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NDA/EFFICACY SUPPLEMENT ACTION PACKAGE CHECKLIST

NDA _21-241 /s-

Drug ORTHO TRI-CYCLEN Lo
(norgestimate/ethinyl estradiol} Tablets

Applicant Johnson & Johnson Pharmaceutical

Research

RPM_ Jennifer Mercier Phone 301-827-4260

X 505(b) 1)
[3505(b)(2) Reference listed drug
OFast Track DORolling Review Review priority: XS OP
Pivota] IND(s)
Application classifications: PDUFA Goal Dates:
Chem Class 38 Primary August 25, 2002
Other (e.g., orphan, OTC) Secondary

Arrange package in the following order: Indicate N/A (not applicable),

X (completed), or add a
GENERAL INFORMATION;: comment.

¢ User Fee Information: X User Fee Paid

O User Fee Waiver (attach waiver notification letter)
O User Fee Exemption

¢ Action Letter

.............................................................................. X AP [0 AE OONA
¢ Labeling & Labels
FDA revised labeling and reVIeWs.........oeceoueeeeeeeeoneeeoooe oo X
Original proposed labeling (package insert, patient package insert) .......... X
Other Iabeling in class (most recent 3) or class JEL T N N/A
Has DDMAC reviewed the 1abeling? ......covvvumneeeeeeooooeeene Yes (includeTeview) I No
Immediate container and carton labels ............c.coeeeeevueeooveneeseo X
NOmMENClature TEVIEW .......coeeeeriiiiieeniceeeeeeeee e eee e oe e X

¢ Application Integrity Policy (AIP) [ Applicant is on the AIP. This application O is X is not on the
AlP.

Exception for review (Center Director’s memo)...............oooeveeeeeeeeee N/A

OC Clearance for approval..........coeieeeeeeeeineeeeeee oo N/A

Continued =



¢ Status of advertising (if AP action) OJ Reviewed (for Subpart H - attach X Materials requested
Teview) in AP letter
¢ Post-marketing Commitments N/A
Agency request for Phase 4 Commitments....................oooooeoeoeon N/A
Copy of Applicant’s commitments ...............coovevvveeieoose
¢ Was Press Office notified of action (for approval action only)?.....eevunnenn. D Yes XNo
Copy of Press Release or Talk PapeT. ., N/A
¢ Patent
Information [SOS(bY(1)] ....ceererumriiirineeeeeeeeeee e X
Patent Certification [505(b)(2)]. - evvureeeeiierieeeeeeeeeeeee oo, X
Copy of notification to patent holder [21 CFR 314.50 (§11C ) IO X
¢ Exclusivity Summary ...........occoiiiimiiiiniieiee e X
¢ Debarment Statement ..............oouuiiieiiiiiieieeeeisese e X
¢ Financial Disclosure X
No disclosable Information ..............ccovvuueeeeeeeesoneeeoeoeeoseoo
Disclosable information — indicate where review is located ................... X
¢ Correspondence/Memoranda/Faxes ..............veeeeuereveeeeessoooeososoese X
¢ Minutes 0f MEEHNES ....vveeeeeeriirinieeieiee e X
Date of EOP2 Meeting _1/8/97
Date of pre NDA Meeting _ 10/4/99 & 6/22/99 & 10/29/97
Date of pre-AP Safety Conference N/A
¢ Advisory Committee MEEtINg ......ccuvvvvvremeeenenneiireeeeneesesisoeooeeoeo N/A
Date 0f MEEtNg ......oovviiiiiieiiiiinie e N/A
Questions considered by the committee ......................oooveieio . N/A
Minutes or 48-hour alert or pertinent section of transcnpt .......ceuvvennnnn... N/A
¢ Federal Register Notices, DEST dOCUMENTS «.....veeeveeenensoreeoeeeeeee N/A
CLINICAL INFORMATION: Indicate N/A (not applicable),
X (completed), or add a
comment.
¢ Summary memoranda (e.g., Office Director’s memo, Division Director’s
merno, Group Leader’s memo) .....cccoeeriviiiiniiiiiiiinicii e eeeeesennnnsn X
¢ Clinical review(s) and memoranda ...........ueeeeereeeeeseneeneesioeeeeeneeeaon, X

Continued =



¢ Safety Update reVieW(s) .......cceveevuiimeeereeeeeeeeeeoeoeooooooo X
¢ Pediatric Information X
X Waiver/partial waiver (Indicate location of rationale for waiver) L1 Deferred
Pediatric Page............oooiiiiiiiiininiiie oo X
O Pediatric Exclusivity requested? [J Denied [ Granted X Not Applicable
¢ Statistical review(s) and memoranda ..............e.oeoveneeeveinoooeo X
¢ Biopharmaceutical review(s) and memoranda. .............veveoneooooooeooen X
¢ Abuse Liability reVIeW(s) .........ovevureeiuiiiuieeeeeeee oo N/A
Recommendation for schedufing ...........ccovvvevvviviovioo N/A
¢ Microbiology (efficacy) review(s) and memoranda.............coooooneeeenonn N/A
¢ DSTAUGIES oot N/A
DClinical studies [ bioequivalence studies ................................... N/A
CMC INFORMATION: Indicate N/A (not applicable),
X (completed), or add a
. comment.
[ . ¢ CMCreview(s) and memoranda ...........ovomveveveveeoooo X
¢ Statistics review(s) and memoranda regarding dissolution and/or stability ...... N/A
¢ DMF TEVIEW(S) -.eonmiiiiiiieiic et s oo X
¢ Environmental Assessment review/FONSL/Categorical exemption ............... X
¢ Micro (validation of sterilization) review(s) and memoranda ....................... N/A
¢ Facilities Inspection (include EES report) X
Date completed __ X Acceptable O Not Acceptable
¢ Methods Validation .........c..eeveuniieieeneeeeroee e O Completed X Not Completed
PRECLINICAL PHARM/TOX INFORMATION: Indicate N/A (not applicable),
X (completed), or add a
comment.
¢ Pharm/Tox review(s) and memoranda ................ovemveemenooeeesoeeeo X

g ¢ Memo from DSI regarding GLP inspection (if any) ...............coovvevevevenii... N/A

Continued =



¢ Statistical review(s) of carcinogenicity studies

¢+ CAC/ECAC report

---------------------------------------

------------------------------------------------------------------------

APPEARS THIS WAY
ON ORIGINAL




NDA/EFFICACY SUPPLEMENT ACTION PACKAGE CHECKLIST

NDA _2]-24] /SE -

Drug ORTHQ TRI-CYCLEN™ I 0 Applicant R.W. Johnson Pharmaceutical Research
(noregstimate/ethinyl estradiol) Institute
RPM_ Jennifer Mercier Phone_ 301-827-4260
-.
X 505(b)(1) -
0O505(b)(2) Reference listed drug
[JFast Track DRolling Review Review priority: X S OP
Pivotal IND(s) 11,391
Application classifications: PDUFA Goal Dates:
Chem Class 3§ Primary June 25, 2001
Other (e.g., orphan, OTC) Secondary August 23, 2007
Arrange package in the following order: Indicate N/A (not applicable),
X (completed), or add a
GENERAL INFORMATION: comment.

4 User Fee Information: X User Fee Paid

O User Fee Waiver (attach waiver notification letter)
[J User Fee Exemption

¢ ACHON LOMET. .ottt O AP X AE ONA
¢ Labeling & Labels
FDA revised labeling and reviews...........oooeeevvvvmveeiiiii X
Original proposed labeling (package insert, patient package insert) .......... X
Other labeling in class {most recent 3) or class labeling.......ccovvnvneenn.l, X
Has DDMAC reviewed the labeling? .............vueeevveveeone X Yes (include review) LI No
Immediate container and carton 1abels ...............ccooveeerveee X
Nomenclature reView ........ccoieiuiiiiiiiiiiiiiii et X
¢ Application Integrity Policy (AIP) [J Applicant is on the AIP. This application [0 is X is not on the
ATP.
Exception for review (Center Director’s memo)..........u.eeeveveemmmeeeesonnn, N/A
OC Clearance for approval............ooevvureeeeeeemsoiee oo N/A

Continued =



TN

B S S LR . -

Stafus of advertising (if AP action) [J Reviewed (for Subpart H - attach X Materials requested
review) in AP letter
Post-marketing Commitments N/A
Agency request for Phase 4 Commitments. .................................____ N/A
Copy of Applicant’s commitments .............co.ocoeoevrvvovoo o N/A
Was Press Office notified of action (for approval action only)?.................. O Yes X No
Copy of Press Release or Talk Paper......cooiiiiii e, N/A
Patent
Information [SOSMY(1)] ..v.ereenerieereeenieeee oo X
Patent Certification [SOS(BY(2)].vvvevuvvieeneeeeereeeeeesooe oo X
Copy of notification to patent holder [21 CFR 314.50 ()(D)].cueeernennnn . X
Exclusivity Summary ......... Ce et a et ra e aas X
Debarment Statement ............couvveecvuuireeeeoeeeeeeeoeoo X
Financial Disclosure X
No disclosable information ..............c.oovveieeeooineeeeeie N/A
Disclosable information - indicate where review is located ................. . X
Correspondence/Memoranda/Faxes ...........cc.ueeeeeveeeoneeeooooeeo X
Minutes 0f MeEtings .........cccuiviiiiviiieeeeceeee e X
Date of EOP2 Meeting _1/8/97
Date of pre NDA Meeting _10/4/99 & 6/22/99 & 10/29/97
Date of pre-AP Safety Conference N/A
Advisory Committee MEEting .........cooeeivvueiveeneeieniiisiee e N/A
Date of MEEting .......ooouumiiiiiiiiiiiiiiiiii e N/A
Questions considered by the committee ..............cccovvnoveoo N/A
Minutes or 48-hour alert or pertinent section of transcript ........ooeveeunnnn.n, N/A
¢ Federal Register Notices, DESI dOCUMENtS .....veneereerres oo N/A
CLINICAL INFORMATION: Indicate N/A (not applicable),
X (completed), or add a
comment.
¢ Summary memoranda (e.g., Office Director’s memo, Division Director’s 6-25-01
memo, Group Leader’s memo) .....vueeeueeuiiuiie e,
¢ Clinical review(s) and memoranda ..........vvuueeeneemeeessin oo, 6-25-01

Continged =



¢ Safety Update TEVIEW(S) .oeiiiiiitiie e 6-25-01
¢ Pediatric Information X
X Waiver/partial waiver (Indicate location of rationale for waiver) O Deferred
Pediatric Page........cc..ocoiiiiiiiiiei e X
D Pediatric Exclusivity requested? [ Denied [J Granted X Not Applicable
¢ Statistical review(s) and memoranda ..........cooeeeerooso 6-22-01
¢ Biopharmaceutical review(s) and memoranda...........................ooo 6-25-01
¢ Abuse Liability TEVIEW(S) ........vveeereeieiieieeeeeeeeeeees oo N/A
Recommendation for scheduling .........ccueeeeeoeeeeiveeoseoo N/A
¢ Microbiology (efficacy) review(s) and memoranda ................................. N/A
¢ DSTAUGILS ..o N/A
DClinical studies [ bioequivalence studies ................................. .. N/A
CMC INFORMATION: Indicate N/A (not applicable),
X (completed), or add a
comment.
¢ CMC review(s) and memoranda ................ooeeerveeooeeeieeo 6-21-01
¢ Statistics review(s) and memoranda regarding dissolution and/or stability ...... N/A
¢ DMF 1eVIEW(S) .eveeieiiiiiiiieeiee e X
¢ Environmental Assessment review/F ONS1/Categorical exemption ............... X
¢ Micro (validation of sterilization) review(s) and memoranda...................... N/A
¢ Facilities Inspection (include EES report) X
Date completed 6-21-01 e, X Acceptable [J Not Acceptable
¢ Methods Validation ........ooeueiueiiineeeeenesee e O Completed X Not Completed
PRECLINICAL PHARM/TOX INFORMATION: Indicate N/A (not applicable),
X (completed), or add a
comment.
¢ Pharm/Tox review(s) and Memoranda ...............eoeeeeemmnneeeoeieeeeee 3-27-01
¢ Memo from DSI regarding GLP inspection (if any) ............ccovvueeeevevnnnnn.. N/A

Continued =



¢ Statistical review(s) of carcinogenicity studies

---------------------------------------

¢ CAC/ECAC report

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

APPEARS THIS WAY
ON ORIGINAL




INGWIVE (13U/215/250) and EE (25)

NDA 21-241

DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION

Form Approved:  OMB No. 08100297
Expiration Date:  04-30-01

USER FEE COVER SHEET

1. APPLICANT'S NAME AND ADDRESS

The R.W. Jchnson Pharmaceutical Research institute
920 Route 202 South

P.O. Box 300

Raritan, New Jersey 08869-0602

See Instructions on Reverse Before Completing This Form

3. PRODUCT NAME  ~ ’ S e

e jhorgestimate/ethiny! estradiol)

4. DOES THIS APPLICATION REQUIRE CLINJCAL DATA FOR APPROVAL?
IF YOUR RESPONSE IS "NO” AND THIS IS FOR A SUPPLEMENT, STOP HERE
AND SIGN THIS FORM.

# RESPONSE IS 'YES', CHECK THE APPROPRIATE RESPONSE BELOW:

B ™E AEQUIRED CLINICAL DATA ARE CONTAINED IN THE APPLICATION,

[ THE REQUIRED CLINICAL DATA ARE SUBMITTED BY
REFERENCE TO

2. TELEPHONE NUMBER (inciide Arma Code)
(908) 704-4812

(APPLICATION NC. CONTAINING THE DATA).

5 USER FEE LD. NUMBER
3806

€. LIGENSE NUMBER / NDA NUMBER
NDA 21-241

0 A LARGE VOLUME PARENTERAL DRUG PRODUCT
APPROVED UNDER SECTION 505 OF THE FEDERAL
FOOD, DRUG, AND COSMETIC ACT BEFORE #1/92
{5elf Explanatory)

THE APPLICATION QUALIFIES FOR THE ORPHAN
EXCEPTION UNDER SECTION 736{a}(1}{E) of the Faderal Food,
Drug. and Cosmetic Act

(See flem ¥, reverse side befors checking box.)

COMMERCIALLY
(Sedf Expianatory)

WHOLE BLOOD OR BLOOD COMPONENT FOR
TRANSFUSION

AN APPLICATION FOR A BIOLOGICAL PRODUCT
FOR FURTHER MANUFACTURING USE ONLY

7. 18 THIS APPLICATION COVERED BY ANY OF THE FOLLOWING USER FEE EXCLUSIONS? IF SO, CHECK THE APPLICABLE EXCLUSION,

Oa 505(b)(2) APPLICATION THAT DOES NOT REQUIRE A FEE
(See itam: 7, reverse side before checking box.}

0O m™e APPLICATION 1S A PEDIATRIC SUPPLEMENT THAT
QUALIFIES FOR THE EXCEPTION UNDER SECTION 735(a){ 1){F) of
the Federal Food, Drug, and Cosmatic Act
(See item 7, reverse sice before chacking box.}

[ THE APPLICATION IS SUBMITTED BY A STATE OR FEDERAL
GOVERNMENT ENTITY FOR A DRUG THAT IS NOT DISTRIBUTED

FOR BIOLOGICAL PRODUCTS ONLY

L3 ACRUDE ALLERGENIC EXTRACT PRODUCT

[ AN W VITRO” DIAGNOSTIC BIOLOGICAL PRODUCT
LICENSED UNDER SECTION 351 OF THE PHS ACT

O BOVINE BLOOD PRODUCT FOR TOPICAL
APPLICATION LICENSED BEFORE 9/1/82

8. HAS A WAIVER OF AN APPLICATION FEE BEEN GRANTED FOR THIS APPLICATION?

Clves B2 no

(see reversa if answered YES)

A completed form must be signed and accompany each new drug or biologic product application and each new
supplement. if payment is sent by U.S. mail or courier, please include a copy of this completed form with payment.

DHHS, Reports Clearance Officer
Paperwork Reduction Project (0810-0297)
Hubert H. Humphrey Building, Room 531-H
200 Independence Avenue, S.W.
Washington DC 20201

Public reporting burden for this -collection of information is estimated 1o average 30 minutes per
instructons, searching existing data sources, gathering and maintaining the data needed, and completing
Send comments regarding this burden estimate or any other aspect of this collection of information, including suggestions for reducing this burden to:

response, including the time for reviewing
and reviewing the coliection of information.

An agency may not conduct or sponsor, and a person is not
required to respond to, & colisction of information unless it
displays a currenty valid OMB control number.

Please DO NOT RETURN this form to this address.

SIGNATURE OF AUTHORIZED COMPANY REPRESENTATIVE

R

Ramon Polo, PhD

TITLE DATE

AUG 2 5 2000

Director,
Regulatory Affairs

FORM FDA 3387 {5/98)

The R.W, Johnson
Pharmaceutical Research Institute

Item 18 / Volume 1 / Page 48




APPEARS THIS WAY
ON ORICINAL
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2

EDMS-USRA-5590002

THE R W JOHNSON
PHARMACEUTICAL RESEARCH INSTITUTE R
ROUTE 202, RO BOX 200, RARITAN, NEW JEREEY OMES-0R02 JULz Gm
Mellon Bank NDA 21-241
525 William Penn Way , —
Three Mellon Center (norgestimate and ethiny] estradiol)
27" Floor (FDA 360909) room 153-2713
Pinsburgh, PA 15259-000] USER FEE NO. 3906
Dear Sir/Madam:
Enclosed please find 2 company check in the amount of $285,740.00 10 cover User
Fee expenses for  aasatitiniinisd (norgestimate and ethiny} estradiol)
Tablets NDA 21-24]. s TP - is indicated for the prevention of

pregnancy in women who elect to use oral contraceptives as a method of
centraception. A completed unsigned User Fee Cover Sheet (Form FDA 3397) is also

enclosed. The signed and dated User Fee Cover Sheet will accompany the original
NDA submission.

If you have any questions regarding this information, please contact me at
(908) 704-4812 or call our telephone line dedicaled for FDA use at (908) 704-4600.

Sincerely,

—

Ramon Polo, Ph.D.
Direcior
Repulatory Affairs

Enclosures

cc: Jeanine Best, CSO (FDA/CDER HFD-580)

LA JOLLA RARITAN SPRING HOUSE 2URICH

The R.W. Johnson .
Pbarmaceutical Research Institute Item 18/ Volume 1 / Page 49
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NDA 21-241

ORTHO TRI-CYCLEN Lo
Norgestimate/ethinyl estradiol

Johnson & Johnson Pharmaceutical Research & Development,
L.L.C.

3S

PM: Jennifer Mercier
HFD-580
7-4260
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Foreign Labeling
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NDA 21-241

ORTHO TRI-CYCLENw Lo
norgestimate/ethinyl estradiol

R.W. Johnson Research Pharmaceutical Institute

3S

PM: Jennifer Mercier

HFD-580
7-4260
Foreign Labeling
N/A
\!
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OFFICE OFDRUG SAFETY

Memo

To:

From:

Through:

CC:

Date:

Re:

Daniel Shames, MD

Director, Division of Reproductive and Urologic Drug Products
HFD-580

Nora Roselle, PharmD
Safety Evaluator, Division of Medication Errors and Technical Support (DMETS)
HFD-420

Alina Mahmud, RPh
Team Leader, Division of Medication Errors and Technical Support (DMETS)
HFD-420

Jerry Phillips, RPh
Associate Director, Office of Drug Safety

Jennifer Mercier
Project Manager, HFD-580

August 16, 2002

ODS Consult 01-0053-1; Ortho Tri-Cyclen Lo
(Norgestimate and Ethinyl Estradiol Tablets, USP)
0.180 mg/0.025 mg, 0.215 mg/0.025 mg, 0.250 mg/0.025 mg; NDA 21-241

This memorandum is in response to a July 25, 2002, request from your Division for a re-review of the
proprietary name, Ortho Tr-Cyclen Lo. The proposed proprietary name, Ortho Tri-Cyclen Lo, was
found unacceptable by DMETS in the initial name review on March 15, 2001 (ODS Consult 01-0053).

DMETS oniginally reviewed the proprietary name “~——————1nd did not
recommend the proposed name on December 12, 2000. The sponsor submitted another
proprietary name, “Ortho Tri-Cyclen Lo”. The following information was taken from ODS
Consult 01-0053:

APPEARS THIS WAY
ON ORIGINAL



The proprietary name, Ortho Tri-Cyclen, is currently available as Ortho Tri-Cyclen

21 tablets and Ortho Tri-Cyclen 28 tablets. Ortho Tn-Cyclen is a triphasic combination
oral contraceptive containing two active ingredients, ethinyl estradiol (0.035 mg) and
norgestimate (0.18 mg, 0.215 mg, and 0.250 mg). The proposed product,

Ortho Tri-Cyclen Lo, will contain 0.025 mg of ethinyl estradiol instead of 0.035 mg,
which is contained in the currently marketed product. Currently in the U.S. market, the
proprietary names Lo-Ovral and Ovral are available. Ovral contains 0.5 mg of
norgestrel and 0.05 mg of ethiny! estradiol. Lo-Ovral contains a lower amount of
norgestrel (0.3 mg) and ethinyl estradiol (0.03 mg) than Ovral. Hence, “Lo” is placed in
front of the proprietary name, Ovral, to differentiate one product from another.

In regard to the proposed name, Ortho Tri-Cyclen Lo, we recognize that the suffix, “Lo”,
is used to distinguish the proposed product from the currently marketed product,

Ortho Tri-Cyclen. The “Lo™ is appropriate since the proposed product contains a lower
amount of ethinyl estradiol than the currently available product, Ortho Tri-Cyclen.
However, we recommend placing “Lo” in front of the name, “Ortho Tri-Cyclen,” for
two reasons. First, prescribers may forget to write “Lo” when ordering this proposed
product if “Lo” is at the end of the name, then the patients could receive the currently
available product instead. Second, the proposed product, _ewmm———— * would
most likely be stored separately from Ortho Tri-Cyclen on pharmacy shelves and prevent
dispensing errors. Consequently, DMETS recommends * . —

Furthermore, one additional concern regarding the tradename "Ortho Tri-Cyclen Lo" was identified
during final review discussions. DMETS believes that prescriptions written for "Ortho Tri-Cyclen Lo"

O"t““ *M‘ﬁ‘-ﬂ“* fouy
may be misinterpreted as "Ortho Tri-Cyclen PO" meaning "Ortho Tri-Cyclen by mouth™. In this case,
the patient could receive the currently available product instead of the intended lower strength
formulation.

DMETS has not identified any additional proprietary or established names that have the potential for
confusion with Ortho Tri-Cyclen Lo since we conducted our initial review on March 15,2001
{ODS Consult 01-0053) that would render the name objectionable. However, DMETS recommends the

-—l

use of * — as stated in our previous tradename review.

DMETS recommended labeling revisions to minimize potential errors; please refer to
ODS Consult #00-0209.

We consider this a final review. However, if the approval of the NDA is delayed beyond 90
days from the date of this review, the name must be re-evaluated. A re-review of the name
before NDA approval will rule out any objections based upon approvals of other proprietary
and established names from this date forward.

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



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

Nora L. Roselle
8/16/02 02:56:59 PM
CSO

Alina Mahmud
8/16/02 03:15:41 PM

PHARMACIST *
Jerry Phillips
8/16/02 03:22:44 PM
DIRECTOR
APPEARS THIS WAY
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i-q é DEPARTMENT OF HEALTH AND HUMAN SERVICES Public Health Service
g Food and Drug Administration
Memorandum
Date: March 15, 2001
From: OPDRA, Medication Error Prevention, HFD-400
Through: Jennifer Mercier, Project Manager

Division of Reproductive and Urologic Drug Products, HFD-580

Subject: Ortho Tri-Cyclen Lo

To:

R.W. Johnson Pharmaceutical Research Institute
NDA 21-241
Consult #01-0053

Susan Allen, Director -
Division of Reproductive and Urologic Drug Products, HFD-580

OPDRA has reviewed the proprietary name “Ortho Tri-Cyclen Lo”, and we recommend * ~—=———————
~—— instead.

OPDRA originally reviewed the proprietary name — - and we did not recommend
the proposed narne on December 12, 2000. The sponsor has submitted another proprietary name,
“Ortho Tri-Cyclen Lo.” The proprietary name, Ortho Tri-Cyclen, is currently available as Ortho Tri-
Cyclen 21 tablets and Ortho Tri-Cyclen 28 tablets, This product is a triphasic combination oral
contraceptive containing two active ingredients, ethinyl estradiol (0.035 mg) and norgestimate (0.18
mg, 0.215 mg, and 0.250 mg). The proposed product, Ortho Ti ri-Cyclen Lo, will contain 0.025 mg of

ethinyl estradiol instead of 0.035 mg, which is contained in the currently marketed product.

In current U.S. market, the proprietary names, Lo-Ovral and Ovral, are available. Ovral contains 0.5 mg
of norgestrel and 0.05 mg of ethiny] estradiol. Lo-Ovral contains a lower amount of norgestrel (0.3 mg)
and ethinyl estradiol (0.03 mg) than Ovral. Hence, “Lo” is placed in front of the proprietary name,
Ovral, to differentiate one product from another. In regard to the proposed name, Ortho Tri-Cyclen Lo,
we recognize that the suffix, “Lo”, is used to distinguish the proposed product from the currently
marketed product, Ortho Tri-Cyclen. The “Lo” is appropriate since the proposed product contains a
lower amount of ethiny] estradiol than the currently available product, Ortho Tri-Cyclen. However, we
recommend placing “Lo” in front of the name, “Ortho Tri-Cyclen,” for two reasons. F irst, prescribers
may forget to write “Lo” when ordering this proposed product if “Lo” is at the end of the name, then the
patients could receive the currently available product insiead. Second, the proposed product,
"would most likely be stored separately from Ortho Tri-Cyclen on pharmacy shelves and
prevent dispensing errors. Consequently, OPDRA recommends ' ——=s

OPDRA recommended labeling revisions to minimize potential errors; please refer to consult #006-0209.

OPDRA would appreciate feedback of the final outcome of this consult (e.g., copy of revised




labels/labeling). We are willing to meet with the Division for further discussion as well. If you have any
questions concerning this review, please contact Hye-Joo Kim, Pharm.D. at 301-827-0925.

Hye-Joo, Pharm.D.
Safety Evaluator
Office of Post-Marketing Drug Risk Assessment

Concur:

Jerry Phillips, R.Ph.
Associate Director for Medication Error Prevention
Office of Post-Marketing Drug Risk Assessment

APPEARS THIS WAY
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Hye-Joo Kim
3/16/01 08:39:01 AM
PHARMACIST

Jerry Phillips
3/16/01 08:48:33 AM
DIRECTOR

Martin Himmel
3/19/01 01:09:02 PM
MEDICAL OFFICER

APPEARS THIS WAY
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CONSULTATION RESPONSE
Office of Post-Marketing Drug Risk Assessment
(OPDRA; HFD-400)

DATE RECEIVED: January 31, 2001 DUE DATE: March 30,2001 | OPDRA CONSULT #: 00-0209-2

TO: Susan Allen, M.D.
Director, Division of Reproductive and Urologic Drug Products
HFD-580

THROUGH: Jennifer Mercier, Project Manager

HFD-580
PRODUCT NAME: APPLICANT: R.W. Johnson Pharmaceutical Research Institute
(Norgestimat;: and Ethinyl Estradiol MANUFACTURER: Ortho-McNeil Pharmaceutical, Inc.

tablets, USP)

NDA #: 21-241

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 conducted a review of the proposed Proprietary names * ~me——————— " {0
determine the potential for confusion with approved proprietary and generic names as well as pending
names. We did not recommend the use of the proprietary name on December 12, 2000. OPDRA’s
review was forwarded to the sponsor for review and comment. The sponsor responded on January 26,
2001. The sponsor submitted a list of actions they performed to address our concems that were raised
earlier. First, they discontinued all Ortho McNeil 21-day oral contraceptives. Second, they sent letters to
health care professionals not to write “21” or “28” when ordering oral contraceptives, because 21 day
regimens are no longer available. OPDRA reviewed the actions performed by the sponsor and concluded
that actions taken by the sponsor were not persuasive to minimize the Agency’s concern with regard to
potential medication errors due to name confusion.

OPDRA RECOMMENDATION: Afier review of the information submitted by the sponsor, OPDRA does not
recommend the use of the proprietary name * wews—"_.—________

APPEARS THIS WAY
ON ORICINAL
Jerry Phillips, R.Ph. Martin Himmel, M.D.
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: February 14, 2001
NDA NUMBER: 21-241
NAME OF DRUG: T———
(Norgestimate and Ethinyl Estradiol tablets, USP)
NDA HOLDER: R.W. Johnson Pharmaceutical Research

INTRODUCTION

This consult was written in response to a request from the sponsor for the Agency to reconsider
the acceptability of the proprietary name, e —

The sponsor originally submitted the proposed proprietary name, —wwssemamsse— , under IND
11-391, and the CDER Labeling and Nomenclature Committee (LNC) accepted it on February
9, 1999. However, on April 10, 2000, the sponsor requested to change the proposed
proprietary name from e - “upon further consideration of
general marketing issues related to female health care products.”

OPDRA completed a Proprietary Name Review for this product on December 12, 2000 and did
not recommend the use of the name, e In response to OPDRA’s December 12,
2000 concems regardmg the unacceptability of the proprietary name, the sponsor took the

following steps in an effort to prevent potential medication and dxspensmg errors associated with
dispensing - ——sRm————8—

¢ Discontinued all 21-day put-ups throughout the entire Ortho McNeil brands to prevent
potential confusion relating to

Pt

e Explained that the proprietary name, . , most accurately describes the
product, because “Tri” describes the triphasic regimen and “Cyclen” describes the progestin
component.

* Disseminated letters to inform health care professionals about the discontinuation of the 21-
day regimen and to “instruct health care providers that they do not need to indicate “21” or
“28” on their prescriptions for oral contraceptives.”

¢ The sponsor has substantive plans to educate pharmacists and health care providers about
A




II.

PRODUCT INFORMATION

contains 0.025 mg of ethiny] estradio! instead of 0.035 mg, which is
contained in the currently marketed products. is indicated for prevention
of pregnancy in women who elect to use oral contraceptives as a method of contraception.
Combination oral contraceptives prevent pregnancy by suppression of gonadotropins and the
primary mechanism of this action is inhibition of ovulation. Unlike the currently marketed
products, Ortho Tri-Cyclen 21 and 28 tablets, the proposed product;  ———r T T
=" The recommended dose is one tablet daily. ——. issuppliedin a
DIALPAK Tablet dispenser or in 2 VERIDATE Tablet dispenser (for clinic usage), and each
dispenser contains 28 tablets as follows:

b

7 white tablets contain 0.180 mg of norgestimate and 0.025 mg of ethinyl estradiol.

7 light blue tablets contain 0.215 mg of norgestimate and 0.025 mg of ethiny! estradiol.
7 dark blue tablets contain 0.250 mg of norgestimate and 0.025 mg of ethiny! estradiol.
7 green tablets contain inert ingredients.

RISK ASSESSMENT

OPDRA’s original consult addressed concerns of the modifier, —— because the modifier
could be mistaken a: ' of the same ingredients and strengths as the currently
marketed products, Ortho Tri-Cyclen 21 and 28. We also raised the issue that the modifier,

» only reflects one of the two active ingredients, ethiny! estradiol. Finally, we were
concemned that the modifier, — could be misinterpreted as “28” when scripted and patients
could receive the unintended products. The sponsor states that they anticipated the potential
confusion over the use of — " in the trademark too. The sponsor submitted a list of actions
they performed to address our concerns that were raised earlier and this information is
summarized below:

A SPONSOR'S COMMENT TO OPDRA’S OBJECTION TO THE MODIFIER,
—— BECAUSE IT MAY BE MISTAKEN FOR —— DAY REGIMEN.

As a therapeutic class, 98.5% of all oral contraceptive prescriptions are dispensed as
28-day regimens; 21-day regimens represent even less than 1.5% of all cycles
dispensed in the Ortho-McNeil product line. Nonetheless, we also anticipated the
potential for confusion over the use of — in the trademark, since both 21- and 28-day
regimens exist. Thus, as a company, we elected to discontinue all 21-day put-ups
throughout our entire oral contraceptive line. We have informed health care providers,
pharmacists, and the trade of this decision. We have also instructed health care
providers that they do not need to indicate “28” on their prescriptions for OCs, as well.
This communication occurred via letter and through our field sales force.

Currently, the Ortho Tri-Cyclen line consists of only 28-day packs. If approved, Ortho

~——————— would also consist of 28-day packs only. The potential for either
dispensing errors or dosing errors arising from ambiguity around the number of days in
a cycle of OCs should be negligible now that all of our OC products will reflect the

same, 28-day dosing regimen. (...preliminary mock-up of
3



Dialpaks, which illustrate clear denotation of the 28-day regimen in plain sight of the
trademark itself.) We believe that this action effectively addresses OPDRA s concern
over potential confusion among our consumers, physicians, and pharmacists.

OPDRA’S COMMENT:

In response to OPDRA’s concern about potential confusion between the proposed
product, - . and the currently marketed products, Ortho Tri-
Cyclen 21 and 28, the sponsor stopped manufacturing all 21 -day regimens for all
Ortho McNeil oral contraceptives. Now, Ortho Tri-Cyclen line consists of only 28-day.
In addition, due to the discontinuation of 21-day regimen, prescribers are now
instructed by the sponsor not to write 21 or 28 with the proprietary name, Ortho Tri-
Cyclen.

According to the sponsor, with the deletion of 21-day regimens, Ortho Tri-Cyclen
without the modifier will be clear to the providers that Ortho Tri-Cyclen is the
currently available product which contains norgestimate (0.18 mg, 0.215 mg, and 0.25
mg) and etinyl estradiol (0.35 mg). Hence, the proposed product,
, will be clear to health professionals that it contains the same amount of
norgestimate, but a different amount of ethiny] estradiol: 25 mcg of ethinyl estradiol.

OPDRA does not agree with the sponsor that the discontinuation of 21 -day regimens
will prevent potential confusion between the proposed product, -
and the currently available product, Ortho Tri-Cvclen, for the following reasoris:

The health professionals have been familiar with the fact that the modifiers that
follow the proprietary name,Ortho Tri-Cyclen, represent “day regimens” since the
introduction of Ortho Tri-Cyclen in the United States market on July 3, 1992.
Hence, the sudden discontinuation of Ortho Tri-Cyclen 21-day regimen is not
going to change nine years of commonly held knowledge that the modifiers that
follow Ortho Tri-Cyclen represent “day regimens,” even with the extensive
educational campaigns targeted to health professionals. Many health professionals
will continue to prescribe the currently available product as “Ortho Tri-Cyclen 28”
with or without the availability of Ortho Tri-Cyclen 21.

Ortho McNeil may have discontinued their product lines that contain 21-day
regimens, however, other manufacturers still provide 21 day regimens. In the current
market place, health care professionals and consumers understand that the modifiers
used in conjunction with the oral contraceptive trade names are ofien used to denote
the day regimens. Hence, many providers could interpret - -— 'as

— -tablets” of the currently available product, Ortho Tri-Cyclen despite the
discontinuation of 21-day regimens by Ortho McNeil.

OPDRA disagrees with the sponsor that “the potential for either dispensing errors or

dosing errors arising from ambiguity around the number of days in a cvcle of OCs
should be negligible.” because all of the sponsor’s OC products will now only reflect
28-day dosing regimen for the following reason:




Providers usually prescribe Ortho Tri-Cyclen without the modifiers, 21 or 28, because
the substitution of 21-day regimen for 28-day regimen or vice versa does not result in
treatment failures. Often patients themselves decide to take either 21-day or 28-day
regimens. If the proposed product is approved, it is expected that when QOrtho Tri-
Cyclen is prescribed, the pharmacist will dispense the currently available product
without asking the patient. Consequently, if a provider inadvertently forgets to write
the intended modifier, «— on a prescription, then the patient will receive the currently
available product, Ortho Tri-Cyclen, and ingest the incorrect amount of ethinyl
estradiol. Furthermore, patients may be unable to discover this EITOr, becaluse mm——

=== and Ortho Tri-Cyclen will be dispensed in the same color diskpaks
containing the same color tablets.

We disagree with the sponsor that the sudden #iscontinuation of 21-day regimens will
make it clear to health professionals that T contains a different
amount of ethinvl estradiol than Ortho Tri-Cvclen. Although the modifier, —— may
have been intended to denote 25 micrograms of ethinyl estradiol, this implication is not
obvious due to the possible misinterpretation of the modifier, ¢ ——- 5.7 Also,
the currently marketed proprietary name, Ortho Tri-Cyclen, does not express the
strength of ethinyl estradiol, so it is not clear what the modifier,—_ ‘epresents
something other than the day regimen.

The sponsor submitted a container label of Ortho Tri-Cyclen and a preliminary label
mock-up of - . Dialpaks, which illustrates clear denotation of the 28-
day regimen in plain sight of the trademark itself. This clear denotation of the 28-day
regimen may help the pharmacist choose the correct product when dispensing, but this
does not assist prescribers in readily distinguishing one product from another nor
writing intended prescriptions clearly. In turn, pharmacists may incorrectly interpret
the intention of the prescribers.

SPONSOR’S COMMENT TO OPDRA's OBJECTION TO THE USE OF ——
BECAUSE IT ONLY REFLECTS ONE OF THE TWO ACTIVE INGREDIENTS,

We believe that - ~ is the name that most accurately describes the
product. The type, dose, and triphasic regimen of the progestin component is
identical to our currently marketed Ortho Tri-Cyclen. In fact, the foundation of the
name of our new product accurately describes the regimen: “Tri” describes the
triphasic regimen and “Cyclen” describes the progestin component. Taken
together, the name connotes the widely held knowledge that the progestin dose
given is 180-215-250 mcg, each given for 7 days. All “Cyclen” OCs contain
norgestimate, just as all “Ortho Novum™ OCs contain norethindrone, Physicians
have clearly indicated to us their expectations that new drugs within an OC product
line containing the same progestin would bear the same root name as the original
OC.

Additionally, there are other products that have numerical suffices that only
describe the estrogen component: OVCON 35 and OVCON 50 as an example, We
have substantive plans to educate pharmacists and health care providers about this
product. The logo would clearly indicate “28 day regimen.” We believe that these
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observations speak directly to the second concern raised by OPDRA, namely, that
the numerical suffix refers only to the estrogen component of the product.

OPDRA’s RESPONSE:

According to the sponsor, the currently available name, Ortho Tri-Cyclen,
represents the following: “Tri” represents the triphasic regimen, and “Cyclen”
describes the progestin component, 180-215-250 micrograms of norgestimate.
According to the sponsor, “physicians have clearly indicated” to them that “their
expectation that new drugs within an OC product line containing the same
progestin would bear the same root name as the original OC.”

OPDRA'’s concern is not with the root names Ortho Tri-Cyclen. We obijected to the
modifier. — because the modifier, — is misleading and not useful in
differentiating the proposed product from the currently available product. Ortho
Tri-Cyclen for the following reasons:

The proposed name, | - express the strength of ethinyl
estradiol, — nicrograms, but the name Ortho Tri-Cyclen does not represent 35
micrograms of ethinyl estradiol. Although the modifier. — may have been
intended to denote 25 micrograms of ethinyl estradiol, this implication is not
obvious due to the lack of representation of the strength of ethinyl estradiol in
the proprietary name, Ortho Tri-Cyclen. In addition, the modifier, — could
be misinterpreted as — tablets of the same active ingredients and strengths as
the currently marketed product, Ortho Tri-Cyclen.

There are multitudes of oral contraceptive brands and it is unlikely that many
providers know neither the active ingredients nor their strengths of the majority
of these products. Hence, the providers recognize oral contraceptives by the
proprietary names. The proprietary names should clearly distinguish one OC
from another within the same manufacturer, especially if two products contain
the same active ingredients as in Ovcon 35 and Ovcon 50.

We also acknowledge that the proprietary names, OVCON 35 and 50, express
only the estrogenic component. However, the proprietary names, Ovcon 35 and
Ovcon 50, use the modifiers to differentiate one product from another. The

modifier, “35”, is used to express 35 micrograms of ethinyl estradiol contained . '

in Oveon 35 and the modifier, “50”, expresses 50 micrograms of ethinyl
estradiol contained in Ovcon 50. If the sponsor uses this argument, Ortho Tri-
Cyclen that contains 35 micrograms of ethiny) estradiol should have been named
as follows: Ortho Tri-Cyclen 35. Then the proposed name,

— would have been appropriate since the — would have represented —
micrograms contained in the proposed product and would have differentiated it
from the currently available product.

The sponsor plans to extensively educate pharmacists and health care providers
about ¢ - OPDRA believes that our pre-marketing evaluations
and risk analysis is the best preventative tool in reducing medication errors related
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to similar names. The proposed educational campaign is directed at increasing the
awareness of health care practitioners to the possibility of medication errors
involved with prescribing and dispensing There is no
scientific evidence that an increase in awareness by itself will prevent errors.

ISSUES NOT ADDRESSED BY THE SPONSOR

In our previous review, OPDRA addressed the potential medication errors that may
occur with the modifier — The modifier, — could look very similar to the
modifier, “28,” or vice versa when scripted as demonstrated in the following
written sample of prescription:

Orho Tr- %ﬂ—&‘/ 25

- - could be misinterpreted as Ortho Tri-Cyclen 28 when
written; patients could receive the wrong oral contraceptive product. These
products can not be substituted for one another. If a prescriber chooses to write
“28” for the number of days of therapy, a pharmacist could mistakenly interpret it
as —— and thus dispense the incorrect product,

RECOMMENDATIONS

The applicant has failed to provide persuasive data or evidence to minimize the Agency’s concern

with regard to potential medication errors between the proposed product, - i
and the currently marketed product, Ortho Tri-Cyclen. Based on the lack of supportive data,

OPDRA does not recommend the use of the proprietary name - -

OPDRA would appreciate feedback of the final outcome of this consult. We are willing to meet
with the Division for further discussion as well. If you have any questions concerning this review

please contact Hye-Joo Kim, Pharm.D. at 301-827-0925.

Hye-Joo Kim, Pharm.D.
Safety Evaluator
Office of Postmarketing Drug Risk Assessment (OPDRA)

Concur:

b



Jerry Phillips, R.Ph.
Associate Director for Medication Error Prevention
Office of Postmarketing Drug Risk Assessment (OPDRA)
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DIRECTOR
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CONSULTATION RESPONSE
Office of Post-Marketing Drug Risk Assessment

(OPDRA; HFD-400)

DATE RECEIVED: 11/02/2000 DUE DATE: 2/01/2001 OPDRA CONSULT #: 00-0209
TO: Susan Allen, M.D.

Drrector, Division of Reproductive and Urologic Drug Products

(HFD-580)
THROUGH: Jennifer Mercier -

Project Manager '

(HFD-580)

PRODUCT NAME: - APPLICANT: R.W. Johnson Pharmaceutical Research Institute

(Norgestiméte and Ethinyl Estradio] tablets, | MANUFACTURER: Ortho-McNeil Pharmaceutical Inc.
USP)

NDA #: 21-241

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

SUMMARY: In response to a consult from the Division of Reproductive and Urologic Drug Products (HFD-
30), OPDRA conducted a review of the proposed proprietary name, - Ortho Tri-Cyclen is
currently available as Ortho Tri-Cyclen 21 tablets and Ortho Tri-Cyclen 28 tablets.

OPDRA RECOMMENDATION: OPDRA does not recommend the use of the proposed name, Ortho Tri-
Cyclen 25. We also have made a number of recommendations for labeling revisions to minimize potential
medication errors with the use of this product. See review for details.

/ S/ afoy /S/ “ | Yo fo /

Jerry Phillips, RPh. Martin Himmel, M.D.
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
APPEARS THIS WAY
ON ORIGINAL
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Office of Post-Marketing Drug Risk Assessment
HFD-400; Rm. 15B-03
Center for Drug Evaluation and Research

PROPRIETARY NAME REVIEW

DATE OF REVIEW: December 12, 2000

NDA NUMBER: 21-241

NAME OF DRUG: - (Norgestimate and Ethinyl Estradiol tablets)
NDA HOLDER: R.W. Johnson Pharmaceutical Research

I INTRODUCTION

This consult was written in response to a request from the Division of Reproductive and Urologic Drug
Products to review the proprietary name, — _ regarding potential name confusion
with other proprietary/generic drug names. In addltlon the paperboard packer, pill pouch, blister pack,
and the package insert were reviewed for possible interventions in minimizing medication errors.

The sponsor originally submitted the proposed trade name, —————gnder IND 11-391, and
it was accepted by the CDER Labeling and Nomenclature Committee (LNC) on February 9, 1999.
However, on April 10, 2000, the sponsor requested to change the proposed name from
‘upon further consideration of general marketing issues related to

female health care prodﬁcts.”

The proprietary name, Ortho Tri-Cyclen, is currently available as Ortho Tri-Cyclen 21 tablets and
Ortho Tri-Cyclen 28 tablets. Ortho Tri-Cyclen was approved for the prevention of pregnancy on
July 3, 1992 under NDA 19-697. Ortho Tri-Cyclen 21 and 28 are also indicated for the treatment
of moderate acne vulgaris in females, > 15 years of age, who have no known contraindications to
oral contraceptive therapy, desire contraception, have achieved menarche, and are unresponsive to
topical anti-acne medication. This indication was approved on December 31, 1996 under NDA 20-
681. This product is a triphasic combination oral contraceptive containing two active ingredients,
ethinyl estradiol (0.035 mg) and norgestimate (0.18 mg, 0.215 mg, and 0.250 mg).

The sponsor, R.W. Johnson Pharmaceutical Research, has submitted this new application, NDA
21-241, for the same active ingredients. However, the proposed product will contain 0.025 mg of
ethinyl estradiol instead of 0.035 mg which is contained in the currently marketed products.

- is indicated for prevention of pregnancy in women who elect to use oral
contraceptives as a method of contraception. Combination oral contraceptives prevent pregnancy
by suppression of gonadotropins and the primary mechanism of this action is inhibition of
ovulation. Unlike the currently marketed products, Ortho Tn-Cyclen 21 and 28 tablets, the
proposed product lacks an indication for acne vulgaris. The recommended dose is one tablet daily.
is supplied in a DIATPAK Tablet dispenser or in a VERIDATE Tablet
dispenser (for clinic usage), and each dispenser contains 28 tablets as follows:




II.

A.

7 white tablets contain 0.180 mg of norgestimate and 0.025 mg of ethinyl estradiol.

7 light blue tablets contain 0.215 mg of norgestimate and 0.025 mg of ethinyl estradiol.
7 dark blue tablets contain 0.250 mg of norgestimate and 0.025 mg of ethiny] estradiol.
7 green tablets contain inert ingredients.

RISK ASSESSMENT

EXPERT PANEL DISCUSSION

A group discussion was conducted by OPDRA to gather professional opinions on the safety of the
proprietary name, Potential concerns regarding drug marketing and promeotion
related to the proposed name were also discussed. This group is composed of OPDRA Medication
Errors Prevention Staff and representation from the Division of Drug Marketing and Advertising
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.

The OPDRA Expert Panel concluded that the modifier, ——', could be misinterpreted as the number
of days to take the drug. The Expert Panel also concluded that the modifier, —— places emphasis
only on one ingredient of Ortho Tri-Cyclen, ethinyl estradiol.

In addition, DDMAC did not have any concems about the name with regard to promotional claims.

. AERS/DOQRS DATABASE SEARCHES

Since Ortho Tri-Cyclen is a product name already in use in the U.S. marketplace, the usual
prescription analysis studies were not conducted. OPDRA searched the FDA Adverse Event Reporting
System (AERS) database in order to determine any post-marketing safety reports of medication errors
associated with Ortho Tri-Cyclen. The Meddra Preferred Term (PT), “Drug Maladministration,” and
the drug names, “Ortho Tri-Cyclen%,” “norgestimate%,” and “ethiny] estradiol%" were used to
perform the searches. The Drug Quality Reporting System (DQRS) database was also searched for
medication error reports with the search terms, “Ortho Tri-Cyclen%,” “norgestimate%,” and “ethinyl
estradiol%.” The following are the results of these searches:

1. Medication Error Reports of Name Confusion Involving Ortho Tri-Cyclen and Ortho Cvclen

a. : Date of Event 11-21-96

In a retail pharmacy setting, a pharmacist dispensed an Ortho Cyclen 28 tablet pack instead of the prescribed
drug, Ortho Tri-Cyclen 28 tablet pack. The patient took the whole package and experienced mood swings and
breast tenderness. The patient discovered the error when she returned for a refill. ‘The dispensing pharmacist
noted that the event occurred during 2 busy shift and also noted that these two products were located side by side
on the pharmacy shelf. Ortho Cyclen is also an oral contraceptive produced by Ortho McNeil, It contains a
combination of norgestimate, 0.25 mg and ethiny] estradiol, 0.035 mg.

-~ - -

According to the reporter, a prescription for Ortho Tri-Cyclen was filled with Ortho Cyclen. No apparent adverse
effects were reported.



2. Medication Error Reperts of Name Confusion Involving Ortho Tri-Cyclen and Ortho Novam

a ]

This report mvolved confusion between Ortho-Novum 7/7/7 and Ortho Tri-Cyclen. The reporter was concerned
that these products can be easily confused. The reporter also recommended that Ortho Tri- -Cyclen should be
called “Tri-Cyclen” to prevent recurrences. The report did not describe any actual incidences of medication
errors. Ortho-Novum is a triphasic oral contraceptive containing a combination of norethindrone and ethinyl
estradiol.

C. SAFETY EVALUATOR RISK ASSESSMENT

1. Despite overlapping indications, active ingredients, and dosage forms, only three medication errors
involving name confusion with Ortho Tri-Cyclen 21 and 28 were reported to the Agency. ltis
difficult to ascertain the magnitude of name confusion relating to Ortho Tri- -Cyclen with only three
medication error reports. Furthermore, these medication error reports did not result in serious adverse
events. OPDRA will continue to monitor post-marketing medication errors in association with the
proprietary name, Ortho Tri-Cyclen.

2. Inregard to the proposed name, we recognize that the modifier, === is used to
distinguish the proposed product from the current]y marketed products, Ortho Tri-Cyclen 21 and 28.
However, this modifier 1s misleading and not useful in differentiating the proposed product from
Ortho Tri-Cyclen 21 and 28 for the following reasons:

In the current market place, the modifiers used in conjunction with the oral contraceptive trade
names are often used to denote the number tablets and/or days. For example, for the product,
Ortho Tri-Cyclen 28, the modifier, “28”, is interpreted as “28” tablets to be taken over 28 days.
Therefore, the modifier, — :ould be misinterpreted as —— .ablets to be taken over = days.
However, contains 28 tablets, not . tablets.

The modifier, — , could also be misinterpreted as ' —— ’ of the same active ingredients and
strengths as the currently marketed products. - - contains the same active
ingredients as the currently marketed products, Ortho Tri-Cyclen 21 and 28. However,
contains a different amount of ethiny! estradiol than the currently marketed products.
contains 25 micrograms of ethinyl estradiol and Ortho Tri-Cyclen 21 and 28
contain 35 mlcrograms of ethinyl estradiol. Hence, the modifier, — is used to place an
emphasis on 25 micrograms of ethiny] estradiol contained in the proposed product,

- and to distinguish it from Ortho Tri-Cyclen 21 and 28. Although the modifier,
may have been intended to denote 25 micrograms of ethinyl estradiol, this implication is not
obvious due to the misinterpretation of the modifier, ~——=—=—=s=e~tablets.”

-

In addition, the proposed name, expresses only the strength of ethinyl
estradiol in the trade name, and does not include the strength of the progestational compound,
norgestimate. Inclusion of microgram content of only the ethiny] estradiol in the proprietary name
is misleading and may be confusing, because it gives the appearance that the product contains only
one active ingredient. Currently, when the modifiers are used to represent the active ingredients of
oral contraceptives, both progestational and estrogenic compound strengths are expressed in the
trade names. For example, another Ortho McNeil product, Ortho Novum 1/35, has both
ingredients expressed in the modifier, “1/35”. The modifier, “1”, denotes 1 milligram of
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norethindrone and the modifier, “35”, denotes 35 micrograms of ethinyl estradiol contained in the
product, Ortho Novum 1/35.

Another important concern we have regarding the modifier, —, is that it is not enough to
distinguish the proposed name from “Ortho Tri-Cyclen 21 and 28" and prevent potential
medication errors. First, many practitioners just prescribe “Ortho Tri-Cyclen” without the
modifiers, since the substitution of 21-day supply for 28-day supply or vice versa does not result in
treatment failures. Often the patients decide to take either Ortho Tri-Cyclen, 21 or 28. If the
providers forget to write the modifier when ordering this proposed product, then the patients
could receive Ortho Tri-Cyclen 21 or 28 instead. These products can not be substituted for one
another. If a patient who is susceptible to estrogen receives the higher amount of ethiny! estradiol,
it could result in adverse events such as breakthrough bleeding.

Second, could be misinterpreted as Ortho Tri-Cyclen 28 or vice versa when
written. The rnodlﬁer, “28”, looks very similar to the modifier, — , or vice versa when scripted
as demonstrated in the following written sample of prescription:

Ortro Tui - Ul — O fro 7&'-%@&4/—20"

Finally the location of these products may also contribute to the increased risk of medication
errors. In pharmacy settings, all three products could be stored in close proximity to one another,
since they share the same trade name, Ortho Tri-Cyclen. Therefore, the prescription orders for
these drugs could be confused and result in medication errors. If these products are dispensed for
one another, the patients will receive the incorrect amount of ethinyl estradiol.

LABELING, PACKAGING AND SAFETY RELATED ISSUES

In the review of the package insert, the paperboard packer tray, the pouch for dispenser, and the blister
pack of / OPDRA has attempted to focus on safety issues relating to possible
medication errors. We have identified several areas of possible improvement, in the interest of
minimizing potential user error.

A. PAPERBOARD PACKER TRAY LABELS

The draft paperboard packer does not indicate the color. We recommend differentiating it by using
a different color paperboard from the available Ortho Tri-Cyclen 21, 28, and other Ortho McNeil
oral contraceptives, since they will be located in close proximity to each other in most pharmacies.
We recommend this to decrease the risk of medication errors.



B. PACKAGE INSERT LABEL

1.

Iv.

Indications and Usage

The statement reads, © Tablets are indicated for the prevention...” This

statement is misleading, because the proposed product contains 28 tablets, not — ablets. We

recommend clarifying *

3

How Supplied

a.

All three  strengths will be available in the same colors, shapes, and
imprints as the currently available “Ortho Tri-Cyclen 21 and 28” tablets. We recommend
differentiating the proposed product tablets from the currently available product tabiets by
using different colors, shapes, and/or imprints, since the proposed product contains the
different amount of ethinyl estradiol.

The sponsor does not indicate the color of the DIALPAK. We recommend a color that is
different from the currently available Ortho McNeil DIALPAKs.

RECOMMENDATIONS

A

OPDRA does not recommend the use of the proposed name, - , for the
following reasons:

1. We do not recommend the modifier, — ; it includes only the mcg-strength of the ethinyl
estradiol component in the trade name, and it could be misinterpreted as the number of
tablets and/or days.

2. The modifier, — . is not enough to distinguish the proposed product from the available
products, Ortho Tri-Cyclen 21 and 28, and prevent potential medication errors.

OPDRA recommends implementation of the above labeling revisions to minimize potential
errors with the use of this product.

OPDRA would appreciate feedback of the final outcome of this consult (e.g., copy of revised
labels/labeling). We are willing to meet with the Division for further discussion as well. If you
have any questions concerning this review, please contact Hye-Joo Kim, Pharm.D. at 301-827-
0925.
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Hyé-]@aﬁél,sllhabrfn.n

Safety Evaluator
Office of Postmarketing Drug Risk Assessment (OPDRA)

Concur:

/S/ \/ﬂlo\

Jerry Philips, R.Ph." -
Associate Director for Medication Error Prevention
Office of Postmarketing Drug Risk Assessment (OPDRA)
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cc: NDA 21-242
HFD-580; Division Files/Jennifer Mercier, Project Manager
HFD-580; Susan Allen, Division Director
HFD-400; Jerry Phillips, Associate Director, OPDRA

Electronic only cc:
HFD-530: Heidi M. Jolson, Acting Deputy Center Director for Review Management
HFD-400; Martin Himmel, Deputy Director, OPDRA
HFD-040, Patricia Staub, Senior Regulatory Review Officer, DDMAC
HFD-440; Mary Dempsey, Project Manager, OPDRA
HFD-400; Sammie Beam, Project Manager, OPDRA
-

LAOPDRACGOKIMNO0-0209¢ . FIN.DOC
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NGM (180/215/250) and EE (25)

NDA 21-241

ITEM 13: PATENT INFORMATION
NDA 21-241 (norgestimate/ethinyl estradiol)

Tablets

Information Required in Accordance with 21 CFR§314.53

(norgestimate/ethinyl estradiol) Tablets is

protected by the following:
US Patent No. Patent Type Expiration Date Owner
4,530,839 Method of Use  September 26, 2003 Ortho-McNeil
Pharmaceutical, Inc.
4,544,554 Method of Use  September 26,2003  Ortho-McNeil
Pharmaceutical, Inc.
4,616,006 Method of Use  September 26, 2003 Ortho-McNeil
Pharmaceutical, Inc,
4,628,051 Method of Use  September 26, 2003 Ortho-McNeil
Pharmaceutical. Inc.
APPEARS THIS WAY
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NGM (180/215/250) and EE (25) NDA 21-241

gohwoufohuon

OFFICE OF

ONE JOHNSON & JOHNSON PLAZA
GENERAL COUNSEL

NEW BRUNSWICK, N.J, 08933.7003

Phone (732)524-264)
Fax (732)524-5866

April 4, 2000

Re: NDA No. 21-24}

Information Required in accordance with 21 CFR §314.53

Pursuant to the provisions of 21 CFR § 314.53, attached hereto please find patent
information for the above identified application.

Attached item 13 lists 4 patents. The undersigned declares that U.S. Patent Nos.
4,530,839, 4,544,554, 4,616,006 and 4,628,051, owned by Applicant’s parent company,
Ortho-McNeil Pharmaceutical, Inc., cover the method of use of the drug product which is
the subject of this application for which approval is being sought.

A claim of patent infringement could be asserted if a person not licensed by the owner of
the patents listed above engaged in the manufacture, use or sale of the drug product of
this application for which approval is sought.

Respectfully submitted,

Y A VN

Kenneth J. Dow
Registered Patent Attorney
Reg, No, 32,890

APPEARS THIS WAY
ON CRIGINAL
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EXCLUSIVITY SUMMARY for NDA # 21-241 SUPPL #
Trade Name ORTHO TRI-CYCLEN Lo

Generic Name porgestimate/ethinyl estradiol)

Applicant Name Johnson & Johnson Pharmaceutical Research
HFD- 580

Approval Date August 22, 2002

PART I:

IS AN EXCLUSIVITY DETERMINATION NEEDED?

1. An exclusivity determination will be made for aill original
applications, but only for certain supplements. Complete
Parts II and III of this Exclusivity Summary only if you
answer "YES' to one or more of the following questions about
the submission.

a}) Is it an original NDA? YES/_X / NO / /

b)

c)

Is it an effectiveness supplement? YES / / NO / X /
If yes, what type(SEl, SE2, etc.)?

Did it regquire the review of clinical data other than to
support a safety claim or change in labeling related to

safety? (If it required review only of bicavailability
or biocequivalence data, answer "NO.")

YES / X/ NO/__/

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

bicavailability study and, therefore, not eligible for
exclusivity, EXPLAIN why it is a bicavailability study,
including your reasons for disagreeing with any arguments
made by the applicant that the study was not simply a
bicavailability study.

If it is a supplement requiring the review of cliniecal
data but it is not an effectiveness supplement, describe
the change or claim that is supported by the clinical
data:

d) Did the applicant regquest exclusivity?

Page 1



YES / X / NO /__ [/

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

3 years

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

YES /___/ NO /_X_/

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

2. Has a product with the same active ingredient (s), dosage form,
strength, route of administration, and dosing schedule

previously been approved by FDA for the same use? (Rx to OTC)
Switches should be answered No - Please indicate as such) .

YES /__ [/ NO /_X_/

If yes, NDA # Drug Name

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 / 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 CEEMICAL ENTITIES
(Answer either #1 or #2, as appropriate)

1. Single active ingredient product.

Has FDA previously approved under section 505 of the Act any
drug product containing the same active moiety as the drug
under consideration? Answer "yes" if the active moiety
(including other esterified forms, salts, complexes, chelates
or clathrates) has been previously approved, but this
particular form of the active moiet®, e.g., this particular
ester or salt (including salts with hydrogen or coordination
bonding) or other non-covalent derivative (such as a complex,
chelate, or clathrate) has not been approved. Answer “no" if
the compound requires metabolic conversion (other than
deesterification of an esterified form of the drug) to produce
an already approved active moiety.

YES /__/ NO /__ [/

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

NDA #
NDA #

NDA #

2. Combination product.

If the product contains more than one active moiety (as
defined in Part II, #1), has FDa previously approved an
application under section 505 containing any one of the active
moieties in the drug product? If, for example, the
combination contains one never-before-approved active moiety
and one previously approved active moiety, answer "ves." (An
active moiety that is marketed under an OTC monograph, but
that was never approved under an NDA, is considered not
previously approved.)

YES /_X / NO /___/

Page 3
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If "yes," identify the approved drug product (s) containing the
active moiety, and, if known, the NDA #(s).

NDA # 19-653 norgestimate/ethinyl estradiol
NDA # 19-6%7 norgestimate/ethinyl estrdaiol
NDA #

IF TEE ANSWER TO QUESTION 1 OR 2 UNDER PART II IS *"NO,"™ GO
DIRECTLY TO THE SIGNATURE BLOCKS ON Page 9. 1IF "YES,®™ GO TO PART
I1I.

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

To qualify for three years of exclusivity, an application or
supplement must contain *reports of new clinical investigations
(other than biocavailability 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 11,
Question 1 or 2, was "ves."

1. Does the application contain reports of clinical
investigations? (The Agency interprets "clinical
investigations" to mean investigations conducted on humans
other than biocavailability 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 9.

2. A clinical investigation is "essential to the approval" if the
Agency could not have approved the application or supplement
without relying on that investigation. Thus, the
investigation is not essential to the approval if 1) no
clinical investigation is necessary to support the supplement
or application in light of previously approved applications
(i.e., information other than clinical trials, such as .
bioavailability data, would be sufficient to provide a basis
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for approval as an ANDA or 505(b) (2) application because of
what is already known about a previously approved product}), or
2) there are published reports of studies (cther than those
conducted or sponsored by the applicant) or other publicly
available data that independently would have been sufficient
to support approval of the application, without reference to
the clinical investigation submitted in the application.

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

(a) In light of previously approved applications, is a
clinical investigation (either conducted by the
applicant or available from some other source,
including the published literature) necessary to
support approval of the application or supplement?

YES /_X_/ NO /__ /

If "no," state the basis for your conclusion that a
clinical trial is not necessary for approval AND GO
DIRECTLY TO SIGNATURE BLOCEK 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) TIf the answer to 2(b) is "yes," do you personally
know of any reason to disagree with the applicant's
conclusion? If not applicable, answer NO.

YES /__/ WO /__/

If ves, explain:

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

YES /___/ NO /_X_/

If yes, explain:
(c) If the answers to (b) (1) and (b) (2) were both "no,"
identify the clinical investigations submitted in the

application that are essential to the approval:

Investigation #1, Study # NRGLOW-0C-001

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

3. In addition to being essential, investigations must be "new"
to support exclusivity. The agency interprets "new clinical
investigation” to mean an investigation that 1) has not been
relied on by the agency to demonstrate the effectiveness of a
previously approved drug for any indication and 2) does not
duplicate the results of another investigation that was relied
on by the agency to demonstrate the effectiveness of a
previously approved drug product, i.e., does not redemonstrate
something the agency considers to have been demonstrated in an
already approved application.

(a} For each investigation identified as "essential to the
approval, " has the investigation been relied on by the
agency to demonstrate the effectiveness of a previously
approved drug product? (If the investigation was relied
on only to support the safety of a previously approved
drug, answer "no.")

Investigation #1 YES / / NO / X /
Investigation #2 YES / / NO / /
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
to support the effectiveness of a pPreviously approved
drug product?

Investigation #1 YES /__ / NO / X /
Investigation #2 YES / / NO / /
Investigation #3 YES /___/ NO /__/

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

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

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

Investigation # 1 Study # NRGLOW-0C-001

Investigation #_ , Study #
Investigation # , Study #

. To be eligible for exclusivity, a new investigation that is
essential to approval must also have been conducted or
sponsored by the applicant. BAn investigation was "conducted
or sponsored by" the applicant if, before or during the
conduct of the investigation, 1) the applicant was the sponsor
of the IND named in the form FDA 1571 filed with the Agency,
or 2) the applicant (or its predecessor in interest) provided
substantial support for the study. Ordinarily, substantial
support will mean providing 50 percent or more of the cost of
the study.

Page 7



(a) For each investigation identified in response to
question 3(c}: if the investigation was carried out
under an IND, was the applicant identified on the FDA
1571 as the sponsor?

Investigation #1

IND # _11,391 YES / X / NO /__/ Explain:

o e fem Smn S pam Sum

Investigation #2

IND # YES / / NO / / Explain:

Sm b gam gum g e Baw b

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

Investigation #1

YES / / Explain NO / / Explain

Sum dem pam G bk fem e b

Investigation #2

YES /__ / Explain NO /___/ Explain

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

YES /_ / NO / X /
If yes, explain: -
Signature of Preparer Date
Title:
Signature of Office or Division Director Date
APPEARS THIS WAY
e ON ORIGINAL

Archival NDAa
HFD-580/Division File
HFD-580/Mercier
HFD-093/Mary Ann Holovac
HFD-104/PEDS/T.Crescenzi

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

Daniel A. Shames
8/22/02 01:13:08 PM
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NGM (180/215/250) and EE (25) NDA 21-241

EDMS-USRA-4705910

ITEM 16: DEBARMENT CERTIFICATION
The R.W. Johnson Pharmaceutical Research Institute hereby certifies that it
did not and will not use in any capacity the services of any person debarred
under sections 306 of the Federal Food, Drug and Cosmetic Act in
nection with this application.

\'\M/ 2;SF T«J.?/Zm
Graham Burton,

Vice President; Regulatory Affairs

The R.W. Johnson Pharmaceutical Research Institute
Route 202, P.O. Box 300

Raritan, NJ 08869-0602

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: June 14, 2001
From: Jeanine Best, M.S.N,, R.N.
Regulatory Project Manager
Division of Reproductive and Urclogic Drug Products (HFD-580)
-.
Subject: Review of Financial Disclosure documents
To: NDA 21-241

I have reviewed the financial disclosure information submitted by The R.W. Johnson
Pharmaceutical Research Institute in support of their NDA 21-24] for ORTHO TRI-CYCLEN®
Lo Tablets (norgestimate and ethiny! estradiol).

One pivotal Phase 3 study was conducted to assess the safety and efficacy of ORTHO TRI-
CYCLEN® Lo Tablets (norgestimate and ethinyl estradiol). This product is a combined oral
contraceptive and is proposed for the prevention of pregnancy. The study number and the results
of the review of financial disclosure documents are summarized below:

Study Number/Title Study Status Financial Disclosure Review
Study NRGLOW-OC-001 / “A Completed before Appropriate documentation
Randomized, Comparative, 2/2/99 received, no financial
Multicenter, Safety and disclosure submitted.

Contraceptive Efficacy Study of Two
Cyclophasic™ Norgestimate/Ethinyl
Estradiol Regimens, and One
Triphasic Norgestimate/Ethinyl
Estradiol (RWJ-01403-000) Regimen
(RWJ-10131-000) and Loestrin® Fe
1/20 (Protocol NRGLOW-0OC-001;
Phase 3} (Doc ID EDMS-USRA-
5184909

Documents Reviewed:

The sponsor did not submit any Financial Disclosure data (in accordance with 21 CFR 54) in their
NDA submitted August 25, 2000. A request for this data by the Division on October 18, 2000
resulted in the sponsor submitting a statement that there was no disclosable information in their
studies to support this NDA. A follow-up request for appropriate financial certification and/or
disclosure documentation was made by the Division on May 3, 2001 for the following:

¢ A table including the following information:
¢ Study Number ‘
e Study Site APPEARS THIS WAY

ON ORIGINAL
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NDA 21-241
Financial Disclosure

Page 2
¢ Number of patients enrolled at each site
* Names of investigators (principa! and subinvestigators) at each site
¢ Financial Disclosure information received for each investigator
L ]

Disclosable information for each investigator
* Documentation of due diligent efforts taken to obtain disclosure information from each site.

Study NRGLOW-0OC-001

There were 691 principal and subinvestigators (investigators) at 111 sites (6373 subjects) in this
trial; there was no one site that enrolled a majority of the subjects. The sponsor conducted a
retrospective collection of the financial disclosure informgtion for this study that was completed
prior to February 2, 1999. The sponsor has submitted appropriate certification *“as the sponsor of
the submitted study” for the requirements under 21 CFR 54.2. The sponsor also provided
evidence of due diligence (requests via federal Express, follow-up phone calls, and directory
assistance) in their attempts to obtain the financial disclosure information on a retrospective basis.

Conclusion:
Adequate documentation was submitted to comply with 21 CFR 54. There was no disclosure of
financial interests that could bias the outcome of the trials.

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
6/14/01 10:30:05 AM
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NDA 21-24]

INFORMATION REQUEST LETTER

R.W. Johnson Pharmaceutical Research Institute
Attention: Ramon Polo, Ph.D.

Director, Regulatory Affairs

920 Route 202 South

P.O. Box 300

Raritan, NJ 0886%-0602

Dear Dr. Polo:

Please refer to your new drug application (NDA) submitted under section 505(b) of the Federal
Food, Drug, and Cosmetic Act for - (norgestimate/ethiny! estradiol) Tablets.

We also refer to your submissions dated August 25 and November 8, 2000; January 22, March
27, April 5 and May 11, 2001,

We are reviewing the Chemistry section of your submission and have the following comments
and information requests. We request a prompt written response in order to continue our
evaluation of your NDA.

1. Please provide the information concerning the holding time (length, storage conditions,
etc...) of the drug product before blister packing,

2. Please provide the details of the sampling plan/procedure used for analytical testing of each
drug product at release and at stability.

3. Based on the analysis of data from the primary stability and clinical batches, the following
must be revised:

8.

b.

Norgestrel acetate leve! in the drug product at stability should be set t0 sessmecer

The acceptance criteria for Total Impurities Related to norgestimate in the drug product

at release and stability should be revised to Tespectively,
The acceptance criteria for Ml N "wewse— in the drug product at
release and stability should be set to ammesas: espectively.

The acceptance criteria for Any Other Individual Impurity Related to ethiny] estradiol in
the drug product should be set to .

The acceptance criteria for Total Impurities Related to ethiny] estradiol in the drug
product should be set {0 wemsemmEtismm,

4. Based on the drug product dissolution profile at release and stability for norgestimate and
ethinyl estradiol, thew following must be revised:

a.

The dissolution specification for norgestimate and ethiny! estradiol at release should be
Tevised wsksimiry) at 20 minutes.



10.

b. The dissolution specification for ethinyl estradiol at stability shou!d be revised 0 waspcasa
at 20 minutes,

The proposed expiration date of s 5 not acceptable. Based on the real time data,
18-months can be granted when stored at 25°C (77°F).

Piease revise the stability commitments as follows:

2. Three production batches of each strength of drug product will be tested according to the
stability program and at least one annual batch will be added to the stability program.
The stability data will be reported in the NDA Annual Report.

b. The extension of the expiry will be based on the f€a] time data generated from the first
three production batches, otherwise, a prior approval supplement will be submitted to
extend the expiry date.

Please make the following cormrections in the physician and patient insert:

8. The molecular weight of ethinyl estradio! should be revised to ———

b. Please use one of the following norgestimate chemical names as published in the USP
Dictionary of USAN and International Drug Names:

1. 18,19-Dinor-17-pregn-4-en-20-yn-3-one, 17«(acetyloxy)-13-ethyl-, oxime,
(17a)- (+)-, or

2. (+)-13-Ethyl-17-hydroxy-18, 19-dinor-1 Ta-pregn-4-en-20-yn-3-one oxime
acetate {ester).

Please include the storage statement on the paperboard packer tray-front panel, on the Pouch-
Back, and on the blister-back.

Please include the lot number and expiry date on the Pouch-Back.
The proposed color of the foil over wrap and packer for the finished drug product is light

orange color. This color does not have enough contrast to the white color that is used for
some of the printed information. Please address this concern.

If you have any questions, call Jennifer Mercier, B.S., Regulatory Project Manager, at (301}
827-4260.

Sincerely,
{See gppended electronic signature page)

Moo-Jhong Rhee, Ph.D.
_ Chemistry Team Leader, for the
Division of Reproductive and Urologic Drug
APPEARS THIS WAY Products, (HFD-580)
ON ORICINAL DNDC 11, Office of New Drug Chemistry
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,

Amit K. Mitra
5/24/01 02:26:22 PM
IR letter. Amit K. Mitra for M. J. Rhee as Acting Team Leader
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Food and Drug Administration
Rockville, MD 20857

NDA 2j-241

R.W. Johnson Pharmaceutical Research Institute
Attention: Ramon Polo, Ph.D.

Director, Regulatory Affairs

920 Route 202 South

P.O.Box 300

Raritan, NJ 08869-0602

Dear Dr. Polo:
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal

Food, Drug, and Cosmetic Act for “we (noregstimate/ethinyl estradiol)
Tablets.

We also refer to your submission dated March 27, 2001, received March 28, 2001, containing
your request to the Division for reconsideration of your proposed tradename, ORTHO TRI-
. CYCLEN Lo, that was deemed unacceptable by the Office of Post-Marketing Drug Risk
( Assessment (OPDRA).

The Division has reviewed your submission and finds your proposed tradename ORTHO TRI-

CYCLEN Lo to be acceptable.
If you have any questions, call Jennifer Mercier, Regulatory Project Manager,
at (301) 827-4260.

Sincerely,

Susan Allen, M.D.

Director

Division of Reproductive and Urologic
Drug Products, HFD-580

Office of Drug Evaluation III

Center for Drug Evaluation and Research
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This is a representation of an electronic record that was signed electronically and
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Daniel A. Shames
5/14/01 05:41:52 PM

APPEARS THIS WAY
ON ORICINAL



ARV
R

C DEPARTMENT OF HEALTH & HUMAN SERVICES ) Public Health Service

g
o)
iy

Food and Drug Administration
Rockville, MD 20857

NDA 21-24]

R.W. Johnson Pharmaceutical Research Institute
Attention: Ramon Polo, Ph.D.

Director, Regulatory Affairs

920 Route 202 South

P.O.Box 300

Raritan, NJ 08869-0602

Dear Dr. Polo:

Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal Food,
Drug, and Cosmetic Act for (noregstimate/ethinyl estradiol) Tablets.

We also refer to your submission dated February 26, 2001, received February 27, 2601, containing your
proposed tradename of ORTHO TRI-CYCLEN Lo to be reviewed by the Office of Post-Marketing Drug
Risk Assessment (OPDRA). .

Per your request for a letter describing OPRDA s assessment of the proposed tradename ORTHO TRI
CYCLEN Lo, OPDRA has reviewed the referenced material and does not recommend approval of the
tradename. OPDRA recommends — ——emevwmsisma, s an altemnative tradename.

If you have any guestions, call Jennifer Mercier, Regulatory Project Manager,
at (301) 827-4260.

Sincerely,

Susan Allen, M.D.

Director

Division of Reproductive and Urologic
Drug Products, HFD-580

Office of Drug Evaluation [1]

Center for Drug Evaluation and Research

APPEARS THIS WAY
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DISCIPLINE REVIEW LETTER

R.W. Johnson Pharmaceutical Research Institute
Attention: Ramon Polo, Ph.D.

Director, Regulatory Affairs

920 Route 202 South

P.O. Box 300

Raritan, NJ (08869-6602

Dear Dr. Polo:

Please refer to your new drug application (NDA) submitted under section 505(b) of the Federal Food,
Drug, and Cosmetic Act for ¢ wwm (norgestimate/ethinyl estradiol) Tablets.

Our review of the tradename of your submission is complete. The tradename was found to be
unacceptable by the Office of Post-Marketing Drug Risk Assessment and the Division concurs. We
have identified the following deficiencies:

1. The use of the modifier ~——-efers to the mcg-strength of the ethinyl estradiol component in this
drug product, and thus could be misinterpreted as the number of tablets and/or days of use.

2. The modifier ~—" is not adequate to distinguish the proposed product from the other available
products, Ortho Tri-Cyclen 21 and Ortho Tri-Cyclen 28, and could lead to potential medication
eITors.

Please propose an alternative tradename for your product. We will forward this new tradename for
review by the Office of Post-Marketing Drug Risk Assessment.

We are providing these comments to you before we complete our review of the entire application to
give you preliminary notice of issues that we have identified. In conformance with the prescription
drug user fee reauthorization agreements, these comments do not reflect a final decision on the
information reviewed and should not be construed to do so. These comments are preliminary 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. If you respond to 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.

If you have any questions, call Jennifer Mercier, B.S., Regulatory Project Manager, at (301) 827-4260.
Sincerely,
{See appended electronic signature page}
Terri Rumble
Chief, Project Management Staff

Division of Reproductive and Urologic Drug Products
Office of Drug Evaluation I
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R.W.Johnson Pharmaceutical Research Institute SEP 13 2000
Attention: Ramon Polo, Ph.D. S

Director, Regulatory Affairs

920 Route 202 South

P.Q. Box 300 _ _

Raritan, NJ 08869-0602 : e

Dear Dr. Polo:

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

Name of Drug Product: —————————— (ethinyl estradiol/norgestimate) tablets

Review Priority Classification: | Standard (S)

Date of Application: ~ August 25, 2000
| Date of Receipt: ‘ <August 25, 2000

Our Reference Number: NDA 21-241

Unless we notify you within 60 days of our receipt date that the application is not sufficiently
complete to permit a substantive review, this application will be filed under section 505(b) of the
Act on October 24, 2000 in accordance with 21 CFR 314.1 01(a). If the application is filed, the
primary user fee goal date will be June 25, 2001 and the secondary user fee goal date will be
August 25, 2001.

Please cite the NDA number listed above at the top of the first page of any communications
concerning this application. All communications conceming this NDA should be addressed as
follows:

u.s. Postal/Courier/Ovemight Mail:

- Food and Drug Administration
Center for Drug Evaluation and Research
Division of Reproductive and Urologic Drug Products, HFD-580
Attention: Division Document Room
5600 Fishers Lane
Rockville, Maryland 20857
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If you have any questlons call Jenmfer Mermer Regulatory Project Manager, at 301-827-4260.

.

S,

N A Termi Rumble
Chief, Project Management Staff

Division of Reproductive and Urologlc Drug Products

Office of Drug Evaluation ITT

L
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NDA 21-241
Page 3

cC:

Archival NDA 21-24] Fseimiissg 77 70 S .

HFD-580/Div. Files

HFD-580/JM
HFD-SSOIAHenMamL/Shames/WillettMonroclJOrda.anammennan/Rhce/BoaI/Parekh/Jarugula
DISTRICT OFFICE '

Drafted by: JM/September 8, 2000
Initialed by: Rumble9.8.00
final: September 11, 2000
filename: 21241 WPD
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THE RW, JOHNSON
PHARMACEUT!CAL RESEARCH INS
ROUTE 202, P.0. BOX 300, RARITAN, NEW JERSEY 08869-0602 1 8 JUN 20 B‘l
Susan Allen, MD, Director NDA 21-241 -
Food and Drug Administration ORTHO TRI-CYCLEN® Lo
Center for Drug Evaluation and Research Tablets (norgestimate and -
Office of Drug Evaluation IIL, (HFD-5 80) ethinyl estradiol) _ B L
Division of Reproductive and Urologic Drug NDA GPIn AMIZANserp
Products Py ogpeiniy ;:T
Attn.: Document Control Room 14B-04 Amendmenttoa Pending
5600 Fishers Lane Application:
Rockville, Maryland 20857-1706 I abels/Labeling Information

Dear Dr. Allen:

Reference is made to pending New Drug Application (NDA) 21-241, submitted on 25
August 2000, for ORTHO TRI.CYCLEN® Lo Tablets, 2 combination
prbgesterone/estrogen tablet for the  commmememmn===="  Reference is also made
to the FDA comments that we received on 14 June 2001, on out draft labeling
contained in the NDA. At this time W€ would like to provide comments on the
proposed changes as well as owl suggested revisions for your consideration. The
document has been temporarily re-formatted to allow for a column containing PRI's
justification for the revisions. As you will note at the top of the pages, red strikeout
{ - and blue double-underline were changes and/or comments recommended by FDA.
' Vellow highlighted text represents changes proposed by PRI

We would also like to clarify that we plan to have 2 separate label for ORTHO TRI-
CYCLEN® Lo. The labeling for this product will not be combined on the insert with
CYCLEN and TRI-CYCLEN®. We have considered your proposal to e————r—

L e ~ but are unable to do so at this time due to time constraints. We
will however, entertain this suggestion in the future.

Should you have any questions and/or comments, please contact me directly at
(908) 704-4812, call Valerie Donnelly at (908) 704-5891 or call our telephone line
dedicated for FDA use at (908) 704-4600.

Sincerely, REVIEWS CONIPLETED
/ it £ / / 650 ACTION:
: Ramon Polo, PhD 7 [Jiermer [iras [neno
Director, Regulatory Affairs I
£SO INITIALS DATE

Desk copy was faxed to Jennifer Mercier, DRUDP, HFD 580 on 18 June 2001.

N \NORGESTILTRW61301 s smended {abel doc/18 func 200110

LA JOLLA RARITAN SPRING HOUSE ZURICH



THE R W JOHNSON
PHARMACEUTICAL RESEARCH INSTITUTE

ROUTE 202, P.O. BOX 300, RARITAN, NEW JERSEY 08869-0602

B
NDA ORIS AMENDMENT

Susan Allen, MD, Director NDA 21-241
Food and Drug Administration R
Center for Drug Evaluation and Research Tablets (norgestimate and
Office of Drug Evaluation III, (HFD-580) ethinyl estradiol)
Division of Reproductive and Urologic Drug
Products
Attn.: Document Control Room 14B-04
5600 Fishers Lane Amendment to a Pending
Rockville, Maryland 20857-1706 Application:
Response to Request for
Information
Dear Dr. Allen:

Reference is made to pending New Drug Application (NDA) 21-241, submitted on 25
August 2000, for a combination progesterone/estrogen tablet for the e

- wewmw. . Reference is also made to Dr. Venkat Jarugula's 24 May 2001 request to
provide additional information. At this time we wish to provide the following
information on CD-ROM. All CD-ROM:s have been scanned and deemed virus-free
using McAfee Vshield program version 4.5.0.534, scan engine version 4.1.40, virus
definition 4.0.4139.

* Demographic data for the following Phase 1 NRGLOW studies:

e PHI-001
e PHI-002
* PHI-003
s PHI-004
-
o SAS transport file,  wesese—— has been corrected to reflect the

pharmacokinetic data, not the concerftration data.

Should you have any questions and/or comments, please contact me directly at
(908) 704-4812, call Valerie Donnelly at (908) 704-5891 or call our telephone line
dedicated for FDA use at (908) 704-4600.

REVIEWS COMPLETED

- CSO ACTION:
[Juemrer e L 1MEMD

NANORGESTRLTRW5256! resp to nds req for phsdemo daca doe/25 May 2001/TU ¥
LA JOLLA RARITAN SPRING HOUEESC INTTIALS ZURICBATE
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HOUTE 202, P.O. BOX 300, RARITAN, NEW JERSEY 08569-0602

Susan Allen, MD, Director NDA 21-241 .
Food and Drug Administration —
Center for Drug Evaluation and Research Tablets (norgestimate and
Office of Drug Evaluation III, (HFD-5 80) ethinyl estradiol)
Division of Reproductive and Urologic Drug :

Products -
Attn.: Document Control Room 14B-04
5600 Fishers Lane Amendment to a Pending
Rockville, Maryland 20857-1706 Application;

Response to Request for

ORIG AMENDMENT Information

Dear Dr. Allen: 6 Z

Reference is made to pending New Drug Application (NDA) 21-241, submitted on 25
August 2000, for a combination progesterone/estrogen tablet for the — =eoewcumes

persssmsecn' Reference is also made to Ms. Mercier's 30 May 2001 request to provide a
copy of the annotated label (Item 3, Chapter 1). A copy of this Chapter is provided
with this submission and may be found in the original application as Item 3, Volume
1 of 1, Chapter 1, Pages 1-60 (Overall Volume 3 of 71). Please note that as agreed to
on 01 August, 2000, only new or modified labeling information was annotated. This
new information was presented as italicized and underlined text. The remainder of the
labeling information was identical to the currently marketed ORTHO
CYCLEN®/TRI-CYCLEN® labeling.

Should you have any questions and/or comments, please contact me directly at
(908) 704-4812, call Valerie Donnelly at (908) 704-5891 or call our telephone line
dedicated for FDA use at (908) 704-4600.

N

Sincerely-,ﬂ-* /4—— REVIEWS .
—
V CS0 ACTION: T
R Pl P Cen Chuas. G
Regulatory Affairs _4-3_'“_“"1&8 D;T_E_

Desk copy to Jennifer Mercier, DRUDP, HFD 580

\\RARUSRAR.E-SDI\I’RIUSR.EG\P:JORGE.STI\LTR\OSJIOI resp to nda req for annotations.doc/3 | Mary 200 /11
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THE RW JOHNSON
PHARMACEUTICAL RESEARCH INSTITUT

ROUTE 202, P.O. BOX 300, RARITAN, NEW JERSEY 08865-0602

2 9 MAY 2001
Susan Allen, MD, Director NDA 21-241 )
Food and Drug Administration -
Center for Drug Evaluation and Research Tablets (norgestimate and
Office of Drug Evaluation I, (HFD-580) ethinyl estradiol)
Division of Reproductive and Urologic Drug @ A
Products

Attn.: Document Control Room 14B-04 NDA OR’G A’;?ENDFU\T
5600 Fishers Lane Amendment to a Pending
Rockville, Maryland 20857-1706 Application:

Response to Request for

Information -

Dear Dr. Allen:

Reference is made to pending New Drug Application (NDA) 21-241, submitted on 25
August 2000, for a combination progesterone/estrogen tablet for the s
~e—mese Reference is also made to Ms. Mercier's 24 May 2001 request to provide
additional information for the Medical Reviewer. At this time we wish to provide a
table containing the following information which was requested:

¢ A breakdown of subjects 35 years and under who completed 13 cycles of
treatment, and a breakdown of subjects 35 years and under who completed
6 cycles of treatment.

Should you have any questions and/or comments, please contact me directly at
(908) 704-4812, call Valerie Donnelly at (908) 704-5891 or call our telephone line
dedicated for FDA use at (908) 704-4600.

Sincerely,
The R.W. Johnson Pharmaceutical Research Institute

@———gg —
REVIEWS COMPLITED

Ramon Polo, PhD
Director
Regulatory Affairs

£S0 ACTICN.
CIemer TInar {Jreno

Desk copy to Jennifer Mercier, DRUDP, HFD 580

C50 INITIALS DATE

NANORGESTIU TRYIS20! resp w auda oy for clinical datsdoe/29 May 2001/5U
LA JOLLA RARITAN SPRING HOUSE ZURICH
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THE R W, JOHNSON
PHARMACEUTICAL RESEARCH INSTITUTE

ROUTE 202, P.0. BOX 300, RARITAN, NEW JERSEY 08869-0602

ORIGINAL 10 APR 2001

Susan Allen, MD, Director NDA 21-241
Food and Drug Administration
Center for Drug Evaluation and Research Tablets (norgestimate and
Office of Drug Evaluation III, (HFD-580) ethinyl estradiol)
Division of Reproductive and Urologic Drug
Products
Atin.; Document Control Room 14B-04
5600 Fishers Lane Amendment to a Pending
Rockville, Maryland 20857-1706 Application;

Response to Request for

ORIG AMENDMENT Information

Dear Dr. Allen: ﬁ /lﬂ

(. .. Reference is made to pending New Drug Application (NDA) 21-241, submitted on 25
August 2000, for a2 combination progesterone/estrogen tablet for the s———r———=
wsamsms  Reference is also made to requests on 21 March and 29 March for
additional clinical/statistical data. At this time we wish to provide these data for the
Medical Reviewer. A list is provided on page 01 00001; it identifies the data provided
in this submission, as per the 21 March request. A list is also provided on page 01
00007; it identifies the data provided in this submission, as per the 29 March request.

Should you have questions regarding this submission, please contact me directly at
(908) 704-4812, contact Valerie Donnelly at (908) 704-5891 or call our telephone
line dedicated for FDA use at (908) 704-4600.

Sincerely,
e
< -
REVS
Ramon Polo, PhD EVIEWS COMPLETED
Director T
B 5 oArT -—_—"""_—-——~.____
' Regulatory Affairs C80anron
! I oevien
| ISR LN Do
—_—
‘ CSO Inrriag g ——
--—_-_-.-M_ Df‘ﬂf‘ {

—

: NANORGESTRLTR40901 resp to nuda req for info-clin.doc



THE RW JOHNSON
PHARMACEUTICAL RESEARCH INSTITUTE

ROUTE 202, P.O. BOX 300, RARITAN, NEW JERSEY DBBES-0602

Susan Allen, M.D., Acting Director NDA 21-241 0 S APR 2001
Division of Reproductive and Urologic

Drug Products HFD-580 (norgestimate and ethiny} estradiol
Center for Drug Evaluation and Research tablets)
Food and Drug Administration
Attn.: Document Control Room 14B-03 AMENDMENT TO A
5600 Fishers Lane PENDING APPLICATION
Rockville, Maryland 20857-1706 Chemistry, Manufacturing and

Controls Information

Dear Dr. Allen:

Reference is made to our pending NDA 21-241 for o

submitted on August 25, 2000. Reference is also made to a telephone conversation
between J. Mercier and V. Donnelly on 5 April 2001 regarding a RW Johnson
Pharmaceutical Research request to submit 18-month drug product stability data.
Upon discussion with the reviewing chemist, Ms. Mercier confirmed acceptance of
the data without impeding or extending the 10-month review pertod.

The stability protocol had been amended to add an additional condition of
30C/60%RH at 18-month to conform to ICH. Attached for your review is the 18-
month drug product stability data. All data is within specifications and is deemed
acceptable.

Field Copy Certification: In accordance with 21 CFR 314.50(k)(3), a field copy
containing the Chemistry, Manufacturing and Controls information contained in this
amendment has been provided to our FDA district office in North Brunswick, New
Jersey. We certify that the field copy submitted is a true and accurate copy of the
archival and review copies of this amendment.

Please contact Valerie Donnelly at (908) 704-5891 or myself at (908) 704-4812 or our

dedicated FDA number (908)-704-4600 if you have questions regarding this
information.

Sincerely,

T e T APPEARS THIS way
Ramon Polo, Ph.D. ON ORIGINAL

Director
Regulatory Affairs

Desk Copy: J. Mercier

LA JOLLA RARITAN SPRING HOUSE ZURICH
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THE R W JOHNSON %0
PHARMACEUTICAL RESEARCH INSTITUTE DS
ROUTE 202, P.O. BOX 300, RARITAN, NEW JERSEY 08869-0602 N - Q
0 1 MAR 2001
NEW CORRESP
Susan Allen, MD, Director NDA 21-241
Food and Drug Administration
Center for Drug Evaluation and Research Tablets (norgestimate and
Office of Drug Evaluation III, (HFD-580) ethinyl estradiol)
Division of Reproductive and Urologic Drug
Products
Attn.: Document Control Room 14B-04
5600 Fishers Lane Amendment to a Pending
Rockville, Maryland 20857-1706 Application:
Response to Request for

Information
Dear Dr. Allen:

Reference is made to pending New Drug Application (NDA) 21-241, submitted on 25
August 2000, for a combination progesterone/estrogen tablet for the e

Comasab,  Reference is also made to the Agency's 12 January 2001 request to
provide additional information for the chemistry reviewer. This information was
provided as an amendment to 2 pending application on 22 January 2001. At this time
however, we wish to revise the amendment with the following information.

CMC Table 4.36 Facilities Involved in Testing, Labeling and Warehousing of Drug
Product;
This table has been revised to remove the following test site.

Ortho-McNeil Pharmaceutical, Inc.
Welsh and McKean Roads
Spring House, Pennsylvania 19477-0776

This site will not perform drug product release or stability testing. Such testing will
be done at the Ortho-McNeil Pharmaceutical, Inc,, Raritan, New Jersey site. We
apologize for any confusion that this may have caused. A copy of the revised table 1s
provided in this submission.

Field Copy Certification: In accordance with 21 CFR 314.50(k)(3), a field copy
containing the Chemistry Manufacturing and Controls Information contained in this
amendment has been provided to our FDA district office in North Brunswick, New
Jersey. We certify that the field copy submitted is a true and accurate copy of the
archival and review copies of this amendment.

WRARUSRARESOINPRIVSREGANORGESTNLTRWA0101 rev 1o ome amend doc/0! March 2001/U

LA JOLLA RARITAN SPRING HOUSE ZURICH
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Should you have any questions and/or comments, please contact me directly at
(908) 704-4812, call Valerie Donnelly at (908) 704-5891 or call our telephone line
dedicated for FDA use at (908) 704-4600.

Stincerely,
The R.W. Johnson Pharmaceutical Research Institute
Y.
Vb # € sty Lo /
Ramon Polo, PhD { 4

Director
Regulatory Affairs

Copy sent on 01 March 2001 via fax to Jennifer Mercier, Project Manager, DRUDP

APPEARS THIS WAY
ON ORIGINAL
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CSO ACTION:
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[ THE R W, JOHNSON

PHARMACEUTICAL RESEARCH INSTITUTE

ROUTE 202, P.O. BOX 300, RARITAN, NEW JERSEY 08863-0602

T
FPVid i L
26 FEB 2001
Susan Allen, MD, Director NDA 21.241
Division of Reproductive and Norgestimate/
Urologic Drug Products Ethinyl Estradiol Tablets

Food and Drug Administration
Center for Evaluation and Research
Office of Drug Review III, HFD-580
ATTN: Document Control Room 14B-04 GENERAL CORRESPONDENCE
5600 Fishers Lane Information for

Rockville, MD 20857-1706 MWEmnsu]tation with OPDRA
DMENT

| s
{ B Dear Dr. Allen:

i Reference is made to our New Drug Application submitted on 25 August 2000 for
norgestimate/ethiny! estradiol tablets. Reference is also made to the Discipline Review
Letter received from the Division on 07 February 2001. This letter stated that the name,

{ —— — was found unacceptable and recommended that an
alternative trademark be proposed.

At this time we would like to submit as our second choice, the alternative trademark, ,
ORTHO TRI-CYCLEN® Lo for review by the Office of Post-Marketing Drug Risk
Assessment (OPDRA). We are still hopeful however, that in the coming weeks,
OPDRA will reconsider the acceptability of our first choice for a trademark, =
e Subsequent to their initial review of this trademark, we discontinued
21-day put-ups from our oral contraceptive product line. Recently, the Division
forwarded this new information to OPDRA.

As required, in addition to the alternative name, we are enclosing the following draft
information for consultation with OPDRA:

e Packaging proposal in text format
¢ Dosing recommendations
REVIEWS COMP,
* Directions for use LETED
¢ Dosing intervals " -
C30 AZTION;

Cliermer CIvad Tvemo

P e g

CS0 ALy DATE

NANORGESTILTRVOPDRA 022301.DOC/26 FEBRUARY, 200LTU/ L
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We would ask that this name be given an expedited review by OPDRA, as our primary
user fee goal is June 25, 2001. Should you have any questions, please contact me
directly at (908) 704-4812, contact Valerie Donnelly at (908) 704-5891 or call our
phone number dedicated to FDA use (308) 704-4600.

Sincerely,

Ramon Polo, PhD

Director
Regulatory Affairs

One desk copy to: Jennifer Mercier, Project Manager, DRUDP

APPEARS THIS WAY
ON ORIGINAL

NANORGESTIL TRVGPDRA 022301 DOCY26 FEBRUARY, J00LTL2
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THE RW. JOHNSON
PHARMACEUTICAL RESEARCH INSTITUTE

ROUTE 202, P.C. BOX 300, RARITAN, NEW JERSEY 08869-0602

Dr. Susan Allen, MD, Director NDA 21-241
Food and Drug Administration

Center for Drug Evaluation and Research
Office of Drug Evaluation I, (HFD-580)
Division of Reproductive and Urologic Drug

Product Other:
Attn.: Document Control Room 14B-04 Response to FDA Request For
5600 Fishers Lane Information, Additional Desk
Rockville, Maryland 20857-1706 Copy

Dear Dr. Allen:

Reference is made to pending New Drug Application (NDA) 21-241 for
tablets, a combination progestin/lower dose estrogen
contraceptive indicated for the prevention of pregnancy in women who elect to use
oral contraceptives as a form of contraception. At this time we wish to provide, as
per your request, an additional desk copy of the unannotated labeling (Item 2). This
information, which was also provided in the original application on CD-ROM, is
provided here on a diskette in Microsoft WORD format. This diskette has been
scanned and deemed virus-free using McAfee VShield program version 4.5.0.534,
scan engine version 4.1.20, virus definition 4.0.4119.

Should you have any questions and/or comments, please contact me at (908) 704-
4812, contact Valerie Donnelly at (908) 704-5891 or call our telephone line dedicated
for FDA use at (908) 704-4600.

Sincerely,

Ramon Polo, PhD
Director
Regulatory Affairs

Desk Copy: Send to Jennifer Mercier at FDA, DRUDP

NANORGESTIL TR \response 10 [da req copy 039901 doc/08 Febraary 2061/1U

LA JOLLA RARITAN SPRING HOUSE ZURICH
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THE RW JOHNSON
PHARMACEUTICAL RESEARCH INSTITUTE

ROUTE 202, P.O. BOX JERSEY98869-0602

0 8FEB 2001

. on
HFD-ToV
3 &

NDA 21-241

% L .

SCarchi= "~ Tablets (norgestimate and
Office of Drug Evaluation III, (HF = ethinyl estradiol) ORIG AMENDMENT
Division of Reproductive and Urologic Drug

Products I gp

Attn.: Document Control Room 14B-04

5600 Fishers Lane Amendment to a Pending
Rockville, Maryland 20857-1706 Application:
Response to Request for N s
Information A T
NP L
Dear Dr. Allen: \Jﬁﬁ 4 o)
2"

Reference is made to pending New Drug Application (NDA) 21-241, submitted on 25
August 2000, for a combination progesterone/estrogen tablet for the —
. . Reference is also made to a request for a clinical study update on "The
Effect of Tetracyclines on the Pharmacokinetics of Ethinyl Estradiol in Women Using
Ortho-TriCyclen" Study Protocol CAPSS-042 by Jennifer Mercier, CSO, FDA, on 01
February 2001. At this time we wish to inform you that this clinical study was not
mntended to support this NDA 21-241. However, to address the FDA request, this
study had been discontinued prior to patient enrollment. Therefore, no study report
has been written.

Should you have any further questions regarding Study CAPSS-042 please contact
William Sisco at (908) 704-4301. Please contact me directly for NDA related
questions at (908) 704-4812, or Valerie Donnelly at (908) 704-5891 or cali our
telephone line dedicated for FDA use at (908) 704-4600.

Sincerely,

— ‘ ﬁRm.ewsco.WLErED
P A ey  —
The R.W. Johnson Pharmaceutical Research Institute {lieTTeR b,‘ At Tivemo B
Ramon Polo, PhD ™/ lnﬁ(k\ _
Director Y AT
Regulatory Affairs csommas ( )W/ J\ B |

UI

NANORGESTILYR\01 1101 resp to nda req for infoCAPSS042.doc
LA JOLLA RARITAN SPRING HOUSE ZURICH
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ROUTE 202, P.Q. BOX 300, RARITAN, NEW JERSEY 08BES-0602 0
Loy
26 JAN 2000
Susan Allen, MD, Director NDA 21-241 )
Food and Drug Administration ap—
Center for Drug Evaluation and Research Tablets (norgestimate and
Office of Drug Evaluation ITI, (HFD-580) ethinyl estradiol)
Division of Reproductive and Urologic Drug
Products
Attn.: Document Control Room 14B-04
5600 Fishers Lane Amendment to a Pending
Rockville, Maryland 20857-1706 Application:

Request for a Type A Meeting

Dear Dr. Allen: - ‘ m K

Reference is made to pending New Drug Application (NDA) 21-241, submitted on 25
August 2000, for a combination progesterone/estrogen tablet for the —seesmmemmmm
awssssceze= . Reference is also made to the Information for Consultation with the
Office of Post Marketing Drug Risk Assessment (OPDRA) submission, dated 10
April 2000 and their subsequent decision to not accept the proposed trademark,

—— which was communicated to us verbally during a
telephone conversation between Jennifer Mercier and Valerie Donnelly on 17 January
2001. We appreciate this telephone notification in advance of the written
communication.

Though we are still awaiting formal, written notification of the rejection of our
proposed trademark, the reasons cited verbally for OPDRA’s objection to the
- trademark were twofold: 1) that the use of — would be
confusing, because it might be mistaken with our other products and could connote a
= . regimen,; 2) that the use of — in the product name only reflects one of the two
active drug substances and thus does not accurately represent the drug product.

We acknowledge the concerns raised by the Division and OPDRA, and we would like
to present to the Division information which explains why we had selected this
trademark, as well as important actions which we have taken subsequent to our
submission of the trademark to FDA, in order to address the concem over confusion.
That information is summarized briefly below.

Confusion with number of dosing days: discontinuation of ORTHO TRI-CYCLEN®
21

As a therapeutic class, 98.5% of all oral contraceptive prescriptions are dispensed as
28-day regimens; 21-day regimens represent even less than 1.5% of all cycles

\\RARUSRAR.ESGE\PRIUSREG\NORGETI\LTR\DC 25 mademark req mig 01260] doc/26 Jamuary 2001/JU
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dispensed in the Ortho-McNeil product line. Nonetheless, we also anticipated the
potential for confusion over the use of ‘~—— in the trademark, since both 21- and 28-
day regimens exist. Thus, as a company, we elected to discontinue all 21-day put-ups
throughout our entire oral contraceptive line. We have informed health care
providers, pharmacists, and the trade of this decision. We have also instructed health
care providers that they do not need to indicate “28” on their prescriptions for OCs, as
well. This communication occurred via letter and through our field sales force. A
copy is provided here for ease of review behind the tab titled, "Attachment A". As
noted in our 17 January 2001 submission, Ortho McNeil Pharmaceutical has
discontinued the 21-day regimen for our entire line of oral contraceptives. A copy of
this submission is also provided here for ease of review behind the tab titled,
"Attachment B".

Currently, the ORTHO TRI-CYCLEN® line consists of only 28-day packs. If
approved, — . would also consist of 28-day packs only. The
potential for either dispensing errors or dosing errors arising from ambiguity around
the number of days in a cycle of OCs should be negligible now that all of our OC
products will reflect the same, 28-day dosing regimen. (See enclosed sample behind
the tab titled, "Attachment C", of ORTHO TRI-CYCLEN® and preliminary mock-up
of Dialpaks, which illustrate clear denotation of the 28-
day regimen in plain sight of the trademark itself.) We believe that this action
effectively addresses OPDRA's concern over potential confusion among our
consumers, physicians and pharmacists.

Appropriate Description of Drug Product by Trademark:

We believe that is the name that most accurately
describes the product. The type, dose, and triphasic regimen of the progestin
component is identical to our currently marketed ORTHO TRI-CYCLEN®. In fact,
the foundation of the name of our new product accurately describes the regimen:
“TRI” describes the triphasic regimen and “CYCLEN” describes the progestin
component. Taken together, the name connotes the widely-held knowledge that the
progestin dose given is 180-215-250 mcg, each given for 7 days. All CYCLEN OCs
contain norgestimate, just as all “Ortho Novum” OCs contain norethindrone.
Physicians have clearly indicated to us their expectation that new drugs within an OC
product line containing the same progestin would bear the same root name as the
original OC.

Additionally, there are other products that have numerical suffices that only describe
the estrogen component: OVCON® 35 and OVCON® 50 as an example. We have
substantive plans to educate pharmacists and health care providers about this product.
The logo would clearly indicate “28 day regimen”. We believe that these
observations speak directly to the second concern raised by OPDRA, namely, that the
numerical suffix refers only to the estrogen component of the product.

Rather than enter immediately into a formal appeal process, we had preferred simply
to engage in a dialogue with the Division, to determine whether these data and actions
would mitigate their concemns, and to consider additional steps which could be taken
to satisfy any remaining objections. This in order to expedite the process of securing
a final trademark for this product, which is now moving forward through a 10-month

N \noregestiOC 25 ademark req meg 012601, doc 2



review process, with an action date in June. Should the product receive a favorable
review, we anticipate beginning -
T e ‘ . Aswe
are dealing with a new trademark approval process at FDA, we wish to move forward
in the most expeditious fashion consistent with that procedure. As such, we have
requested a teleconference with you through Jennifer Mercier to explore these issues
and seek the guidance of the Division. Ms. Mercier has rejected our verbal request
for such a teleconference, and ~ but did
insist that if we remain committed to pursuing a discussion with the Division, rather
than proceeding with an appeal, that we submit a written request for such a meeting.
We would be perplexed and dismayed should the Division refuse to entertain a
collaborative discussion on this subject, and accordingly we have followed her
instructions and are submitting herein this written request for a Type A meeting ---
either face-to-face or via teleconference --- at the Division’s earliest convenience.

Purpose of Meeting
To discuss information not known to FDA during trademark review.

Objectives/Expected Outcomes for Meeting

1) To determine whether rejected brand name might now be acceptable in light of
new information.

2) If not acceptable, to gain insight into what types of alterations to existing brand
name proposal are likely to be acceptable to Division and to OPDRA.

Proposed Agenda:
1) impact of new information, i.e., ORTHO TRI-CYCLEN® 21-day product

withdrawal and feedback obtained from consumers and physicians, on the
Division’s view of the proposed trademark --- 15 minutes

2) any additional concerns which OPDRA or the Division may still have over the
existing proposal, and appropriate actions which could address these concerns ---
15 minutes

3) if necessary, the need to file alternative trademarks for review, and the optimum
timing for such submissions vs. pursuit of an appeals process —— 15 minutes

Planned External Attendees

Gary Shangold, MD Vice-President, Regulatory Franchise Leader, RWJPRI

Ramon Polo, PhD Regulatory Project Leader, RWJPRI

Valerie Donnelly US Regulatory Manager, RWJPRI

Trent Gardner Director of New Product Development, Ortho-McNeil
Pharmaceutical

Ray Suehnholz Vice-President, Marketing Analytics, Ortho-McNeil
Pharmaceutical

Requested FDA Participants

Susan Allen, MD Director, Division of Reproductive and Urologic Drug
Products, FDA

Jennifer Mercier Project Manager, Division of Reproductive and
Urologic Drug Products, FDA

Jerry Phillips OPDRA, FDA

N \noregestilsAOC 25 tradermark roq meg 012601 .doe 3




Submission of Supporting Documentation

Should the Division feel it would be helpful to them in the proposed discussion, we
are prepared to forward summaries of qualitative consumer and physician research
conducted by Ortho-McNeil in the process of trademark selection immediately.

Should you have any questions and/or comments, please contact me directly at
(908) 704-5148, call Valerie Donnelly at (908) 704-5891 or call our telephone line
dedicated for FDA use at (908) 704-4600. We look forward to a response at your
earliest convenience. Thank you.

Sincerely,
G s
Gary A. Shangold, MD

Vice-President, Regulatory Franchise Leader
The R.W. Johnson Pharmaceutical Research Institute

Desk copy of letter only was faxed to Ms. Jennifer Mercier on 26 January 2001

APPEARS THIS WAY
ON ORIGINAL
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THE RW JOHNSON
PHARMACEUTICAL RESEARCH INSTITUTE

ROUTE 202, P.Q. 8OX 300, RARITAN, NEW JERSEY 08869-0602

S5 JAN 112001

AMENDMENT
Susan Allen, MD, Director w NDA 21-241
Food and Drug Administration

. . QR DRUG
Center for Drug Evaluation and Research Tablets (norgestimate and 'Q&Q
Office of Drug Evaluation III, (HFD-580) ethinyl estradiol)
Division of Reproductive and Urologic Drug
Products
Attn.: Document Control Room 14B-04
5600 Fishers Lane Amendment to a Pendin
Rockviile, Maryland 20857-1706 Application;:
Response to Request for
Information

Dear Dr. Allen:

Reference is made to pending New Drug Application (NDA) 21-241, submitted on 25
August 2000, for a combination progesterone/estrogen tablet for the prevention of
pregnancy. Reference is also made to the Agency's 28 December 2000 request to -
provide additional information for the medical reviewer and the statistical reviewer.
At this time we wish to provide the following information.

Clinical Information:

In the Clinical Study Report for Protocol NRGLOW-OC-001 (Item 8, Item Volume
16, page 270), reference is made to the exclusion of Site 011 from the data analyses
due to reports that this site was not adhering to Good Clinical Practice regulations.
Additional details as per the Medical Reviewer's request are as follows.

The investigational Site 011 was that of ==mesms——~——— _ The site address was
" ) - , : His site was terminated from
the NRGLOW-OC-001 study on 09 January 1998 while the study was ongoing. A
teleconference was held on 02 April 1998 between representatives of the R.W.
Johnson Pharmaceutical Research Institute (RWJPRI) and representatives of the
FDA including Dr. Gus Tumer, Division of Scientific Investigations (DSI), Dr. Bette
Barton (DSI), and Lana Pauls (Division of Reproductive and Urologic Drug
Products). The purpose of the teleconference was to inform the FDA of the data
integrity issues discovered during monitoring and audit visits, which led to the
decision to terminate the site. During the teleconference, Dr. Tumer requested
documents which were provided to FDA in a submission dated 06 May 6 1998. A
copy of the cover letter of this submission is provided for ease of review behind the
tab titled, "Correspondence 06 May 1998". The cover letter lists specifically, the
information that was included in the 06 May 1998 submission.

N \NORGESTRLTRY! | 101 resp 1 nda req for info doc/1 1 fanuary 2001/JU
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Statistical Information: ‘

As requested by the Statistical Reviewer in a fax dated 28 December 2000, we are
providing electronic files for Study NRGLOW-OC-001. Please note however, that
this information was submitted in the original application and thus we are not
providing an Archival copy in this submission. Rather, we are providing a copy of the
CD-ROM in a green Statistical jacket only. In addition, to aid the review, we are also

providing a table that lists where the data can be located. This table, located behind _

the tab titled, "CD-ROM Descriptions", lists the variables requested by FDA under
the "Description” column. It also lists the variable name and dataset where the data
may be found. If applicable, a "Qualifier” is provided in the first column of the table.

We hope that you will find this information acceptable. Should you have any
questions and/or comments, please contact me directly at (308) 704-4812, call Valerie
Donnelly at {908) 704-5891 or call our telephone line dedicated for FDA use at

(908) 704-4600.

Sincerely,

The R.W. Johnson Pharmaceutical Research Institute
it # orets fon

Ramon Pole, PhD g

Director
Regulatory Affairs

Note: CD-ROM provided in green statistical jacket; archival copy not provided in this
submission.

APPEARS THIS WAY
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THE RW, JOHNSON
PHARMACEUTICAL RESEARCH INSTIT

ROUTE 202, P.O. BOX 300, AARITAN, NEW JERSEY 08569-0602

NDA ORIG AMENDHENP

Susan Allen, MD, Director NDA 21-241
Food and Drug Administration ———
Center for Drug Evaluation and Research Tablets (norgestimate and
Office of Drug Evaluation I, (HF D-580) ethinyl estradiol)
Division of Reproductive and Urologic Drug
Products
Attn.: Document Control Room 14B-04
5600 Fishers Lane Amendment to a Pending
Rockville, Maryland 20857-1706 Application:
Response to Request for
Information

Dear Dr. Allen:

Reference is made to pending New Drug Application (NDA) 21-241, submitted on 25
August 2000, for a combination progesterone/estrogen tablet for the e

wwvemam.  Reference is also made to Ms. Mercier's 24 May 2001 request to provide
additional information for the Medical Reviewer. At this time we wish to provide the
following information on Site 11.

Clinical Informatijon:

In the Clinical Study Report for Protocol NRGLOW-OC-001 (Item 8, Item Volume
16, page 270), reference is made to the exclusion of Site 011 from the data analyses
due to reports that this site was not adhering to Good Clinical Practice regulations.
Additional details as per the Medical Reviewer's request are as follows.

The investigational Site 011 was that of “osmescassivmy. . The site address was
' AR ] ) His site was terminated from
the NRGLOW-0OC-001 study on 09 January 1998 while the study was ongoing. A
teleconference was held on 02 Apnil 1998 between representatives of the R.W.
Johnson Pharmaceutical Research Institute (RWIPRI) and representatives of the
FDA inciuding Dr. Gus Turner, Division of Scientific Investigations (DSI), Dr. Bette
Barton (DSI), and Lana Pauls (Division of Reproductive and Urologic Drug
Products). The purpose of the teleconference was to inform the FDA of the data
integrity issues discovered during monitoring and audit visits, which led to the
decision to terminate the site. During the teleconference, Dr. Turner requested
documents which were provided to FDA in a submission dated 06 May 6 1998. A
copy of the cover letter of this submission and a list of its contents was also provided
to FDA on 11 January 2001.

\\.RARUSRARF.‘:OI\FR!USREG\NO!!GESTI’\LT%\DSZMI resp 10 nda req for chinrcal data doc/24 May 20011V
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Sincerely,

I

The R.W. Johnson Pharmaceu‘tical Research Institute

Ramon Polo, PhD
Director
Regulatory Affairs

sl 01 e o bbb

Desk copy of CD-ROM to Dr. Venkateswar Jarugula, PK Reviewer, HFD 580

o o ok """fl;.‘ o]
G o bR
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THE RW. JOHNSON

PHARMACEUTICAL RESEARCH INSTITUTE

AOUTE 202, P.O. BOX 300, RARITAN, NEW JERSEY 06869-0602

DEC 1 5 2000 SU

Susan Allen, MD, Acting Director NDA 21-241

Division of Reproductive and Urologic “ablets
Drug Products HFD-580 (norgestimate and ethinyl estradiol)

Center for Drug Evaluation and Research

Food and Drug Administration

Attn.: Document Control Room 14B-04 NDA ITEM 9:

5600 Fishers Lane Four Month Safety Update

Rockville, Maryland 20857-1706

Dear Dr. Allen:

Reference is made to pending NDA 21-241 for ecommmmmes—

submitted on August 25, 2000, for the  cmmuao’ As per 21 CFR
314.50(5)(d)(vi)(b) we are required to submit the Four Month Safety Update. At this
time we wish to inform you that we have no additional safety data to submit. All
studies were completed as of July 10, 1998 and all safety data has been included in
our NDA.

Please contact me at (908) 704-5891 or call our line dedicated for FDA use at (908)
704-4660 if you have any questions or comments.

Sincerely, APPEARS THIS WAY

ON ORIGINAL
/MM' /ﬁ,?/

L /S

-
Valerie Donnelly
Manager, Regulatory Affairs
Regulatory Affairs
REVIEILD Lo i Ve
NTHSAFE - /'\/ .
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THE RW, JOHNSON
PHARMACEUTICAL RESEARCH INSTITUTE

ROUTE 202, £.O. BOX 300, RARITAN, NEW JERSEY 08369-0602

NOV 2 1 2000
Dr. Susan Allen, Director NDA 21-241
Food and Drug Administration ~
Center for Drug Evaluation and Research (norgestimate/ethinyl estradiol)

Office of Drug Evaluation II, (HFD-580)
Division of Reproductive and Urologic Drug AMENDMENT TO A PENDING

Products APPLICATION
Attn.: Document Control Room 14B-04 Request for Information
5600 Fishers Lane

Rockville, Maryland 20857-1706

Dear Dr. Allen:

Reference is made to our pending NDA 2]-24] o -
(norgestimate/ ethinyl estradiol). Reference is also made to a request for additional
financial disclosure information from Lana Pauls, FDA to Valerie Donnelly, The
R.W. Johnson Pharmaceutical Research Institute (RWJPRI), on 18 October 2000. As
per 21 CFR 54, RWJPRI certifies that the following requirements have been met:

e Compensation: RWJIPRI did not provide more money for a favorable trial
outcome nor did we as the sponsor, provide compensation tied to the sales of
the product.

¢ Proprietary interest: RWJPRI did mot use an investigator who had a
proprietary interest in our product, license, patent, etc. This would bias him
and the data from his site.

* Significant payments: RWJPRI did not provide payments >25,000 US dollars
to an investigator or institution to support the activities of the investigator -
during or after the study period.

Should you have any questions and/or comments, please contact me directly at
(908) 704-5891 or call our telephone line dedicated for FDA use at (908) 704-4600.

Sincerely,
oy : ' 7 :
46 /,j/—. REVIEWS COMPLETED
Valerie Donnelly GSO ACTION: —
Manager LETTER
Regulatory Affairs a EIva ] MEMQ
cc fax desk copy: Lana Pauls CS0 INmiALS D‘;T: J
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THE RW JOHNSON
PHARMACEUTICAL RESEARCH INSTIT

ROUTE 202, P.O. BOX 300, RARITAN, NEW JERSEY 08865-0602

Susan Allen, M.D., Acting Director NDA 21-241
Division of Reproductive and Urologic r——
Drug Products HFD-580 (norgestimate and ethinyl estradiol
Center for Drug Evaluation and Research tablets)
Food and Drug Administration
Attn.: Document Control Room 14B-03 AMENDMENT TO A
5600 Fishers Lane PENDING APPLICATION
Rockville, Maryland 20857-1706 Chemistry, Manufacturing and
Controls Information
ORIG AMENDMENT
Dear Dr. Rarick: /5 C
Reference is made to our pending NDA 21-241 for — and

to our Chemistry, Manufacturing and Controls (CMC) Pre-NDA Meeting on 04
October 1999 under IND 11,391, During the meeting, we proposed =~ ——=—-

Drs. Lisa
Rarick, David Lin and Moo-Jhong Rhee, FDA, accepted our proposal and agreed that
submission of additional stability data would not add more time to the review of the
NDA as long as the data was submitted within six months of the original application.
The 12-month stability data for the drug product is provided with this submission. In
addition, minor errors were corrected regarding the contract testing laboratories.

Field Copy Certification: In accordance with 21 CFR 314.50(k)(3), a field copy
containing the Chemistry, Manufacturing and Controls information contained in this
amendment has been provided to our FDA district office in North Brunswick, New
Jersey. We certify that the field copy submitted is a true and accurate copy of the
archival and review copies of this amendment.

Please contact Valerie Donnelly at (908) 704-5891 or myself at (908) 704-4812 or our
dedicated FDA number (908)-704-4600 if you have questions regarding this

information.
Sincerely,
W IS COMPLETED
I R Polo. PhD €30 ACTION:
amon Polo, Ph.D.

Director DLETTER DN‘A"' D MEMO
| Regulatory Affairs —
: CSOINITIALS DATE
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. THE R W JOHNSON
[ PHARMACEUTICAL RESEARCH INSTITUTE
ROUTE 202, P.O. BOX 300, RARITAN, NEW JERSEY 08869-0602
0CT 0 3 2000
Jennifer Mercier, Project Manager NDA 21-241 ‘
Division of Reproductive and Urologic - —
Drug Products .
Food and Drug Administration OR‘G‘NAL
Center for Drug Evaluation and Research -
Office of Drug Evaluation II, HFD-580 :
Attn.: Document Control Room 14B-03 Request for Information
5600 Fishers Lane Additional Copies of NDA
Rockville, Maryland 20857-1706 NEW C?fﬁESP
Dear Ms. Mercier: \‘

Reference is made to our New Drug Application 21-241 for -~
(norgestimate and ethinyl estradiol) Tablets submitted on August 25, 2000. As per your
request, enclosed are two copies each of volume 1.1, Integrated Summary of Safety and
Integrated Summary of Efficacy.

( - If you require additional information please contact me at (908) 704-5891 or Karen
o Futterknecht at (908) 704-4912.

Sincerely,
/
Ly
Valerie Donnelly APPEARS THIS WAY
Manager ON ORIGINAL
Regulatory Affairs
REVIEWS COMPLETED
H CSO ACTION: i
Clemer ka3
{ '\)
CSONTULS  ~~N\UJ \é;%ATE .
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Johnson & Johnson Pharmaceutical Research & Development, L.L.C.
920 ROUTE 202, P.0. BOX 300, RARITAN, NEW JERSEY 088690602

2 5 JUN 2012

Daniel Shames, MD, Director NDA 21-241
Food and Drug Administration ORTHO TRI-CYCLEN® Lo
Center for Drug Evaluation and Research Tablets (norgestimate and
Office of Drug Evaluation I, (HFD-580) ethinyl estradiol)
Division of Reproductive and Urologic Drug =~ =

Products '
Attn.: Document Control Room 14B-04 :
5600 Fishers Lane Amendment to an
Rockville, Maryland 20857-1706 Approvable Application:

Class 1 Resubmission/Complete
Response to an Action Letter

Dear Dr. Shames:

Reference is made to pending New. Drug Application (NDA) 21-241, submitted on 25
August 2000, for a combination progesterone/estrogen tablet for the

== _ Reference is also made to the Agency's Approvable Action Letter
received on 25 June 2001 (provided as Attachment A in this submission for ease of
review) and the sponsor's response letter dated 03 July 2001. Our response letter as
required under 21 CFR 314.110, notified you of our intention to file an amendment
and address the deficiencies listed in the Action Letter.

At this time, we would like to provide the amendment. It includes revised draft
labeling and an NDA Safety Update Report for ORTHO TRI-CYCLEN® 1o. This
submission provides our complete response to the deficiencies listed in the previous
action letter, including numbers one through seven.

Proposed labeling revisions, found under the heading INDICATIONS AND
USAGE, are outlined below.

[
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'Number of Pages
"Redacted '

. 0 0
0.0 0.0 0.0

Draft Labeling
(not releasable,




For ease of review and revision, the label is provided in WORD format, on hard copy
and CD-ROM. The CD-ROMs were scanned and deemed virus-free using McAfee
Vshield program version 4.5.1, scan engine version 4.1.60, virus definition 4.0.4199.

Also included in this submissioﬁ, behind the tab titled "NDA Safety Update", is a
Safety Update as per 21 CFR, 314.50(d)(5)(vi)(b).

Should you have any questions and/or comments, please contact me directly at
(908) 704-4812, contact Valerie Donnelly at (908) 704-5891 or call our telephone
line dedicated for FDA use at (908) 704-4600.

Sincerely,

e
“

Ramon Polo, PhD
Director
Regulatory Affairs

Send 1 desk copy and 1 CD-ROM copy to Jennifer Mercier, DRUDP, HFD 580

APPEARS THIS WAY
ON ORIGINAL
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THE RW, JOHNSON
PHARMACEUTICAL RESEARCH INSTITUTE

ROUTE 202, P.O. BOX 300, RARITAN, NEW JERSEY 08865-0602

Susan Allen, MD, Director

Food and Drug Administration

Center for Drug Evaluation and Research

Office of Drug Evaluation III, (HF D-580)

Division of Reproductive and Urologic Drug
Products

Attn.: Document Control Room 14B-04

5600 Fishers Lane

Rockville, Maryland 20857-1706

Dear Dr. Allen:

2 2 JUN 2001

NDA 21-241

Tablets (norgestimate and
ethinyl estradiol)

Amendment to a Pending
Application:

Response to Request for Clinical
Information

Reference is made to pending New Drug Application (NDA) 21-241, submitted on 25
August 2000, for a combination progesterone/estrogen tablet for s
~easpenronis . Reference is also made to Ms. Mercier's 20 June 2001 request to provide

the Medical Reviewer, additional bleedin

g data. As per this request we are

submitting, "the percent of subjects in each cycle that had more than seven days of
bleeding and/or spotting for both ORTHO TRI-CYCLEN® Lo and Loestrin®. This
data is appended to this submission in tabular format.

Should you have any questions and/or comments, please contact me directly at
(908) 704-4812, call Valerie Donnelly at (908) 704-5891 or call our telephone line

dedicated for FDA use at (908) 704-4600.

Sincerely,

/44 A S /
Ramon Polo, PhD

Director
Regulatory Affairs

Desk copy was faxed to Jennifer Mercier, DRUDP, HFD 580 on 21 June 2001.
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Form Approved: OMS No. 0916-0338

DEPARTMENT OF HEALTH AND HUMAN SERVICES Expiration Date: March 31. 2003
FOOD AND DRLG ADMINISTRATION Ses OMB Statement on page 2
( " "PPLICATION TO MARKET A NEW DRUG, BIOLOGIC, OR AN FOR FDA USE ONLY
. ANTIBIOTIC DRUG FOR HUMAN USE APPLICATION NUMBER

(Title 21, Code of Federal Regulations, 314 & 601)

APPLICANT INFORMATION

NAME OF APPLICANT DATE OF SUBMISSION
The R.W. Johnson Pharmaceutical Research Institute 2 2 JUN an

TELEPHONE NO. {Inciude Area Cade) FACSIMILE {FAX) Number (inciude Area Code)
(908) 7044812 (908) 203-1499
APPLICANT ADDRESS {Number, Streel, City, State, Country, ZIP Code or Mai! Code, AUTHORIZED U § AGENT NAME & ADDRESS (Number, Street, City, State,
and U.S. License number if préviously 1ssued). ZIF Code, telephona & FAX number) |IF APPLICABLE
920 Route 202 South
P.O. Box 300
. Raritan, New Jersey 08869-0602

PRODUCT DESCRIPTION

NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER, OR BIOLOGICS LICENSE APPLICATION NUMBER (if previously issued) NDA 21-241

ESTABLISHED NAME (e.g., Proper name, USP/USAN name) PROPRIETARY NAME (trade name) IF ANY
norgestimate/ethiny! estradiol .
CHEMICAL/BIOCHEMICAL/BLOCD PRODUCT NAME (If any) : CODE NAME {if any)
DOSAGE FORM: tablet STRENGTHS: ROUTE OF ADMINISTRATION:
180 mcg norgestimate/25 meyg ethinyl estradiol Oral

215 mcg norgestimate/25 mcg ethinyl estradiol

250 meg norgestimate/25 mcg ethinyl estradiol

{PROPOSED) INDICATION(S) FORUSE:  cpmmpuimesiaimansss-

~PPUCATION INFORMATION

APPLICATION TYPE
{check one) NEW DRUG APPLICATION (21 CFR 314.50) [ ABBREVIATED APPLICATION (ANDA, AADA, 21 CFR 314.94)

[0 BIOLOGICS LICENSE APPLICATION (21 CFR part 801)

IF AN NOA, IDENTIFY THE APPROPRIATE TYPE [ 505 (b) (1) 0O 505 (b)(2)

IF AN ANDA, OR AADA, IDENTIFY THE REFERENCE LISTED DRUG PRODUCT THAT 15 THE BASIS FOR THE SUBMISSION
Name of Drug Holder of Approved Application

TYPE OF SUBMISSION (check one) T ORIGINAL APPLICATION B AMENDMENT TO A PENDING APPLICATION O RESUBMISSION
O PRESUBMISSION [ ANNUAL REPORT O ESTABLISHMENT DESCRIFTION SUPPLEMENT O EFFICACY SUPPLEMENT
[J LABELING SUPPLEMENT I CHEMISTRY MANUFACTURING AND CONTROLS SUPPLEMENT E OTHER

IF A SUBMISSION QR PARTIAL APPLICATION. PROVIDE LETTER DATE OF AGREEMENT TO PARTIAL SUBMISSION:

IF A SUPPLEMENT, IDENTIFY THE APPROPRIATE CATEGORY 3 cee [J cBE-30 {J Prior Approval (PA)

REASON FOR SUBMISSION Response to FDA Reguest for Clinical information

PROPCSED MARKEFING STATUS (check one}) [ PRESCRIPTION PRODUCT (Rx) O OVER THE COUNTER PRODUCT (QTC)

NUMBER OF VOLUMES SUBMITTED THIS APPLICATION IS [] PAPER 0 PAPER AND ELECTRONIC  [] ELECTRONIC

ESTABLISHMENT INFORMATION (Fuil establishment should be provided in the body of the Application.)

Provide locations of all manufacturing, packaging and control sites for drug substance and drug product {continuation sheets may be used if necessary). Include name,
address, contact, telephone number, registration number (CFN), DMF number, and manufacturing steps and/or type of testing (e.g. Final dosage form, Stability testing)
conducted at the site Please indicate whether the site is ready for inspection or, if not. when i will be ready.

{ ) ss References {list retated License Applications, INDs, NDAs, PMAs, 510(k)s, IDEs, BMFs, and DMFs referenced in the current application)

‘.. IND 11,391; IND 50,488; NDA 19-687; NDA 19-653; NDA 21-040

P

FORM FDA 356h (4/00) PAGE 1



This appitcation contains the following items: (Check all that apply)

| 1. Index .
B Labeling {check one) [J Draft Labeling CFinal Printed Labeling

2.
3. Summary (21 CFR 314.50 (c))
4. Chemistry section

A. Chemistry, manufacturing, and controls information {e.g. 21 CFR 314.50 (d).(1), 21 CFR 601.2)

B. Samples (21 CFR 314.50 (e} {1), 21 CFR 601.2 (a)) {Submit only upon FDA's reguest)

C. Methods validation package {e.g. 21 CFR 314.50 (e) {2) (i), 21 CFR 601.2)

._Nondlinicat pharmacology and toxicology section (e.g. 21 CEFR 314.50 (d) {2). 21 CFR 601.2)

._Human pharmacokinetics and bioavailabiiity section (e.g. 21 CFR 314.50 (d) {3), 21 CFR 601.2)

._Clinical data section (e.g. 21 CFR 314.50 (d) (5). 21 CFR 601.2)

3

6

7._Clinical Microbiology (e.g. 21 CFR 314.50 {d) (4))
8

8

-_Safety update report (e.g. 21 CFR 314.50 {d) (5} {vi) {b). 21 CFR 601.2)

. Statistical section {e.g. 21 CFR 314.50 (d) (6). 21 CFR 601.2)

11. Case report tabulations (e.g. 21 CFR 314.50 (f) (1), 21 CFR 601.2)

12. Case reports forms (e.g. 21 CFR 314.50 {f) (2), 21 CFR 601.2)

13. Patent information on any patent which claims the drug (21 U.S.C 355 (b) or {c)

14, A patent certification with respect to any patent which claims the drug (21 U.8.C 355 (b) (2) or {j) {2) (A))

15. Estabiishment description (21 CFR Part 600, if applicable)

16. Debarment certification (FD&C Act 306 {K){1h

17. Field copy certification (21 CFR 314.50 (k) (3))

DoDopoopopoooobioionibio

18. User Fee Cover Sheet (Form FDA J357)

18. Financial information (21 CFR Part 54)

20. OTHER (Specify) Response to FDA Request for Clinicat Information

CERTIFICATION

I agree to update this application with new safety information about the product that may reascnably affect the statement of contraindications,
Wamings, precautions, or adverse reactions in the draft labeling. | agree to submit safety update reports as provided for by regulation or as
Requested by FDA. If this application is approved, | agree to comply with all applicable faws and regulations that apply to approved applications,
including, but not limited to the following:

1. Good manufacturing practice regulations in 21 CFR 210 and 211, 606 and/or 820.

Biologicai establishment standards in 2% CFR Part 600.

Labeling regulations in 21 CFR 201, 606, 610, 660 and/or 809,

In the case of a prescription drug or biological product, prescription drug advertising regulations in 21 CFR 202,
Regulations on making changes in application in 21 CFR 314.70, 314.71, 314.72, 314.97, 314.99, and 601.12.
- Regulations on reports in 21 CFR 314.80, 314.81, 600.80 and 600.81.

7. Local, state and Federal environmentai impact laws.

If this application applies to a drug product that FDA has proposed for scheduling under the Controiled Substances Act 1 agree not to market the
Product until the Drug Enforcement Administration makes a final scheduling decision.

The data and information in this submission have been reviewed and, to the best of my knowledge are certified to be true and accurate.
Warning: a willfully false statement is 2 criminal offense, U.S. Code, title 18, section 1001,

LI Y I

SIGNATURE OF RESPONSIBLE OFFICIAL OR AGENT TYPED NAME AND TITLE DATE
/E - Ramon Polo, PhD 2 2 JUN 20 01
4é- - "‘g/' 74’1" / Director. Reguiatory Affairs
ADDRESS (Streel, City, State. and ZiF Cod) Telephone Number
920 Route 202 South, P.O. Box 300 (908) 704-4812
Raritan, New Jersey 08869-0602

Public reporting burden for this collection of information is estimated 1o average 40 hours per response, including the time for reviewing
instructions, searching existing data sources, gathering and maintaining the data needed, and completing and reviewing the coflection of
information. Send comments regarding this burden estimate or any other aspect of this coliection of information, including suggestions for reducing
*~is burden to: :

~partment of Health and Human Services An agency may not conduct or sponser, and a
Food and Drug Administration person is not required to respond to, a collection of
CBER, HFM-99 information unless it displays a curently valid OMB
1401 Rockyville Pike control number.

Rockville, MD 20852-1448

FORM FDA 356h (4/00) PAGE 2




ORTHO TRI-CYCLEN LO

TOTAL BLEEDING INFORMATION

Cycle | Bleeding/ Ortho Tricyclen Lo Loestrin
Spotting % of subjects % of subjects with a % of subjects % of subjects with a
with occurrence duration > 7 days with occurrence duration > 7 days
1 IMB 32% 6% 46% 8%
Menstrual 896% 16% 79% 7%
2 IMB 27% 3% 40% 5%
Menstrual 96% 11% 83% 7%
3 IMB 24% 3% 37% 5%
Menstrual 96% 10% 84% 8%
4 IMB 25% 2% 34% 3%
Menstrual 96% 10% B2% 4%
5 IMB 23% 3% 3% 3%
Menstrual 95% 8% 80% 5%
6 IMB 21% 2% 33% 3%
Menstrual 98% 7% 78% 4%
7 IMB 17% 2% 29% 2%
Menstrual 896% 6% 81% 3%
8 IMB 20% 2% 7% 1%
Menstrual 97% 7% 76% 3%
9 IMB 19% 1% 27% 1%
Menstrual 98% 9% 81% 4%
10 IMB 21% 3% 28% 3%
Menstrual 96% 10% 77% 5%
t1 IMB 18% 1% 30% 2%
Menstrual 97% 8% B81% 5%
12 IMB 20% 1% 28% 3%
Menstrual 96% 9% 74% 4%
13 IMB 20% 2% 27% 1%
Menstrual NC NC NC NC

IMB = intermenstrual bleeding/spotting

NC = not calculated

APPEARS THIS WAY
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THE R.W. JOHNSON

PHARMACEUTICAL RESEARCH INSTITUTE
920 U.S. Route # 202, P.O. Box 300
Raritan, New Jersey 08869-602

TELEFACSIMILE TRANSMITTAL FORM
FAX NUMBER: (908) 203-1499

DATE: 2/ Jyne 200/
TO: JENNIFER MERCIER FROM: Valede Donnelly
Project Manager, FDA Regulatory Affairs
Div. Reprod. & Urol. Drug Products Phone: (508) 704.5391]
Fax: (908) 203-1499
TELEFAX é: (301) 827.4267

NUMBER OF PAGES (INCLUDING TRANSMITTAL FORM): 5
NOTE: If you do not receive the correct numnber of pages or if the ransmission is unclear, please call me

at (908) 704-5891.

MESSAGE (If any):

P.@1-85

JENNIFER,

RE:NDA 21-241 ORTHO TRI-CYCLEN Lo Labeling revisions

I am faxing you this desk copy correspondence, outlining our position on the newly proposed
coptraindication, "heavy smoking ( 215 cigarenes per day) and over age 35". If you have additonal
questions or comments on this submissjon, please call me at (908) 704-5891 or eall Gary Shangold directly
ar (908) 704-5148 or cail our phone line dedicated for FDA use (908) 704-4600. THANKYOQOU

AN OFFICIAL COPY was aiso faxed to Dr. Susan Allen

-CONFIDENTIALITY NOTICE

Thus facsimile transmission cover sheet znd any documnents which may accompany it contains information
from Johnson & Johnson, which is intended only for the use of the individual or entity to which it is
addressed and which may contain information that is privileged, confidential, and/or exempt from
disclosure under applicable law, If the reader of this message is not the intended recipicnt, any disclosure,
dissernination, distribution, copying, or other use of this communication or its substance is prohibited. If
you have received this communication in ervor, please call us collect to arrange for the destruction of the
communication or its return to us at our expense. Thank you.

APPEARS THIS WAY
ON CRICINAL
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THE R W JOHNSON
PHARMACEUTICAL RESEARCH INSTITUTE

ROUTE 202, P.O. BOX 100, RARITAN, NEW JERSEY 0A8569-0502

Susan Allen, MD, Director NDA 231.241 -
Food and Drug Administration
Center for Drug Evaluation and Research Tablets (norgestimate and
Office of Drug Evaluation III, (HFD-580) ethinyl! estradiol)
Division of Reproductive and Urologic Drug
Products

- Attn.: Document Control Room 14B-04
5600 Fishers Lane Amendment in
Rockville, Maryland 20857-1706 Application:

Labels and Labeling Information

Dear Dr. Allen:

Reference is made to pending New Drug Application (NDA) 21-241, submitted on 25
August 2000, for a combination progesterone/estrogen tablet for the “wmmwssmmmne
wsemmn® Reference is also made to Ms. Mercier's conversation noting that there
were potentially problematic issues with the label,

We strongly urge the Division to reconsider the decision to contraindicate oral
contraceptives in women over the age of 35 who smoke heavily and to take the issue
of a new Contraindication regarding smoking to an Advisory Committee as a matter
of significant public health import and on which there are strong diverging views in
the medical community. Standard of medical practice and authoritative medical
guidelines have consistently treated the subject as a relative contraindication, where
riskobenefit may be justified in a defined set of clinical circumstances as assessed by
the treating physician. See ACOG Practice Bulletin # 18, July 2000 and the ACOG
Technical Bulletin # 198, October 1994,

A contraindication defines a situation in which the drug should not be used because
the risk of use clearly outweighs any possible benefit. In addition,[Absolute]
Contraindications ordinarily apply to conditions (i.e., diseases) or situations (i.e.,
concomitant drug prescribing) that are able to be ascertained by the physician through
proper interview, examination, and diagnosis. The amount of smoking is completely
under the control of the patient, and could change from month to month. Physicians
may not always have accurate information about the number of cigarettes smoked per
day by their patients. A Contraindication for an amount of smoking could require
physicians to have regular monthly contact with their OC patients to continue to
confirm that there is no reason to immediately discontinue OC use, or it could result

)
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in physicians refusing to prescribe OC’s to smokers to aveid liability. Refusing to
prescribe OC's to smokers could result in an increase in unwanted pregnancy.

We also advise the Division, that in the face of 2 contraindication ~ with which we
disagree - we will be required for medical, ethical, and legal reasons to take important
immediate steps. First, we would concurrently adopt the contraindication across our
product lines and would strongly petition the Agency through all available means to
compel every manufacturer to do the same immediately. Second, we would issue a
Dear Doctor letter and a press release advising practitioners that they should
immediately contact all patients over the age of 35 to ascertain their smoking status
and advise that all patients meeting the contraindication be immediately discontinued
from therapy.

Clearly, this issue is of such scope and magnitude that this decision should be
undertaken only with a clear consensus of the expert community and across all
products in this therapeutic category simultaneously. For these reasons we again urge
the Division to consider referring this to an Advisory Committee.

We look forward to receiving the Division's responses on this issue as well as the
remaining issues in the label, as suggested by the Agency, by early afternoon on 22
June. Should you have any questions and/or comments, please contact me directly at
(908) 704-5148 or call our telephone line dedicated for FDA use at (508) 704-4600.

Sincerely,
The R.W. Johnson Pharmaceutical Research Institute

ES A~ Loyl

Gary Shangold, MD
Vice President,
Regulatory Affairs

Desk copy was faxed to Jennifer Mercier, DRUDP, HFD 580 on 21 June 2001

APPEARS THIS WAY
0N CRICINAL
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Form Approved; OMEB Ng. 0R10-0338

DEPARTMENT OF HEALTH AND HUMAN SERVICES Expiration Date: March 34, 2003
FOOD AND DRUG ADMINISTRATION Sen OMB Statement on pege 2
APPLICATION TO MARKET A NEW DRUG, BIOLOGIC, OR AN FOR FDA USE ONLY
ANTIBIOTIC DRUG FOR HUMAN USE APPBLICATION NUMBER

(Titla 21, Code of Fedoral Regulations, 314 & 601)

APPLICANT INFORMATION
NAME OF APPLICANT DATE OF SUBMISSION
The R.W. Johnson Pharmacsutical Resaarch Institute

TELEPHONE NO. (include Aree Coge) FACSIMILE (FAX) Number (Inciude Area Coce)

(808) 704-5148 (908) 528-5059
APPLICANT ADDRESS {Number, Streel, Clty, State. Country. ZIP Code or Mai Code, AUTH@RIZED U.8. AGENT NAME & ADDRESS (Numer. Strest, Chty, Stale,
g U.S, Liconse number i previously issued): ZIP Code, tejephone & FAX number) IF APPLICABLE

920 Route 202 South
P.O. Box 300
Raritan, New Jersey 08£69-0602

PRODUCT DESCRIPTION

NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER. OR BIOLDGICS LICENSE APPLICATION NUMBER (If pravicusly lssusd)  NDA 21-244

ESTABLISHED NAME {s.g.. Proger name, USP/USAN name) PROPRIETARY NAME (trads namea) & ANY
norgsstimate/ethinyl estradloi

CHEMICAL/BIOCHEMICAL/BLOOD PRODUCT NAME (# any) CODE NAME (If any)

DOSAGE FCRM: tahiet STRENGTHS ROUTE OF ADMINISTRATION:

180 mcg norgestimate/25 meyg ethinyl estradiot Oral
215 mcg norgestimate/25 meg sthinyl estradial

250 meg norgustir_nawzs mcq sthinyl esiradiol

(PROPOSED) INDICATION(S) FOR USE:

—

PLICATION INFORMATION

APPLICATION TYPE
{check one) B NEW DRUG APPLICATION (21 CFR 314.50) [0 ABBREVIATED APPLICATION (ANDA, AADA 21 CFR 314 04)

[J BIOLOGICS LICENSE APPLICATION (21 CER part 801)

IF AN NDA, IDENTIFY THE APPROPRIATE TYPE  [J s05 ) (1) [J 505 (b))

IF AN ANDA, OR AADA, IDENTIFY THE REFERENGE LISTED DRUG PROOUCT THAT IS THE BAS!S FOR THE SUBMISSION
Nama of Drug Hpider of Approved Application

TYPE QF SUBMISSION (crwck ave) D ORICINAL APPLICATION B AMENDMENT TO A PENDING APPLICATION ] RESUBMISSION
0 PRESUBMISSION [0 ANNUAL REPORT [0 ESTABLISHMENT DESCRIPTION SUPPLEMENT O EFFICACY SUPPLENENT
0O LABELING SUPPLEMENT D) CHEMISTRY MANUFACTURING AND CONTROLS SUPPLEMENT D OTHER

IF A SUBMISSION OR PARTIAL APPLICATION, PROVIDE LETTER DATE OF AGREEMENT TO PARTIAL SUBMISSION:

IF A SUPPLEMENT, IDENTIFY THE APPROPRIATE CATEGORY J CBEe 3 ¢sean I Prior Approval (Pa)

REASON FOR SUBMISSION LABELS/LABELING INFORMATION

PROPQSED MARKETING STATUS (check one) B PRESCRIPTION PRODUCT (Rx) O OVER THE COUNTER PRODUCT {OTC)

NUMBER OF VOLUMES SUBMITTED THIS APPLICATION 1S ] PAPER [0 PAPER AND ELECTRONIC [0 ELECTRONIC

ESTABLISHMENT INFORMATION (Full estabiishmant should be provided In the body of the Application.)

Prewde lacabions of ail manufacturing, packaging and contral sites for drug substance and drug produet {continuation shoats may be used If necessary), Include name,
addrass, contact, telsphone numbaer, registration number {CFN). OMF number. and menufeciuring steps andiar typa of testing (e g Final dosage form, Stabiity testing}
conducted at tha Sile, Pleaes indicale whather he site i ready for inspection or._if ngL when il will ba ready

T Refersnces (list related Licenss Applications, INDz, NDAs, PMAs, S10(k)s, iDEs, BMFs, and DMFs referenced !n the current 1pplication)

IND 11,391; IND 50,48%; NDA 13-697;, NDA 18-653: NDA 21040

Laimeapant

FORM FOA 358h (4/00) PAGE 1
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This application cantains the fellowing items: {Check aif that apply)

1. Index
. Labaling {check ong) (O Draft Labsiing [ Final Printed Labeling

2
3. Summary {21 CFR 314,50 ()
4. Chaeristry section
A, Chemistry, manufacturing, and controls information {e.g. 21 CFR 314.50 {d} (1), 21 CFR 601.2)
B. Samples (21 CFR 314.50 {2} (1), 21 CFR 601.2 {3)) (Submit onty upon FDA's requast)
C. Methods vaiidation package (e.g. 21 CFR 314.50 (e) (2) (i}, 21 CFR 501.2)
5. Nondlinica! pharmacology and toxlcology section (e.g. 21 CFR 314 .50 (d) (2). 21 CFR 601.2)
6. Human pharmacokinetics and bioavailability section {e.g. 21 CFR 314.50 (d) (3), 21 CFR 801.2)
7. Ciinical Microbiology {e.g. 21 CFR 314,50 (d) (4)}
8
8

. Clinical ¢ata section {a.g. 21 CFR 314.50 {d} (5), 21 CFR 601.2)
._Safety updale raport (e.9. 21 CFR 214.50 (d) [5) fvi) (), 21 CFR 601.2)
10. Suatistical section (e.g. 21 CFR 314.50 (d) [6), 21 CFR 601.2)
11. Casa report tabulations {e.g. 21 CFR 314.50 {f) (1}, 21 CFR 601.2)
12. Casa reports forme (8 . 21 CFR 314.50 {f) (2). 21 CFR 6§01.2)
13 Patent Inforrnation on any patent which daims tha drug (21 U.S.€ 355 {B) or (c})
14, A patent cartification with respect o any patent whicn claims the drug (21 U.S.C 355 {b} (2) or {j) {2) {A)}

15, Establishment descriplion (21 CFR Part 600, if applicable)
16. Debarment certification (FD&C Act 308 (k) (1))

17. Field copy certification {21 CFR 314.50 {k) (3))

18. User Fee Cover Sheel (Form FDA 3387)

19. Financial Information (21 CFR Part 54)

20. OTHER (Specify) LABELS/LABELING INFORMATION

CERTIFICATION

! agree lo update this application with new safety information abou! the product that may reasonably affact the statemant of contralndleations,
Warnings, precautions, or adversa reactions in the draft labeling. | agree lo submit safaty update reports as provided for by regulation or as
Requested by FDA. If thig application is approved, | agree to comply with all applicable laws and requiations that apply to approved applicatons,
Including, but not iimited 1o the following:

Good manufacturing practice regulations in 21 CFR 210 and 211, 608 andior 820.

Biological establishment standards in 21 CFR Part 800.

Labeling regulations In 21 CFR 201, £06, 610, 660 and/or 805,

In the case of a prescription drug or bislogical produdt, prescription drug advertising reguiations in 21 CFR 202

Regulations on making changas in spplication In 21 CFR 314.70. 314.71, 314,72, 314 97, 314.99, and B01.12.

Regulabons on reports in 21 CFR 314.80, 314.81, 600.80 and 600.81.

Local, state and Federal environmental impact laws.

if this apphcation applies to a drug product that FDA has propes® for scheduling under the Controlled Substances Act | agree not to markel the
Produet untl the Drug Enfarcement Administration makes 3 final scheduling decision.

The data and Information in thig submigslon have been reviewed and. to the bes! of my knowladge are certified 10 be true and accurats.
Warning: a willfully faise statement is a criminal offense. U.S. Code, title 18, section 1001,

L . polopophbppoppbklobbbhh. JToh
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SIGRATURE OF RESPONSIBLE OFFICIAL OR AGENT TYPED NAME AND TITLE DATE
QW( gwh Gary Shangold, MD &-2(-0|
—_ Vics Pregidant, Regulatory Affairs
ADORESS (Street, Crty. State, Mg ZiPCoda) Telephore Numbsr
920 Route 202 South, P.O. Box 300 (S08) 704-4812
Raritan, New Jarsey 088829-0602

Public reporting burden for this collaction of infarmation is estimated o average 40 hours per response, including the time for reviewing
irstructions, searching existing data sourcas, gainering and maintsining the dala needed, and completing and reviewing the collection of
information Send comments regarding this burden estimate or any cther aspect af this collection of information, including suggestions for regucing

© ™g burden to:

Jartment of Health and Human Services An agancy may not conduct or $ponsor, and a
root and Drug Administration parson Is net required to respond te, 2 coilection of
CBER, HFM-59 informalion uniess it displays a curently valid OMB
1401 Rockville Plke contral number. '

Rockvilie, MO 20852-1448
FORM FDA 356h [4/00) PAGEZ
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PHARMACEUTICAL RESEARCH INSTITUT
ROUTE 202, P.0. BOX 300, RARITAN, NEW JERSEY 08869-0602 UN 2001
Susan Allen, MD, Director NDA 21-241
Food and Drug Administration ORTHO TRI-CYCLEN® Lo
Center for Drug Evaluation and Research Tablets (norgestimate and
Office of Drug Evaluation III, (HFD-580) ethinyl estradiol)
Division of Reproductive and Urologic Drug
Products
Attn.: Document Control Room 14B-04 Amendment to a Pending
5600 Fishers Lane Application:
Rockville, Maryland 20857-1706 Response to Request for Clinical
Information

0 - M

Dear Dr. Allen:

Reference is made to pending New Drug Application (NDA) 21-241, submitted on 25
August 2000, for ORTHO TRI-CYCLEN® 1o Tablets, a combination
progesterone/estrogen tablet for:  wesesstms .- Reference is also made
to FDA's verbal requests on 13 June 2001 and 18 June 2001 and written request on 14
June 2001, to provide clarification of our bleeding pattern data. This clarification and
the location of it in the original NDA is provided in this submission. Also included in
this submission are 3 pages of data from the original NDA, which are located in the
Attachments to the pivotal study report, NRGLOW-0OC-001. We hope that the
information provided below provides the clarification requested.

The attached tables from the NRGLOW-0OC-001 clinical study report (Attachments

10a, 15a, and 17) summarize all episodes of bleeding (and non-bleeding) for the

intent-to-treat population. _

* Attachment 10a summarizes by treatment and per cycle, the percent of subjects
with intermenstrual bleeding (unexpected bleeding) as well as the mean and
median number of days for those subjects with intermenstrual bleeding.

'* Attachment 15a summarizes by treatment and per cycle, the mean number of
days of withdrawal flow (expected bleeding).

¢ Attachment 17 summarizes the percent of subjects without withdrawal flow
(unexpected non-bleeding).

The parameters summarized in the three Attachments above were explained in the
NRGLOW-OC-001 study report included in the original NDA (Item 8, volume 12,
page 53, paragraph 3). Intermenstrual bleeding included breakthrough bleeding and
spotting and early withdrawal flow but excluded withdrawal flow continuing from the
previous cycle. Duration of menses included any bleeding or spotting during the

NANORGESTILTRWG 1901 clarify bidg doc/ |9 Juae 2001/ 10
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inactive tablet-taking interval plus withdrawal flow that continued into the next cycle.
Together, intermenstrual bleeding and menses describes all bleeding associated with a
given cycle.

Should you have any questions and/or comments, please ‘contact me directly at
(908) 704-4812, call Valerie Donnelly at (908) 704-5891 or call our telephone line
dedicated for FDA use at (908) 704-4600.

Sincerely,

The R.W. Johnson Pharmaceutical Research Institute

/44;«, il "77/ /4”//
Ramon Polo, PhD
Director, Regulatory Affairs

Desk copy was faxed to Jennifer Mercier, DRUDP, HFD 580 on 19 June 2001,

AP;’-‘%’;": PS THIS WRY
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THE RW. JOHNSON
PHARMACEUTICAL RESEARCH INS
ROUTE 202, P.0. BOX 300, RARITAN, NEW JERSEY 08589-0602 1 8 JUN 2001
Susan Allen, MD, Director NDA 21-241 -
Food and Drug Administration ORTHO TRI-CYCLEN® Lo
Center for Drug Evaluation and Research Tablets (norgestimate and -
Office of Drug Evaluation I, (HFD-580) ethinyl estradiol) _ B&
Division of Reproductive and Urologic Drug - NDI{ ORI prazan "ern
Products ' Cee RERIPOUNT
Attn.: Document Control Room 14B-04 Amendment to a Pending
5600 Fishers Lane Application:
Rockville, Maryland 20857-1706 Labels/Labeling Information

Dear Dr. Allen:

Reference is made to pending New Drug Application (NDA) 21-241, submitted on 25
August 2000, for ORTHO TRI-CYCLEN® Lo Tablets, a combination
progesterone/estrogen tablet for the S Reference is also made
to the FDA comments that we received on 14 June 2001, on our draft labeling
contained in the NDA. At this time we would like to provide comments on the
proposed changes as well as our suggested revisions for your consideration. The
document has been temporarily re-formatted to allow for a column containing PRI's
justification for the revisions. As you will note at the top of the pages, red strikeout
and blue double-underline were changes and/or comments recommended by FDA.
Yellow highlighted text represents changes proposed by PRI,

We would also like to clarify that we plan to have a separate label for ORTHQ TRI-
CYCLEN® Lo. The labeling for this product will not be combined on the insert with
CYCLEN and TRI-CYCLEN®. We have considered your proposal to revise all three
labels simultaneously but are unable to do so at this time due to time constraints. We
will however, entertain this suggestion in the future.

Should you have any questions and/or comments, please contact me directly at
(908) 704-4812, call Valerie Donnelly at (908) 704-5891 or call our telephone line
dedicated for FDA use at (908) 704-4600.

Sincerely, REVIEWS COMPLETED

%éw' £ Jmﬂ?, P / 630 ACTION:
Ramon Polo, PhD Cleermer CInar Jvemo
Director, Regulatory Affairs

CSO INITIALS DATE

Desk copy was faxed to Jennifer Mercier, DRUDP, HFD 580 on 18 June 2001.

NANORGESTNLTRAOG1301 ncla afvetraded Ladsed. dhoe/ 18 June 200175U
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THE R W JOHNSON
PHARMACEUTICAL RESEARCH INSTITUTE. -

ROUTE 262. £.0. BOX 300, RARITAN, NEW JERSEY 08869-0602

¢ 8 JUN 2001
Susan Allen, MD, Director NDA 21-241
Food and Drug Administration o —
Center for Drug Evaluation and Research Tablets (norgestimate and
Office of Drug Evaluation I11, (HFD-580) ethinyl estradiol) BL, D D

Division of Reproductive and Urologic Drug
Products NDA ORIG P\MEND?HENT
Attn.: Document Control Room 14B-04
5600 Fishers Lane Amendment to a Pending
Rockville, Maryland 20857-1706 Application:
‘ Response to Request for
Information/and
Labels and Labeling Information

Dear Dr. Allen:

Reference is made to pending New Drug Application (NDA) 21-241, submitted on 25
August 2000, for a combination progesterone/estrogen tablet for the e
=== Reference is also made to Ms. Mercier's 30 May 2001 request to provide
an additional Safety Update and label annotation for the sentence under the heading,
Special Populations that reads, "In clinical studies involving 1688 subjects with a
mean BMI of 23.7 (3.9) there was no association between pregnancy and either BMI
or age.” At this time, we wish to provide the following information.

NDA SAFETY UPDATE REPORT

We have no additional safety information to report. All studies were completed as of
10 July 1998 and all safety data was included in the NDA. An official submission as
per 21 CFR 314.50(5)(d)(vi)(b), is provided behind the tab titled, Attachment 1.

LABEL ANNOTATION

In response to the label annotation question, a faxed copy of the page from the
annotated label found in the onginal application (Item 3/Volume 1/Page 6) was faxed
to the Agency on 30 May 2001 followed by a paper copy submission.

SR kL A

Upon further review, an error was noted in this sentence of the label. In addition, a
similar sentence in the NDA Chapter Summary 6 was noted to contain the same error.
“§ Both the label and the Chapter 6 Summary have been revised to reflect a change in
the denominator from === ¢q 1673. Additionally, we propose to revise the

' prognostic factor listed in the same sentence of the label fromasuess to weight. As a
( result, the following additional attachments are provided in this submission:

\UU-RUSRAR.ESOI\PRJUSREG\NORGFSTI\LTR\DGO?N rexp w0 ada req for clinical data doc/07 june 200 1R
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o Attachment2: A revised copy of the label. The revision appears on page 4 of
the label and is identified using the highlight/strikeout feature of Microsoft
WORD.

o Attachment3: A revised copy of annotated page 5 from the Chapter 1

Summary of NDA, (Item 3, Application Summary). The revision is identified

using red strikeout for deletion and blue underline for revised information. Please

note that the annotation for weight, has been revised from page 217 of the Chapter

6 Summary to Section 5.3 of the Integrated Summary of Efficacy, pages 33-35

(internal report number pages 31-33) and to the supporting data on page 96

(internal report number page 94) of Attachment 4 of the ISE. Attachment 4 is

titled, "Prognostic Factors Statistical Qutput",

e Attachment4: A revised NDA Chapter 6 Summary. The revision on page 12,
paragraph two, is highlighted under the heading, "Overall Summary™.

Should you have any questions and/or comments, please contact me directly at
(908) 704-4812, call Valerie Donnelly at (908) 704-5891 or call our telephone line
dedicated for FDA use at {908) 704-4600.

Sincerely,
The R.W. Johnson Pharmaceutical Research Institute

/27/:,—/&‘

Rameon Polo, PhD
Director
Regulatory Affairs

Desk copy to Jennifer Mercier, DRUDP, HFD 580
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THE R W, JOHNSON
PHARMACEUTICAL RESEARCH INSTITUTE

ROUTE 202, P.O. BOX 300, RARITAN, NEW JERSEY 0886906502

0 7 JUN Zotn

Susan Allen, MD, Director NDA 21-241
Food and Drug Administration ¢
Center for Drug Evaluation and Research (norgestimate and ethinyl estradiol)
Office of Drug Evaluation III, (HFD-580)
Division of Reproductive and Urologic Drug

Products Amendment to a Pendin
Attn.: Document Control Room 14B-04 Application:
5600 Fishers Lane Response to Request for Information
Rockville, Maryland 20857-170d0RG AMENDMENT

-

Dear Dr. Allen: //Z Z) C

Reference is made to pending New Drug Application (NDA) 21-241, submitted on
25 August 2000, for a combination progesterone/estrogen tablet for the e

== _ . Reference is also made to the Chemistry Team Leader's Information
Request Letter (IRL) that was received via facsimile on 24 May 2001. At this time we
wish to provide the following information for the chemistry reviewer. The FDA
request as per the IRL, is presented below in bold-face type followed by RWJPRI's

response,

1. Please provide the information concerning the holding time (length, storage
conditions, etc...) of the drug product before blister packaging.

o

_

2. Please provide the details of the sampling plan/precedure used for analytical
testing of each drug product at release and at stability.

T

|

WRARUSRARESONPRIUSREGINORGES TRL TRAJ60601 resp 10 nda req for cme info doc 06 June 2001711
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THE RW, JOHNSON
PHARMACEUTICAL RESEARCH INSTITUTE

ROUTE 202, P.O. BOX 300, RARITAN, NEW JERSEY 08869-0602
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Susan Allen, MD, Director NDA 21-241
Food and Drug Administration
Center for Drug Evaluation and Research Tablets {norgestimate and
Office of Drug Evaluation III, (HFD-580) ethinyl estradiol)
Division of Reproductive and Urologic Drug '
Products
Attn.: Document Control Room 14B-04
5600 Fishers Lane Amendment to a Pending
Rockville, Maryland 20857-1706 Application:
Response to Request for
Information

Dear Dr. Allen:

Reference is made to pending New Drug Application (NDA) 21-241, submitted on 25
August 2000, for a combination progesterone/estrogen tablet for the e
~mmenm  Reference is also made to Dr. Venkat Jarugula's 24 May 2001 and 31 May
request to provide additional information. At this time we wish to provide the
following the SAS transport file, sew= . on diskette as per his telephone
request today.

Should you have any questions and/or comments, please contact me directly at
(908) 704-4812, call Valerie Donnelly at (908) 704-5891 or call our telephone line
dedicated for FDA use at (908) 704-4600.

Sincerely, e
ey vl COMPLETED
) =—-"£ ~ —
) SRRy ¢
%?:::tréf olo» PAD e [JnaL [imvemo
Regulatory Affairs s —
L‘;‘;U INITIALS DATE

Desk copy of diskette to Dr. Venkateswar Jarugula, PK Reviewer, HFD 580

N \NORGESTIULTRS53101 resp o nda req for pk daza doc/31 May 2001/1U
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_ THERWJOHNSON -
PHARMACEUTICAL RESEARCH INSTITUTE

ROUTE 202. P.O. BOX 300. RARITAN. NEW JERSEY 0D8BE9-0502

AUG 2 5 2000
Susan Allen, MD, Acting Director NDA 21-241 [ )
Division of Reproductive and Urologic —- "ablets
Drug Products HFD-580 (norgestirnate and ethinyl estradiol)

Center for Drug Evaluation and Research

Food and Drug Administration

Attn.: Document Control Room 14B-04

5600 Fishers Lane NEW DRUG APPLICATION
Rockville, Maryland 20857-1706

Dear Dr. Allen:

Pursuant to the provisions of section 505(b) of the Federal Food, Drug and Cosmetic
Act and 21 CFR 314.50, The R.W. Johnson Pharmaceutical Research Institute
(RWIJPRI) is submitting a New Drug Application for —
Tablets (norgestimate and ethiny! estradiol). - - Is a
combination progestin/lower dose estrogen contraceptive indicated for the prevention
of pregnancy in women who elect to use oral contraceptives as a form of
contraception. The following numbers were assigned to this application: NDA 21-241
and User Fee No. 3906. This application was prepared in accordance with 21 CFR

314.50 and applicable guidelines.

is a combination progesterone/estrogen tablet taken
orally once daily for 28 days. It is a triphasic regimen, which involves a stepwise
increase in the dose of norgestimate from weeks 1 through 3 (0.180 mg, 0.215 mg,
0.250 mg). The ethinyl estradiol remains constant at 0.025 mg. Week 4 is a placebo
tablet.

FDA Agreements
The following major agreements were reached at the Pre-NDA Meetings held

22 June 1999 and 04 October 1999 with members of the Division of Reproductive
and Urologic Drug Products (DRUDP) and RWJIPRI (Attachment 1):

e RWIJPRI can submit additional drug product stability data after submission of the
NDA (not later than 6 months after submission of the NDA).

e Cross-reference to the approved NDAs for ORTHO-CYCLEN® and ORTHO
TRI-CYCLEN® (NDAs 19-653 and 19-697, respectively) may be made for

LA JOLLA RARITAN SPRING HOUSE ZURICH



previously submitted reports and information relevant to Nonclinical
Pharmacology and Toxicology, CM&C and Human Pharmacokinetics with
respect to norgestimate and ethinyl estradiol.

* The clinical and non-clinical programs were considered sufficient to support the - -
regimen that is the subject of this application for review. No additional studies
were requested. However, the Division did recommend that we further support
our pear] rate efficacy data in the Integrated Summary of Efficacy (ISE).

¢ Tabulations (NDA Item 11) are routinely provided as appendices to RWJPRI’s
clinical study reports. Therefore, the requirement for NDA Item 11 {Tabulations)
is satisfied with the submission of the full study reports in NDA Item 8 (Clinical
Data) for Phase 2 studies. Phase 3 study data will be submitted electronically.

* No financial disclosure information will be provided in this application since all
studies were completed on or before 02 February 1999,

o The Pediatric Labeling Requirement for the NDA contains the language
previously provided for in Ortho’s marketed oral contraceptives. A request for
waiver can be found in Attachment 2 of this letter and Item 20 of the NDA.

In a subsequent agreement with the Division (see Attachment 3) we are providing in
addition to paper copies, the following Items electronically on CD-ROMs:

Item 2 Draft Labels/Labeling

Itemn 3 Overall NDA Summary

Item 4 Chemistry, Manufacturing and Controls

Item 5 Nonchnical Pharmacology and Toxicology
Item 6 Human Pharmacokinetics and Bioavailability:
Item 8/10 Clinical/Statistical Data

Iem 11 Case Report Tabulations (electronic only)
Item 12 Case Report Forms (electronic only)

For ease of review, the CD-ROM for each section will be located in the first volume
of the review copy of each Item. In addition to supplying Items 11 and 12 in the
Clinical/Statistical Reviewer's Jacket, a CD-ROM is also located in the first volume
of the Archival Copy of the NDA (NDA volume 1.001). As agreed upon in
Attachment 3, Item 11 includes Datalistings as ASCII format and Datasets as SAS
Transport files. An index of the contents of the CD-ROMs is included in
Attachment 4. All CD-ROMs have been scanned and deemed virus-free using
McAfee VShield program version 4.0.3, scan engine version 4.070, virus definition
4.0.4091.

Physician’s Package Insert/Patient Instructions

The draft Physician’s Package Insert and Patient Instructions are identical to the
currently marketed ORTHO CYCLEN/TRI-CYCLEN Labeling, except for the CMC
information, human pharmacokinetics/bicavailability data and .  “~csaaassmes:
Suasommns®  As agreed upon with the FDA on 01 August 2000, any new or modified
information will be italicized, underlined and annotated. Additionally, based on our
discussions during the 22 June 1999 Pre-NDA meeting, we have chosen class
labeling for our clinical section of the package insert as per the Labeling Guidance for
Combination Oral Contraceptives (August 1994).



Demonstration of Safety and Efficacy

Pursuant to 505(b)(1) of the Act, the new safety and efficacy data for —-—~—-—-.
is provided by seven clinical studies ¢onducted by RWJPRI. This- ~
clinical program included four Phase 1, two Phase 2 and one Phase 3 studies to

provide exposure to -~ vl Safety information was collected _
for 1,785 women who received < e e in the clinical
investigations, including 1,723 subjects who received ( —- s —oromro n

the pivotal Phase 3 study (NRGLOW-OC-001) for a planned duration of 6 or
13 cycles (total exposure, 11,062 treatment cycles). A total of 1,673 women provided
11,003 cycles of data With v~ mnco o for efficacy in the pivotal
study; of these 274 women used . -~ -~ = e S for 13 cycles.

As per the Division’s suggestion during the Pre-NDA Meeting, we have further
substantiated our pearl index efficacy data by reviewing and summarizing several
summary basis of approvals for competitive oral contraceptive products. The
summaries are located in the ISE Attachment 2.

Reviewers' Guides

An explanation of the content and organization of the NDA is located in the Overall
NDA Reviewers' Guide contained in this volume. Each individual NDA Item (except
Items 3 and 11) contains a separate NDA Item-specific Reviewers' Guide which
provides more detail regarding that NDA Item’s content and organization. We
recommend that these Reviewers' Guides be consulted prior to review of this
application to assist in understanding each technical section’s content and
organization and to facilitate locating documents contained therein.

Trademark

On 09 February 1999, the Labeling and Nomenclature Committee deemed our
trademark acceptable (see Attachment 5). Upon further
consideration of general issues related to female health care products, it was
determined that the trademark would be more appropriate.

On 10 April 2000, a Jetter was submitted to the division for a consult with the Office
of Post-marketing Drug Risk Assessment (OPDRA) for our newly proposed name
see Attachment 5). Throughout the NDA, the labeling,
packaging components and all Reviewers' Guides contain the name ——

- During development of this product, the designations, -
- ; e . Low dose and . have been used in
other documents of the NDA. All of these designations refer to the same drug product
presented in this NDA.

——

1 CFR 314.50(e)(2) Items to be submitted in the Archival Co
In accordance with 21 CFR 314.50(e)(2), RWIPRI has appended to the Arthival
Copy of the NDA the following Items:
* 3 copies of the Methods Validation (NDA Item 4c)
® 4 copies of the Draft Labels and Labeling (NDA Item 2)



N

¢ CD-ROM of the Case Report Tabulations for the Phase 3 study (NRGLOW-0OC-
001) and ali of the Case Report Forms for patients who died, discontinued due to
an adverse event or became pregnant.

User Fee
The required User Fee of $285,740.00 was submitted under separate cover to Mellon

Bank, Pittsburgh, PA on 26 July 2000 (User Fee No. 3906). The required User Fee
Cover Sheet (Form FDA 3397) is signed and included in this application in Item 18.

Should you have questions concerning this application, please contact me at
(508) 704-4812, contact Valerie Donnelly at (908) 704-5891 or call our telephone
line dedicated for FDA use at (908) 704-4600.

Sincerely,

The R.W. Johnson
Pharmaceutical! Research Institute

-

%—/;’2‘
Ramon Polo, PhD
Director

Regulatory Affairs

Enclosures

APPEARS THIS WAY
OR ORIGINAL



THE RW. JOHNSON

PHARMACEUTICAL RESEARCH INSTITUTE

ROUTE 202, P O BOX 300, RARITAN, NEW JERSEY 08869-0602

ORIC LHENDMENT

PRt

Susan Allen, MD, Director 6 NDA 21-241
Food and Drug Administration .
Center for Drug Evaluation and Research Tablets (norgestimate and
Office of Drug Evaluation I, (HFD-580) ethiny! estradiol)
Division of Reproductive and Urologic Drug
Products
Attn.: Document Control Room 14B-04
5600 Fishers Lane Amendment to a Pending
Rockville, Maryland 20857-1706 Application:
Response to Request for
Information

Dear Dr. Allen:

. ' Reference is made to pending New Drug Application (NDA) 21-241, submitted on 25
August 2000, for a combination progesterone/estrogen tablet for the e ssmamm.
( o i Reference is also made to the Agency's 12 January 2001 request to
_provide additional information for the chemistry reviewer, At this fime we wish to

provide the following information.

CMC Table 4.1 Facilities Involved in Testing of Active Compounds:

At this time e * the RW Johnson Research Institute ——
Additionally, the address for === has been revised to reflect their testing facility
address. The revised table is attached.

CMC Table 4.36 Facilities Involved in Testine. Labeling and Warehousing of Drug
Product: .

The address for wws has been ré®ised to reflect their testing facility address. As per
your request attached is an updated table.

Field Copy Certification: In accordance with 21 CFR 314.50(k)3), a field copyj
containing the Chemistry Manufacturing and Controls Information | contained in this
amendment has been provided to our FDA district office in North jr_ugsw_l_c“l_(hl}_lgx_{ ‘
Jersey. We certify that the field copy submitted is a true and acourate copy of the (-
archival and review copies of this amendment. —

) We hope that you will find this information acceptable. Should you have any
- questions and/or comments, please contact me directly at (908) 704-4812, ca]l Valerie
( : Donnelly at (908) 704-5891 or call our telephone line dedicated for FD&/use at 5 \
(908) 704-4600. L

o U
WRARUSRARESO | PRIUSREGINORGESTRLTRIO 190} tp ko nda reg for ame info.doo/ 19 Janusry 2001 /4f Q /S/
. HV :

{



Sincerely,

The R.W. Johnson Pharmaceutical Research Institute

Vitna /,f,,wff, 5/
Ramon Polo, PhD ‘
Director

Regulatory Affairs

APPEARS THIS WAY
ON ORIGINAL
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THE R W, JOHNSON
PHARMACEUTICAL RESEARCH [INSTIT!

ROUTE 202, P.O. BOX 300, RARITAN, NEW JERSEY 08869-0602

11 mAY 2001
Susan Allen, MD, Director NDA 21-241
Division of Reproductive and Urologic
Drug Products HFD-580 (norgestimate/ ethinyl estradiol)
Center for Drug Evaluation and Research -
Food and Drug Administration
Attn.: Document Contro! Room 14B-04 AMENDMENT TO A

5600 Fishers Lane ~ PENDING APPLICATION
Rockville, Maryland 20857-170¢ ORG AMENDMERF/Labeling Information

Dear Dr. Allen: ﬁé—

Reference is made to our pending NDA 21-241 for ORTHO TRI-CYLCEN® Lo and

to the draft package components submitted with the original application on 25 August

2000 NDA (Item 2, volume 1, page 44). We are amending NDA 21-241 with color

copies of the proposed blister ring, foil over wrap and packer (front and back) for the

finished drug product. The draft label enclosed is a2 1:1 ratio text mock-up of the draft

o packaging components. This amendment is being provided at this time in order to

(. provide color copies and to revise the packaging components to reflect the newly

: accepted trademark ORTHO TRI-CYCLEN® Lo. Four copies of each draft
component are attached.

If you have questions regarding this information please contact me at (908)-704-4812
or Valerie Donnelly at (908)-704-5891 or our dedicated number for FDA use (908)-
704-4600.

Sincerely, APPEARS THIS WAY

@/Jm’?_/—&// | ON ORICINAL

T reem e g

Ramon Polo Ph.D. ’
Director REVIEWS COMPLETED
: Regulatory Affairs
| CS0 ACTION:
) LETTER
! Enclosures (4) U Lna D MEO
CSQ IMITIALS DATE |

N aurgesniliriabelwpdate

| LA JOLLA RARITAN SPRING HOUSE ZURICH



Page 29, Reference List: We added the Jjournal page numbers to Reference
number 99,

Page 36, INSTRUCTIONS FOR USING YOUR D1aLPAK® TABLET DISPENSER: We
revised the icons to include small boxes next to Sunday Start and Day 1 Start.
We also capitalized the heading. This is consistent with ORTHO CYCLEN®
and TRI-CYCLEN®. The text and icons did not change.
Page 45: We have changed the words - " to “healthcare
professional” to be consistent with earlier sections of the label.

Page 49, PREGNANCY DUE TO PILL FAILURE: In order to remain
consistent with the language in an earlier section of the label, we copied text
from page 29, Brief Summary Patient Package Insert-paragraph one, to page
49, Detailed Patient Labeling-paragraph one. We believe that this text
provides more detailed information for the patient.

Should you have any questions and/or comments, please contact me directly at
(908) 704-4812, call Valerie Donnelly at (908) 704-5891 or call our telephone line
dedicated for FDA use at (908) 704-46007

Sincerely,

Y% ,
(il o, /

7 #* <,
nv—d/ "—?,v" ,f_..

Ramon Polo, PhD
Director
Regulatory Affairs

Send 1 desk copy to Jennifer Mercier, DliUDP, HFD 580

APPEARS THIS WAY
ON ORIGINAL
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THE R.-W. JOHNSON

PHARMACEUTICAL RESEARCH INSTITUTE
920 U.S Route # 202, P.O. Box 300
Raritan, New Jersey 08869-602

TELEFACSIMILE TRANSMITTAL FORM
FAX NUMBER: (908) 203-1499

DATE: 03 Ocrober 2000

T0:; JENNIFER MERCIER FROM: Valerje Donpelly
Project Manager, FDA Repulatory Affairs
Div. Reprod. & Urol, Drug Products Phone: (908) 704.5891
Fax: (508) 203-149%
TELEFAX #: (361) 8274267

NUMBER OF PAGES (INCLUDING TRANSMITTAL F ORM}): 3
NOTE: If you do not receive the correct number of pages or if the transmission is unclear, please cal] me

at (908) 704-5891

MESSAGE (If any):
TENNIFER,
RE: NDA 21241

AS PER THE DIVISION'S REQUEST ON OCTOBER 2, 2000, WE ARE PROVIDING THE CM&C
LETTERS OF AUTHORIZATION FOR THE ——

' . IF YOU REQUIRE ADDITIONAL INFORMATION OR IF YOU
HAVE QUESTIONS PLEASE CALL ME. THANKYOU

CONFIDENTIALITY N OTICE

This facsimile transmission cover sheet and any documents which may sccompany it contains information
from Johnson & Johnson, which is intended only for the use of the individual or entity to which it is
addressed and which may contain information that is privileged, confidential, and/or exempt from
disclosure under appheable law., If the reader of this message is not the intended recipient, any disclosurc,
dissemnination, distibution, copywng, or other use of this communication or its substance ic prohibited. If
you have received this Communication in ermor, please call us collect 10 arrange for the destruction of the
communicazion or its return to us at our expense. Thank you.
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14-JUN-2001

FDA CDER EES
ESTABLISHMENT EVALUATION REQUEST

Page 1 of 6

DETAIL REPORT

Application: NDA  2]1241/000
Stamp: 25-A06-2000
Regulatory Due: 25-JUN-2001
Applicant: R W JOHNSON
920 RT 202 SOUTH
RARITAN, NJ 08B690602
Priority: 38
Org Code: 580

Application Comment:

FDA Contacts: J. MERCIER (HFD~580)
J. BOAL (HFD-580)
M. RHEE (HFD-5B0)

Action Goal:
District Goal: Z26~APR-2001

Brand Wame: ORTHO TRI CYCLEN 25 (ETHINYL
ESTRADIOL/NG
Estab. Name:
Generic Name: ETHINYL
ESTRADIOL/NORGESTIMATE

Dosage Form: (TABLET)
Strength: LOOK UP THE COMMENTS SE

301-827-4260 , Project Manager
301-827-425% , Review Chemist
301-827-4237 , Team Leader

Overall Recommendation: ACCEPTABLE on 14-JUN-2001Dy J. D AMBROGIOQ (HFD-324) 301-827~-

0062

WITHHOLD on 04-JUN~-2001by J. D RMBROGIO (HFD~324) 301-827-0062

Establishment: r——-
M

DMF No:
Responsibilities: RE—
Profile: CTL —

-

CAI Status: NONE

Estab. Comment:

J. BORL (HED-580) 301-827-4259)

{on 20-0CT-2000 by

Milestone Name Date Req. Typelnsp. Date Decision & Reason Creator
SUBMITTED TO OC 23-0CT-2000 BOALJ
OC RECOMMENDATION 23~-0CT-2000 ACCEPTABLE DAMBROGIOJ
BASED CN PROFILE
Establishment: ‘7"""“
~am—————
DMF No: _____l AADA;
Responsibilities:
i,

Profile: CTL CAI Status: NONE
Estab. Comment: T

.ff {on 20-0CT-2000 by J. BOAL (HFD-580) 301-827-4259}
Milestone Name Date Req. Typelnsp. Date Decision & Reason Creator
SUBMITTED TO OC 23-0CT~2000 DAMBROGIOJ
SUBMITTED TO DO 23-0CT-2000 GMP DAMBROGIOJ
DO RECOMMENDATION 25-0CT~-2000 ACCEPTABLE LANDREWS

BASED ON FILE REVIEW

BASED ON PREVIOUS INSPECTION OF CTL PROFILE CLASS ON 6/19-23/00. PROFILE WAS

ACCEPTABLE.
0C RECOMMENDATION 25-0CT-2000

SUBMITTED TO DO . 01-MAY-2001 GMP

DAMBROGIOU

ACCEPTABLE
DISTRICT RECOMMENDATION
DAMBROGIOJ

1217
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14-JUN-2001 FDA CDER EES Page 2of
ESTABLISHMENT EVALUATION REQUEST
DETAIL REPORT

ASSIGNED INSPECTION 02-MAY-2001 PS VSTOAKES

INSPECTION PERFORMED 01-JUN-2001 04-MAY-2001 VSTORKES
CTL PROFILE ACCEPTABLE. PLEASE NOTE THAT THIS SITE DID NOT CONDUCT ANY
TESTING IN SUPPORT OF MDA 21241.

PC RECOMMENDATION 01-JUN-2001 ACCEPTABLE VSTOAKES

INSPECTION

CTL PROFILE ACCEPTABLE BASED UPON 5/3/2001 INSPECTION. PLEASE NOT THAT THIS
LABORATCRY DID NOT CONDUCT ANY TESTING IN SUPPORT OF NDA 21241.

OC RECOMMENDATION 01-JUN-2001 ACCEPTABLE FERGDSONS

DISTRICT RECOMMENDATION

Establishment: e

e ——
DMF No: ———— ARDA:
Responsibilities:
Profile: CSN OAI Status: NONE
Estab. Comment: — {on 20-0CT-
2000 by J. BOAL (HFD-580) 301-B27-4259)
Milestone Name Date Req. Typelnap. Date Decision & Reason Creator
SUBMITTED TO OC 23-0CT-2000 BOALJ
SUBMITTED TO DO 24-0CT-2000 GMP EGASH
ASSIGNED INSPECTION 30-0CT-2000 GMP EGASM
SUBMITTED TO OC 11-JAN=-2001 BOALJ
SUBMITTED TO DO 12-JAN-2001 GMP EGASM
ASSIGNED INSPECTION 16~JAN-2001 GMP EGASM
INSPECTION SCHEDULED 22-FEB-2001 14-MAR-2001 IRIVERR
INSPECTIORN PERFORMED 16-MAR-2001 14-MAR-2001 EGASM
DO RECOMMENDATION 08-APR~2001 ACCEPTABLE EGASM
INSPECTION

BASED OR INVESTIGATOR'S NTS, AND FIRM HISTORY

OC RECOMMENDATION OB-APR—ZQ 1 ACCEPTABLE EGASM

DISTRICT RECOMMENDATION

Establishment; ——=—

o
i ———

DME No:=-=— e, AADA:

Responsibilities: g qaammmmen

Profile: CSN OAI Status: NONE

Estab. Comment: 20-0CT-2000 by J.
BOARL (HFD-5B0) 301-827-4259)

Milestone Name Date Req. Typelnsp. Date Decision & Reason Creator

SUBMITTED TO OC 23-0CT-2000 BOALJ

SUBMITTED TO OC 23-0CT=-2000 BOALJ

SUBMITTED TO DO 24-0CT-2000 GMP EGASM

DO RECOMMENDATION 30-0CT-2000 ACCEPTABLE EGASM

BASED ON FILE REVIEW
BASED ON EI OF 9/23/99
OC RECOMMENDATION 30-0CT-2000 ACCEPTAELE EGASM

DISTRICT RECOMMENDATION

Establishment: ~—

1317



14-JUN-2001 FDA CDER EES

Page 3 of
ESTABLISHMENT EVALUATION REQUEST
DETAIL REPORT
DMF No: —e=—m Sm—— """i ARDA:
Responsibilities: ___ . - ——————"
Profile: CSN OAY Status: NONE
Estab. Comment: {fon 20-0CT-
2000 by J. BOAL ({(HFD-580) 301-827-4259)

Milestone Name Date Reg. Typelnsp., Date Decision § Reason Creator
SUBMITTED TO OC 23-0CT-2000 BOALJ
SUBMITTED TO DO 24-0CT-2000 GMP EGASH
DO RECOMMENDATION 30-0CT-2000 ACCEPTABLE EGASM

BASED ON FILE REVIEW
BASED ON EI OF 9/23/%%

OC RECOMMENDATION 30-0CT-2000 ACCEPTABLE EGASM

DISTRICT RECOMMENDATION
SUBMITTED TO OC 11-JAN-2001 BOALZ
OC RECOMMENDATION 12-JAN-2001 ACCEPTABLE EGASM

S BASED ON PROFILE
= Establishment: 2650104
w g JANSSEN ORTHO INC
= = STATE RD 933 KM 0.1 MAMEY WARD
i GURABO, PR 00658
w o DME No: AADA:
k eo Responsibilities: FINISHED DOSAGE MANUFACTURER
b cz: Profile: TCM OAI Status: NONE
a- Estab. Comment: MANUFACTURER OF PLACEBO TABLETS. (on 11-JAN-2001 by J. BOAL (HFD-
- 580) 301-827-4259)
Hilestune’uame Date Req. Typelnsp. Date Decision & Reason Creator
SUBMITTED TO OC 11-JAN-2001 BOALJ
SUBMITTED TO DO 12-JAN-2001 GMP FERGUSONS
0O RECOMMENDATION  12-JAN-2001 ACCEPTAELE MTORRES
BASED ON FILE REVIEW
OC RECOMMENDATION  12-JAN-2001 ACCEPTABLE FERGUSONS

DISTRICT RECOMMENDATION

Establishment: r’.'.__.

—————

Vre— J
DMF No: ARDA:
Responsibilities:

H
Profile: CTL OAI Status: NONE
Estab. Comment:

Milestone Name Date Req. Typelnsp. Date Decision & Reason Creator

SUBMITTED TO OC 23-0CT-2000 DAMBROGIOJ
OC RECOMMENDATION 23-0CT-2000 ACCEPTABLE DAMBROGIOJ
BASED ON PROFILE

Establishment: —————

14717
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14~JUN-2001 FDA CDER EES Page 4 of 6
ESTABLISHMENT EVALUATION REQUEST
DETATL REPORT

ORTHO BIOLOGICS INC
RD HUMBER 2 KM 46 BO CAMPO ALEGRE
MENATI; PR 00701 :
DME No: AADA:
Responsibilities: DRUG SUBSTANCE RELEASE TESTER
DRUG SUBSTANCE STABILITY TESTER
FINISHED DOSAGE STABILITY TESTER
Profile: CTL OA] Status: NONE
Estab. Comment:

Milestone Name Date Reg. Typelnsp. Date Decision & Reason Creator

SUBMITTED TO OC 23-0CT-2000 . DAMBROGIOJ

SUBMITTED TC DO 23-0CT-2000 GMP DAMBROGIOJ

DO RECOMMENDATION G3-ROV=-2000 ACCEPTABLE MTORRES
BASED ON FILE REVIEW

OC RECOMMENDRTION 06-NOV~-2000 ACCEPTABLE DAMEROGIOJ

DISTRICT RECOMMENDATION

Establishment: 2211100
ORTHO PHARMACEUTICAL CORP
1000 RTE 202
RARITEN, WNJ (B269-
DMF No: AADRA:
Responsibilities: DRUG SUBSTANCE RELEASE TESTER
DRUG SUBSTANCE STABILITY TESTER
‘FINISHED DOSAGE :PACKAGER - ‘
Profile: TCM : OAI Status: NONE

Estab. Comment: RELEASE AND STABILITY TEST OF DRUG SUBSTANCE. PACKAGING OF THE

BULK DRUG PEODUCT.
RELEASE AND STABILITY TESTING OF FINISHED DRUG PRODUCT. PACKAGIKG. .

LABELING. {(on 20-OCT-2000 by J. BOAL (HFD-580) 301-827-4259)

Milestone Name Date Reg. Typelnsp. Date Decision § Reason Creator
SUBMITTED TO OC 23-0CT-2000 BOALJ
OC RECOMMENDATION 23-0CT-2000 ACCEPTABLE DAMBROGIOJ

BASED OR PROFILE

Establishment: 2242831
ORTRO PHARMACEUTICAL CORP
NUMBERI- CAMPDS DR
SOMERSET, RJ 08873
DME No: . AADA:
Responsibilities: DRUG SUBSTANCE OTHER TESTER
INTERMEDIATE STABILITY TESTER
Profile: CTL OAI Status: NONE

Estab. Comment: STORAGE AND SAMPLING OF DRUG SUBSTANCES AND EXCIPIENTS. (on 20-
OCT-2000 by J. BOAL (RFD-580) 301-827-4259)

Milestone Name Date Reg. Typelnsp. Date Decision & Reason Creator
SUBMITTED TO OC 23-0CT-2000 BOALJ
SUBMITTED TO DO 23-0CT-2000 GMP . DAMBROGICJI
ASSIGNED INSPECTION 0S-NOV-2000 PS RBROWNAY

DO RECOMMENDATION 23-FEB-2001 ACCEPTABLE NROLLI

BASED ON FILE REVIEW
‘THIS SITE SERVES AS ONLY A WAREEOUSE OF RAW MAERIALS AND FINISHED PRODUCT.
PRODUCT 1S TESTED AT ORTHO IN RARITAN CFN # 2211100.

1517



14-JUN-2001 FDA CDER EES Page 5 of P
ESTABLISEMENT EVALUATION REQUEST
DETAIL REPORT

OC RECOMMENDATION 26-FEB-2001 " ACCEPTABLE DAMBROGIOJ
DISTRICT RECOMMENDATION

Establishment: 2650078
ORTHO PHARMACEUTICALS INC
BO CAMPCO ALEGRE -
MANATI, PR 00674
DMF No: ARADA
Responsibilities: DROG SUBSTANCE STABILITY TESTER
FINISHED DOSAGE MANUFACTURER
FINISHED DOSAGE STABILITY TESTER
Profile: TCH OAI Status: NONE
Estab. Comment: MANUFACTURER OF THE T ™ TABLETS. (on 20-0CT-2000
by J. BOAL {HFD-580) 301-B27-4259)

Milestone Nane Date Reg. Typelnsp. Date Decision & Reason Creator

SUBMITTED TO OC 23-0CT=-2000 DAMBROGIOJ

SUBMITTED TO DO 23-0CT-2000 10D DAMBROGIOJ

DO RECOMMENDATION 03-NOV=-2000 ACCEPTABLE MTORRES
BASED ON FILE REVIEW

OC RECOMMENDATION 06~NOV=-2000 ACCEPTABLE DAMBROGIOJ
DISTRICT RECOMMENDATION

Establishment: - -

DMF No: AADA:

Responsibilities: -

Profile: CTL OAI Status: NONE

Estab. Comment: {on 12~

JAN-2001 by J. BOAL (HFD~580) 301-827-4259)

Milestone Name Date Reg. TypeInsp. Date Decision & Reason Creator

SUBMITTED TO OC 12-JAN-2001 BOALJ

SUBMITTED TO DO 12-JAN~-2001 GMP FERGUSONS

DO RECOMMENDATION 01-FEB-2001 ACCEPTABLE MEFADDEN

[ACEN AN TTTT ROUVTRW

[
— I

OC RECOMMERDATICON 02~-FEB-2001 ACCEPTABLE FERGUSONS
DISTRICT RECOMMENDATION

Establishment: l

—_— ]
DMF No: ARDA:
Responsibilities: e

16/17



14-JUR-2001 FDA CDER EES FPage 6 of
ESTABLISHMENT EVALUATION REQUEST
DETAIL REPORT

Profile: CTL ORl Status: NONE

Estab. Comment: (on 12-JAN-2001 by J. BOAL (HFD-
580) 301-827-4255)

Milestone Name Date Reg. Typelnsp. Date Decision ¢ Reason Creator

SUBMITTED TO ©OC 12-JAN-2001 BOALJ

OC RECOMMENDATION 12-JnK8-2001 - ACCEPTABLE FERGUSONS

BASED ON PROFILE

APPEARS THIS WAY
ON ORIGINAL
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This s a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Jila Boal
6/21/01 03:32:54 PM
CHEMIST

Moo-Jhong Rhee
6/21/01 05:02:37 PM
CHEMIST

I concur

APPEARS THIS WAY
ON ORICINAL
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Filing Meeting Minutes

Date: July 25,2002 Time: 11:00-12:00 PM Location: PKLN; 17B43

NDA 21-241 Drug: Ortho Tri-Cyclen Lo (norgestimate/ethinyt estradiol) Tablets
Indication: wmman—————

Sponsor; Johnson & Johnson Pharmaceuticals

Type of Meeting: Filing

Meeting Chair: Scott Monroe, MD — Acting Team Leader, Division of Reproductive and
Urologic Drug Products (DRUDP; HFD-580)

Meeting Recorder:  Jennifer Mercier - Project Manager, DRUDP (HFD-580)

FDA Attendees:

Scott Monroe, M.D. — Acting Team Leader, DRUDP (HFD-580)

Gerald Willett, M.D. — Medical Officer, DRUDP (HFD-580)

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

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

Meeting Objective:  To establish if the submission is fileable.

Background: Johnson & Johnson submitted a resubmission to their June 25, 2001 approvable action
for their NDA.

Discussion/Decisions Made:
Clinical comments:
¢ This application is fileable.
e  The medical officer will review the labeling for this product pending final review.

Clinical Pharmacology and Biopharmaceutics comments:
* This application is fileable.
» The biopharmaceutics reviewer will review the labeling for this product pending final review.

Statistical comments:
* No statistical review is needed for this resubmission.

Toxicology comments:
» No pharmacology review is needed for this resubmission.

Chemistry:
¢ No chemistry review is needed for this resubmission.



July 25, 2002

Filing Meeting Minutes
NDA 21-241

Page 2

Action Items:
* Make changes to the N drive for this label.
s Tradename consult has been sent to DMETS for final review.

APPEARS THIS WAY
O ORIGINAL



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

Scott Monroe
8/1%/02 06:11:28 BPM

APPEARS THIS WAY
ON ORIGINAL
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Labeling Meeting Minutes

Date: June 13, 2001 Time: 9:00 - 10:00 AM Location: Parklawn; 17B-43
NDA 21-241 Drug: ORTHO TRI-CYCLEN Lo (norgestimate/ethiny! estradiol)
Indication” .wmssesmme

Type Of Meeting: Labeling Status

Meeting Chair: Daniel Shames, M.D.

Meeting Recorder: Jennifer Mercier

FDA Attendees:

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

Dena Hixon, M.D. — Team Leader, DRUDP (HFD-580)

Gerald Willett, M.D. — Medical Officer, DRUDP (HFD-580)

Venkat Jarugula, Ph.D. - Biopharmaceutics Reviewer, Office of Clinical Pharmacology
and Biopharmaceutics (CCPB) @ DRUDP (HFD-580)

Lisa Stockbridge, Ph.D. - Reviewer, Division of Drug Marketing, Advertising and
Communications (DDMAC; HFD-040)

Jennifer Mercier, B.S. — Regulatory Project Manager, DRUDP (HFD-580)

Purpose of the Meeting:
To discuss the proposed label for this application.

Decisions Made:

See attached label.

Action Items:
* Send sponsor the label by June 14, 2001.(sponsor sent label 6.14.01)

Minutes Preparer Minutes Concurrence

APPEARS THIS W
0N ORI



Drafted: June 18, 2001
Initialed: Rumble6.18.01/Shames6.18.01/Willett6.20.01
Final: June 21, 2001

APPEARS THIS WAY
ON ORIGINAL
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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.

Daniel A. Shames
6/21/01 12:00:21 PM

APPEARS THIS WAY
ON ORIGINAL

v a——a a



Labeling Meeting Minutes

Date: June 6, 2001 Time: 10:30-11:30 AM  Location: Parklawn; 17B-43
NDA 21-241 Drug: ORTHO TRI-CYCLEN Lo (norgestimate/ethinyl estradiol)
Indication: s

Type Of Meeting: Labeling Status

APPEARS THIS WAY

Meeting Chair; Daniel Shames, M.D, ON ORIGINAL

Meeting Recorder: Jennifer Mercier

FDA Attendees:

Susan Allen, M.D., M.P.H. — Director, Division of Reproductive and Urologic Drug
Products (DRUDP; HFD-580)

Daniel Shames, M.D. - Deputy Director, DRUDP (HFD-580)

Dena Hixon, M.D. — Team Leader, DRUDP (HFD-580)

Gerald Willett, M.D, — Medical Officer, DRUDP (HFD-580)

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

Venkat Jarugula, Ph.D. - Biopharmaceutics Reviewer, OCPB @ DRUDP (HFD-580)

Iila Boal, Ph.D. — Chemistry Team Leader, Division of New Drug Chemistry II
(DNDCII) @ DRUDP (HFD-580)

Moh-Jee Ng, M.S. — Statistician, Division of Biometrics 1I (DBIL; HFD-715)

Terri Rumble, B.S.N. — Chief, Project Management Staff, DRUDP (HFD-580)

Jennifer Mercier, B.S. — Regulatory Project Manager, DRUDP (HFD-580)

Purpose of the Meeting:
To discuss the proposed label for this application.

Decisions Made:
See attached label for recommendations and revisions.

~

Biopharmaceutics:
¢ The Drug Interaction section of the label will be revised to reflect the review of the
drug product.

Action Items:
¢ Send sponsor the revised label by June 14, 2001 (sponsor sent label 6.14.01).

Minutes Preparer Minutes Concurrence



Drafted: June 18, 2001
Initialed: Rumble6.18.01/Ng6.20.01/Shames6.18.01/Allen6.18.01
Final: June 21, 2001

APPEARS THIS WAY
ON ORIGINAL



Status Meeting Minutes

Date: May 30, 2001 Time: 9:00 —%:45 AM Location: Parklawn; 17B-43
NDA 21-241 Drug: ORTHO TRI-CYCLEN Lo (norgestimate/ethinyl estradiol)
Indication: -

Type Of Meeting: 9 Month Status

APPEARS THIS WAY
Meeting Chair: Daniel Shames, M.D. ON ORIGINAL

Meeting Recorder: Jennifer Mercier

FDA Attendees:

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

Dena Hixon, M.D. — Team Leader, DRUDP (HFD-580)

Gerald Willett, M.D. — Medical Officer, DRUDP (HFD-580)

Venkat Jarugula, Ph.D. — Biopharmaceutics Reviewer, Office of Clinical Pharmacology
and Biopharmaceutics (OCPB) @ DRUDP (HFD-580)

Jila Boal, Ph.D. — Chemistry Reviewer, Division of New Drug Chemistry II
(DNDCII) @ DRUDP (HFD-580)

Moh-Jee Ng, M.S. — Statistician, Division of Biometrics I (DBII; HFD-715)

Jennifer Mercier, B.S. — Regulatory Project Manager, DRUDP (HFD-580)

Purpose of the Meeting:
To discuss the review status and any labeling recommendations for this application.

Decisions Made:

Statistics:

» Review is pending.

* The sponsor needs to provide their definition of “cycle” in order to complete the
calculations.

Clinical:

¢ This product has a higher Pearl Index (2.36%) compared to some other oral
contraceptive products; however, this product did perform better than the approved
comparator in the clinical trials

¢ This product also performed better than the comparator with regard to bleeding
patterns, but the comparator has a poor bleeding pattern record

e The labeling will be revised with regard to these issues



Chemistry:
* The chemistry review is complete and a discipline review letter has been sent to the

sponsor regarding the deficiencies noted in the review. (letter sent dated May 24,
2001) '

Biopharmaceutics:

¢ The review is pending.

¢ With respect to the Drug-Drug Interaction section of the labeling, recommendations
are forthcoming.

Action Items:

* Request sponsor to clarify their definition of “cycle” for the statistician.
* Request sponsor to submit an annotated label.

¢ All labeling comments should be made on the “N” drive.

Minutes Preparer Minutes Concurrence

Drafted: April 25, 2001

Initialed:;

Rumble6.7.01/Ng6.11.01/Willett6.11.0 1/Boal6.8.01/Jarugula6.7.01/Hixon6.14.01
Final: June 21, 2001

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.

Daniel A. Shames
6/21/01 12:00:21 PM

APPEARS THIS WAY
ON ORIGINAL
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Meeting Minutes
Date: June 22, 1999 Time: 3:004:30 PM Location: Parklawn; Conference Room “C”
IND 11,391 Drug: Norgestimate/Ethiny! Estradiol Indication: ~___ =
Sponsor: R.W. Johnson
Type of Meeting: Pre-NDA A PPE ARS THIS Way
Meeting Chair: Lisa Rarick, M.D, ON ORIGINAL

External Lead: George Creasy, M.D.
Meeting Recorder: Jennifer Mercier, B.S.

FDA Attendees:

Lisa Rarick, M.D. — Director, Division of Reproductive and Urologic Drug Products; (DRUDP;
HFD-580)

Marianne Mann, M.D. - Deputy Director, DRUDP (HFD-580)

Susan Allen, M.D. - Team Leader, DRUDP (HFD-580)

Shelley Slaughter, M.D., Ph.D. — Team Leader, DRUDP (HFD-580)

Ridgely Bennett, M.D., M.P.H. - Medical Officer, DRUDP (HFD-580)

David Lin, Ph.D. — Chemist, Division of New Drug Chemistry II (DNDCII) @ DRUDP
(HFD-580)

Jila Boal, Ph.D. — Chemist, DNDCII @ DRUDP (HFD-580)

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

Venkat Jarugula, Ph.D. — Biopharmaceutics Reviewer, (OCPB) @ DRUDP (HFD-580)

Lisa Kammerman, Ph.D. - Team Leader, Division of Biometrics II (DBII) @ DRUDP (HFD-580)

Jennifer Mercier, B.S. — Regulatory Project Manager, DRUDP (HFD-580)

Externa] Attendees:

Larry Abrams, Ph.D. — Research Fellow, Clinical Drug Metabolism, R.W. Johnson
Brandon Clark — Vice President, Global Franchise Leader, R.W. Johnson

George Creasy, M.D. — Director, Clinical Research Reproductive Health, R. W, Johnson
Alan Fisher, Dr.P.H. - Research Fellows, R W. Johnson

Ceile Hedberg, D.V.M., Ph.D. — Global Project Director, R.W. Johnson

Patricia Johnson - Principal Regulatory Affairs Specialist, R.W. Johnson

Debakar Panigrahi, Ph.D. — Research Fellows, Drug Safety, R W. Johnson

Ramon Polo, Ph.D. — Associate Director, Regulatory Affairs, R W. Johnson

Gary Shangoid, M.D. — Vice President, Regulatory Affairs, R W. Johnson

/__'___-/
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IND
Meeting Minutes
Page 2

Meeting Objective:  To discuss and provide comment regarding the Pre-NDA meeting package that
was submitted to the Division May 24, 1999,

Discussion:

Questions (Clinical)

1. Can comparative results from an RCT such as NRGLOW -OC-001, comparing an approved oral
contraceptive to an investigational oral contraceptive, demonstrate the efficacy of the investigational
regimen when the Pearl rate for the approved product 15 3.29?

® todate, this product has been studied in 6500 patients in four treatment groups; one treatment
group was discontinued -

* differences between the Ortho-TriCyclen™ study design and this study should be explicitly
stated in the NDA. Pregnancy rates were higher than expected in this study but the different
study design may explain this; a literature search of recently approved products may also provide
information to explain the higher than expected pregnancy rate; this is a review issue
Loestrin™ data from the past may not be comparable to current studies

¢ the Pearl rates and life-table pregnancy rates should be broken down by “perfect” use (if
possible). There would be no superiority claim for efficacy for this application

2. If comparative data from an RCT is accepted as proof of efficacy for an investigational regimen,
even when the approved product comparator has a study Pearl of 3.29, would the labeled description
of efficacy be the same for the investigational product as for the approved product?

this is a review issue
* the label might need to reflect the actual results from the study, but discussions about labeling
will occur during the NDA review

3. 1SS and ISE proposals
e the ISS and ISE proposals are acceptable

4. Financial Disclosure

* since no clinical studies supporting this NDA were conducted or ongoing as of February 2, 1999,
the proposed financial disclosure section is acceptable

Human Pharmacokinetics
1. Population Pharmacokinetics proposal

» the proposal is acceptable
» the sponsor does not have the absorption rate and clearance available at this time

2. Food Effects Bioavailability Studies proposal

* food effect studies suggested, but are not a requirement
* if the food-effects study is conducted, the data will be included as part of the label



Literature Review (drug-drug interaction) proposal

 this proposal is acceptable to the Division
¢ mformation on metabolism should also be included

4. Waiver of Bioavailability
e this proposal is acceptable to the Division
* dissolution testing will be done for the color change in the product and data will be provided in

the NDA

5. Overall, does the Division agree that the proposed Biophamnaceutics plan is sufficient to support the
Phase 3 pivotal study and a future NDA submission for the NGM/EE tablet investi gational product?
» the proposal appears to be adequate

Nonclinical

1. The primary Pharmacology, Toxicology and ADME data will be cross-referenced to ORTHO-
CYCLEN (NDA 19-653)
e this proposal is acceptable to the Division

2. New data generated for the NGM/EE Tablet investigational formulation program includes single and
multiple dose rat, rabbit, and monkey absorption and pharmacokinetic studies conducted with NGM
and 17-deactylnorgestimate (a primary metabolite of norgestimate). It will also include in vitro and
in vivo metabolism studies in the rat and rabbit as well as two protein-binding studies in female
subjects. Does the agency agree that sufficient nonclinical data are available to support an NDA for
this program?
o this proposal is acceptable to the Division

NDA Format

1. ltem 11: Tabulations APPEARS THIS 'WAY
» this proposal is acceptable to the Division O CRICINAL

2. Item 10: Statistical Section
= this proposal is acceptable to the Division

3. Electronic NDA submission:

* additional details can be discussed after this Pre-NDA meeting

* because the data is cross-referenced to Ortho-Cyclen (NDA 19-653), if information is not located
easily, DRUDP may request that the information be submitted directly to the NDA,

¢ the reports will be summarized in the new NDA and actual reports will be available in the
previously submitted NDA




IND

Meeting Minutes

Page 4

4. CANDA Proposals

P

- e SAS data sets are acceptable to the Division
Unresolved decisions: None

Action Items:
¢ Meeting minutes to the sponsor within 30 days

- . i

J Minutés fﬂpa?e? T Concurrence, Chair
cc

Original IND

HFD-580/DivFile

HFD-580/Rumble6.28.99/Mercier
HFD-580/Rarick6.29.99/Mann/Allen/Slaughter/Price/Bennett/Rhee/Lin/Jordan/Raheja/
Parekh/Jarugula/Kammerman/Boal

(. drafted: June 24, 1999/Mercier
- concurrence: Rumble6.28.99/Rarick6.29.99/Allen7.6.99/Lin7.2.99/Mann7.1.99/Boal6.30.99
Kammerman6.30.99/Bennett6.30.99
final: July 7, 1999

MEETING MINUTES

APPEARS THIS WAY
ON ORIGINAL
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Meeting Minutes
Date: October 29, 1997 Time: 11:45 AM-12:30PM - | Location: Parklawn 17B-43
IND 11,391 Drug Name: norgestimate (NGM) and ethiny] estradiol (EE) tablets

External Participant: R.W. Johnson

Type of Meeting: Pre-NDA CMC and Biopharmaceutics

Meeting Chair: Heidi Jolson, M.D., M.P.H. APPEARS THIS WAY
ON ORIGINAL

External Participant Lead:  Patti Johnson
Meeting Recorder:  Christina Kish

FDA Attendees:

Heidi Jolson, M.D., M.P.H. - Deputy Director, Division of Reproductive and Urologic Drug Products
(DRUDP;HFD-580)

Moo-Jhong Rhee, Ph.D. - Chemistry Team Leader, Division of New Drug Chemistry II
(DNDC II) @ DRUDP (HFD-580)

David Lin, Ph.D. - Chemist, DNDCII @ DRUDP (HFD-580)

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

Vanketeswar Jarugula, Ph.D. - Pharmacokinetics Reviewer, OCPB @ DRUDP (HFD-580)

Tatiana Paviova, M.D. - FDA Fellow @ DRUDP (HFD-580)

Christina Kish - Project Manager, DRUDP (HFD-580)

External Constituents:

Larry Abrams, Ph.D. - Research Fellow, Clinical Drug Metabolism

Carolyn Campen, Ph.D. - Associate Director, Global Research and Development

Joseph Etse, PH.D., Principal Scientist, Analytical Development ¢ *"
David Goldberger, M.S., R.Ph. - Manger, Regulatory Affairs _

Angela Falzone, Ph.D. - Principal Scientist, Process Development Technical Services

Hsiao Guh, Ph.D. - Research Manager, Pharmaceutical Development -

Patricia Johnson - Senior Associate, Regulatory Affairs

Meeting Objectives:
To gain concurrence regarding the Chemistry Manufacturing and Controls (CMC) and Biopharmaceutic
portions of their upcoming NDA submission for this oral contraceptive.

Discussion Points: .
® General

[ ]
——

a

e

. a clinical pre-NDA meeting will bé recil._l;:séé —mid-1998




IND 11,391

Page 2

norgestimate (NGM) and ethinyl estradiol (EE) tablets

October 29, 1997

e  Biopharmaceutics

the sponsor will cross reference the NDA’s of their already approved products
Ortho-Cyclen and Ortho Tricyclen to support some of the biopharmaceutic
study requirements

the sponsor’s proposed biopharmaceutic trials (see attached) are acceptable
the sponsor was reminded that protocols could be submitted in draft prior to
initiation of those studies if Division comments were desired

the Division suggested that a food-effects study be performed for both estradiol
and norgestimate, however this is not a required study

the Division suggested the sponsor perform or submit P450 metabolic data for
norgestimate

any literature regarding drug interactions with the components of this product
should be submitted with the applications

. Chemistry Manufacturing and Control (CMC)

the sponsor’s proposal for the timing of submissions of stability data and their
stability program (see attached) are acceptable

the sponsor should examine drug substance aggregation during their normal
retest time points in the stability studies '

———

]

the sponsor must provide three method validation packages for each application
the sponsor may provide methods validation samples and data for the new
methods and formulations only

the drug substance assay must be submitted

the drug product assay must be provided with validation

technical summaries in Microsoft 7.0 will be provided however batch rgcords
will not be available electronically; a full hardcopy of the ' CMC submission will
be provided

the sponsor’s proposed format of the CMC section of the to-be-submitted
applications is acceptable

the sponsor must prgyide a rationale including documentation for the
overage found in the drug substance

the sponsor was advised that a dissolution profile must, at a minimum, provide
for sm=dissolution at a to-be-specified by sponsor time point; a ==
dissolution rate is not considered acceptable

the sponsor was requested to place all manufacturing sites in a single sub-
section of the CMC section of the upcoming submission

et



IND 11,391 _ Page 3
norgestimate (NGM) and ethiny! estradiol (EE) tablets :
October 29, 1997

Decisions Reached: see Discussion Items

Unresolved Issues: none

AcﬁPn I% none . o ‘
/S/ [S’ ﬂA‘/A?

Minutes Preparer %’ 7 Concurrence, Chair

ATTACHMENTS (overheads)

cc:
Orig. IND

HFD-580

HFD-580/HJolson

MEETING ATTENDEES

HFD-580/IMercier/LPauls

HFD-580/CKish/10.29.97/i11391 .cmm

concurrences:DLin 11.13.97/HJolson 11.13.97/LPauls 11.12.97/MRhee 11 17.97/ADorantes
11.18.97/VJarugula 11.18.97

no response: TPavlova

MEETING MINUTES

APPEARS THIS WAY
ON ORIGINAL
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The. R. W, Johnson Pharmaceutical Research Institute
IND 11,391
Investigational Norgestimate/Ethinyl Estradiol
Tablet Formulation

October 29, 1997

Pre-NDA Meeting: Chemistry, Manufacturing and Controls
End of Phase 2 Meeting: Human Pharmacokinetics

ArirearS THIS WAY
ON ORIGINAL

N:norgestiimisci102997ovrhds. doc




AGENDA

Pre-NDA Meeting: Chemistry,

Manufacturing and Controls
End of Phase 2 Meeting: H

uman Pharmacokinetics

October 29, 1997

11:15-11:20 AM Introduction/Overview Patricia M. Johnson

11:20 - 11:30 AM Summary: Chemis

try, Manufacturing
and Controls Joseph Etse
© 11:30 - 11:40 AM Summary: Human Pharmacokinetics Larry Abrams
11:40 - 1:15 PM Discussion of Issues/Questions for FDA All attendees

v

APPEARS THIS WAY
ON ORIGINAL

N:\norgestimisct1 02997avrhds.doc



IND 11,391

- Investigational Norgestimate/Ethinyl Estradiol

January 8, 1997

February 5, 1997

March 25, 1997

July 7, 1997

September 15, 1997

N:‘\norgestiimisc 102997 ovrhds. doc

Tablet Formulation

End of Phase 2 Meeting: Clinical Overview

o K90-023 (Phase 2 Study)

e N93-031 (Phase 2 Study)

¢ NRGLOW-OC-001 (proposed Phase 3

Protocol

NRGLOW-OC-001 revised and submitted for

comment (serial no. 086)

Phase 3 Study NRGLOW-0OC-001 submitted to
IND (serial no. 087)

Received comments on NRGLOW-0C-001"
Revised NRGLOW-0OC-001 revised and

submitted (serial no. 104): statistical analysis

plan revised

APPEARS THIS WAY
ON ORIGINAL
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NDA 21-241

DIVISION OF REPRODUCTIVE AND UROLOGIC DRUG PRODUCTS
CLINICAL TEAM LEADER MEMORANDUM

NDA NDA 21-241

Applicant Johnson and Johnson Pharmaceutical Research &
Development, L.L.C.

Type of Application Complete response to approvable action
Proprietary Drug Name Ortho Tri-Cyclen® Lo
Generic Drug Name  Norgestimate/ethinyl estradiol

Doses of Drug 180 pg norgestimate + 25 pug ethinyl estradiol (days 1-7)
2135 pg norgestimate + 25 pg ethinyl estradiol (days 8-14)
250 pg norgestimate + 25 pg ethinyl estradiol (days 15-21)
placebo (days 22-28)

Indication neaar——
Date of Submission June 25, 2002
Date of Memorandum August 22, 2002

Reviewer Scott E Monroe, MD
Acting Clinical Team Leader, DRUDP

SUMMARY

Ortho Tri-Cyclen® Lo is a triphasic oral contraceptive containing norgestimate and
ethinyl estradiol. The doses of norgestimate (180 yg on days 1-7, 215 ug on days 8-14,
and 250 pg on days 15-21) are identical to those in the Applicant’s approved product
Ortho Tri-Cyclen®; the daily dose of 25 pg ethinyl estradiol on days 1-21 in Ortho Tri-
Cyclen® Lo is lower than the 35 yug dose in Ortho Tri-Cyclen®.

Approval of Ortho Tri-Cyclen® Lo for marketing as a combination oral contraceptive in
the United States is recommended based on the data presented in the original NDA
submitted on August 25, 2000, the Applicant’s complete response of June 25, 2002, and
final revised labeling submitted on August 19, 2002.

BACKGROUND

This sponsor currently markets two approved combination oral contraceptives containing
norgestimate and ethinyl estradiol. Ortho Cyclen® is a monophasic combination oral
contraceptive containing 250 ug of norgestimate and 35 pg of ethinyl estradiol that is
administered for 21 days followed by placebo for 7 days. Ortho Tri-Cyclen® is a
triphasic combination oral contraceptive providing a stepwise increase in norgestimate
(180 pg on days 1-7, 215 pg on days 8-14, and 250 pig on days 15-21) and a continuous
dose of 35 ug of ethinyl estradiol that is administered for 21 days followed by placebo for
7 days. In Ortho Tri-Cyclen® Lo, the daily dose of ethinyl estradiol has been reduced

August 22, 2002 1



NDA 21-241

from 35 pg to 25 pug. The daily dose of norgestimate is identical to that in Ortho Tri-
Cyclen®,

The original NDA for Ortho Tri-Cyclen® Lo was submitted in August 2000. Review of
the application did not identify any safety concerns. There was, however, some concern
about the efficacy of Ortho Tri-Cyclen® Lo based on the outcome of the single pivotal
Phase III clinical trial. In this trial, 1,673 evaluable women received Ortho Tri-Cyclen®
Lo for up to 13 cycles for a total of 11,003 treatment cycles. There were 14 pregnancies
due to method failure and 6 pregnancies due to user failure. The “perfect use” (method
failure) Pearl Index (P) for pregnancy was 1.65 pregnancies per 100 women-years of
use, and the “typical use” (method failure plus user failure) PI was 2.36 pregnancies per
100 women-years of use. In the Loestrin® Fe 1/20 comparator group (7,497 treatment
cycles), there were 17 pregnancies due to method failure and 2 pregnancies due to user
failure. The “perfect use” PI and the “typical use” PI were 2.95 and 3.29 pregnancies per
100 women-years of use, respectively.

Although the PI for Ortho Tri-Cyclen® Lo was somewhat higher than those for several
recently approved hormonal contraceptive products, it was not higher than that for the
approved comparator (Loestrin® Fe 1/20) and was within the published range of
effectiveness for “typical use” of oral contraceptives. Based on these considerations, the
Division of Reproductive and Urologic Drug Products (DRUDP) decided that Ortho Tri-
Cyclen® Lo could be approved for marketing in the United States subject to inclusion of
the Pl in the drug label. The Applicant, however, did not agree to include the PI in the
drug label, and the NDA received an approvable action, pending resolution of this issue,

PRESENT SUBMISSION (COMPLETE RESPONSE TO APPROVABLE LETTER)
In the present submission, the Applicant has provided a revised drug label and a safety
update.

Revised Label

The revised label contains the requested information regarding the PI (2.36) for “typical
use” for Ortho Tri-Cyclen® Lo based on the pivotal clinical trial. The following
statement regarding efficacy has been added:

(PSS J

M(

Medical Officer's Comment
*» The added information adequately addresses DRUDP's request to include efficacy
information from the pivotal trial in the drug label.

Safety Update
The safety update consisted of the following statement by the Applicant:

“All studies were completed as of 10 July 1998 and all safety data was included in the
original NDA. We performed a database search for the period 25 June 2001 to

12 June 2002. No serious related adverse events were reported to Drug Safety and
Surveillance for the product, ORTHO TRI-CYCLEN® Lo.”

August 22, 2002 2
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Medical Officer's Comment
o There are no outstanding safety issues.

Proprietary Drug Name

During the review of the original NDA, the Office of Postmarketing Risk Assessment
(OPDRA) had found the trade name Ortho Tri-Cyclen® Lo unacceptable because
prescribers might forget to write “Lo” when prescribing the product, or dispensing errors
might occur because of the likelihood of storing the product on pharmacy shelves next to
the similar product Ortho Tri-Cyclen®. OPDRA recommended ‘ — owesme

instead, but the sponsor declined to make this change. The review Division (DRUDP)
did not believe at that time that the proposed name would propose a safety risk and
therefore approved its use.

During the present review cycle, the Division of Medication Errors and Technical
Support (DMETS) was consulted to review again the proposed proprietary name, Ortho
Tri-Cyclen® Lo to ensure that there were no other proprietary or established names that
had the potential for confusion with the proposed name. None were identified. However,
DMETS also expressed concern about the placement of the designation of “Lo” at the
end of the name instead of at the beginning.

Medical Officer’'s Comment

* The review Division (DRUDP) continues to believe that the proposed name does not
pose a safety risk and therefore approves the use of Ortho Tri-Cyclen® Lo,

RECOMMENDED PHASE IV COMMITMENTS
No Phase [V commitments are needed.

CONCLUSIONS AND RECOMMENDATIONS

The Applicant has adequately addressed all of the unresolved issues in the approvable
letter of June 25, 2001. Revised labeling submitted on August 19, 2002 is acceptable.
There are no outstanding safety issues. Approval of Ortho Tri-Cyclen® Lo as a
combination oral contraceptive for marketing in the United States is recommended.

Scott E. Monroe MD
Acting Clinical Team Leader/DRUDP

APPEARS THIS WAY

Daniel Shames, MD ON ORIGINAL
Director/DRUDP

Cc: HFD-580/D. Shames/S. Monroe/G. Willett
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GROUP LEADER MEMORANDUM

NDA 21-241

Drug Orthe Tri-Cyclen® Lo

Generic Drug Name norgestimate/ethinyl estradiol

Dose 180 pg norgestimate + 25 pg ethinyl estradiol days 1-7
215 ug norgestimate + 25 pg ethinyl estradiol days 8-14
250 pg norgestimate + 25 ug ethinyl estradiol days 15-21
placebo days 22-28

Indication _m—— )

Applicant The R.W. Johnson Pharmaceutical Research Institute

Date of Submission August 25, 2000

Date of Memorandum June 25, 2001

Reviewer Dena R. Hixon, M.D., FACOG
Team Leader, DRUDP
Summary

Ortho Tri-Cyclen® Lo is a triphasic oral contraceptive containing norgestimate and
ethinyl estradiol (EE). The doses of norgestimate (180 g on days 1-7, 215 ug on days 8-
14, and 250 g on days 15-21) are identical to those in the sponsor’s approved product
Ortho Tri-Cyclen®, and the daily dose of 25 pg ethinyl estradiol on days 1-21 is lower
than the 35 lg dose in Ortho Tri-Cyclen®.

The data presented in this NDA is sufficient to support approvat of Ortho Tri-Cyclen®
Lo for marketing as a combination oral contraceptive in the United States.

Background

This sponsor currently markets two approved oral contraceptives containing norgestimate
and ethinyl estradiol. Ortho Cyclen® is a monophasic combination oral contraceptive
containing 250 ug of norgestimate and 35 pg of ethinyl estradiol to be administered for
21 days followed by placebo for 7 days. Ortho Tri-Cyclen® is a triphasic combination
oral contraceptive providing a stepwise increase in norgestimate (180 pg on days 1-7,
215 pg on days 8-14, and 250 pg on days 15-21) and a continuous dose of ethinyl
estradiol 35 g to be administered for 21 days followed by placebo for 7 days.



Ortho Tri-Cyclen® is also indicated for treatment of moderate acne in females at least 15
years old who desire OCs for contraception and are unresponsive to topical acne
medications. The sales volume for Ortho Tri-Cyclen® is higher than that of any other
oral contraceptive. The efficacy and safety of Ortho Cyclen® and Ortho Tri-Cyclen® are
similar to other marketed combination oral contraceptives.

The sponsor proposes that reduction of the estrogen dose in Ortho Tri-Cyclen® Lo may
reduce the risk of venous thromboembolic events associated with the estrogen component
in combination oral contraceptives. Preliminary phase 2 clinical trials revealed similar
ovulation suppression and bleeding patterns for Ortho Tri-Cyclen® Lo and Ortho Tri-
Cyclen®.

Reviewer’s comment

The sponsor’s assertion that the reduction of the estrogen dose may reduce the risks
associated with the estrogen component of combination oral contraceptives is a logical
Justification for this product. Although the clinical studies do not show a lower incidence
of typical estrogen-related side effects than was previously reported in the Ortho Tri-
Cyclen® trials, these trials are not large enough to demonstrate a reduction in the less
common serious risks associated with estrogen administration. Some women with
individual risk factors, including women 40 years of age and older, might benefit from
this lower dose formulation despite a slight reduction in efficacy.

Loestrin® Fe 1/20 was chosen for the active comparator for the pivotal clinical trial
because it was the only available combined oral contraceptive with less than 30 g of
ethinyl estradiol at the time the study was planned.

Reviewer's comment

The choice of Loestrin® Fe 1/20 as an approved low dose oral contraceptive comparator
Jor this study was appropriate, as the Pearl Index for pregnancies with Loestrin® Fe
1/20 in the phase 3 trials supporting its approval was less than 1.0, and there was no
other approved oral contraceptive with less than 30 ug of EE at the time of initiation of
the phase 3 trials for Ortho Tri-Cyclen® Lo.

Efficacy of Ortho Tri-Cyclen® Lo

The efficacy of Ortho Tri-Cyclen® Lo was supported by a single Phase I1I clinical trial
and two dose-ranging/supportive efficacy studies. The phase 3 trial included 1,673
evaluable women who received Ortho Tri-Cyclen® Lo for up to 13 cycles. There were
1,351 Ortho Tri-Cyclen® Lo users under 35 years of age, with a total of 8,773 cycles of
use. An additional 321 subjects age 35 and older completed 2,224 cycles of use. Two
hundred twenty-one subjects age 35 and younger completed 13 cycles of Ortho Tri-
Cyclen® Lo use, and 820 subjects age 35 and younger completed 6 cycles of use.

In the pivotal trial, there were 14 pregnancies due to method failure and 6 pregnancies
due to user failure for a total of 20 pregnancies in Ortho Tri-Cyclen® Lo users. The
“perfect use” (method failure) Pearl Index (PI) for pregnancy was 1.65 pregnancies per



100 women-years of use. The “typical use” (method failure plus user failure) PI was
2.36. In women below age 35, the “perfect use” PI for pregnancy was 1.78 and the
“typical use™ PI was 2.67.

In comparison, 1,141 women used the comparator product, Loestrin® Fe 1/20, for a total
of 7,497 cycles (576.7 women-years). There were 17 pregnancies due to method failure
and 2 pregnancies due to user failure in this group, giving a “perfect use” P1 0f 2.95 and a
“typical use” PI of 3.29. For women below 35 years of age, the “perfect use” PI was
3.38 and the “typical use” PI was 3.80.

Reviewer's comment

1. The “perfect use”PI pregnancy rates seen in this trial are higher than the “perfect
use"” pregnancy rates for combination oral contraceptives published in Contraceptive
Technology and included in class labeling of contraceptive products. However, the
overall (“typical use”) pregnancy rates for Ortho Tri-Cyclen® Lo are within the
published range for “typical use”. Several other combination oral contraceptives
have previously been approved with similar or slightly higher pregnancy rates. In
addition, although this study was not powered a priori for comparative claims, use of
Ortho Tri-Cyclen® Lo resulted in lower pregnancy rates than those seen with use of
the approved comparator oral contraceptive Loestrin® Fe 1/20.

2. As noted by the primary reviewer, the sponsor’s comments regarding historical
differences in study design appear to be a valid explanation for the higher PI for
Loestrin® Fe 1/20 in the pivotal study for this product compared to the lower PI for
Loestrin® Fe 1/20 at the time of its approval. Other oral contraceptives have been
approved based on studies in which the investigational product and the comparator
product (previously approved oral contraceptives) were noted to have typical use Pls
> 2 but well within the range of typical use Pls seen post-approval with marketed
products

3. The primary reviewer has presented historical information regarding approved
products with higher PI than that reported for Ortho Tri-Cyclen® Lo in the pivotal
trial. These include PI of 2.4 for Estrostep®, 2.6 for Tri-Norinyl®, 5.18 for
Brevicon®, and 2.51 for Norinyl®. The PI for Tri-Norinyl®, Brevicon®, and
Norinyl® were calculated from a 4-cycle study conducted for the approval of Tri-
Norinyl®, comparing bleeding mutterns with Tri-Norinyl® use with those seen with
the use of the already approved products Brevicon® and Norinyl®.

4. 19% of participants in this trial were 35 years of age or older. Inclusion of these
women may have introduced a bias in favor of lower pregnancy rates. In fact the PI
was slightly higher (although not statistically significant) in the subset of women
below age 35 (1.78 for “perfect use” and 2.67 for “typical use”) than in the overall
study population (1.65 for “perfect use” and 2.36 for “typical use”). This finding of a
higher PI for women age 35 years or younger vs. women older than 35 years has also
been noted in subanalyses of other approved oral contraceptives.



Fertility is known to decline with age, especially after the age of 35 years. Therefore,
efficacy evaluation of oral contraceptives should rely upon data obtained from
women no older that 35 years. However, pregnancies do occur in older women, and
it is therefore appropriate for them to be included in clinical trials so as to collect

appropriate safety data for the entire range of women who may use the product when
marketed,

4. The Division has been consistent in requiring a minimum exposure of 10,000 cycles
of product use and at least 200 women completing 13 cycles of use to demonstrate
efficacy of new hormonal contraceptive products. Recently, the Division also
recommended modifications in trial designs for contraceptive products under
development that will facilitate and standardize efficacy assessments for these
products (i.e., requiring pregnancy testing at regularly scheduled intervals
throughout these trials and at early discontinuation or trial completion, appropriate
Jollow-up of pregnancies diagnosed during or shortly after the studies, and
standardization of pregnancy assessment methods). Such recommendations were not
consistently applied during development of many previously approved products,

I

The primary reviewer recommended that the Division consider a limit for Pearl Index
of pregnancies that could be accepted for future contraceptive product applications.
While consideration could be given to establishing such limits, to do so would be
useful only if every trial was conducted in an identical manner with an identical
design. It is not clear that this is JSeasible given the frequent advances in technology
that could require flexibility in trial design.

Bleeding Patterns

Intermenstrual bleeding during Cycle 3 was reported by 23.6% of Ortho Tri-Cyclen® Lo
users and 37.2% of Loestrin® Fe 1/20 users. The average duration of menses was longer
in Ortho Tri-Cyclen® Lo users (5.4 days) than in Loestrin® Fe 1/20 users (4.4 days).
Withdrawal flow was absent in 4.3% of Ortho Tri-Cyclen® Lo cycles and 19.6 % of
Loestrin® Fe 1/20 cycles.

Further information requested from the sponsor revealed that 15% of subjects in both
treatment groups experienced more than 7 total days of bleeding and/or spotting in cycle
3. Although the trial was not designed to show superiority in this regard, the proportion
of women with more than 7 days of bleeding was higher with Ortho Tri-Cyclen® Lo use
than with Loestrin® Fe 1/20 use in all cycles after cycle 3. In cycle 12, twelve percent of
Ortho Tri-Cyclen® Lo users and 8% of Loestrin® Fe 1/20 users reported more than 7
days of bleeding and/or spotting.

Reviewer's comment

The incidence of intermenstrual bleeding at Cycle 3 was the sponsor’s designated
primary endpoint for evaluation of bleeding patterns. The reported 23.6% of Ortho Tri-
Cyclen® Lo users with intermenstrual bleeding at Cycle 3 is higher than the incidence




reported in trials of other recently approved oral contraceptives (14% for Yasmin™,
containing 30 ug of EE, and 17% for Cyclessa, containing 25 ug EE). However,
comparisons across trials are problematic and do not permit definitive conclusions to be
drawn regarding differences in bleeding patterns seen with use of different products.

More breakthrough bleeding and spotting is to be expected with use of lower estrogen
doses. While most women would prefer predictable short menstrual periods with light
Slow and no spotting or bleeding between menstrual periods, intermenstrual bleeding is
essentially a nuisance and not a significant safety concern. There was no evidence of
anemia or serious adverse events related to bleeding # the clinical trial.

Safety and Tolerance of Ortho Tri-Cvclen® Lo

Of the 12 SAEs reported in Ortho Tri-Cyclen® Lo users in the pivotal trial, only one case
of gall bladder symptoms in a woman with a prior history of gallstones and one case of
major depression and personality disorder could possibly be related to the study drug.

Hypertension was reported in 0.7% of Ortho Tri-Cyclen® Lo users and in 0.4% of
Loestrin® Fe 1/20 users. Only one subject in the Ortho Tri-Cyclen® Lo group had
“marked” hypertension, and no subject reported hypertension as an SAE in the pivotal
trial. One patient in phase 2 trials did report hypertension as an AE. However, her
maximum reported blood pressure was 144/92, and was 136/70 at follow-up after
discontinuation of the medication.

Weight gain was reported by 2.4% of Ortho Tri-Cyclen® Lo users and 2.1% of
Loestrin® Fe 1/20 users.

There were no cases of DVT or PE in the pivotal trial. Two Ortho Tri-Cyclen® Lo users
and one Loestrin® Fe 1/20 user had mild to moderate superficial phlebitis.

The incidence of depression was similar in both treatment groups (3.3% of Ortho Tri-
Cyclen® Lo users and 3.4% of Loestrin® Fe 1/20 users). Only one Ortho Tri-Cyclen®
Lo user reported depression as a serious AE.

Reviewer's comment

Ortho Tri-Cyclen® Lo differs from the widely used Ortho Tri-Cyclen® only in a lower
dose of ethinyl estradiol, and the adverse events reported in the clinical trials are similar
to those of other combination oral contraceptives. No new safety concerns have been
identified with this product.

Clinical Assessment and Recommmendations
I agree with the primary reviewer’s recommendation that this product be approved with
labeling that clearly shows the pregnancy rates reported in the pivotal trial.
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Non-Clinical Assessments

Pharmacotoxicelogy

This product consists of two previously approved drugs with a lower dose of the estrogen
component. The pharmacotoxicology team leader identified no safety issues. [ agree with
his recommendation for approval.

Chemistry, CDRH, and Microbiology

An Information Request letter was sent to the sponsor to resolve several issues identified
in the primary chemistry review. The sponsor’s response adequately addressed all of the
issues. I agree with the recommendation of the chemistry review team for approval of
this product.

Clinical Pharmacology _

The primary biopharmaceutics reviewer found the NDA acceptable from Clinical
Pharmacology and Biopharmaceutics perspective. A decrease in PK parameters was
found in association with increasing body weight and with increasing age. However,
there was no increase in pregnancies observed with increases in either body weight or
age. [ agree with the recommendation of the biopharmaceutics review team for approval
with the recommended labeling changes.

DSI
No DSI inspection was performed because this is a new lower dose of an approved
product, and the clinical reviewer did not identify any reason for concern about data

integrity.

Tradename

The sponsor originally proposed the tradename . and both OPDRA
and DRUDP found that name unacceptable because of confusion about the meaning of
the suffix — which could be interpreted to be the number of pills in the cycle or the dose
of either one of the components. OPDRA also found the current tradename Ortho Tri-
Cyclen® Lo unacceptable because prescribers might forget to write “Lo” when
prescribing the product, or dispensing errors might occur because of the likelihood of
storing the product on pharmacy shelves next to the similar product Ortho Tri-Cyclen®.
OPDRA recommended =~ ===~ instead, and the sponsor declined.
OPDRA has acknowledged that the suffix “Lo” is appropriate to distinguish this product
from Ortho Tri-Cyclen® because it does contain a lower amount of ethinyl estradiol. The
review Division does not believe that the proposed name would propose a safety risk and
therefore approves its use.

Facilities Inspection
All sites are satisfactory.

APPEARS THIS WAY
Phase IV commitment ON ORIGINAL

No Phase IV commitments are needed.



Labeling

As recommended by the clinical reviewer, the sponsor was asked to include the PI for
pregnancies from the pivotal trial in the label. Recommendations for labeling revisions
from all disciplines were provided to the sponsor on 6/14/01. The sponsor was not able to
reach agreement with the Division regarding appropriate labeling, and therefore the
application is found approvable pending agreement on acceptable labeling,

Conclusions and Recommendations
This application is approvable pending future agreement on acceptable labeling.

APPEARS THIS WAY
ON ORICINAL

Dena R. Hixon, M.D., FACOG
Team Leader/DRUDP

Daniel Shames, M.D., FACS
Deputy Director/DRUDP

Ce: HFD-580/S. Allen/D. Shames/D. Hixon/G. Willett
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NDA: 21241 (Complete Response to an Action Letter)
Received: June 28, 2002

Sponsor: R.W. Johnson Pharmaceutical Research Institute
Proprietary Name: Ortho Tri-Cyclen® Lo

Medical officer review:

Ortho Tri-Cyclen® Lo is a combination oral contraceptive that contains norgestimate and
ethinyl estradiol (EE). The level of ethiny! estradiol in Ortho Tri-Cyclen® Lo is less than
that found in the previously approved Ortho Tri-Cyclen ® (0.025 mg EE versus 0.035mg
EE respectively). The norgestimate levels remain the same.

The sponsor received an approvable action on initial NDA review primarily because of
labeling issues regarding the pregnancy rate observed with Ortho Tri-Cyclen® Lo. The
agency requested that the sponsor include in the label the pregnancy rate observed in the
Ortho Tri-Cyclen® Lo clinical trials. The pregnancy rate was 2.36 per 100 women years
of use. The sponsor has agreed to include this rate in the label.

The sponsor has also accepted the full Trussell Table for inclusion in the label, but wishes
to specify that Ortho Tri-Cyclen® Lo has not been studied for and is not indicated for use
L ——— ; . This labeling comment regarding emergency contraception
is acceptable.

A number of minor wording changes that were requested previously for Ortho-Cyclen®
and Ortho Tri-Cyclen® were incorporated into the label for Ortho Tri-Cyclen® Lo.

This submission to the NDA also provided a safety update. All studies were completed as
of 10 July 1998 and all safety data was included in the original NDA. A database search
for the period 25 June 2001 to 12 June 2002 did not reveal any additional safety
concems.

Additional comment from the Office of Drug Safety (Aug 16, 2002) expressed concemn
about the proprietary name Ortho Tri-Cyclen Lo in regard to prescribers leaving off “Lo”
or confusing it with PO. This reviewer does not fee! that the proposed proprietary name
presents a safety concern.

Recommendation: With resolution of labeling issues, an approval is recommended.

Gerald Willett, MD DRUDP
Cc: Shames, D; Monroe S

APPEARS THIS WAY
ON ORIGINAL
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MEDICAL OFFICER

Scott Monroe

8/22/02 01:27:18 PM

MEDICAL OFFICER -
I concur.

APPEARS THIS WAY
ON ORIGINAL

g o i e e g e i



NDA 21-241

ORTHO TRI-CYCLEN Lo
Norgestimate/ethinyl estradiol

Johnson & Johnson Pharmaceutical Research & Development,
L.L.C

38
PM: Jennifer Mercier

HFD-580
7-4260

Safety Update r"
See Medical Officer review dated 8-21-02. \%0“
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PEDIATRIC PAGE
(Complete for all APPROVED original applications and efficacy supplements)

NDA/BLA #: 21-241 Suppiement Type (e.g. SES): Supplement Number:
Stamp Date: June 25, 2002 Action Date; August 22, 2002
HFD-580

Trade and generic names/dosage form: ORTHO TRI-CYCLEN Lo {norgestimate/ethinyl estradiol)
Tablets

Applicant: Johnson & Johnson Pharmaceutical Research
Therapeutic Class: 38
Indication(s) previously approved: none
Each approved indication must have pediatric studies: Completed, Deferred, and/or Waived.
Number of indications for this application(s):___1____

Indication #1: __the prevention of pregnancy in women who elect to use oral contraceptives as a
method of contraception.

Is there a full waiver for this indication (check one)?
% Yes: Please proceed to Section A.

) No: Please check all that apply: Partial Waiver Deferred Completed
NOTE: More than one may apply

Please proceed to Section B, Section C, and/or Section D and complete as necessary.

Section A: Fully Waived Studies

Reason(s) for full waiver:

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

(J  Too few children with disease to study

U There are safety concerns

¥  Other: _Safety and efficacy of ORTHO TRI-CYCLEN Lo Tablets have been established in
women of reproductive age. Safety and efficacy are expected to be the same for postpubertal
adolescents under the age of 16 and for users 16 years and older. Use of this product before
menarche is not indicated.

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. Tanner Stage
Max kg mo. yr. Tanner Stage




Reason(s) for partial waiver:

() Products in this class for this indication have been studied/abeled for pediatric population
O Disease/condition does not exist in children '
O Too few children with disease to study

U There are safety concerns

O Aduit studies ready for approval

O  Formulation needed

Other:

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.

O

Section C: Deferred Studies

Age/weight range being deferred:
Min kg mo. yr. Tanner Stage
Max kg mo. yr. Tanner Stage

Reason(s) for deferral:
Products in this class for this indication have been studied/labeled for pediatric population
O Disease/condition does not exist in children
O Too few children with disease to study
Q) There are safety concerns
O  Adult studies ready for approval
[

Formulation needed
Other:

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

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

Section D: Completed Studies

Age/weight range of completed studies:

Min kg mo, yr. Tanner Stage
Max kg me, yr, Tanner Stage
Comments:

If there are additional indications, please proceed 10 Attachment A. Otherwise, this Pediatric Page is
compiete and should be entered into DFS.

This page was completed by:
{See appended electronic signature page}

Regulatory Project Manager
cc: NDA

HFD-960/ Terrie Crescenzi
(revised 1-18-02)

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



APPEARS THIS WAY
ON ORIGINAL

NDA ##-#tH
Page 3
Attachment A
(This attachment is to be completed for those applications with multiple indications
only.)
Indication #2:

Is there a full waiver for this indication (check one)?
O Yes: Piease proceed to Section A,
QO No: Please check all that apply: Partia! Waiver Deferred Completed

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

Section A: Fully Waived Studies

Reason(s) for full waiver:
Products in this class for this indication have been studiedNabeled for pediatric population
Q Disease/condition does not exist in children
O Too few children with disease to study
T There are safety concerns
0O  Other:
1f studies are fully waived, then pediatric information is complete for this indication, If there is another

indication, please see Attachment A, Otherwise, this Pediatric Page is complete and should be entered into
DFS

Secﬁon B: Partially Waived Studies

Age/weight range being partially walved:
Min kg mo. yr. 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 pepulation
Dvisease/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:

0000000

If studies are deferred, proceed 1o Section C. If studies are completed, proceed 10 Section D. Otherwise,
this Pediatric Page is complete and should be entered into DFS.
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NDA ##-#1#
Page 4

Section C: Deferred Studies

Age/weight range being deferred;

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

Reason(s) for deferral:

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:

oocooooo

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

If studlies are completed, proceed o Section D. Otherwise, this Pediatric Page is complete and should be
entered into DFS.

Section D: Completed Studies

Age/weight range of completed studies:

Min kg mo. yr. Tanper Stage
Max kg, mo. yr. Tanner Stage
Comments:

If there are additional indications, please copy the fields above and complete pediatric information as
directed. If there are no other indications, this Pediatric Page is complete and should be entered into
DFS

This page was completed by:
{See appended electronic signature page}

Regulatory Project Manager
cc: NDA

HFD-960/ Terrie Crescenzi
(revised 1-18-02)

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.

Jennifer L. Mercier
B/22/02 12:57:19 BM
CS80

Daniel A. Shames
8/22/02 01:45:47 BM
MEDICAIL OFFICER
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PEDIATRIC PAGE

(Complete for all original application and all efficacy supplements)

NDA Number: N 021241

Trade Name: mg—— ETHINYL ESTRADIOL/NO

Generic Name: ETHINYL ESTRADIOL/NORGESTIMATE

Supplement Number. 000 Suppiement Type: N

Dosage Form: ) .

Regulatory Action:  OP Action Date: 8/25/00 QDm\ S W H L,L,Pdaj
COMIS Indication: acH————;

Indication #1: For the prevention of pregnancy in women who elect to use oral contraceptives as
a method of contraception.

Label Adequacy: Other - see comments

Formulation Needed: Other

Comments (if any) Safety and efficacy of ORTHO TRI-CYCLEN Lo Tablets have been
established in women of reproductive age. Safety and efficacy are expected to be the same for
postpubenrtal adolescents under the age of 16 and for users 16 years and older. Use of this
product before menarche is not indicated.

Lower Range Upper Range Status Date

Tannerd Adult Waived

Comments: Safety and efficacy of ORTHO TRI-CYCLEN Lo Tablets
have been established in women of reproductive age. Safety and efficacy are expected to be the
same for postpubertal adolescents under the age of 16 and for users 16 years and older. Use of
this product before menarche is not indicated.

This nane was 7§’mm on RIP2IM . U /9 9 } O }

ignatgre U~ U T Date | ¥

APPEARS THIS WAY
ON ORIGINAL



NGM (180/215/250) and EE (25) NDA 21-241

Request for waiver of requirement to provide pediatric use information on
as per21 CRF 314.55

is indicated for the = .- _ .

The development of the ability to conceive is the defining event in human biology
that separates adults from children. The development of the ability to conceive is
associated with endocrinologica! maturity and the attainment of maximum height.
From a strictly biologic point of view, anyone who is in need of a product to assist
in the “prevention of pregnancy” is an adult. In spite of these biologic facts all
subjects age 16 years or iess are classified as “pediatric” for labeling purmposes.
This means that for certain individuals between the ages of 10 and 16
biologically mature “adults” will be classified as “pediatric”.

was studied in biologically mature women who desired
contraception. The subjects with the lowest age in the study population were 18
years old. The safety and efficacy of is expected to be the
same for all biologically mature women whether 18 years or older, or 17 years
and younger.

Therefore a full waiver of the pediatric requirements (21 CFR 314.55) is hereby
requested. The basis for this request is that the product is for e '

-~ and that the indication defines the correct population of biologically
mature individuals who are eligible for its use. Those eligible for the prevention of
pregnancy are separated from their immature counterparts not based on age but
on biology. This product would be unsafe if prescribed to pediatric patients
based only on age because below age 16 there are individuals who have not
attained their maximum height and who could be harmed by a reduction in
maximum height through proionged exposure to an estrogen product.

The safety and efficacy of ~————— ™ has been established in women of
reproductive age. Safety and efficacy are expected to be the same for
postpubertal adolescents under the age of 16 and for users 16 years and older.
Use of this product before menarche is not indicated.

APPEARS THIS WAY
ON ORIGINAL
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NDA 21-241

ORTHO TRI-CYCLEN Lo
Norgestimate/ethinyl estradiol

Johnson & Johnson Pharmaceutical Research & Development,

L.L.C.
3S
PM: Jennifer Mercier

HFD-580
7-4260

Abuse Liability
N/A
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NDA 21-241

ORTHO TRI-CYCLENmw Lo
norgestimate/ethinyl estradiol

R.W. Johnson Research Pharmaceutical Institute

3S

PM: Jennifer Mercier
HFD-580
7-4260

RN
Abuse Liability \\) W\

N/A

APPEARS THIS WAY
ON ORIGINAL



NDA 21-241

ORTHO TRI-CYCLEN Lo
Norgestimate/ethinyl estradiol

Johnson & Johnson Pharmaceutical Research & Development,
L.L.C

38
PM: Jennifer Mercier

HFD-580
7-4260

Microbiology Review
N/A

| \4‘

g bt
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NDA 21-241

ORTHO TRI-CYLEN® Lo

norgestimate/ethinyl estradiol

38 *

R.W. Johnson Research Pharmaceutical Institute

PM: Jennifer Mercier
HFD-580
7-4260

EA Review A

See Chemistry Review #1, page 54. O

APPEARS THIS WAY
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NDA 21-241

ORTHO TRI-CYCLENw Lo
norgestimate/ethinyl estradiol

R.W. Johnson Research Pharmaceutical Institute

38

PM: Jennifer Mercier

HFD-580
7-4260
r\ L
Microbiology Review “\ | O\
@) W\
N LD\
. \D
8
APPEARS THIS WAY
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NDA 21-241

ORTHO TRI-CYCLEN® Lo
(norgestimate/ethinyl estradiol) Tablets

Johnson & Johnson Pharmaceutical Research Institute
3S

PM: Jennifer Mercier
HFD-580
7-4260

c,\u

) \‘37

Statistical Reviews of Carcinogenicity studi es)

N/A

APPEARS THIS WAY
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NDA 21-241

ORTHO TRI-CYCLENw Lo
norgestimate/ethinyl estradiol

R.W. Johnson Research Pharmaceutical Institute

38

PM: Jennifer Mercier
HFD-580
7-4260

Statistical Reviews of Carcinogenicity Studies

N/A N
S o\
R
\_,J\g\\
[
J

APPEARS THIS WAY
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NDA 21-241

ORTHO TRI-CYCLEN™w Lo
norgestimate/ethinyl estradiol

R.W. Johnson Research Pharmaceutical Institute

38

PM: Jennifer Mercier
HFD-580
7-4260

Carcinogenicity Review

N/A

APPEARS THIS WAY
ON ORIGINAL



NDA 21-241

ORTHO TRI-CYCLENw Lo
norgestimate/ethinyl estradiol

| R.W. Johnson Research Pharmaceutical Institute

3S

PM: Jennifer Mercier
HFD-580
7-4260

CAC/ECAC Report o

N/A \°§ N\

U

APPEARS THIS WAY
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NDA 21-241

ORTHO TRI-CYCLEN® Lo
(norgestimate/ethinyl estradiol) Tablets

Johnson & Johnson Pharmaceutical Research Institute
38

PM: Jennifer Mercier
HFD-580
7-4260

- @" \o%
Ak
CAC/ECAC Report ( j

N/A

APPEARS THIS WAY
ON ORIGINAL



