REQUEST FOR TRADEMARK REVIEW

To: Labeling and Nomenclature Committee

Attention: Dr. Danie] Boring, Chair, HFD-530, Corporate Building, Room N461
From: Division of Reproductive and Urologic D. P./HFD-580

Attention: Dr. Amit K. Mitra Phone: (301) 8274238
Date: 30-Sept-1998

Subject:Request for Assessment of a Trademark for a Proposed Drug Product

Proposed Trademark: Vagifem NDA #: 20-908
Established name, including dosage form: Estradiol vaginal tablet

Ci18H3402: ¥ H20
F.W.=281.4 g/mol

Estra-1,3,5(10)-triene-3,1 7-diol, (178B), hemihydrate

Other trademarks by the same firm for companion products: - None

Name and address of applicant: Novo Nordisk Pharmaceuticals, 100 Overlook Center, Suite 200, Princeton, NJ
08540-7810

Indications for Use (may be a summary if proposed statement is lengthy): Moderate to severe vasomotor
Symptoms associated with the menopause and in the treatment of vulvar and vaginal atrophy in women with intact
uterus

Dosage Form: Vaginal tablet /Strengths: 25 ug /Route of Administration: Vaginal /Dispensed: _(prescription)

Initial comments from the submitter (concerns, observations, etc.): The tradename was submitted with NDA
20-908. Please expedite the review.

filename: 20682 tm

NOTE: Meetings of the Committee are scheduled for the 4th Tuesday of the month. Please submit this Jorm at least
one week ahead of the meeting. Responses will be as timely as possible.

Rev Oct. 1993




Meeting Minutes
Date: March 19, 1999 Time: 11:00 - 12:30PM Location: Parklawn, 17B-43
~ NDA 20-908 Drug: VAGIFEM™ (17-B-Estradiol) Indication: HRT

Sponsor: Novo Nordisk Pharmaceuticals
Type of Meeting: Labeling (Industry)
Meeting Chair: Marianne Mann, MD
External Lead: Liz Bloss, Ph.D.
Meeting Recorder: Jennifer Mercier

FDA Attendees:
Marianne Mann, MD. Deputy Director, Division of Reproductive and Urologic Drug Products, DRUDP;
HFD-580 :

Ridgely Bennett, M.D. — Medical Officer, DRUDP; HFD-580

Dena Hixon, M.D. - Medical Officer, DRUDP; (HFD-5 80)

Moo-Jhong Rhee, Ph.D. — Chemistry Team Leader, Division of New Drug Chemistry IT (DNDCII) @
DRUDP (HFD-580)

Amit Mitra, Ph.D. - Chemist, (DNDCI) @ DRUDP (HFD-580)

Edward Nevius, Ph.D. — Director, Division of Biometrics IT (DBI; HFD-715)

Lisa Kammerman, Ph.D. - Statistics Team Leader, (DBII; HFD-715) @ DRUDP (HFD-580)

Sam Haidar, Ph.D. — Biopharmaceutics Reviewer, Division of Clinical Pharmacolgy and
Biopharmaceutics (DCPB) @ DRUDP (HFD-580)
Terri Rumble, Chief, Project Management Staff, DRUDP; (HFD-580)

External Attendees: :

Dirrit Anderson, M.D,, Manager, Regulatory Affairs, Novo Nordisk Pharmaceuticals
Kathryn Batt, Regulatory Affairs, Novo Nordisk Pharmaceuticals

Lieselotte Bloss, D.V.M,, Regulatory Affairs, Novo Nordisk Pharmaceuticals

Jeanne Braavig, Ph.D., Regulatory/CMC Manager, Novo Nordisk Pharaceuticals
Won-Chin Huang, Ph.D., Statistical Director, Novo Nordisk Pharmaceuticals

. Kim West Jyrgensen, Ph.D., CMC Production, Novo Nordisk Pharamceuticals
Ingelise Kvorning, Ph.D., Project Director, Novo Nordisk Pharmaceuticals

Meeting Objective: To review and finalize labeling and discuss a chemistry issue.
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( Discussion:
Label: See Draft Label

Chemistry: L

¢ according to compliance, the excipient site has not been inspected :

e the sponsor can provide information supporting the acceptable inspection of the excipient site

®  that information will be faxed to compliance

Decisions made: See Draft Label ‘ ' >
Unresolved decisions: Patient Package Insert

Action Items:
¢ Final Label will be faxed Tuesday, March 23, 1999.,
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ol Minutés Préparer L Concurrence, Chair
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CcC.
Original IND
 HFD-530/DivFile
( HFD-580/PM/Rumble/Pauls/Mercier

HFD-5 80/Rarick/Mann/Bcnnctt/Rhee/Mitra/KammcnnanfElashoff/Parekh/Madani/Haidar/chius/Hixon

drafted: March 23, 1999/Mercier
concurrence:
final:

MEETING MINUTES
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Novo Nordisk

Fym
RN V4 k/ﬂ
Patent Certxﬁcatlon . BN Novo Nordisk A/s

Novo All¢

Vag-lfem 2880 aarzsverd

Tel. 44448888
Fax. 44450555
Telex 37173

AJS reg. nr. 16201

Pursuant to CFR 314.53(c)(3), the undersigned declares that there are
no patents held by Novo Nordisk A/S which claim Vagifemn (25 pg
estradiol) or which claim a method of using Vagifem with respect to
which a claim of patent infringement could reasonably be asserted
against a non-licensed person.

( - Date: 30 January 1998 By: // .

o0 Nordisk A/S

. NOVO NORDISK NDA 20-908 Page 33
e~ O INUA LURIUC Fage




EXCLUSIVITY SUMMARY FORNDA # __ 20-908 SUPPL #

Trade Name _ Vagifem ~ Generic Name __17-B-Estradiol
( Applicant Name Novo Nordisk Pharmaceuticals HFD# 580
Approval Date If Known

PARTI IS AN EXCLUSIVITY DETERMINATION NEEDED?

1. An exclusivity determination wiil be made for all original applications, but only for certain
supplements. Complete PARTS IT and II] of this Exclusivity Summary only if you answer "yes" to one
or more of the following question about the submission.

a) Is it an original NDA?
YES / X/ NO/ /

————

b) Isit an effectiveness supplement?

YES /__/ NO/X_/

e

If yes, what type? (SE1, SE2, etc.)

( o ¢) Did it require the review of clinjcal data other than to support a safety claim or change in
- labeling related to safety? (If it required review only of bioavailability or bioequivalence data,
answer "no.")

YES/ X _/ NO/_/
If your answer is "no" because you believe the study is a bioavailability study and, therefore,
not eligible for exclusivity, EXPLAIN why it is a bioavailability study, including your reasons
for disagreeing with any arguments made by the applicant that the study was not simply a
bioavailability study.

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

(\ : Form OGD-011347 Revised 10/13/98
cc: Original NDA  Division File HFD-93 Mary Ann Holovac




d) Did the applicant request exclusivity?
~ YES/ /| NO/X/

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

e) Has pediatric exclusivity been granted for this Active Moiety?
NO

IF YOU HAVE ANSWERED "NO" TO ALL OF THE ABOVE QUESTIONS, GO DIRECTLY TQ
THE SIGNATURE BLOCKS ON PAGE 8.

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 8.

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 8 (even if a study was required for the upgrade).

PART Il FIVE-YEAR EXCLUSIVITY FOR NEW CHEMICAL ENTITIES

(Answer either #1 or #2 as appropriate)

1. Single active ingredient product.

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

Page 2
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If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the NDA
#(s).

NDA# __ 20-472 _ Estring

NDA# __ 20-847 __Esclim

NDA# __ 20-655 __Alora

2. Combination product.

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

YES/__/ NO/_/
If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the NDA
#(s).

NDA#

NDA#

D — LI,

NDA#

IF THE ANSWER TO QUESTION 1 OR 2 UNDER PART 11 IS "NO," GO DIRECTLY TO THE
SIGNATURE BLOCKS ON PAGE 8. IF "YES" GO TO PART III.

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

To qualify for three years of exclusivity, an application or supplement must contain "reports of new
clinical investigations (other than bioavailability 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 II, Question 1 or 2 was "yes."




1. Does the application contain reports of clinical investigations? (The Agency interprets "clinical
investigations" to mean investigations conducted on humans other than bioavailability studies.) If the
application contains clinical investigations only by virtue of a right of reference to clinical
investigations in another application, answer "yes," then skip to question 3(a). If the answer to 3(a) is
"yes" for any investigation referred to in another application, do not complete remainder of summary
for that investigation,

YES /X / NO/ /

it

IF "NO," GO DIRECTLY TO THE SIGNATURE BLOCKS ON PAGE 8.

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

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

YES/ X/ NO/ /

——

If "no," state the basis for your conclusion that a clinical trial is not necessary for approval AND.
GO DIRECTLY TO SIGNATURE BLOCK ON PAGE 8:

Page 4




(1) If the answer to 2(b) is "yes," do you personally know of any reason to disagree with
the applicant's conclusion? If not applicable, answer NO.

YES/_/ NO/ J

If yes, explain:

(2) If the answer to 2(b) is "no," are you aware of published studies not conducted or
sponsored by the applicant or other publicly available data that could independently
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:

___VAG/PD/9/US
—__VAG/PD/5/CAN

Studies comparing two products with the same ingredient(s) are considered to be bioavailability studies
for the purpose of this section.

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




answer "no.")
: Investigation #1 YES/__/ NO/ X /
Investigation #2 YES/ / NO/ X /

i,

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

b) For each investigation identified as "essential to the approval", does the investigation
duplicate the results of another investigation that was relied on by the agency to support the
effectiveness of a previously approved drug product?

Investigation #1 YES/__/ NO/ X /

Investigation #2 YES/ / NO/ X /

———

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

¢) If the answers to 3(a) and 3(b) are no, identify each "new" investi gation 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"):

___VAG/PD/9/US

VAG/PD/5/CAN

Page 6




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

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

Investigation #1 !
IND # _ YES /X / ! NO /__/ Explain:
5
Investigation #2 ! '
IND# . YES/X/ 1NO /.__/ Explain:

(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
!

Investigation #2 !

YES/__ /Explain ! NO/__ / Explain

Page 7




(¢) 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:

K -~ - ' .
/S 3ls99
-/ ignature Date

: Title:_Project Manager

| sl

<  S 2/25/45
Si\g'nature of Office/ Date
Division Director

cc: Original NDA  Division File HFD-93 Mary Ann Holovac

Page 8




Pediatric Page Printout for JENNIFER MERCIER Page 1 of 1

PEDIATRIC PAGE

(Complete for all original application and all efficacy supplements)

NDA/BLA Number: 20908 Trade Name: VAGIFEM (17-B-ESTRADIOL) VAGINAL TABS
Supplement Number: Generic Name: 7-B-ESTRADIOL

Supplement Type: Dosage Form: :&B_

Regulatory Action: AP Proposed Indication: HRT

IS THERE PEDIATRIC CONTENT IN THIS SUBMISSION?
NO, No waiver and no pediatric data

What are the INTENDED Pediatric Age Groups for this submission?
NeoNates (0-30 Days ) Children (25 Months-12 years)
Infants (1-24 Months) Adolescents (13-16 Years)

Label Adequacy Does Not Apply

Formulation Status
Studies Needed
Study Status

Are there any Pediatric Phase 4 Commitments in the Action Letter for the Original Submission? NO

COMMENTS: 5
This product and indication is not applicable to a pediatric population.

Not for pediatric use

This Page was completed based on information from s PROJECT MANAGER/CONSUMER SAFETY OFFICER,
s ;

?’imj'c U@\ o //;)'L‘/'/cM

http://cdsmlwebl/PcdiTrack/editdata_ﬁrmcﬁn’?ApN=20908&SN=O&ID*=432 3/24/99
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NDA 20-908 Date: March 23, 1999

Vagifem .

Original NDA Final Version Novo Nordisk

Debarment Statement Page 1 Pharmaceuticals Inc.
Debarment Statement

Novo Nordisk Pharmaceuticals Inc, hereby certifies that it djd
not and will not use in any capacity the services of any person
debarred under Section 306 of the Federa] Food, Drug and
Cosmetic Act in connect; with this submissjon.

Barry Reit #h.D.
Vice President
Regulatory Affairs




Teleconference Minutes

Date: March 3, 1999 Time: 4:50-4:55pm Location: Terri’s office
NDA 20-908 Drug: Vagifem (1 7-estradiol) vaginal tabs

Indication: Estrogen Replacement Therapy

Sponsor: Novo Nordisk

Type of Meeting: Guidance (information request)
Meeting Chair: Ameeta Parekh, Ph.D.
External Lead: Liz Bloss

Meeting Recorder:  Terri Rumble

FDA Attendees:

Ameeta Parekh, Ph.D., Team Leader, Office of Clinjcal Pharmacology and Biopharmaceutics (OCPB) @
Division of Reproductive and Urologic Drug Products (DRUDP; HFD-580)

Terri Rumble, Chief, Project Management Staff, DRUDP (HFD-580)

External Attendees:

Liz Bloss, Novo Nordisk

Meeting Objective:  To convey the following Biopharmaceutics requests regarding the recent
dissolution data to the sponsor:

1. Provide the information to confirm that the Type 'formulation used in the recently submitted
dissolution data is the same as the clinical/bio batches to enable linking the two formulations.
These data are key to link the clinical and to-be-marketed formulations.

2. Provide the individual raw data for all pH media{ : _ sthat was submitted in the
submission dated Febru 24,1999, Please provide volume/Page # that contain individual raw
data for Type §and Typem‘ in vitro dissolution in the NDA. (These data can be faxed to expedite
the review process.)

3. Provide the F values as defined in the SUPAC IR guidance for similarity to support the
information linking the clinical to the actual marketed formulations in different pH media.

4, Provide the electronic files for the dissolution data (include the raw data),




NDA 20-908
Teleconference Minutes
Page 2

Action Items:

® The requests will be addressed as soon as possible by the sponsor, following receipt of the data from
Denmark (by March 4 or 5, 1999). Data will be faxed followed by hard copy or electronic copy for

review and for the NDA file.

- sl

Minutes Preparer

cc:
Original NDA 20-908

HFD-580/DivFile
HFD-580/PM/Rumble/Mercier
HFD-S80/Rarick/Mann/Parekh/Haidar/1\4andani

drafted: tfr/3.3.99/20908bph.wpd
concurrence: Parekh, 3.4.99
final: Rumble, 3.5.99

MINUTES

__/S/

Concurrence, Chair
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( Meeting Minutes
Date: November 13,1998  Time: 12:00-1:00‘PM Location: 17B-43
NDA: 20-908 Drug: Vagifem Indication: HRT

Sponsor: Novo Nordisk Pharmaceuticals

Type of Meeting: 6 Month Status Meeting (Internal)
Meeting Chair: Ridgley Bennett, M.D.

Meeting Recorder: Jennifer Mercier

FDA Attendees:
Ridgley Bennett, M.D., Medical Officer, Division of Reproductive and Urologic Drug Products
- (DRUDP), HFD-580
Amit Mitra, Ph.D., Chemist, DNDCII @ DRUDP (HFD-580)
Barbara Elashoff, Ph.D.- Statistcian, Division of Biometrics II (DBII) @ DRUDP (HFD-580)
Sam Haidar, Ph.D.- Pharmacokinetics Reviewer, Office of Clinical Pharmacology and Biopharmaceutics
(OCPB) @ DRUDP (HFD-5 80)
‘ Soraya Madani, Ph.D.- Pharmacokinetics Reviewer, Office of Clinical Pharmacology and
( Biopharmaceutics (OCPB) @ DRUDP (HFD-580)
Jennifer Mercier, B.S. - Project Manager, DRUDP (HFD-580)

Meeting Objective: To discuss the review status of this pending application.

Discussion;

*  Chemistry, Manufacturing and Controls (CMC)
* the inspections have not been completed
® tradename has not been established

*  Biopharmaceutics
¢ requested that additional information to be submitted electronically

e Clinical
* the medical officer is aware of the due date for this application and is expected to have it
completed on time

e  Statistics
® requested that additional information be submitted electronically

* Toxicology
* the pharmacologist is aware of the due date for this application and is expected to have it
( completed on time




IND
Meeting Minutes
Page 2

( Action Items:

®  request the electronic information the statistician and pharmacokinetics reviewers need to complete
their reviews

ISl /S/

Min{n{s)‘reparer - anctﬂ'rence, Chair °

HFD-580/DivFile
HFD-5 80/Mercier/Rumble/Pauls/
HFD-S80/Rarick/Mann/chctﬂJordan/Rhee/Mih‘a/HaidarMadanVParekh/Kanunennan/Elashoff

drafted:
concurrence:
( final;
A MEETING MINUTES
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NDA 20-908

Novo Nordisk Pharmaceuticals

Attention: Barry Reit, Ph.D. 5 B0
Vice President, Regulatory Affairs WR !

100 Overlook Center, Suite 200

Princeton, NJ 08540-7810

Dear Dr. Reit:

Please refer to your pending May 29, 1998 new drug application submitted under section 505(b)
of the Federal Food, Drug, and Cosmetic Act for Vagifem (25 ug estradiol) Vaginal Tablets.

We also refer to your submission dated May 28, 1998.

We are reviewing the Chemistry section(s) of your submission and have the following comments
and information requests:

Drug Product;

1. The sampling procedure for each test method used to release the drug product should be
provided.

2. Based on the recommendation of the Office of Clinical Pharmacology and

Biopharmaceutics, the in vitro release rate specifications should be changed as follows:
I _ The specification sheet should be
changed to reflect the changes in specification on release and shelf-life.

Stability of the drug product:

1. The specifications for the single unknown impurity and the sum of impurities (total
degradation products) were not provided at shelf-life. Specification for those attributes at
shelf-life should be provided, otherwise, proper justification should be provided.

2. A shelf-life of three years cannot be supported since the analytical method (for related
substances) used to determine this conclusion was semi-quantitative and the dissolution
method used is not the current dissolution method. Therefore, a two-year shelf-life is
granted based on 12-month stability data at 25C/60%RH and 6-months at 40C/75%RH.




, 3. A post-approval stability commitment should be provided. For reference, see “Guidahée |
( for Industry, Stability Testing of Drug Substances and Drug Products, June 5, 1998.”

We would appreciate your prompt written response so we can continue our evaluation of your
NDA.

These comments are being provided to you prior to completion of our review of the application

to give you preliminary notice of issues that have been identified. Per the 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 are subject
to change as the review of your application is finalized. In addition, we may identify other
information that must be provided prior to approval of this application. If you choose to respond

to the issues raised in this letter during this review cycle, depending on the timing of your

response, as per the user fee reauthorization agreements, we may or may not be able to consider
your response prior to taking an action on your application during this review cycle.

If you have any questions, contact Jennifer Mercier, Project Manager, at (301) 827-4260.

Sincerely,

Isl 3//9/77

( Moo-JThong Rhee, Ph.D.
: Chemistry Team Leader, for the
Division of Reproductive and Urologic Drug
Products, (HFD-580) ' V4
DNDC I, Office of New Drug Chemistry :
Center for Drug Evaluation and Research
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. NDA 20-908
( Page 3

cc:
Archival NDA 20-908

HFD-580/Div. Files

HFD-580/J Mercier

HFD-580/Rhee/Mitra/Rarick/Mann :

HFD-820/DNDC Division Director (only for CMC related issues)
DISTRICT OFFICE

Drafted by: /March 9, 1999

Initialed by: Rumble/March 11, 1999
final: March 12, 1999

filename: 20908IR. WPD

INFORMATION REQUEST (R)
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" G Food and Drug Administration

Rockville MD
( NDA 20-908 ockville MD 20857

_/@ DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

JUN 4 mgg

Novo Nordisk Pharmaceuticals Inc.
Attention: Barry Reit, Ph.D.

Vice President, Regulatory Affairs
Suite 200

100 Overlook Center

Princeton, NJ 08540-8710

Dear Dr. Reit:

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: Vagifem® (estradiol) vaginal tablets
Therapeutic Classification: Standard
Date of Application: May 28, 1998
(. ‘ Date of Receipt: May 29, 1998
Our Reference Number: 20-908

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
July 27, 1998 in accordance with 21 CFR 314.101(a).

If you have any questions, please contact Mr. John C. Markow, Project Manager, at (301) 827-4260.
Please cite the NDA number listed above at the top of the first page of any communications concerning

this application.

Sincerely,

/S/ J

Lana L. Pauls,(‘M.P.H.
Chief, Project Management Staff

Division of Reproductive and Urologic Drug
Products
( Office of Drug Evaluation II
Center for Drug Evaluation and Research




NDA 20-908
Page 2

( cc:
! Original NDA 20-908
HFD-580/Div. Files
HFD-580/CSO/JMarkow
HFD- 580/LRarick/MMann/RBcnnctt/LPauls/Ajordan/MRhee/ADorames/KMeakcr/GTurner/
MAsklne/SHaldar/AMxtra/KRaheja/LKanuncrman
DISTRICT OFFICE

Drafted by: JMarkow/June 3,1998
Concurrence:

ACKNOWLEDGMENT (AC)




Novo Nordisk

GENERAL CORRESPONDENCE
: ()

March 25, 1999 Xim

/ *lﬂ

MR  ~ovo Noruisk
Dr. Lisa Rarick Pharmacauticals, inc.
Director, Division of Reproductive and fggecsz?iook g .

Urologic Drug Products, HFD 580 Princeton, NJ 08540-7810

Office of Drug Evaluation I] Tel. 608-987-5800
Center for Drug Evaluation & Research Fax 609-921-8082
Food & Drug Administration
5600 Fishers Lane

Rockville, MD 20857

Re:  Vagifem™
NDA 20-908 Final Label

Dear Dr. Rarick:

‘ Reference is made to NDA 20-908 for Vagifem and the request from Jennifer Mercier, today March 25th, 1999
to make minor changes on page 17 and to submit the final label (edition 3/25/99) incorporating all agreed upon

comments. Please find the Physician Package Insert (edition 3/25/99) enclosed. :

If you have any questions, please contact Lieselotte Bloss, D.V.M,, Regulatory Affairs Manager
at (609) 987-5852.

Sincerely,

NOVO [SK PHARMACEUTICALS INC.

Barry Reit, Ph.D. .
Vice President, Regulatory Affairs




(. |  GENERAL CORRESPONDENCE

March 25, 1999

Novo Nordisk

g )7
Dr. Lisa Rarick : m
Director, Division of Reproductive and : BN Novo Nordisk '
Urologic Drug Products, HED 580 :":":;:'w“ s, Inc.
: uita
Office of Drug Evaluatuc?n )] 100 Ovevieiok Saidy
Center for Drug Evaluation & Research Princeton, NJ 08540-7810
Food & Drug Administration Tel. 609-987-5800
5600 Fishers Lane Fax 608-921.8082

Rockville, MD 20857
Re:  Vagifem™
NDA 20-908 CMC review comments
Dear Dr. Rarick:
Reference is made to NDA 20-908 for Vagifcm, the CMC review comments received on March 15, 1999 and
your subsequent recommendation. Novo Nordisk accepts your proposal from March 24, 1999 for the

( ~ specification limits to be:

Please find attached the revised Finished Product Specification for Vagifem to reflect the above changes in
specification on release and shelf-life.

If you have any questions, please contact Lieselotte Bloss, D.V.M., Regulatory Affairs Manager
at (609) 987-5852.

Sincerely,

NOVO K PHARMACEUTICALS INC..

Barry Reit, Ph.D.
Vice President, Regulatory Affairs
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Dr. Lisa Rarick . (q-'-'-”ﬂ
Director, Division of Reproductive and /17 v
Urologic Drug Products, HFD 580 - I Novo Nordisk
Dffice of Drug Evaluation II z:""gm Inc.
. e
Center for Drug Ev.al.uatxop & Research 100 Overiook Center
food & Drug Administration Princeton, NJ 08540-7810
p600 Fishers Lane - Tel. 609-987-5800
.Rockville, MD 20857

Fax 609-921-8082

Re:  Vagifem™
NDA 20-908 CMC review comments

t

Dear Dr. Rarick:

| -

f(eference is made to NDA 20-908 for Vagifem and the CMC review comments received on March 15, 1999
ind your subsequent recommendation from yesterday, March 23, 1999. Below please find the outstanding
[ommem and our response. For ease of review we have restated the review comments in italic font.

- roposal from yesterday, March 23, 1999 is as follows:
« vitro release rate specifications should be changed as follows:

\t the ’ hours sampling point this means that the limits are tightened l% at both the upper and the lower limit.
ovo Nordisk accepts your proposal at the i hours limit. ‘ T

At the , hours sampling point you proposed the limits to be tightened .’/o at the lower limit and .% at the
per limit. ‘

“he Vagifem tablet is a hydrophilic matrix tablet, where it is a well known phenomenon for these type of
P:trix tablets that a larger variation in release is observed when the matrix is going to be depleted of drug.
is is the case at@ hours where more than % of the drug is released. And this js our reason for

€questing a wider range at this sampling point.

c: variation in release is larger at ‘ hours compared to the variation at ’and ' hours which is reflected in the
led standard deviations (ref. Vol. 1.4 page 81 - 100, “Justification for the Dissolution Specification Limits
or Vagifem” and the release data from 25 new batches provided ] 8 March).

lased on this Novo Nordisk therefore recommends to tighten the previous limits at'hours with%/o for both

rper and lower limit and propose the following limits: ‘hours: % . :

[ -fore our proposal for specification limits is:

ovo Nordisk accepts your proposal at the ' hours limit.

l.his proposal includes that we have tightened both thc' hours limits and the’hours limits equally.




{' "‘w:have*'m'yquest:ons,‘please“contacti.xeselottb‘BIGSS“‘DVM“R‘gmato 'Aff
7)) 987-5852.

e S DR e e L e e N L e LG

sincerely, : i
wa, gg}-‘ S odi L : BRI S R LN Bt R

FOVO NORDISK PHARMACEUTICALS INC.

A&AEM .
Rarry Reit, PAD; " <t - e *

Vice President, Regulatory Affairs
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irector, Division of Reproductive and I :::9 Nordiisk .
Urologic Drug Products, HFD 580 o macedtics
. Suite 200
ffice of Drug Evaluation Il 100 Overlook Cen
enter for Drug Evaluation & Research Princeton, NJ 085«
ood & Drug Administration Tel. 609-987-5800
600 Fishers Lane Fax 603-921-8082
ockville, MD 20857 ‘
€ Vagifem™
- . NDA 20-908 CMC review comments
ear Dr. Rarick:
_ AReference is made to NDA 20-908 for Vagifem and the CMC review comments received on March 15, 1999
( ) d your subsequent recommendation from today, March 24, 1999. Below please find the outstanding

omment and our response. For ease of review we have restated the review comment in jtaljc font. -
our proposal from today, March 24, 1999 is as follows:
f he in vitro release rate specifications should be changed as follows:

}’e accept your proposal for the specification limits to be: :

€ specification sheet will be changed to reflect the above changes in specification on release and shelf-lif:

you have any questions, please contact Lieselotte Bloss, D.V.M., Regulatory Affairs Manager
1(609) 987-5852.
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GENERAL CORRESPONDENCE

Nordisk

ORIGINAL

Mach194999— - —— o= e ~© ORIGAMENDMENT - -
Dr. Lisa Rarick 2 4(/

Director, Division of Reproductive and ()
Urologic Drug Products, HFD 580 ‘ | |

Office of Drug Evaluation I1 / /

Center for Drug Ev.al}xatiop & Research B Novo Nordisk

Food & Drug Administration Pharmaceuticals, Inc.

5600 Fishers Lane Sulte 200

Rockville, MD 20857 100 Overlook Center
{ Princeton, NJ 08540-7810
’ Re: Vagifern™ Tel. 609-_987-5800
) NDA 20-908 CMC Hillroedgade PAI . 808-821-8082
!Dear Dr. Rarick:

. .
I Reference is made to NDA 20-908 for Vagifem and the FDA teleconference today, March 19, 1999. Below
t please find documentation that may be helpful in substantiating the Hillroedgade QC laboratory for
excipients as acceptable. As stated during the teleconference, this site is the only site where excipients are
tested.

The site in question was listed in the NDA volume 1.3 page 123. (Attachment 1) The address was given as
Novo Nordisk A/S Hilleroedgade 31, DK-2200 Copenhagen. In fact this site has an additional address name, .
1_ which is Novo Nordisk, Copenhagen (Fuglebakken), Nordre Fasanvej 215, DK-2000 Copenhagen. This

., address was listed on page 5 of 5 in the correspondence sent to FDA (HFC-133) November 10, 1998

provided in Attachment 2. Novo Nordisk has not heard from the Division of Emergency and Investigational
Operations.

This site was inspected in 7/28 - 8/1/97 by James Giefer, FDA. The statement in the EIR, page 22 reads as
follows: “No deficiencies noted in laboratory operations.” FDA sent a letter to Novo Nordisk on October 27,
1997 indicating that the inspection was “closed”. (Attachment 3)

During a dicovccion an February 24, 1000 with 1iecelatts B1ace 2nd Mr, Mectrzndrea, the incnazior f- ot s
inspection, he indicated that he had been informed during his inspection for Vagifem by HFC-133 that this site
was rated as acceptable, based on a previous inspection. He recommended that L. Bloss speak with Gary

{Pierce. L. Bloss spoke with Marsha Major, who promised to look into this matter,

* Additionally, it may be possible that the “Pending Status™ is in conjunction with an unrelated Novo Nordisk
‘ product located at Brennum Park, DK-3400 Hilleroed which has a similar name. (refer to Attachment 2).

If you have any qnestions, please contact Lieselotte Bloss, D.V.M.,, Regulatory Affairs Manager
. at (609) 987-5852.

Sincerely,

REVIEWS COMPLETED

ﬂNOVO NORDISK PHARMACEUTICALS INC.

M a4 e Zé’&‘/ 7/ /m /;’zm7 et

Barry Reit, Ph.D.
Vice President, Regulatory Affairs

CSO ACTION:
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" Novo Nordisk

arch 19, 1999 °
Yy
. Lisa Rarick N y 4 k Vs n
irector, Division of Reproductive and : BN  Novo Nordisk
Urologic Drug Products, HFD 580 Pharmaceuticals, Inc.
ffice of Drug Evaluation II Sutte 200

100 Overlook Center
" Princeton, NJ 08540-7810

Tel. 609-987-5800
Fax 609-921-8082

enter for Drug Evaluation & Research’
ood & Drug Administration

600 Fishers Lane

ockville, MD 20857

e:  Vagifem™ :
NDA 20-908 CMC review comments

ear Dr. Rarick:

eference is made to NDA 20-908 for Vagifem and the CMC review comments received on March 15, 1999.
elow please find the comment and our response. For ease of review we have restated the review comment

( - [in italic font. '
tability of the drug product

.1. The specification for the single unknown impurity and the sum of impurities (total degradation products)

ere not provided at shelf-life. Specification for those attributes at shelf-life should be provided, otherwise,
ropose justification should be provided.

reviously, Novo Nordisk has suggested the following limits for impurities/degradation products:

-Keto-E2: %
Dehydro-E2: %

e two impurities are dominant degradation products and were selected as stability indicators for the
degradation of E2 in Vagifem and included in the specification as specified impurities.

"Due to placebo interference in the analysis no limits for “other single impurities” and consequently, no
limit for “sum of impurities” were suggested.

The rationale for this specification has been given in the report “Justification of the Specifications for the
Content of Related Substances in Vagifem” (NDA Vol. 1.4 page 18 and 64) which includes the evaluation of
release limits as well as the calculation of the above mentioned shelf life limit.




N

Impuritics and the limit for “other single impurities” plus a contribution from “Related substances total” in

(’in
ov

\

uﬁher, the report discuss the difficulties regarding the process of setting up limits for “other single impurities”

d ssum of impurities”, These difficulties is due to excipient interference in the chromatogram of Vagifem

a1 i

vhiich is connected withthe sample preparation procedirs of the _ ‘method - aii issue which has been
ddressed in detail in the validation report “Validation of the ~ Method for the Determination of
gradation products / Chromatographic Impurities in Vagifem 25 nug” (NDA vol. 1.9 page 160).

esides the -exciﬁient interference in the chromatogram, it is our éxperience that the impurity profile of a
lacebo may change during storage which also implies uncertainty to the evaluation of whether an unknown
k originates from estradiol or placebo. . . ERISHEE E O S SR

ased on these observations regardihg excipient interference in the analytical method it has been difficult to
4P 2dequate shelf life limits for unknown impurities and consequently a limit for “sum of impurities”.

B0

owever, in connection with the review of the Vagifem NDA, FDA has now requested Novo Nordisk to
rovide such limits. - :

Xperience regarding batch to batch variation using the method Novo Nordisk suggest the following
helf life limits including limits for “other single impurities” and “sum of impurities™. _ S

— et S VT
R S R e e s e e WL e e e S e b

other single impurities”™ %

y sum of impurities”: %

e limit of 1.0% for “other singlé impurities” correspond to the threshold value for identification of
egradation products given in the ICH Harmonised Tripartite Guideline concerning Impurities in New
edicinal Products. The limit of 4.0% for “sum of impurities” reflects the limits for the two specified

stradiol hemihydrate ( limit < 1.0%).

fyou have any questions, please contact Lieselotte Bloss, D.V.M., Régulatory Affairs Manager
t (609) 987-5852.

arry Reit, Ph.D.
ice President, Regulatory Affairs

f
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arch 18, 1999

. Lisa Rarick

ockville, MD 20857

e:  Vagifem™

Dr. Rarick:

Reference is made to NDA 20-
Below please find the commen

comments in italic font.

rug Product:

irector, Division of Reproductive and
Urologic Drug Products, HFD 580
ffice of Drug Evaluation II

NDA 20-908 CMC review comments

Novo Nordisk
Pharmaceuticals, inc.

Suite 200
100 Overiook Center
Princeton, NJ 08540-7810

Tel. 609-987-5800
Fax 6809-921-8082

908 for Vagifem and the CMC review comments received on March 15, 1999,
ts and our responses. For ease of review we have restated the review

1. The sampling procedure for each test method used to release the drug product should be provided.

' The sampling procedure for in-
“Manufacturing process” in th

process control of granulation and compression is stated in
e NDA Vol.1.3 page 127. -

The sampling procedure for each test method used to release the drug product is given in the table below.

1 per batch | REVigWS COMPLETED

4 Test Sample size Sampling Interval
dentification (E2) 2 x 10 coated tablets "1 per batch

L 30 coated tablets

!Comem uniformity (E2) 30 coated tablets* 1 per batch
ssay (E2) 2 x 10 coated tablets 1 per batch
elated substances 12 coated tablets 1 per batch

Dissolution 6 coated tablets ** 1 per batch

Ss on drying 30 coated tablets 1 per batch

Ppearance 10 coated tablets 1 per batch
S. Aeruginosa 10 g of coated tablets 1 per batch

Enterobacteria 10 g of coated tablets 1 per batch

'S. aureus 10 g of coated tablets

A\erobic bact. and fungi 10 g of coated tablets 1 per batch

* Level 1: 10 tablets
Level 2:: 20 tablets

** Level 1: 6 tablets
Level 2 : 6 tablets
Level 3 : 12 tablets

C30 ACTION: X
OErmer Ovar Dvewo

 CSCINTIALS

DATE

i




. Based on the recommendation of the Qffice of Clinical Pharmacology and Biopharmaceutics, the in Vitro
elease rate specifications should be changed as Jollows -

«The specification sheet should be changed 1o reflect the
hanges in specification on release and shelf-life.

es with the averages values for the batches shown in report PD-
70882 page 216 and 218 it s clear that the dissolution data from the 25 new batches support the previous justification for
issolution limits. From the average values 33% after 3 hours and 54 % after 5 hours it is seen that the intervals proposed
y FDA is placed non Symmetrically around the average. From the graphs showing minimum, maximum and average
alues at 3 - 5 and 10 hours respectively it is seen how the valyes

are distributed within the proposed limit from FDA and
ur previously proposed Limits. We therefore recommend to maintain the dissolution limits proposed in the NDA.

. The specification for the single unknown impurity and the sum of impurities (total degradation products)
vere not provided at shelf-life. Specification for those attributes at shelf-life should be provided, otherwise,
ropose justification should pe provided.

¢ are currently preparing a response to your comments,

- A shelf-life of three years cannot be supported since the analytical method (for related substances) used 1o
( - §etermine this conclusion was semi-quantitative and the dissolution method us

ed is not the current dissolution
ethod. Therefore, a two year shelf-life is granted based on 12-month stability data ar 25 C/60%RH and 6-
Fonths at 40'C/75%RH.

{ shelf-life of two years based on 12-month stability data at 25°C/60%RH and 6-months at40°C/75%RH is
ccepted.

A post-approval stability commitment should be provided. For reference see “Guidance Jor Industry,
tability of Drug Substances and Drug Products, June 5, 1998 '

s. 12 month data were submitted to the FDA January 14
999. The study will continue for 48 months with repo.

rting after 24, 36 and 48 months, A commitment for
tability studies post-approval is provided in Attachment 2.

fyou have any questions, please contact Lieselotte Bloss, D.V.M., Regulatory Affairs Manager
‘t (609) 987-5852. .

Sincerely,

NOVON PHARMACEUTICALS INC.

eit, P.D., _
ice President, Regulatory Affairs
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SAFETY UPDATE
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Novo Nordisk

~ February 26, 1998
P ~Novo Nordisk

Pharmaceuticals, Inc,

Dr. Lisa Rarick Suite 200

Director, Division of Reproductive and W‘ﬂ ;‘r"gggg‘fl‘j g;;%'_nw
Urologic Drug Products, HFD 580 - L 49 o amomonm

Office of Drug Evaluation II 3‘ 3 - 4% Fa;( 609-921-8082

Center for Drug Evaluation & Research F

Food & Drug Administration Gl T

5600 Fishers Lane

Rockville, MD 20857

Re: NDA 20-908 Vagifem

Dear Dr. Rarick:

Reference is made to NDA 20-908 for Vagifem®, an estrogen product for the relief of

atrophic vaginitis due to estrogen deficiency and the request from the medical reviewer
for a Safety Update, transmitted by Jennifer Mercier on February 22, 1999.

Attached please find the safety update of adverse events for Vagifem reported from
September 29, 1998 through February 25, 1999.

If you have any questions, please contact Lieselotte Bloss, D.V.M,, Manager, Regulatory
- Affairs at (609) 987-5852.

ORDISK PHARMACEUTICALS, INC.

REVEWR COBPASTED ~r |
Z7.097, Rit,PhD, G‘L‘m
Vice President, Regulatory Affairs LIJLETER Y Cmeno
C80 'NMALL DATE
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Novo Nordisk

February 24, 1999

ennifer Mercier
SO, Division of Reproductive and
Urologic Drug Products, HFD 580

ffice of Drug Evaluation I1

Center for Drug Evaluation & Research

Food & Drug Administration

5600 Fishers Lane

Rockville, MD 20857

Re: Vagifem™

NDA 20-908

Dissolution Report

I o Nordisk

Pharmaceuticals, Inc.

Suite 200
100 Overiook Center
Princeton, NJ 08540-781

Tel. 609-987-5800
Fax 609-921-8082

Dear Ms. Mercier:

Reference is made to NDA 20-908 for Vagifem®, an estrogen product for the relief of atrophic vaginitis due to
estrogen deficiency and to the biopharmaceutics reviewer’s comments (1/13/99 fax) and our subsequent
proposal for obtaining additional dissolution data (1/15/99 fax). -

Enclosed please find our February 22, 1999 report, “Dissolution of Vagifem® measured at different pH values”.
For ease of review, we have also included the January 15, 1999 testing proposal and information which was
If you have any questions, please contact Lieselotte Bloss, D.V.M., Regulatory Affairs Manager

at (609) 987-5852.

Sincerely,

K PHARMACEUTICALS INC.

REVIEWS COMPLETED

Vice President, Regulatory Affairs CS0 ACTION:
LIerer CINAL [vemo

| CSO INmiALS DATE
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January 14, 1999 é’
()
ym
Jennifer Mercier : VaV;
CSO, Division of Reproductive and A Nordis,
Urologic Drug Products, HFD 580 PI;N‘::na?:TutiI;Ic, Ine.
Office of Drug Evaluation I1 Sulte 200
Center for Drug Evaluation & Research 100 Overlook Center
Food & Drug Administratjon " Pringeton, NJ 08540-7810
5600 Fishers Lane Tel. 809-687-5800
Rockville, MD 20857 Fex 609-621-8082
Re: Vagifemm™
NDA 20-908

Dear Ms. Mercier:

Reference is made to NDA 20-908 for Vagifem, an estrogen product for the relief of atrophic vaginitis due to
estrogen deficiency and your recent requests ( 12/28/98 and 1/6/99) for additional information.

Enclosed please find the following analytica] assay validation reports for VAG/PD/1 0/USA as requested by the
Biopharm reviewer: :
Estradiol: The validation reports are located in volume 1.16, pages 1-79 of NDA 20-908.
Estrone; “Validation of ) for the Analysis of Estrone (F1) in Human Plasma
and Serum”(provided in Attachment 1), :

Additionally, Please find enclosed the Tequested stability data jn Attachment 3, “12 Months Interim Report on
®

If you have any éuestions, Please contact Lieselotte Bloss, D.VM., Regulatory Affairs Manager
at (609) 987-5852.

Sincerely,

K PHARMACEUTICALS INC.

Barry Reit, Ph.D.
Vice President, Regulatory Affairs

e
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January 13, 1999
\ "ﬂ(ﬂﬂ ® <
FYym
: /17
Jennifer Mercier Pharmaceuticals, inc.
CSO, Division of Reproductive and ‘7( Sutte 200
~ Urologic Drug Products, HFD 580 { 100 Overlook Center
Office of Drug Evaluation II Princeton, NJ 08540-7810
Center for Drug Evaluation & Research ::lx ﬁiﬁiﬁﬁ%ﬂ
Food & Drug Administration 'L,
5600 Fishers Lane
Rockville, MD 20857 ;

V2|7
Re:  Vagifem™ PQ;) 7 ) }*’
NDA 20-908 . .97
W ~7
’ '
Reference is made to NDA 20-908 for Vagifem, an estrogen product for the relief of atrophic vaginitis due to
estrogen deficiency and your request of 1/13/99 regarding the pre-NDA meeting package for the Medical

Dear Ms. Mercier:

- Officer.

Please find enclosed one copy of the April 7, 1997 IND Amendment Serial No. 036, “Clinical Pre
NDA Meeting Information Package™. .

If you have any questions, please contact Lieselotte Bloss, D.V.M,, Regulatory Affairs Manager
at (609) 987-5852.

Sincerely,

NOV/ RDISK PHARMACEUTICALS INC.

Barry Reif, Ph.D.
Vice President,
Regulatory Affairs

CSO ACTION,

1 Cmemo
CJemmer MA: \ 1
csommaLs [\\\_AVBE]
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January 7, 1999 g

. : (o)

Jennifer Mercier >

SO, Division of Reproductive and ()
Urologic Drug Products, HFD 580 e , »

ffice of Drug Evaluation II ro - 7Y/

enter for Drug Evaluation & Research

TN Novo Nordisk

Food & Drug Administration Pharmaceuticals, inc.
5600 Fishers Lane Suite 200
100 Overiook Center

Rockville, MD: 20857 :
Princeton, NJ 08540-7810

Tel. 609-987-5800
Fax 609-921-8082

Re: Vagifem™
| NDA 20-908

|

'Dear Ms. Mercier:

‘Reference is made to NDA 20-908 for Vagifem, an estrogen product for the relief of atrophic vaginitis due to
estrogen deficiency and your request of January 6, 1999 for information.

| ‘Please find enclosed 2 Desk Copies of the 1SS and ISE sections and a electronic copy of the Annotated
| - Physician Package Insert (AnnotPl.doc; MS Word 95 format). We also are including Zip files on disk of the
( . Patient Package Insert and the Physician Package Insert.

If you have any questions, please contact Lieselotte Bloss, D.V.M., Regulatory Affairs Manager
at (609) 987-5852.

~

Sincerely,

NOVO NORDISK PHARMACEUTICALS INC.

Barry Reit, Ph.D.
Vice President, Regulatory Affairs

Uemen [, CIvemo

L5580 mmas - LTEA
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December 10, 1998

Jennifer Mercjer

CSO, Division of Reproductive and
Urologic Drug Products, HFD 580

Office of Drug Evaluation II

Center for Drug Evaluation & Research

Food & Drug Administration

5600 Fishers Lane

Rockville, MD 20857

Re: Vagifem™
NDA 20-908

Dear Ms. Mercier:

¥ m
A7

Novo Nordisk

Novo Nordisk
Phan'naoeuticals, Inc.
Suite 200

100 Overlook Center
Princeton; NJ 08540-7810

Tel. 609-987-5800
Fax 609-921-8082 -
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Novo Nordisk

Jecember 7, 1998 M (./ g

_ Novo Nordisk

ennifer Mercier Pharmaceuticals, Inc.
SO, Division of Reproductive and Suite 200

Urologic Drug Products, HFD 580 » ;?,ﬁ g::osz ggg‘t‘%r- s
Dffice of Drug Evaluation 11 o 609-9'8 rsa0n
Penter for Drug Evaluation & Research Fax 609-921.B080
food & Drug Administration
600 Fishers Lane

,Kockville, MD 20857

|
Re:  Vagifem™
; NDA 20-908

Dear Ms. Mercier: - -

Reference is made to NDA 20,908 for Vagifem, an estrogen product for the relief of atrophic vaginitis due to
sstrogen deficiency and your recent request for information for the Biopharm Reviewer.

Please find enclosed 2 disk copies and 2 paper copies of the raw data for the individual subjects in Excel
Spreadsheets for Vagifem studies 6/ABS (4/S) and 10/USA. These studies represent the primary source of
pharmacokinetic data in this NDA. Please advise if Novo Nordisk should furnish additional data from pilot
pr secondary studies.

If you have any questions, please contact Lieselotte Bloss, D.V.M,, Regulatory Affairs Manager
at (609) 987-5852. :

Sincerely,

Vice President, Regulatory Affairs

REVIEWS COMPLETED

——r—
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November 25, 1998 B Novo Nordisk

Pharmaceuticals, ine.

Suite 200

100 Overiook Center
Jennifer Mercier Princeton; NJ 08540-7810
CSO, Division of Reproductive and Tel. 609-987-5800

Urologic Drug Products, HFD 580 Fax 609-921-8082

Office of Drug Evaluation II

Center for Drug Evaluation & Research
Food & Drug Administration

5600 Fishers Lane

Rockville, MD 20857

Re: Vagifem™ - -
NDA 20-908

Dear Ms. Mercier:

Reference is made to NDA 20,908 for Vagifem, and your recent request for information for the
Biopharmaceutic Reviewer.

Please find enclosed on disk (Word for Windows Version 7) the electronic version of the Overall Summary of
Human Pharmacokinetics and Bioavailability, Individual Study Report Summaries and the Annotated Package

Insert. Additionally, the reviewer asked for the raw data for the individual subjects in Excel spreadsheets.
This information will be forwarded to you during the second week of December.

If you have any questions, please contact Lieselotte Bloss, D.V.M., Regulatory Affairs Manager
at (609) 987-5852. ‘

Ba
Vice

/albr
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o NDA Amendment 3
<
October 22, 1998 g <
Dr. Lisa Rarick / g/ﬂ
Director, Division of Reproductive and BN ~ovo Nordisk
Urologic Drug Products, HED 580 Pharmaceuticals, Inc.
Office of Drug Evaluation I Suite 200

. 100 Overiook Center
Center for Drug Evaluation & Research Princeton, N 08540.7810

Food & Drug Administration

Tel. 609-987-5800
5600 Fishers Lane F:x 609-921-8082 .
Rockville, MD 20857

Re:  NDA 20-908 Vagifem® 25 ug Estradiol Vaginal Tablets

: Dear Dr. Rarick:
Reference is made to NDA 20-908 Vagifem® 25 pg Estradiol Vaginal Tablets.
Pursuant to 21CFR 314.60 we are submitting in triplicate, an amendment to the

: Chemistry, Manufacturing and Controls section to reflect changes made in several jtems since
( submission of the referenced document.

These changes are minor in nature and consist of editorial changes, name changes, changes due
to compendial methods, new model of equipment, supplier changes, etc.. An incorrect method
of analysis (A 3302a), inadvertently submitted, is being replaced with the correct method
(“Identification of plastic foils as film by FTIR”, A3537a). Descriptions of the changes, along
with supporting documentation have been provided, including the NDA location of affected
documents. (Attachment 3]

We trust these changes will not affect the review clock.

Should you have any questions, please contact Lieselotte Bloss, DVM, Manager, Regulatory
Affairs at (609) 987-5852.

DISK PHARMACEUTICALS, INC.

/ cc: FDA Field copy and certification
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120 DAY SAFETY UPDATE

¥m
October 21, 1998 / g/ﬂ
I oo Nordisk

Phannaceuticals, inc.

Orig AMEND MENT
Sw

Novo Nordisk

. . Suite 200
Df' - Lisa Rarmk ; : 100 Overiook Center
Director, Division of Reproductive and Princeton, NJ 08540-7810
Urologic Drug Products, HFD 580 Tel. 609-987-5800
Office of Drug Evaluation I] Fax 609-921-8082

Center for Drug Evaluation & Research
Food & Drug Administration

5600 Fishers Lane

Rockville, MD 20857

Re:  NDA 20-908 Vagifem® 25 Mg Estradiol Vaginal Tablets

Dear Dr. Rarick,

Reference is made to the original NDA 20-908 submitted on May 28, 1998 and to 21CFR
314.50, Subpart B (5)(viXb). In this update, the status of safety information is reviewed for the
time period of April 1, 1998 (cut-off date of March 31, 1998) to September 28, 1998 In the
NDA submission cover Jetter jt was indicated that a 12 month stability report would be issued in
the 120 day safety update. Since the 12 month sample will not be taken unti] October 1998, the
interim report will not be available until December 1998

If you need further information, please contact Lieselotte Bloss, DVM, Manager, Regulatory
Affairs at 460%) 987-5852.
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SO o BN ~ovo Nordisk
- Pharmaceuticals Inc.
Dr. Lisa Rarick Suite 200l e
Director, Division of Reproductive and y 100 Overloo 407810
Urologic Drug Products, HFD 580 NEW CORRESP :' ',n;:’:;;us‘;z?& g
Office of Drug Evaluation II : F:," 609.921-8082
Center for Drug Evaluation & Research
Food & Drug Administration .
5600 Fishers Lane REVIEWS COMPLETED ,,4:3 Nl
Rockville, MD 20857 W L
CSO ACTION:
Re: NDA 20-908, (17-B- estradiol) 8 MNA"- CJmemo 21-) '8
CORLE Sl 0
Dear Dr. Rarick: £SO INITIALS DATE -
Y - Novo Nordisk Pharmaceuticals Inc. is herewith resubmitting Form 356h Incorporating the
( corrected indication for NDA 20-908 also described in the Physician Package Insert as requested
by John Markow, CSO, on July 8, 1998.
Questions or comments regarding this application should be directed to Lieselotte Bloss, DVM

Manager, Regulatory Affairs, at 609/987-5852.

&
,;Tvi[‘)sf

Vice President, Regulatory Affairs
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May 28, 1998 S
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Fym
Dr. Lisa Rarick / /*/ ﬂ
Director, Division of Reproductive and BN Novo Nordisk
Urologic Drug Products, HFD 580 H'_'mmm" Ine
Office of Drug Evaluation [T fgng:gook Cent
Center for Drug Evaluation & Research Princeton, NJ 0554;!7310
Food & Drug Administration Tel. 609-987-5800
5600 Fishers Lane F:x‘ 609-921-8082

Rockville, MD 20857

Re: NDA 20-908, (17-B- estradiol)

Dear Dr. Rarick:

Novo Nordisk Pharmaceuticals Inc. (NNPI) is herewith submitting an original NDA for
Vagifem® | estradio] vaginal tablets, for the relief of Postmenopausal atrophic vaginitis due to
estrogen deficiency.

Critica] efficacy and safety data are provided in five studies conducted in North America and
three supportive studies conducted in Europe. The North American studies are identified as




Questions or comments regarding this application should be directed to Lieselotte Bloss, DVM
Manager, Regulatory Affairs, at 609/987-5852.

Sincerely yo

Barry Reit, Ph.D.
Vice President, Regulatory Affairs






