Roclkville, Maryland +20857-1706

APPEARS THIS WAY
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Teleconference Minutes

Date: August 30, 2001 Time: 1:00- 1:30 PM, EDT 7 Location: PKLN; 17B45
NDA 21-351 Drug: Oxytrol (transdermal oxybutynin) Indication: overacuve bladder
Sponsor: Watson Laboratories, Inc.

Type of Meeting: Request for information

Meeting Chair: Rajiv Agarwal, Ph.D., Chemisiry reviewer. Division of New Drug Chemistry if

{@ Diviston of Reproductive and Urologic Diug Products (DRUDP: HFD-580)

External Lead: David Campbell

Meeting Recorder:  Evelyn R. Farinas, R.Ph., M.G.A_, Regulatory Project Manager, DRUDP
(HFD-380)

FDA Attendees: _
Rajiv Agarwal, Ph.D. - Chemistry reviewer, DNDC II @ DRUDP (HFD-580)
Evelyn R. Fannas, R.Ph., M.G_A. - Regulatory Project Manager, DRUDP (HFD-580)

External Attendees:

Dorothy A. Frank, M.S, R.A.C. — Executive Director. Regulatory Affairs
David Campbell - Associate [[, Regulatory Affairs

Greg Arnold — Executive Director, Transdermal Develtopment

Mammun Khan - Director, Analytical Services section

Jill Callahan — Manager Techunical Services

Steve Sanders - Vice President, Proprietary Research and Development
Bill Good - Vice President, Transdermal Research and Development
Cherrie Petrie — Associate director, Regulatory Affairs

Meeting Objective:  To request additional CMC data.

Background: Watson Laboratories, Inc., submitted NDA 2i-351 for oxybutynin transdermal
delivery system (TDS) - 3.9 mg/day, on Apnl 26, 2001,
Oxybutynin TDS is an adhesive matrix transdermal system intended to deliver

oxybutynin at a constant rate over 96 hrs. This system is to be apphed to the
abdomen, buttocks or hip twice a week.

Discussion:
* the sponsor was asked to provide the following data to continue the review of this application:
» the release rates on —- at A tiine points for all the time intervals
studied (i.e. o data for all pouches used)
e therelease rate on - at” e | for batch 0351/997.162 at 30° should be
submitted electronically
e theresultsof © =t . test”; refer to the pre-NDA meeting minutes

+ the specifications for - in the drug product specifications



VDA 21-351, transdermal oxybutynin
Teleconference Minutes, August 30, 2001
Page 2

» data demonstrating that == 1s not observed when the systems are stored in
“peelable pouch configuration™

* 1dentification of the drug substance manufacturers and batch numbers of the drug substance.

— . used to formulate the batches reported in the “stability data for peelable

pouch configuration” (see page 386 of vol. 1.3

* toqualify the release liner manufactured at ™  for use in the drug product; USP tests
(<87>, <88>, and <661>) should be provided and of the drug product
witt ——  elease liner should be placed on stability testing

* additional real time data to deinonstrate that the product, will be stable for the length of the
requested expiry date in “peelable pouch configuration”

e the batch numbers of drug products manufactured using the = material, which were used
in the clinical tnials

+ the sponsor was asked to provide clarification for:
* the discrepancy i1n the data of

—_——a1

for batch 997137 a1 30" ; the average of these

—- Jdoes not imatch with the average reported on page 289 of val 1.2 in
specitications rationale, and with page 348 of vol. 1.3, stability data

+ the nunber of - -— batches and  ~— hat were used to manufacture the
batches used in stability data for “peelable pouch configuration”

the sponsor was asked to rectify the discrepancies (i.e., typographical errors) noted throughout the
CMC section

+ it was clartfied that:
» the description of the —_ test was covered in the Standard Operation Procedures

* thedifferences regarding  ~— _pouches versus peelable pouches were in the degree of
peelability, not the materials used

*  the information requested applies to the differences in peel strength between the peelable pouch
andthe”  .— pouch

the peelable pouch, functionally, 1s an improvement for enhancement to aid the patient in opening
the pouch; values are lower, but not critical to performance )

. ~= stability data is available for batch DP 133-01/C4; C4 is specific to the =— jiner

* most likely, —~ naterials were not used in clinical trials

Decisions made:

* the data, specifications and clarifications requested by DRUDP will be provided by the sponsor
* typographical errors will be corrected by the sponsor

Action Ttems: .

* the sponsor will submit the information and clarifications requested within approximately two weeks
of today’s teleconference

* nunutes will be sent to the sponsor in 30 days

Note to sponsor: These minutes are the official minutes of the meeting. You are responsible for

notifying us of any significant differences in understanding you may have regarding the meeting
outcomes.

Gl
Original IND
HFD-380/DivFile

APPEARS THIS WAY
ON ORIGINAL
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Status Meeting Minutes

Date: September ¢, 2001 Time: 9:00-10:00 AM, EST  Location: PKILN; 17843

NDA 21-351 Drug: Oxytrol Indication: Overactive bladder

Sponsor: Watson Laboratories, Inc.

Type of Meeting: Status

Meeting Chair: Mark Hirsch, MD, Medical Team Leader, Division of Reproductive and Urologic

Drug Products (DRUDP; HFD-380)
Meeting Recorder: Evelvar R. Farinas. R.Ph., M.G.A., Project Manager, DRUDP (HFD-580)

FDA Attendees:

Mark Hirsch, M.D. - Urology Team Leader, DRUDP (HFD-580)

Brenda Gierhart, M.I2. - Medical Officer, DRUDP (HFD-580)

Rajiv Agarwal, Ph.DD. — Chenust, Division of New Drug Chenustry I1 (DNDC II) (@ DRUDP (HFD-580)

Sue-Jane Wang, Ph.D. ~ Statistician, Divisien of Biometrics I (DBII) @ DRUDP (HFD-530)

Young-Moon Choi, Ph.D. - Pharmacokmetics Reviewer, Office of Clinical Pharmacology and
Biopharmaceutics (OCPB) (@ DRUDP (HFD-580)

Ameeta Parekh, Pii.D.- Pharmacokinetics Teamn Leader OCPB @ DRUDP (HFD-580)

Barbara Chong, Pharm.D. — Reviewer, Division of Drug Marketing. Advertising and Communications
(DDMAC; HFD-42)

Evelyn R. Fannas, R.Ph, M .G A. — Project Manager, DRUDP (HFD-530)

Meeting Objective: To discuss the status of reviews for this NDA.

Background: NDA 21[-351 for oxybutynin transdermal system was submitted on April 26, 2001, The
spousor is seeking approval for systems with oxybutynin delivery rates of —
3.9 ing/day for the treatment of patients with overactive bladder with symptoms of urge
urinary incontinence, urgency, and frequency. The sponsor also submitted the tradename
“Oxytrol” for OPDRA’s consideration. Relevant meeting dates for this application are:
November 10, 1999 for the End of Phase 2 meeting (IND 30,489); December 8, 2000 for
the pre-NDA meeting; and June 13, 2001 [or the filing meeting. The PDUFA goal date is

February 26, 2002. The internal goal date for submission of the Action Package to the
Division Director is February 12, 2001,

Discussion:
Clinical:
¢ Review:
» ongoing review of Phase 3 Protoco! 099-009, and of an additional open-phase, Phase 2 dose
titration Protocol (096-017)
+ the sponsor submitted studies with three different sized patches, 13-, 26-, and 39 cmi patch; it was

claritied that the 26-cm patch delivers approximately 2.6 mg/day of oxybulynin and that the
patches are to be applied twice a week
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* the double-blind period of 099-009 for the 39-cm® arm utilized one 13-cm’ and ane 26-cin’ patch;

the open-label period of 699-009 utilized ali three sizes if of patches (13-, 26-, and 39-cm”)
+  Issues:

* the efficacy at the lower dose has not been consistently demonstrated

»  pediatric development plan has not been submitted; a facsimile was sent to the sponsor an June
14, 2001, providing clarification regarding the pediatric information requized in the NDA
submission; the sponsor was also reminded in this facsimile of the 120-day deadline for
submission of pediatric plan or pediatric waiver requests (the sponsor submitted a pediatric plan
and a waiver request for studies in children under the age of six, duated September 4, 2001)

* 1tisunclear as to why the sponsor is instructing the pharmacist to remove the package insert
before dispensing (the Medical Officer indicated via e-mail that the puckage insert is intended for
health care professionals only, and that the patient package insert only is being dispensed to the

patients: this rationale is acceptable to the Medical Officer, but is being checked with OPDRA
and DDMAC)

+ Label: review is premature at this time
*  ASSESSMEnt assessment is premature at this time

Toxicology: . APPEARS THIS WAY
* Reviewer not present at the meeting ON ORIGINAL

Blopharmaceutics:
¢ Review: ongoing review of multiple PK studies (i.e., six studies)
* Issues:

* noreal data on the 39-cin patch; the data provided was on a combination use of the 26- and the
I3-cm patches; it was noted that at the filing meeting it was agreed to accept the combination data
as “fileable”; the equivalence between a 39-¢m patch data and the combined data from the 13-
and the 26-cm patches is a review issue '

* there ts a potential {or differences in adhesion among different body sites (Medical Qfficer
indicated via e-mail that the information about patch site application was included in Protocol
099009, located in Vol 50, on page 68)

+ metabolites need further review

* individual data regarding dissolution specifications have not been submitted: the sponsor has
been asked by the Chemistry reviewer to supply additional data for ajl batches at different time
frames, and at several dissolution points; the sponsor may be contacted again to supply additional
Biopharmaceutical data _ ) '

*  wear data (adhesion) needs additional review; may recommend that label includes a statement
indicating the lack of adhesion information regarding the 39-cm patch

* Label: review is premature at this time
* Assessment: assessment is premature at this time

Chemistry:
*  Review: first draft of review has been completed
* Issues:

» the main issue is the proposed expiry date; additional data has been requested from the sponsor to
support ———h expiry; of concern is that the primary stability data was submitted for a pouch
that is not the to-be-marketed pouch; some linkage can be made between the data from the
pouch and the peelable pouch

= additional stability data is needed for the different release liners; it is critical to establish

" . the sponsor was asked to conduct the necessary testing, since the DMF holder is not
equipped to do such testing
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« it was clarified that — 15 used to make one batch
* it was also clarified that —_— is used to make the three patch sizes
* EES inspections: two sites have been found adequate; the evaluation of two additionat foreibn
sites is pending
+  Microbiology review noted deficiencies, which have been communicated to the sponsor
» the proposed tradename Oxytrol is acceptable
e Label: additional review is pending; some discrepancies have been noted, such as the need to remove
the package insert from the carton prior to dispensing
+  Assessment: premature at this tune

Statizics:

¢+ Review: ongomg review of Phase 2 study and Phase 3 pivoral studies: the adeitional infurmation
r2quested from the sponsor has been received

s lssues:

+ the statistical methodology used by the sponsor was modified, and requires additional review. the
sponsor indicated that the data doesn’t fit the norinal distribution for the primary endpoint: proper
evaluation of the efficacy results is a review 1ssue

+ ndexing of application 1s OK

+ it appears that the Phase 2 study is underpowered

« the use of a smaller p value is a review issue

e Label: review is premature at this time

. ssessment: assessment 1s premature at this time APPEARS "‘"S WAY
As : 2nt p t t this t ON OR’G'NAL

DDMAC:
+ Review: 1s premature at this time

Decisions made:
» =views will continue. and every effort will be made to meet the internal goal date
« zach discipiine will provide an individual discipline review, rather than a joint review

Action [tems:
» Project Manager to contact the sponsor with the following requests:
+ state the date of the 120-day Safety Update submission (submitted August 10, 2001, received
August 13, 2001) ‘

» state the date of pediatric plan submission (submitted September 4, 2001 received September 3,
2001)
» state the date of wear data for the 13- and 26-cin patches submission (sponsor contacted on
September 14, 2001; data will be sent in the near future)
clarify what advice is given to patients regarding swimming and bathing with the use of the
Oxytrol patch (sponsor contacted September 14, 2001; Medical Officer indicated via e-mail
subsequent to the status meeting, that instructions for the patient are found in Vol. 1.1, page 65)
+ submit Biopharmaceutics data electronically as desk copy for Dr. Choi (sponsor contacted on
September 14, 2001; electronic data will be sent to the Project Manager as a desk copy in the
near fiiture)
submit a revised Patient Package Insert clearly showing the dotted areas in the sketch of the
Bbunian figure where the. patch should be applied (sponsor notified September 14, 2001 sponsor
indicated that the doued areas appear in the electronic version. and noted that they were absent
in the paper copy; sponsor will submit a revised PPI that includes dotted areas)
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¢ vernify that the patch - . as stated in Protocol 099009
(sponsor notified September 14, 2001; sponsor indicated that the patch D
—_— and that this information is reflected in the Package Insert and in the Patient
Package Insert)
* Medical Officer to forward to the Team Leader a hist of the contents of the 120-day Safety Update
when available (done on September 6, 2001)

*  Project Manager to attach the filing meeting minutes 1o this status meeting iminutes (see Attachment)
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FOOD AND DRUG ADMINISTRATION
JTVISION OF REPRODUCTIVE AND
UROLOGIC DRUG PRODUCTS, HFD-580
DOCUMENT CONTROL ROOM 17B-20
5600 FISHERS LANE
ROCKVILLE, MARYLAND 20857
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- TO: \chmd (C\WW ' FROM: DQUD@

Name: . Narne: €LJ ( { oinmens
e G 1- S0) - 5832138 e
Fax No: Fax No: (301) 827-4267
Phone No: Phone No:  (301) 827-4260
Location: Location: FDA, Division of Reproductive

and Urologic Drug Products

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND MAY CONTAIN
INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. il
you are not the addressee, or a person anthorized to deliver the document to the addressee, you are hereby notificd that any review, disclosure,
dissemination, copy, or other action based on the content of this communicatien is not authorized. 1€ you have received this document in error,
please immediately notify us by telephone and retumn it to us at the above the above address by mail. Thank you.

Comments:

concurtTence:
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August 31, 2001

Dear David:

Listed below are requests for additional information pertaining to Microbiology issues. It

wouid be helptul if this information can be submitted together with the CMC data which
was requested yesterday.

Take care,
N

Evelvn . /v

~3

Microbiologisi's List of Deficiencies and Comments:

-
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE

FOOD AND DRUG ADMINISTRATION

CENTER FOR DRUG EVALUATION AND RESEARCH

Drate: August 13, 2001

From: Jeanine Best, M.S.N., R.N.
Regulatory Project Manager
Division of Reproductive and Urologic Drug Products {HFD-580)

Subject: Review of Financial Disclosure documents

To: NDA 21-351

[ have reviewed the financial disclosure information subimitted by Watson Laboratories, Tuc. in
suppont of their NDA 21-351 for Oxytrol™ {oxybutynin transdermal system).

One pivotal Phase 3 study was conducted to assess the safety and efficacy of Oxytrol™
(exybutynin transdermal system) for the treatment of patients with overactive bladder witl:

svmptomns of urge incontinence, urgency, and frequency. The study number and the results of the
raview of financial disclosure documents are summarized below:

Study Number/Title Study Status Financial Disclosure Review
Study 099009/ Transdenmal Begun after Appropnate documentation
Oxybutynin in Patients with Urge 2/2/1999 received, no financial

Uninary Incontinence: A 12- Week, disclosure submitted

MMulu-Center, randomized, Double-
Blind, Placebo-Controlled, Study
with a 12-Week Open-Label, Dose-
Titration, Safety Period and a 28-
Week Open-Label Safety Extension”

Documents Reviewed: ‘
* Financial Certification Information (Form FDA 3454) submitted April 26, 2001

* Response to Request for Information made June 13, 2001, (a table listing site, investigator,
and number of patients) submitted June 27, 2001

Study 09009
Study 09009 started December 21, 1999 and completed July 26, 2000 (October 9, 2000, open-
label extension). There were 199 principal and subinvestigators (investigators) at 40 sites (521

subjects) in this trial. Financial disclosure information was received for all investigators; none
had any disclosable information.

Conclusion:

Adequate documentation was submitted to comply with 21 CFR 34. There was no disclosure of
tinancial interests that could'bias the outcome of Trial 09009 in NDA 21-351.

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

Jeanine Best

B/13/01 02:26:13 PM
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Food and Drug Adminisiuration
Center for Drug Evaluation and Research
Office of Drug Evaluation 1

FACSIMILE TRANSMITTAL SHEET

DATE: August 9, 2001

To: David Campbell

From: Evelyn R Farmag

Company: Watson

Division. of Division of Reproductive and
Urolog:: Drug Products

Fax number; 801-583-8133

Fax number: 01-837-4267

Phone number: 801-583-6375

Phone number: 301-827-4260

Subject: request for statistical data sets

Total no. of pages including cover: 2

Comments: Thanks for your help, Evelyn

Document to be mailed;

A vEs Mw~o

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED

AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM
DISCLOSURE UNDER APPLICABLE LAW.

If you are not the addressee, or a person authorized to deliver this document to the addressee, you
are hereby notified that any review, disclosure, dissemination, copying, or other action based on the
content of this communication is not authorized. If you have received this document in error, please
notify us immediately by telephone at (301) 827-4260. Thank you.

APPEARS THIS WAY
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Dat=:  August 9, 2001

To: David Campbell, Regulatory Affairs
Frci Evelyn Farinas, Project Manager

Re: Request for desk copies of statistical data

As siated in today’s phone message, please submit the following as desk copies for the statistical:

¢ Datasets for ISS

+  Datasets tor study 096017

+  Datasets for study 099009-DB
+  Datasets for study 095009-OL
s [SS/ISE as Word files

¢ NDA reports {individual study reports and protocol)
Piz<e send the desk copies of all of the abo 2 10:

Dr. Sue-Jane Wang
9B7%” HFD-715
Parklawn Building
5600 Fishers Lane
Rockville, MD 20857
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This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Evelyn Farinas
8/3/01 04:02:21 PM
ceD

APPEARS THIS WAY
ON ORIGINAL

APPEARS THIS WAY
ON ORIGINAL



> Page(s) Withheld

§ 552(b)(4) Trade Secret / Confidential

\/ § 552(b)(5) Deliberative Process

§ 552(b)(5) Draft Labeling




MEMORANDUM OF TELECON

DATE fuly 10, 206]

APPLICATION NUMBER: NDA 21-351. Oxybutynin transderinal systemn

BETWEEN: ‘
Name: David Campbell
Regulatory Affairs
Phone: 801-583-8135 (facsimile)

Representing:  Watson Laboratories, Inc.

AND
Name: Evelyn R. Farinas, R Ph., M.G A, Regulatory Project Manager
Division of Reproductive and Urologic Drug Products, HFD-580

SUBIECT.  Request for addinonal CMC information

SACKGROUND: NDA 21-351 was submutted on April 26, 2001, The additional CMC inforimauon-

is necessary for continued review of this application.

TELECONFERENCE SUMMARY:
The spo:isor was asked (via facstmile) to provide the following information:

Ple:se clarify how man i batches were used to manufacture the pnmary stability
batchizs,
I, Plezse explamn the differences 1n — manufacturing and clarify what

provess [used e manufacture the primary stability batches.

DECISIONS MADE:
The sponsor will provide the requested information as soon as possible.

Evelyn R. Farinas
Regulatory Project Manager
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This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature,

Evelyn Farinas
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Food and Drug Administration
Center for Drug Evaluation and Research
Office of Drug Evaluation 111

FACSIMILE TRANSMITTAL SHEET

DATE: June 14, 2001

To: David Campbell

From: Evelyn R. Farinas

Company: Watson Laboratories, Inc.

Division of Division of Reproductive znd
Urologic Drug Products

Fax number: 801-583-8135

Fax number: 301-827-4267

Phone number: 801-588-6200 x6375

Phone number: 301-827-4260

Subject: Clarification of pediatric submission

Total no. of pages including cover: 2

Comments:

Document to be mailed: QAYES M NO

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED
AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM

DISCLOSURE UNDER APPLICABLE LAW.

If you are not the addressee, or a person authorized to deliver this document to the addressee, you
are hereby notified that any review, disclosure, dissemination, copying, or other action based on the
content of this communication is not authorized. If you have received this document in error, please
notify us immediately by telephone at (301) 827-4260. Thank you.
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NDA 27-351, Oxybutynin Transdermal System

Dear David:

To further clarify our conversation of June 13, 2001, regarding the pediatric information required in your

NDA submission, I am forwarding you these comments. Please be aware that there is a deadline for your
submission of the pediatric plan.

1.

2

The information provided in NDA 21-351, Vol. 1, page 30, regarding Pediatric Studies is insufficient.

As  siated in my voice message, you must submit supporting information and documentation for your
rec . 2st for "deferral of Pediatric Studies until afler NDA approval”. Note that a deferral will be

cerz zered after you supply the cedification for the grounds for delaying pediatric studies, z
des2nption of the planned or ongoing studies, and evidence that the stedies are being or will be
concacted with due diligence and at the earliest possible time. A deferral is only granted until a

cerizin point in time, s0 you need to submit a protocol synopsis and anticipated date of study
comoletion.

Any request for a COMPLETE waiver of all pediatric studies with supporting information and
documentation must be submitted by 60 days after date on the NDA 21-351 acknowledgment letter
(which was 5/4/01). Or, as you state in page 30 of Vol. 1, you propase to study Oxytrol only in
chilc-en ages 6 and older you must request a partial waiver (and provide justification) for neonates,
infe~ts, and children younger than age 6. An example of a justification would be if you provide
documentation that the drug product does not represent a meaningful therapeutic benefit over
exisung treatments for pediatric patients in that age group and s not likely to be used in a substantial
nurroer of patients in that age group. Other examples are listed in 21 CFR 314.55.

Please note that there is a 120-day deadline from the date of our acknowledgement letter of May 4,
2001. for submission of a request for a partial waiver and its justification, request for deferment {with
protocol synopsis and date of study completion) and full pediatric development plan.

If you have questions, or if | may be of additional help, please call me at 301-827-4260. In my absence,
ask to speak with Terri Rumble, Chief Project Management Staff, al the same telephone number.

Take care,

Evelyn
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Evelyn Farinas
6/14/01 09:15:25 AM
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Evelyn Farinas

6/14/01 09:18:47 AM
50
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Filing Meeting Minutes

Date:  June 13,2001 Time: 12:00-12°45 PM, EST  Location: Parklawn; 17B43

NDA 21-351  Drug: oxybutynin transdermal system (TDS) Indication- et

Sponsor: Watson Laboratories, Inc.

Type of Meeting: Filing

Meeting Chair: Daniel Shames. M.D . Deputy Director, Division of Reproductive and Urologic

Drug Products (DRUDP: HFD-33(0)
Meeting Recorder: Evelyn R Farmas. R.Ph, MG A L Project Menager. DRUDP (HFD-380)

FDA Attendees:
Dantel Shames, M.D. — Deputy Director, DRUDP (HFD-380)
Mark Hirsch, M.D. — Urology Team Leader, DRUDIP (HF1D-580)
Brenda Gierhart, M.D. -~ Medical Officer, DRUDP (HFD-380)
Ameta Parekly, Ph.D. — Clinical Pharmacolegy and Biopharmaceutics Team Leader, Oftice of Clinical
Pharmacology and Biopharmaceutics (OCPB II; HFD 870) (@ DRUDP (HFD-580)
D.J. Chatterjee, Ph.D. - Clinical Pharmacology and Biopharmaceutics Reviewer, OCPB Il (HFD §70)
{@ DRUDP (HFD-580)
Moo-Jhong Rhee, Ph.D>. - Chemistry Tean Leader, Division of New Drug Chenmstry [
(DNDC i) @ DRUDP (HFD-580)
Rajiv Agarwal, Ph.D. — Chemstry Reviewer, DNDC 11 @ DRUDD (HFI3-380)
Michael Welch, Ph.D. — Statistics Team Leader
Barbara Chong, Pharm. D. - Reviewer, Division of Drug Marketing, Advertising and Conununications
(DDMACQ)
Susan Molchan, M.D. — Medical Officer, Division of Scieatific investigations (DSI; HFD-46)
S. Wang, Ph.D. - Statistics Reviewer
Terri Rumble - Chief, Project Management Staff, DRUDP (HFD-380)
Evelyn R. Farinas, R.Ph., MGA — Regulatory Project Manager, DRUDP (HFD-580)

Meeting Objective:  To discuss fileabihity of NDA 21-351 (oxybutynin transdermal system).

Background: Watson Laborateries, Inc., submitted NDA 21-351 for oxybutynin transdermal
delivery systerm (TDS), - 3.9 mg/day, on April 206, 2001.
Oxybutynin TDS is an adhesive matrix transderimal system intended to deliver
oxybutynin at a constant rate over 96 hrs. This system is to be applied to the
abdomen, buttocks or hip twice a week. The pre-NDA meeting was held on
December 8, 2000. In the present submission, the sponsor included efficacy data
from only one pivotal Phase 3 study, on the 26 and 39 cm patches. The primary

endpoint is — , secondary endpoints are frequency and volume
voided. An additional six-week trial was submitted in support of the pivotai
study. -
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~DA Zi-351

Filing Mzeting Minutes June 13, 2001
Page 2

Discussion:

Clinical: fileable

-

there are safety concerns regarding a single trial and supporting evidence being sufficient 1o support
efficacy at the highest dose

will contact sponsor to ascertain the mformation that will be submitted at the §20-day salety update
the submmission did not contain a pediatric plan; the sponsor may want tw ask tor a deferral of pediatric
studies; the sponsor should be reminded to submit a pediatric plan within 120 davs from the date of
the June 4, 2001 acknowledgement letter; in addition, regarding the pediatric plan. the sponsor should
be renunded to submit a request for a partial waiver and justtication and request “or deferral, with
protocol synopsis and date of study completion

Biophannaceutics: tileable

-

-

most of the issues raised at the pre-NDA meeting have been addressed by the sponsor

efficacy depends on the combined action of the parent drug and the :etabolite

thie combined I3 and 26 cin patch appear to be dose proportional (i.e. additive) to the 39 ¢ patch
TDS is not bioequivalent to the oral oxybutynin dosage form

ihere are concerns about the adhestvity of the patches, parucularly the 39 em parch; studies were
subimitted for the 13 and 26 can patches, but not for the targe st size paich
review of the NDA will determine if there is sufficient data on the 39 ¢m patch;
the “to-be-marketed” formulation is the same as the “clinical-wials” formulation
sponsor will be asked to submit electronic summaries of individual swdies for ease of review

Chenusiry: fileable

Stat

major concern is that there are three drug substance manufacturers mvolved
letter of authonzation and Drug Master Files are available for review

istics: hleable

of concem is that the formatting (i.e. the Index) is hard to follow

open-label studies may be considered exploratory

a more stringent criteria for P values is applied when there is only one pivotal study

DSI inspections:

DRUDP should provide four sites for DSI inspections; sites will be selected based on recent site
investigation history

it was clarified that the primary endpoint is incontinence, i.¢. a change 11om baseline in incontinence
episodes; there are no co-primary endpoints

the sponsor should be asked to submit a list of investigators sites, which should include the name of

the investigator and the site’s identification number, as well as the telephone number and the address
for each site

Financial Disclosure:

the sponsor will be contacted to send relevant information needed for financial disclosure assessment,
1. a list of investigators sites, which should include the name of the investigator and the site’s
identification number, as well as the telephone number and the address for each site

Cieneral comments:

the critical question is whether the data supports that the combination of the 13 and the 26 cm patches
1s bioequivalent to the 39 ¢cm patch

1t may be useful to conduct a joint Biopharmaceutics and Clinical review, and issue joint
reconunendations

Action Items:

Project Manager 1o contact the sponsor and ask the sponsor to;
* indicate the additional information that is to be expected in the 120-safety update




NDA Li-351
Filing '-1zeting Minutes June 13, 2001
Page 3

-

clarify 1f there are bridging bioequivalence studies between the (13 +26)cm and 39 cm patches; it
these studies were done, the sponsor should identify where the data 15 located 1n the NDA
subimission

provide electronic simmaries in Word format of the individual studies to be reviewed by the
Biopharmaceutics reviewer

provide pediatric plan, as stated in the Pediatric Rule; refer the sponsar also to the
acknowledgement letter (pediatric plan located in Volume [.I, page 30, requesting deferral of
pediatric studies)

provide a list of the investigators, number of patients per site, and the address, telephone nuimber.
identification number for each site (list submitted; informaiion provided to Ms. Best for financial
disclosure assessiment; request for DSI inspection submitted to DSI first half of July)

Minutes Preparer Concurrence, Chair
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cCl

IND Arch:

HFD-380/DivFile

HFD-330/ Allen/Shames/
drafted: Farinas, July 17, 2001

concurtence: Rumble 8.14/Shames 7.18/Hirsch 7.25/Gierhart 7.19/PareklvChatterjee/Rhee 7.24/Agarwal
7.27.01 Jordan/Chong/Welch 7.18.01/Wang/Molchan/
fimal- Zarinas. 8.14.01

MEETING MINUTES
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This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the clectronic signature.
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Date: May 15, 2001
NDA 21-351
Sponsor:

Type of Meeting:

Meeting Chair:

External Lead:

Meeting Recorder:

EDA Attendees:

Teleconference Minutes

Time: 3:30-3:45 PM, EDT Location: Parklawn; 17B-45
Drug: oxybutynin transdermal system Indication: incontinence
Watson Laboratories, Inc.
Information request

Rajiv Agarwal, Ph.D., Chemust, Division of New Drug Chemistry I {DNDC 1)
@ Division of Reproductive and Urologic Drug Products (DRUDP; HFD-58()

David Campbell, Associate 11, Repulatory Atfairs

Evelyn R. Farinas, RPh, M.G. A, Regulatory Project Manager, DRUDP
(HFD-380)

Rajiv Agarwal, Ph.D. - Chemist, Division of New Drug Chemstry [1 (DNDC 1) @ DRUDP

(HFD-380)

Evelvn R. Farinas. R.Ph., M.G.A_ - Regulatory Project Manager, DRUDP (HF3-580)

External Participants:

Steve Sznders - Vice President, Proprietary Research and Development
Bill Geod - Vice President, Development

Greg Amold — Executive Director, Transdermal Development
Mammuir: Khan — Director, Analytical Services

Tom Ecikstein -~ Director Project Planning

Cherrt Temrie — Manager, Regulatory Affairs

Jill Caliudhan — Manager, Technical Services

David Campbeli — Associate I, Regulatory Affairs

Meeting Objective:

To request additional CMC information from the sponsor.

APPEARS THIS WAY
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NDA 21-351

Teleconference Minutes May 15, 2001
Page 2

Discussion:
*  the sponsor was asked to submit the following information.

* names of manufacturing, testing (release and stability), and packaging site- of the drug product il

different from what is listed on page 3 of vol. 1.1

*  clarify which of the Watson facilities will be performing the testing on the drug substance
supphiers’ Certificate of Analysis of drug substance batches used in the commercial batches: if the
drug product manufacturer has performed the testing, submit the adopted acceptance and tests
methods
* batch numbers and drug substance manufacturer’s name in the table where a summary of
different clinical formulations are reported (see page 85, vol. 1.2)
batch number and names of the drug substance manufacturers used in the manufacturing of the
primary stability batches and other supporting batches reported in the stability section
the chemistry, manufacturing and control information on the pouching material
relevant CFR reference to raw materials used in each pouching material
microbiological specifications for the drug product (see pages 278-281, vol. 1.2); microbiology
section should be submutted for a microbiological consult revjew

+ specifications for - in the drug product should be provided
*  clanfy if — was observed on release or stability testing of the patches

the sponsor indicated that the information requested will be provided or if applicable, DRUDP will be
notified of its location in the submission (volume and page number)

Decisions made:
» the sponsor will supply the CMC information

Action Items:

* the requested CMC information will be provided to the Division by the sponsor in a timely fashion
*  Minutes will be sent in 30 days

Minutes Preparer Concurrence, Chair

iNote to sponsor: These minutes are the official minutes of the meeting. You are respouéible for

noufying us of any significant differences in understanding you may have regarding the meeting
GUTCOmeES.
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ce:

Original IND

HFD-580/DivFile

HFD-380/Allen/Shames/A ganwval/Rhee/Farinas/Rumble

drafted: erf/5.17.01

concurrence: Rumble 5.18.01/Agarwal 5.21.01/
final: erf/6.1.01

MEETING MINUTES
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Evz.vyn Farinas
6/ 701 02:47:48 PM
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) _/: DEPARTMENT OF HEALTH & HUMAN SERVICES Fublic Health Service

Food and Drug Administration
Rackville MD 20857

NDA 21-351

Watson Laboratories, Inc.
Aunention: Dorothy A. Frank, M.S., R.A.C.

Director, Regulatory Affairs APP
Resi:arch Pafku i EARS TH'S WAY

417 Wakara Way ON OR|G|NAL

Salt Lake City, UT 34108

Dear Ms. Frank:

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

Name of Drug Product: oxybutynin transdermal systern, -~ 1 3.9 mg/day
Review Priority Classification: Standard (8)

Dace of Application: April 26, 2001

Dare of Receipt: Apnl 26, 2001

Our Reference Number: NDA 21-351

Unless we notify you within 60 days of our receipt date that the application is not sufficiently complete
1o permit a substantive review, this application will be filed under section 505(b) of the Act on June 25,
2001 in accordance with 21 CFR 314.101(a). If the application is filed, the primary user fee goal date
will be February 26, 2002 and the secondary user fee goal date will be Apnl 26, 2002.

Be advised that, as of April 1, 1999, all applications for new active ingredients, new dosage forms, new
mdications, new routes of administration, and new dosing regimens are required to contain an
assessment of the safety and effectiveness of the product in pediatric patients unless this requirement is
waived or deferred (63 FR 66632). If you have not already fulfilled the requirements of 21 CFR
314.55 (or 601.27), please submit your plans for pediatric drug development within 120 days from the
date of this letter unless you believe a waiver is appropriate. Within approximately 120 days of receipt
of your pediatric drug development plan, we will review your plan and notify you of its adequacy.

It vou believe that this drug qualifies for a waiver of the pediatric study requirement, you should submit
A request for a waiver with supporting information and documentation in accordance with the
provistons 0f 21 CFR 314.55 within 60 days from the date of this letter. We will make a determination
whether to grant or deny a request for a waiver of pediatric studies during the review of the application.
In no case. however, will the determination be made later than the date action is taken on the




NDA 21-351
Page 2

application. If a waiver is not granted, we will ask you to submit your pediatric drug development plans
within 120 days from the date of denial of the waiver.

Pediatric studies conducted under the terms of section 505A of the Federal Food, Drug, and Cosmetic
Act may result in additional marketing exclusivity for certain products (pediatric exclusivity). You
should refer to the Guidance for Industry on Qualifying for Pediatric Exclusivity (available on our web
site at www.fda.gov/eder/pediatric) for details. If you wish to qualify for pediatric exclusivity you
should submit a "Proposed Pediatric Study Request” (PPSR) in addition to your plans for pediatric
drug development described above. We recommend that you submit a Proposed Pediatric Study
Request within 120 days from the date of this letter. If you are unable to meet this time frame but are
interested in pediatric exclusivity, please notify the division in writing. FDA generally will not accept
studies submitted to an NDA before issuance of a Written Request as responsive to a Written Request.
Sponsors should obtain a Written Request before submitting pediatric studies to an NDA. If you do
not subn:ii a PPSR or indicate that you are interested in pediatric exclusivity, we will review your
pediatric drug development plan and notify vou of its adequacy. Please note that satisfaction of the
requirentents in 21 CFR 314.55 alone mav not qualify you for pediatric exclusivity. FDA does not

necessariiy ask a sponsor to complete the same scope of studies to qualify for pediatric exclusivity as 11
does to fulfill the requirements of the pediatric rule.

Please cite the NDA number listed above at the top of the first page of any communications conceming
this application. All communications conceming this NDA should be addressed as follows:

U.S. Postal/Courter/Ovemnight Mail:

Food and Drug Administration

Center for Drug Evaluation and Research

Division of Reproductive and Urologic Drug Products, HFD-580
Attention: Division Document Room

3600 Fishers Lane

Rockville, Maryland 20857

If you have any questions, call Evelyn R. Farinas, R.Ph., M.G.A., Regulatory Project Manager, at (301)
327-4260.

Sincerely,
'See appended electronic signature page}

Terri Rumble
Chief, Project Management Staff

Division of Reproductive and Urologic Drug Products
Office of Drug Evaluation I

Center for Drug Evaluation and Research
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NDA 21-351 Section 1
Pediatric Use

Pediatric Use

In accordance with 21 CFR 314.55 (b) and as recommended in the End of Phase II
meeting with FDA on November 10, 1999, Watson Laboratories, Inc. requests a deferral
of Pediatric Studies unti] after NDA approval. Watson is currently collecting additional
data for the Oxybutynin Transdermal System in the adult population.

m————

Noathe, 2. ol owe Otl24 |01

Dorothy A. Fr S,RAC.
Director, Regulatory Affairs




CONSULTATION RESPONSE
Office of Post-Marketing Drug Risk Assessment
(OPDRA; HFD-400)

DATE RECEIVED: 12/04/00 | DUE DATE: 05/18/01 OPDRA CONSULT #: 00-0327
TO:

Susan Allen, M.D.

Director, Division of Reproductive and Urologic Drug Products

HFD-580
THROUGH:

Evelyn Farinas

Project Manager

HFD-580
PRODUCT NAME: MANUFACTURER BY:
Oxytrol (Oxybutynin Transdermal System) Watson Laboratories, Inc.
IND: 50,489

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

SUMMARY: In response to a consult from the Division of Reproductive and Urologic Drug Products
(HFD-580), OPDRA has performed a review of the proposed proprietary name, Oxytrol, to determine the
potential for confusion with marketed drug products and pending drug names.

OPDRA RECOMMENDATION:
OPDRA has no objection to the use of the proposed proprietary name, Oxytrol.

Jerry Phillips, RPh Martin Himmel, MD

Associate Director for Medication Error Prevention Deputy Director

Office of Post-Marketing Drug Risk Assessment Office of Post-Marketing Drug Risk Assessment
Phone: (301) 827-3242 Center for Drug Evaluation and Research

Fax: (301) 480-8173 Food and Drug Administration




Office of Post-Marketing Drug Risk Assessment
HFD-400; Rm. 15B03
Center for Drug Evaluation and Research

PROPRIETARY NAME REVIEW

DATE OF REVIEW: 05/01/01

IND: 50,489

NAME OF DRUG: Oxytrol (Oxybutynin Transdermal System)
IND HOLDER: Watson Laboratories, Inc

I. INTRODUCTION:

IL.

This consult is written in response to a request from the Division of Reproductive and Urologic Drug
Products (HFD-580) for an assessment of the proposed proprietary drug name, Oxytrol.

PRODUCT INFORMATION
There were no container labels, carton labeling, or package insert available for review. Oxytrol is
indicated for the

—

_—  Jxytrol will be available as 39 cm® ox-ybut'ynin transdermal sy-stem, which delivers 3.9 mg
daily. Oxytrol will be applied every 3 to 4 days.

RISK ASSESSMENT:

The medication error staff of OPDRA conducted a search of several standard published drug product
reference texts' as well as several FDA databases® for existing drug names which sound alike
and/or look alike to Oxytrol to a degree where potential confusion between drug names could occur
under usual clinical practice settings. A search of the electronic online version of the U.S. Patent and
Trademark Office’s Text and Image Database was also conducted’. An expert panel discussion was
conducted to review all findings from the searches. In addition, OPDRA conducted three
prescription analysis studies consisting of two written prescription studies (inpatient and outpatient)
and one verbal prescription study, involving health care practitioners within FDA. This exercise was
conducted to simulate the prescription ordering process in order to evaluate potential errors in
handwriting and verbal communication of the proposed name, Oxytrol.

' MICROMEDEX Healthcare Intranet Series, 2000, MICROMEDEX, Inc., 6200 South Syracuse Way, Suite 300,
Englewood, Colorado 80111-4740, which includes the following published texis: DrugDex, Poisindex, Martindale (Parfitt K.
(Ed), Martindale: The Complete Drug Reference. London: Pharmacentical Press. Electronic version.), Index Nominum, and
PDR/Physician’s Desk Reference (Medical Economics Company Inc, 2000).

2 American Drug Index, 42™ Edition, online version, Facts and Comparisons, St. Louis, MO.

* 2001 Facts and Comparisons, online version, Facts and Comparisons, St. Louis, MO.

* The Established Evaluation System [EES], the Labeling and Nomenclature Committee [LNC] database of Proprietary name
consultation requests, New Drug Approvals 98-00, and the electronic online version of the FDA Orange Book.

S WWW location hitp://www.uspto.gov/tmdb/index.html.
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EXPERT PANEL DISCUSSION

1. An Expert Panel discussion was held by OPDRA to gather professional opinions on the safety of

the proprietary name, Oxytrol. Potential concerns regarding drug marketing and premotion
related to the proposed name were also discussed. This group is composed of OPDRA

Medication Errors Prevention Staff and a representative 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.

Seven products were identified in the Expert Panel Discussion that were thought to have
potential for confusion with Oxytrol. These products are listed in the table, along with the
dosage forms available and usual FDA-approved dosage.

exethasoe/neomyin/po n

Maxitrol intment: Apply to affected eye (s)
Opthalmic ointment: 3.5 g q 3 to 4 hours.
Opthalmic suspension: 5 mL Suspension: | or 2 drops into
affected eye (s) BID to QID.
Emetrol (OTC) |Oral solution: each 5 mL contains dextrose | Adults: 1-2 tablespoonfuls g 15 SA*
1.87 g, levulose 1.87 g, and phosphoric acid | minutes uatil distress subsides.
21.5 mg.
Detrol Tolterodine tablets: 1to 2 mg BID SA*
1 rog and 2 mg
Detrol LR 2 mg and 4 mg 2t04 mg QD
Axotal Butalbital and aspirin No longer marketed. SA*
Pitocin Oxytocin injections: First, dilute 10 units in 1000 mL of |LA/SA*
10 units/mL IV fluid.
Initiak: 1-2 mU/min, increase 1-2
mU/min at 15-30 minute intervals.
. Maximum dose: 20 mU/min.
Oxycel oxidized cellulose Minimal amounts of an appropriate |LA/SA*
Pads: 3" x 3", 8 ply size are laid on the bleeding site or
Pledgets: 2" x 1"x 1" held firmly against the tissues until
Strips: 18" x 2", 4 ply hemostasis is obtained.
5" x 'A", 4 ply
36" x 4", 4 ply
Oxistat Oxiconazole 1%: Apply to affected area QD and BID. |LA/SA*
Cream: 15,30,60 g
Lotion: 30 mi.

*SA = Sound-alike
*LA = Look-alike

Of these products, Maxitrol, Emetrol, Detrol, Oxytocin, Oxycel, and Oxistat were considered to
be most significant, because they sound and/or look like the proposed name, Oxytrol. Although
Axotal sounds similar to the proposed name, it is no ionger marketed in the United States.




2. DDMAC

DDMAC has no objection to the proposed name, Oxytrol.

B. PRESCRIPTION ANALYSIS STUDIES

1. Methodology:

OPDRA conducted three studies involving 86 health professionals comprised of pharmacists,
physicians, and nurses within the FDA. The objective was to test the degree of name confusion
between Oxytrol and other drug names due to similarity in handwriting and verbal pronunciation
of the name. Inpatient and outpatient prescriptions were written, each consisting of
(known/unknown) drug products and a prescription for Oxytrol (see below). These prescriptions
were scanned into a computer and subsequently delivered to a random sample of the participating
health professionals via e-mail. In addition, the verbal order was recorded on voice mail. The
voice mail messages were then sent to a random sample of the participating health professionals
for their interpretations and review. After receiving either the written or verbal prescription
orders, the participants sent their interpretations of the orders via e-mail to the medication error

staff.
Outpatient Rx: Oxytrol Verbal Rx: Oxytrol
Use 1 q 3 days as directed. Use | q 3 days as directed.
1 #10 #10
| Inpatient Rx: Oxytrol
Use 1 q 3 days.
2. Results:
Table |
Study #of # of Responses Correctly Incorrectly
Participants (%o) Interpreted Interpreted
Written Inpatient 28 20 (71%) 3 (15%) 17 (85%)
Written Outpatient 30 16 {53%) 13(81%) 3 (19%)
Verbal 28 13 (46%) 6 (46%) 7 (54%)
Totals 36 49 (57%) 22 (45%) 27 {55%)

B Correct Name
Hincorrect Name

Written Written Verbal
{Inpatient) (Outpatient)




Among the two written studies, 20 of 36 (56%) participants interpreted the name incorrectly.
One participant from the outpatient study interpreted the name as “Cytosol.” Cytosol is no
longer marketed in the United States. The majority of the incorrect name interpretations were
misspelled variations of “Oxytrol.” Twelve participants interpreted the name as “Oxytrel.”
Other incorrect interpretations were Oxytol, Oxytial, Oxytel, and Oxytzel.

Among the verbal prescription study participants for Oxytrol, 7 of 13 (54%) participants
interpreted the name incorrectly. Most of the incorrect interpretations were phonetic variations
of Oxytrol. Four participants interpreted the third letter “y” as an “i”, “Oxitrol. Three
participants interpreted the third letter “y” as an “a”, Oxatrol,

SAFETY EVALUATOR RiSK ASSESSMENT

We conducted prescription studies to simulate the prescription ordering process in order to
detect potential medication errors. Our study did not confirm confusion between Oxytrol and
Maxitrol, Emetrol, Detrol, oxytocin, Oxycel, or Oxistat. One respondent from the inpatient
study provided Cytosol, but this product is no longer marketed in the United States. Other
misinterpretations did not overlap with any other currently approved drug names. The
majority of the incorrect interpretations of the written and the verbal studies were
misspelled/phonetic variations of the proposed name, Oxytrol. Negative findings are not
predicative as to what may occur once the drug is widely prescribed, as these studies have
limitations primarily due to small sample size.

Maxitrol and Oxytrol are phonetically similar according to the expert panel. However, there is a
low risk of confusion between Oxytrol and Maxitrol, because these two products share no
commonalties other than similar names. Maxitrol and Oxytrol differ in dosage form, dose,
strength, and dosing interval. Maxitrol is an ophthalmic agent that contains dexamethasone,
neomycin, and polymyxin. It is available as opthalmic ointment (3.5g) and suspension (5 mL).
Maxitrol opthalmic ointment is dosed every 3 to 4 hours, and Maxitrol opthalmic suspension is
dosed twice to four times daily. It is unlikely that Maxitrol ophthalmic agent would ever be
confused for Oxytrol transdermal system.

Emetrol is an over-the-counter oral solution that is used to treat nausea. It is dosed 1 to 2
tablespoonfuls every 15 minutes until distress resolves. The risk of confusion between Oxytrol
and Emetrol is minimal, because both names are not phonetically very similar. Despite the same
suffix, “trol,” shared by both names, the prefixes, “Eme” and “Oxy” differ enough to distinguish
one name from another. Moreover, Emetrol and Oxytrol belong to different pharmacological
classes and are available in different dosage formulations. Lastly, it is unlikely that a patient
expecting a transdermal system would get an OTC oral solution.

In regard to Detrol, there are similarities and differences in comparison to Oxytrol. Like,
Oxytrol, Detrol (tolterodine) is also indicated for the treatment of patients with an overactive
bladder with symptoms of urinary frequency, urgency, or urge incontinence. Unlike, Oxytrol
transdermal system, Detrol is available as 1 mg and 2 mg tablets. Detrol is dosed 1 to 2 mg twice
daily. Detrol is also available in long-acting formulation, Detrol LR. Detrol LR is available as 2
mg and 4 mg tablets and the recommended dose is 2 to 4 mg once daily. The risk of confusion
between Oxytrol and Detrol is minimal given the differences in dose, dosage form, strength, and
dosing frequency. Lastly, the prefixes, “Oxy” and “De” are different enough to distinguish one
name from another.




IL

Oxytocin is an approved established name for Pitocin. Oxytocin is commenly used for induction
or stimulation of labor. Oxytocin was identified as a possible sound-alike and look-alike name,
primarily due to its similar beginning, “Oxy.” However, unlike the proposed drug, Oxytrol,
Oxytocin is available as 10 units/mL injection and it must first be diluted in [V fluid. The initial
dose should be no more than 1 to 2 mU/min (0.001 to 0.002 units/min). Furthermore, an
infusion pump or other device must be used with oxytocin to accurately control the infusion
flow. Given its restricted use and the method of administration, it is unlikely that these two
drugs would ever be confused for one another and pose a significant safety risk.

Oxycel was also identified as a possible sound-alike and look-alike name, primarily due to its
similar beginning, “Oxy.” Oxycel contains oxidized cellulose and it is used adjunctively in
surgical procedures to assist in the control of capillary, venous and small arterial hemorrhage
when ligation or other conventional methods of control are impractical or ineffective. Oxycel is
available as pads, pledgets, and strips. Minimal amounts of an appropriate size are laid on the
bleeding site or held firmly against the tissues until hemostasis is obtained. Given its restricted
use, it is unlikely that these two drugs would ever be confused for one another and pose a
significant safety risk. In addition, Oxycel would most likely be stored in surgical units and not
in pharmacies, further decreasing the risk of medication errors.

There is a low risk of confusion between Oxytrol and Oxistat, because these two products share
no commonalties other than similar names. These two drug products are available in different
dosage forms, strengths, and dosing interval. Oxistat is an anti-fungal dermatological agent that
contains the active ingredient, oxiconazole. It is used to treat tinea pedis (athlete's foot), tinea
cruris (jock itch), tinea corporis (ringworm), and tinea (pityriasis) versicolor in adults and
children. Oxistat is available as 1% lotion and cream. Oxistat is applied once daily to twice
daily. Oxytrol will be available as transdermal sytem that needs to be applied to skin every three
to four days. Given the above differences in combination with the lack of convincing look-alike
and sound-alike potential, it is unlikely that the proposed drug name would be confused with
Oxistat.

LABELING, PACKAGING, AND SAFETY RELATED ISSUES

Not supplied or reviewed.

RECOMMENDATIONS:

OPDRA has no objection to the use of the proposed proprietary name, Oxytrol.

Labels and labeling for this product was not provided. OPDRA should review these when the NDA is
submitted.

We would appreciate feedback of the final outcome of this consult. We would also be willing to meet
with the Division for further discussion, if needed. If you have further questions or need clarifications,
please contact Hye-Joo Kim at (301) 827-0925.

Hye-Joo Kim, Pharm.D.
6




Safety Evaluator
Office of Post-Marketing Drug Risk Assessment

Concur:

Jerry Phillips, RPh
Associate Director for Medication Error Prevention
Office of Post-Marketing Drug Risk Assessment
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See Instructions on Reverse Side Before Completing This Form

i

APPLICANT'S NAME AND ADDRESS

3. PRODUCT NAME

Watson Laboratories, Inc. Oxybutynin Transdermal Delivery System
417 Wakara Way 4. DOES THIS APPLICATION REQUIRE CLINICAL DATA FOR APPROVAL?

fYOURRESPONSEIS'NO’ANDMSiSFORASUPPLEMENT. STOP HERE
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Meeting Minutes

Date: Decemnber 8, 2000 Time: 1:00-2:00 PM, EST Location: Parklawn; CR K

(ND 30,489  Drug: transdermal oxybutynin = = Indication: —

Sponsor: Watson Laboratories, Inc.

Type of Meeting: Pre-NDA

Meeting Chair: Susan Allen, N D, M.P.H., Director, Division of Reproductive and Urologic
Drug Products (DRUDP: HFD-580)

Vieeting Recorder: Evelyn R. Farinas, RPh.. M.G A, Project Manager, DRUDP (HFD-580)

Exaternal Lead: Dorothy Frank. Director. Regulatory Affairs, Watson Laboratories, [inc

FDA Attendees:

Susan Allen, M.D., M.P.H. - Director, DRUDP (HFD-580)

Daniel A. Shames, M.D. — Deputy Director, DRUDP (HFD-3580)

Mark Hirsch, M.D. - Medical Officer, DRUDP (HFD-580)

George Benson, M.D. - Medical Officer, DRUDP (HFD-580)

Muoo-Jhong Rhee, Ph.D. ~ Chemistry Team Leader, Division of New Drug Chemistry (DNDC I1)
@ DRUDP (HFD-380)

Amit Mitra, PhD. —~ Chemist, DNDC [1 @ DRUDP (HFD-380)

Ameeta Parekh, Ph.D. - Pharmacokinetic Team Leader, Office of Clinical Phanmacology and
Biopharmaceutics (OCPB) (@ PRUDP (HFD-380)

Shahla Farr, Ph.D.- Statistician, Division of Biometrics I @ DRUDP (HFD-580)

Evelyn R. Farinas, R Ph., MGA — Regulatory Project Manager, DRUDP (HFD-580)

External Participants:
Dorothy Frank — Director, Regulatory Affairs, Watson Laboratories, Inc.
Steven W. Sanders, Pharm. D, — Vice President, Watson Laboratories, Inc.

/

Meeting Objective: ~ To discuss NDA filing plans for oxybutynin transdermal system.

Background: In the November 14, 2000, (Serial Number 030) meeting package the sponsor
submitted an outline of the NDA for Oxybutynin Transdermal Delivery System
(Oxybutynin TDS), together with questions for the Division. The sponsor is
planning to submit the NDA during the first half of 2001. The Oxybutynin TDS
is an adhesive matrix transdermal system intended to deliver oxybutynin at a

constant rate over 96 hours, and which is to be applied to the abdomen, buttocks
or hip twice a week.

APPEARS THIS WAY
ON ORIGINAL
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Discussion:

«  DRUDP provided the following responses and comments to the sponsor’s questions:

#1. Is the timing for filing this NDA acceptable with the Division? ls it acceptable to file this
application under section 305(b)(1} of the Federal FD&C Act as amended?

« the timing for submitting this NDA appears to be acceptable, but additional comments as described in
quastions #10 and #11 were provided

e ilis acceptable to submit this NDA under section 505(b)}1)

#2. Does the FDA agree that a hardcopy NDA is acceptable and only itemis 11 and 12 need be
¢lectronic?

e this is acceptable, but additional electronic data may be requested of the sponsor at a later time

#3. Are the overall structure and contents of the NDA Table of Contents acceptable to the Agency?
» this is acceptable

#d. s the format and content of the CMC section adequate to support filing the NDA?
» 1hos s acceptable
« tl2 sponsor indicated that the “backing label™ will be mcluded i the ND'A submission
» in e NDA subnussion the sponsor should:
» provide justification for the specifications

+ nclude the specifications of p— in the drug product
+ iuclude — -esting in the —
e provide resuits of the .— ' test, or provide the rationale for not doing this test

» include mg patch data as well as percentage data in the stability data table
« include batch records from biostudies or primary stability studies
» provide data on how the three sources of drug substance will be qualified

+ the sponsor should apply for a USAN name, and ask for an expedited review; the USAN name is
necessary prior to approvat

e the sponsor indicated that it would approach the = , test as a one-time justification

#5. Does the FDA agree that the proposed structure and content of the Nonclinical Pharmacology

and Toxicology section of the submission is adequate for filing?

« the proposal is acceptable ‘

» the sponsor clarified that two studies would be included in the application, in addition to a reference
section regarding oxybutynin published material

#6. Does the FDA agree that the proposed structure and content of the Human Pharmacokinetics
and Bioavailability section of the submission is adequate for filing?
» the sponsor should:

*  address the issue of content of . over shelf-life (chemistry); if it decays over
time, address the impact on drug exposure/efficacy
= provide information on how delivery rate was calculated

provide effect of application site on drug exposure; indicate what was the application site in the
clinical trial; indicate relative bioavailability to oral administration: ratios of parent drug
(R and S) and metabolite (R and S)

* provide data on development and validation of IVIVC
= for in-vifro release specifications provide raw data from multiple batches

APPEARS THIS WAY
ON ORIGINAL
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« address drug-drug interaction potential, if blood levels are expected to be different in oral versus
transdermal system
* summarize dose-finding in the Clinical Phanmacelogy and Biopharmaccutics section
« population PK study. i.e., effect of age of patch; population age, race, gender, renally inparred,
PE_PD, ete.
= provide supportive information for your statement “side effects are related to the metabolite
levels”
» submit wear-study information
» if possible, DRUDP requests that the sponsor provide electronic submission as Word file,
icluding narrative text. as review aids
* submit as much informat:on as possible in terms of safety and efficacy to support comparability
to the approved product
« the sponsor providad the following information:
» the clinical trial formulation 1s not bicequivalent to the approved oral oxybutynin
+ the climical trial fonmulation of the oxybutynin TDS is identical to the to-be-marketed
formulation, cut to different sizes (13 and 26 cni’} to maintain the blind: the dose proportionality
study will provide mformation stating that the dose provided by the combimed use of the 13 and
26 e’ sizes is equivalent to that of the 39 em’ size
» the application site was restricled to the abdominal area only, although the site was rotated; data
showed bioequivalence among buttocks, hips and abdomen
» information will be included in the NDA submission showing that blood levels achieved with the
transdermal fonnulation are comparable to those of the aral formulation
¢ DRUDP stated that the efficacy review of the NDA includes review of the clinical trial, and review of

comparison studies showing that oxybutynin blood levels are comparable between the transdermal
and the oral formulatons

=7. 1s the organization of study information in the Clinical Pharmacology section acceptable for the
NDA? Is it acceptable to include “no studies conducted” in the clinical pharmacology section of
Item 8?

+  the sponsor will refer to appropriate published data in the Clinical Pharmacoelogy section of thei
application

#8. Since no other uncontrolled studies were conducted, is the content of the Uncontrolled Clinical
Studies section appropriate for the NDA submission?
+ this 15 acceptable

#9. Is the content of the Other Studies section appropriate? Is it acceptable to present summarics
of the Japanese investigations since completed reports of the trials will not be available at the
anticipated time of NDA submission?

* this is acceptable; DRUDP recommends that the sponsor submit as much data from the studies
described as possible

#10. Does the Division agree that the proposed content of the 1SE will be adequate for filing?

¢ atthis time, the proposed ISE appears to be adequate for filing; in the submission, the sponsor should
address the following issues:

* comparability of blood levels between the transdermal system and the oral formulation of
oxvbutynin ‘
e absence of a dose response

hPPEARS THIS WAY
ON ORIGINAL
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» indicate the numeric changes from baseline to endpeint and compare between treatment groups; it
is premature to comment on the treatment effect at this time
« indicate if there is any treatment by center interaction or any particular subgroup that succeeded
more than others
«  DRUDP reminds the sponsor that it is risky to have only one pivotal trial if anv siamficant issue
surfaces during application review

#11. Is the proposed content of the ISS appropriate and sulficient to provide the Division with
adequate data to assess the safety of the product?

+  the extent of exposure described for the 39 cm’ patch {109 patients for 11-12 weeks and 43 patients
for 19-20 weeks) may not be adequate

« as stated at our End of Phase 2 meeting on November 10, 1999, DRUDP continues 1o recommend that
th= sponsor provide data on 300 patient for 6 months and 50 patients for cne year (at the highest dose)

#12. Is the extent of exposure sufficient for the 39 cm’ TDS, as described, with supporting
information on the smaller system sizes?
» thiic s aveview issue, not a fileability issue
e DEUDP recommends that the sponsor provide data on 30 patients at ene year with the 39 et patch
————
+  DRUDP recommends that the sponsor contact DRUDP prior to NDA submission to indicate if
approval for one or both doses is requested

Z13. 1s the planned brief description of safety data from the Japanese studies appropriate for the
1587

s  DRUDP recomumends that the sponsor provide as much information from these studies as possible

%14.1s the strategy for providing reviewer aids to the Division acceptable for the product labeling,
1SS and ISE portions of the NDA?

+ this is acceptable

#15. Is the planned content and timing of the Safety Update Report acceptable to the Division?

» safety update should be submitted four months after submission of the NDA

» DRUDP may request that a second safety update be provided at 90 to 120 days prior to action goal
date, which is ten months after receipt of NDA submission

#16. Are the contents and electronic support described for the statistical section of the NDA
sufficient for the statistical reviewer?

= this is acceptable; in addition, a hard copy of the statistical section is needed

#17. Does the Division agree with the strategy for submission of statistical analyses as described?

» the primary efficacy analyses and results of the study should be based on ITT population; ITT
population should include all subjects randormized to the study; for subjects without any post baseline
efficacy data, baseline value should be carried forward

the statistical Analysis Plan (SAP) seems to be adequate; however, more detailed input would be a
review issue and will be deait with afier the submission of the NDA

#18. Can the Division identif)"any additional analyses or supporting justification for the revision in
the SAP that the agency will require during the review of the NDA?

» at this point in time, it is not necessary; if more information is needed, the sponsor will be notified
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during the review process
the sponsor indicated that:

/

+  review aids and electronic files wilk be sent shonriy after the NDA is submitted (1.e., between 10
and 45 days after submission)

Decisions reached:

this NDA will be submitted under section 505{b)(1) of the FD&C Act

the sponsor will submit a hardcopy of the NDA, witk only izems 11 and 12 as electronic submission
thz overall structure and contents of the NDA Table of Conteuts are acceptable

thz proposed format and content of the CMC section appears 10 be adequate

the “backing label” wiil be included in the NDA subnussion

the sponsor will apply for a USAN naine

the proposed structure and content of the Nonclinical Pharmacoiogy and Toxicology section of the
submission 15 adequate for submitting an NDA

the content of the Uncontrolled Clinical Studies section 1s appropriate for the NDA submission

the content of the Other Studies section is appropriate

it is acceptable to present summaries of the Japanese investigations

the proposed ISE appears to be adequate for NDA filing

the strategy for providing reviewer aids to the Division 15 acceptable for the product labeling, ISS and
ISE porticns of the NDA

a Safety Update will be submitted four imonths after fiting date, followed by a second safety update at
90 to 120 days prior to action goal date

the contents and electronic support described for the statistical section of the NDA 1s sufficient for the
statistical reviewer

a hard copy of the statistical section will be provided

the sponsor will provide review aids and electronic files to the Division shortly after the NDA is
submitted

Action Items:

[

minutes will be provided to sponsor within 30 days

Minutes Preparer Concurrence, Chair

Note to sponsor: These minutes are the official minules of the meeting. You are responsible for

notifying us of any significant differences in understanding you may have regarding the meeting
outcomes.
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HFD-*80/ Allen/Shames/ Hursch/Benson/Rhee/Mitra/Parekh/Farr
drafted: Farinas, 12.14.00

concurrence: Allen 01.08.00/Shames 01.03.01/Hirsch 12.28.00/Benson 12.14.00/Rhee 01.03.01/Mira
01.02.01/Parekh 01.02.00/Farr 12.13.00/Rumble 12.18.00
final: Farinas, 01.08.01
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Meeting Minutes

Date: November 10, 1999 Time: 12:00-1:30 PM. EDT  Loecation: Parklawn,
Chesapeake Room

IND 50. 489 Drug: oxybutynin transdermal system Indication: overactive bladder
Sponsor: Theratecly, Inc.

Tyvpe of Meeting: End of Phase 2

Meeting Chair: Lisa Rarick, M1 - Director, Division of Reproductive and Urologic

Drug Products, DRUDP (HFD-3801
Meeting Recorder: Evelyn R. Farimas, RPh - Regulatory Project Manager

FDA Attendees:

Lisa Rarick, MD - Director, DRUDP (HFD-580)

Daniel Shames, MD — Medical Team Leader, DRUDP (HFD-580)

Norman Marks, MD — Medical Officer, DRUDP (HFD-580)

Lisa Kammerman, Ph.D. - Team Leader, Division of Biometrics II {DBII) (@ DRUDP (HFD-580)

Ameeta Parekh, Pil.D. — Pharmacokinetic Team Leader, Otfice of Clinical Pharmacology and
Biophanmaceutics (OCPB) @ DRUDP {HFD-580)

\Venkateswar R. Jarugula, Ph.D. - Pharmacokinetics Reviewer, OCPB @ DRUDP (HFD-580)

Aoo-Jhong Rhee, Ph.D. - Chemistry Team Leader, Division of New Drug Chemistry IT
(DNDC I @ DRUDP (HFD-580) .

Terrt Rumble, BSN — Cluef, Project Management Staff, DRUDP (HFD-580)

Evelyn R. Farinas, RPh, MGA — Regulatory Project Manager, DRUDP (HFD-580})

External Participants:

Steven W. Sanders, Pharm D. — Vice President, Clinical Research and Project Planning
Dorothy A. Frank, M.5., R.A.C. - Director, Regulatory Affairs

Kim E. Caramelii, M.S. — Senior Clinical Scientist

Jacqueline Kalbach — Manager, Regulatory Affairs

Heather Thomas, Ph.D. — Biostatistician

Sidney Lyttle, MSc. - Biostatistician

Meeting Objective: To discuss proposed Phase 3 plan and pharmacokinetic studies.

Background: Oxybutynin free base is the active component in the oxybutynin transdermal
system being developed by sponsor to treat ’
i o —_— . Sponsor anticipates marketing this product ir —
— . to be applied twice weekly. In coirespondence dated October 7, 1999
{Serial No. 15), sponsor is asking the Division for confinmation that sufficient data has been
presented to initiate Phase 3 trials, and that the proposed Phase 3 plan is acceplable. The sponsor
also wants Division’s comments regarding the proposed human pharmacokinetic studies.

APPEARS THIS WAY
ON ORIGINAL
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Discussion:

sponsor presented overview of drug development program

responses to the Clinical questions:

1. asingle efficacy and safety study may be sufficient to allow for NDA filability and
review; robustness of the data submitted 10 support the claim of efficacy and safety will

determine approval; there is risk in perfonning fewer rather than more trials to support
safety and efficacy

7. review of the final study reports will determine if the data from Phase 2 studies provide
adequate supporting evidence for proceeding to Phase 3 trials for the oxybutynin
transdermal system

3. — are not acceptable to support product efficacy or labeling and
promeotional claims

4. * ——

) ) ) » may not be used as primary endpoints; global assessiment
measures are acceptable as secondary endpoints for exploratory analysis of relationship
with cbjective clinically meaningful cutcomes:

et

th

if the pharmacokinetics of the drug is shown to be similar to that of other approved
formulations of oxvbutynin, the data on 300 patients for six months wouid be
satisfactory; however, the Division recommends data on use for 12 months on at least 30
patients given the chronic use of this class of drugs for this indication

6. sponsor should address the Pediatric Rule requirements for this drug for this indication
ages 6 and older; Division recomimends that —

P -

- - - —sponsor can subnut a
request for deferral of Pediatric studies if unable to conduct studies at thas time

responses 1o the Biostatistics questions:

e it is recommended that the study be performed with adequate blinding; it is acceptable to

conduct a study in a partially blinded fashion provided that each active patch size is

compared with its placebo patch size; placebo effect size may be a function of patch size

recommend comparison of active patch with placebo patch by size (i.e. large active patch

vs. large placebo patch) and not pooling of information; mmay need larger sample size for

multiple comparison adjustment

» sponsor may consider increasing the number of subjects in the placebo group, or have
subjects wear all 3 patches; if all 3 patches are worn together, uritation, partial lift, and
fall-off issues should be addressed -

« randomization strategy will need to be revisited when the study design is finalized

« recommend that sponsor define a priori the groups of centers to be used in the analysis;
e.g., perhaps group centers by geographic region

+ protocol should explicitly specify the primary analysis to be used

o recommend that sponsor explore treatment by center interaction

+ Division agrees that fixed-effect model is appropriate for analyzing effect of center

comments ¢n the Pharmacokinetics section:

« The two PK protocols are acceptable; however, the sponsor is encouraged to measure R
and S isomers of parent drug and active metabolite in the PK studies

« Population PK/PD analysis should be performed using the sparse sampling data from the
Phase 3 study

response to the Pharmacology and Toxicology question:
e data are sufficient to meet the requirements for a NDA
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» responses to the Chemistry questions:
« Division agrees that oxybutynin base 15 not a new molecular entity; it is considered a
Type 2 chemistry designation
¢ the proposal acceptable; however, sponsor reminded that drug product from the =~
= aust be the same with - ) .
- will be reviewed with the NDA
. A DMF need to be reviewed before determining if the —
p——— druU substance, which were not used in the clinical studies, can be used
in the commercial manufacture of the drug product

Decisions reached:

« asingle efficacy and safety stedy may be sufficient to allow for NDA filability and review

. - are not considered as primary endpoints

L — cor this indicaticon are not considered primary endpoints

+ data on 300 patients for six months 1s satisfactory provided that the phanmacokinetics of the
drug is shown 10 be stnular to that of other approved formulations of exybutynin

¢ Pediatric Rule needs w be addressed tor the drug development of this product

¢ itis recomunended that the study be blinded

+ randomuzation strategy for Phase 3 is acceptable

=  Diviston agrees that fixed-effect model is appropriate

» data from the primary skin irritation study in rabbits and the guinea pig sensitization study
plus a summary of the published literature on the preclinical safety of oxybutynin are
sufficient to support the preclinical pharmacology and toxicology requirements for an NDA

e oxybutynin base 15 not a new molecular entity

Unresolved decisions:

+ cannot agree that data from Phase 2 studies provides adequate safety and efficacy data to
support Phase 3 trials until final studies are reviewed

¢ manufacturer’s information needs to be reviewed before determining if —— from each
manufacturer is sufficient to support use of the — . material in the
comnmercial manufacture of the drug product

Action Items:
+ nunutes will be provided to sponsor within 30 days

Minutes Preparer Concurrence, Chair

APPEARS THIS WAY
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¥D Arch: 150489
EFD-380/DivFile

- D-580/Rarick/

crafted: Farinas, 11.17.99

concurrence: Rarick 11.30.99/Shames 11.30.99/Marks 12.01 .99/Kammernman 11.17.99/
Parekh/Jarugula 12.17.99/Rhee 11.30.9%Rumble 11.29.99

7.aal: Farinas, December 17, 1999

LEETING MINUTES
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NDA/EFFICACY SUPPLEMENT ACTION PACKAGE CHECKLIST

NDA 21-351

j
! Efficacy Supplement Type SE-

Supplement Number: N-000-AZ

e vy - o

Drug: Oxytrol {oxybutynin transdermal system}

Apphicant: Watson Laboratones, inc.

RPM: Jean King, M.S., R.D.

HFD-580

Phone # 501-827-4620

Application Type: (X ) 305(b)(1) () 505(b)(2)

Reference Listed Drug (NDA #, Drug name)

0
-

~ Apphication Classifications:

-

~* Reviewpriority o { X) S[andard ( ) Pnonry
.t Chemclass (NDAsonly) i 25,35 :
¢ Other (c.g., orphan, OTC) NIA
< User Fee Goal Dates February 28, 2003
<+ Special programs (indicate all that apply) ( X) None
Subpart H
()21 CFR 314.510 {accelerated
approval)

“le

e User Fee Information

User Fee

User Fee waiver

User Fee exception

()21 CFR 314.520
(restricted distribution)
() Fast Track
() Rolling Review
R R

(X ) Pald

() Small business

() Public health

( ) Barrier-to-Innovation
() Other

{ ) Orphan des:gnatlon A
() No-fee 505(b)}(2}

() Other
< Application Integrity Policy (AIP) | £ r e
*  Applicant is on the AIP () Yes (X )No
e  This application is on the AIP () Yes (X)No
¢  Exception for review (Center Director's memo) N/A
*  OC clearance for approval N/A
% Debarment certification: verified that qualifying language (e g., willingly, knowingly) was | (X ) Vernified
not used in certification and certifications from foreign applicants are co-signed by U.8.
agent,
< Patent
¢ Information: Verify that patent information was submitted {X ) Verified
¢ Patent certification [S05(b)(2) applications}: Verify type of certifications 21 CFR 314.50G)( 1 Y(IMA)
. submitted Ol On Qm OIv
H
t
21 CFR 314.50(i)(1)
' 1O ()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).
Version: 3.27 2002
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Page 2

Exclusivity (approvals only)

Exclusivity summary

L3

1z there an extsting orphan drug exclusivity protection for the active moiety for
12 proposed tndication(s)? Refer to 21 CFR 316.3(b)(13) for the definition of
szmeness for an orphan drug (i.e., active moiety). This defmtton is NOT the
szme as that used for NDA chemrca! classification!

1 () Yes, Application ¥
i {(X)No

Administrz nve Reviews (PmJect \danager ADRA) (mdrcare date of each revrew)

: *;;_,

KN

-

i

-\t.ll()l’lS

P oposed actlon

Prhv:ous acnoﬁs (spec:]fy type. and date for each acuon taken)

Suatus of advertising (approvals only)

T &R

(X)YAP (3TA ()AE ()NA
NA 3/26/02

{ X) Materials requested in AP letter
) Rewewed for Subpart H

PJbl ic co-*“'numcatlon\

Prass Ofﬁce rouﬁed of 2 acuon (approval only)

lz.dicate what types (if any) of information dissemination are anticipated

B

B BT

(X) Yes ) No[ apphcablc

{X) None

() Press Release

() Talk Paper

{ ) Dear Health Care Professional
Letter

Labeling tpackage insert, patient package insert (if aﬁplicablc), MedGuide (if applicable)

Division’s proposed labeling (only if generated after latest applicant submission

_ o1 labeling)

Most recent applicant-proposed labeling

Original applicant-proposed labeling )

Labeling reviews (including DDMAC, Office of Drug Safety trade name review,

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

X (DMETS 1/13/02; DDMAC,
4/6/02)

Orther relevant labeling (e.g., most recent 3 in class, class labeling)

X [copy of Ditropan XL (tablets and
syrup; extended release tablets)

included]
% Labels (immediate container & carton labels) 7 e
¢ Division proposed (only if generated after latest apphcam submission) _X o ]
+ Applicant proposed X N
*=  Reviews X N
< Post-marketing commitments P
*  Agency request for post-marketing commitments N/A
. Docu:lnentation of discussions and/or agreements relating to post-marketing N/A
commmtments
% Outgoing correspondence (i.c., letters, E-mails, faxes) X
<> Memoranda and Telecons
< Minutes of Meetings : oty
*  EOP2 mecting (indicate date) - X (11/10/1999) e
*  Pre-NDA meeting (indicate date) X (12/-8/2066)ﬁn S
. Prz-Approval Safety Conference (indicate date; approvais only) N/A T
L « Other N A o

Version: 3272002
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< Adwi 1s0TY Commmee Meeting
~ « DaeofMeeing . |wa
| v a8howaled ' S wA -
. Federal Register \cmces DLSI documems NAS NRC (lf any are apphcable) N/A
= Sumr’:ary Rewews (eg., Ot’ﬁcc Director, Diviston Director, Medlcal Team Leader) X (Team Leader, 2/2“03)
{indicate date for each review)
< Chncal review(s) (indicate daie for ecach review} X (2/21;’03)
] <+ Microbiclogy (efficacy) review(s) (indicate date for each review) N/A
<+ Safety Update review(s) (indicare date or location if incorporated in another review) iéf:\i %Z%:; ;E?}fé[)?;'clinical
%+ Pediatric Page(separate page tor each indication addressing status of all age groups) X (2/10/03)
‘ <+ Suaustical review(s) (indicate c.ste for each review) X (213/03)
<+ Biopharmaceutical review(s) ri=:dicate date for each review) i X (2/20/03)
»  Controlled Substance Staff review(s) and recommendation for scheduling (indicate dote N/A
for each review)
<+ Clinical Inspection Review Summary (DSI) ) . S _ R i
e Clinical studics o g X (2/20/03)
o + Bioequivalence studies o N/A

< CMC review(s) (indicate date for each review) X (2/20/03)

< Environmental Assessment

i I
»  Categonical Exclusion (J'ndica!e review date) X (sce CMC review #} dated

S sy o .
'+ Review & FONSI (indicate date of review) - ;ﬁgﬁ;;MC review #3 dated
1
¢ Review & Environmental Impact Statement (indicate date of each review) }1(11(3?82():1“(: review fi1 dated
< Micro (validation of sterilization & product sterility) review(s) (indicate date for each X (11/1/2001)
review) P
<+ TFacilities inspection (provide EER report) . Date completed: 2/14/02
(X ) Acceptable
() Withhold recommendation
% Methods validation () Completed

() Requested
(X ) Not et requested

JII!H “H

Phamlltox rev:ew(s), mcludmo referenced IND reviews (i nd:cate date for each rewew) X (2!20!2002)

% Nonclinical inspection review summary N/A
<+ Statistical review(s) of carcinogenicity studies (indicate date for each review) N/A
% CAC/ECAC report 1 N/A

APPEARS TH!IS WAY
Version: 3/27/2002 ON ORIGINAL
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NDA/EFFICACY SUPPLEMENT ACTION PACKAGE CHECKLIST

NDA 21-351 /SE

Drug Oxytrol (oxybutynin chloride transdermal Appheant Watson Laboratories, Inc.
patches)

RPM  Evelyn R. Farinas Phone 301-827-4245
xO3035¢0)(1)

L1505(b¥2) Reference listed drug

CiFast Track ORolling Review Review priority: x(0 S OP

Prvotal IND(s) 50.489

Application classitications: ) PDUFA Goal Dates:
Chem Class 28, 35 Priniary February 26, 2002
Other {e.g.. orphan, OTC) Secondary March 26, 2002
Arrange package in the following order: Indicate N/A (not applicable), X

(completed}, or add a comment.

GENERAL INFORMATION:

*

L

L J

User Fee Information: x0O User Fee Paid

U User Fee Waiver (attach waiver natification letter)
0 User Fee Exemption

Action Letter. . AP O AE ¥ONA
Labehing & Labels

FDA revised labeling and reviews...................................... " N R

Onginal proposed labeling (package insert, patient package insert) .......... X

Other labeling in class (most recent 3) or class labeling........................ X

Has DDMAC reviewed the labeling? ................o.cooo .. x[ Yes (include feview) L1 No

Inunediate container and carton labels ........................................ X

Nomenelature review ...................ooooi X

Application Integrity Policy (AIP) [ Applicant is on the AIP. This application (1 is x0J is not on the AIP.

Exception for review (Center Director’s memo).................................. NA

OC Clearance forapproval......................................... NA



— + Status of advertising (if AP action) [ Reviewed (for Subpart H - attach review) [0 Materials requested
in AP letter

NA

¢ Post-marketing Commitments NA

Agency request for Phase 4 Commitments. ... .........cooooii i NA

Copy of Applicant’s commitments ............................. ST NA
¢+ Was Press Office notified of action (for approval action only)?.................. 1Yes xONo

Copy of Press Release or Talk Paper................................. e NA
¢+ Patent ‘

Information (S0 1)) o X

Patent Certification [S05(0) ). oo, NA

Copy of notitication to patent holder [21 CFR 314.50 (D(M))................... NA
¢ EXCIUSIVILY SUNURATY . X
+  Debamment Statement ... X

+ Financial Disclosure

¢+ Correspondence/Memoranda/Faxes ...........oouviiiiee e X

¢+ Minutes of Meetings ... X
Date of EOP2 Meeting 11/10/1999
Date of pre NDA Meeting 12/8/2000
Date of pre-AP Safety Conference NA

¢+ Advisory Committee Meeting .............ooo.vieiieiiiiiiieiee e NA
Date of Meeting ... . NA
Questions considered by the committee ......................ooo . ~ NA
Minutes or 48-hour alert or pertinent section of transcript ...................... - NA

+ Federal Register Notices, DESI documents .........cooooeee e NA

CLINICAL INFORMATION:

Indicate N/A (not applicable), X

(completed), or add a comment.
¢ Summary memoranda (e.g., Office Director’s memo, Division Director’s memo,

Group Leader’s memo) ........oooviiiiiiiiiiiiee e eeeee e X
¢ Chnical review(s) and memoranda ................... e, X
¢ Safety Update review(S) .....ooooo it X

+  Pediatric Information

x{J Waiver/partial waiver (Indicate location of rationale for waiver) [ Deferred
Pediatric Page




0 Pediatric Exclusivity requested? 1 Denied [ Granted [3 Not Applicable

+ Sratistical review(s) and memoranda

+ Biopharmaceutical review(s} and memoranda

¢ Abuse Liability review(s) ...
Recommendation for scheduling

+ Nhcrobiology (efficacy) review(s) and memoranda

+ DSIT Audits

CLIC INFORMATION:

¢+ OUMC review(s) and memoranda

........................................................ X
¢ Suanstics review(s) and memoranda regarding dissolution and/or stability ...... N
¢ DMEreview(s) ... e X
+ Environmental Assessment review/FONSI/Categorical exemption ............. . X
¢ Mucro (validation of sterilization) review(s) and memoranda ... .......... ... X
+ Facilities Inspection {include EES report)
Date completed [X\Acceptablc 0 Not Acceptable

+  \ethods Validation

Indicate N/A (not applicable), X
(completed), or add a commant.

....................................................... [ Completed M Not Completed

PRECLINICAL PHARM/TOX INFORMATION:

¢+ Pham/Tox review(s) and memoranda

¢+  Memo from DSI regarding GLP inspection (if any)

+ Statistical review(s) of carcinogenicity studies

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

¢  CAC/ECAC report

APPEARS THIS WAY
ON ORIGINAL

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

NA




