CENTER FOR DRUG EVALUATION AND
RESEARCH

APPLICATION NUMBER:
— 50-767

- ADMINISTRATIVE DOCUMENTS




PATENT INFORMATION

CLEOCIN Vaginal Ovule

1. Active Ingredient

2. Strength
3. Tradename
- 4. Dose Form and
—  Route of Administration

5.  Applicant Firm Name
6. NDA Number
7. Approval Date

8. Exclusivity - date first
ANDA could be approved

9. Applicable unexpired
patent numbers

Clindamycin phosphate
100 mg (clindamycin free base)

CLEOCIN Vaginal Ovule

Vaginal suppository for intravaginal use

Pharmacia & Upjohn Company ~—
50-767
To be determined (no previous applications)

Three (3) years after date of approval

None —



PATENT CERTIFICATION
CLEOCIN Vaginal Ovule

Paragraph II Certification

The patents covering clindamycin phosphatc were held by Pharmacia & Upjohn and have
expn'ed ,

We are requesting three (3) years of exclusivity for CLEOCIN Vaginal Ovule, pursuant to
21 CFR 314.108(b)(4)(iv), based on new clinical investigations contained in this —
application which were conducted or sponsored by Pharmacia & Up_]ohn and are esscnual
to approval of this application.
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EXCLUSIVITY SUMMARY FOR NDA # 5()- Zé 7 SUPPT 2R/ G, ML
Trade Name CZécc '~ @%’z‘}pd Cvles Seneric Name a"fdiryc/n ﬁw//é«é,

Applicant Name 8Armac/g, r U oA HFD 4 392
. v

1. 7An exclusivity determination will be made for all original
applications, but only for certain supplements. Complete PARTS

Iz ,
Approval Date If Known d# /3, % —(W

PART I IS AN EXCLUSIVITY DETERMINATION NEEDED?

_II and III of this Exclusivity Summary only if you answer "yes"

to one or more of the following question about the submission.

a) 1Is it an original NDA? —
YES /v, NO /___ /

b)  Is it an effectiveness supplement? .
YES /___/ NO /7

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

c) Did it require the review of clinical data other than to
support a safety claim or change in labeling related to
safety? (If it required review only of bioavailability or
bicequivalence data, answer "no.")—_._.. ... — _ .

“YES / ;// 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 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 clinical data
but it is not an effectiveness supplement, describe the
change or claim that is supported by the clinical data:

Vag, ol Sopofoos forseg



d) Did the applicant request exclusivity?

YES / // NO /__ /
If the answer to (d) is "yes," how many years of exclusivity
did the.applicant request? ij;

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

y | .

IF YOU HAVE ANSWERED "NO" TO ALL OF THE ABOVE QUESTIONS, GO

DIRECTLY TO 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)

T - YES /__/ NO / ‘//

If yes, NDA # . Drug Name

IF THE ANSWER TO QUESTION 2 IS "YES," GO DIRECTLY TO THE
SIGNATURE BLOCKS ON PAGE 8.

3. 1Is this drug product or indication a DESI upgrade?
YES /__ / NO / &7

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) . T

PART II FIVE-YEAR EXCLUSIVITY FOR NEW CHEMICAL ENTITIES

(Answer either #1 or #2 as appropriate)

1. Single active ingredient product.

Has FDA previously approved under section 505 of the Act ény drug
product containing the same active moiety as the drug under
consideration? Answer "yes" if the active moiety (including




other esterified forms, salts, complexes, chelates or clathrates)
has been previously approved, but this particular form of the
active moiety, e.g., this particular ester or salt (including
salts with hydrogen or coordination bonding) or other
non-covalent derivative (such as a complex, chelate, or
clathrate) has not been approved. Answer "no" if the compound
requires metabolic conversion (other than deesterification of an

esterified form of the drug) to produce an already approved _
active moiety. -

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

NORY _ofy Qhbumdect Lot
VA 4

NDA#

NDA#

2. Combination groductf

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? 1If, for example, the combination contains one
never-before-approved active moiety and one previously approved
active moiety, answer "yes." (An active moiety-that is marketed
under an OTC monograph, but that was never approved under an NDA,
is considered not previously approved.) ‘

T YES /__/ NO /__ /

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

NDA#

NDA#

NDA#

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

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 st.dies) 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 biocavailability studies.) 1If 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 /__// NV

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

2. A clinical investigation is "essential to the approval" if
the Agency eould not have approved the application er—supplement
without relying on that investigation. Thus, the investigation
I's 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 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 o
application, without reference to the clinical investigation
submitted in the application.

(a) In light of pPreviously 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 / Y/ / 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:

(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 independentiy support approval of the application?

YES /__/ No / V/

el Rela i d BEE AT LA S
PUTT I o i
. - .



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

YES /__/ NO /___/

If yes, explain:

(2) If the answer to 2(b) is "no," are you aware of
published studies not concducted or sponsored by the )
— applicant or other publicly available data that could
~independently demonstrate the safety and effectiveness

of this drug product? :

- ' ~YES /___/ NO /__ /

If yes, explain:

(c) If the answers to (b) (1) and (b) (2) were both "no, " -
identify the clinical investigations submitted in the -
application that are essential to the approval:

jél:{&/ olol — %Acc/ M—M//‘r : a""“/‘/?’// /‘é}/ By
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Studies comparing two products with the same ingredient(s) are
considered to be bioavailability studies for the purpose of this
section.

3. 1In 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 / V//

Investigation #2 “YES / / NO / V//

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

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

Investigation #1 YES / /. NO / ’/;

Investigation #2 YES / / NO / ‘/;

—

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

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"): ‘

' /2//14, y ~0d0/ .-
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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, substantial 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 #l ’ ,'YES / V7 ' NO /__/ Explain: .
_ L . !

Investigation #2 !

IND # «* 'YES / -/ ! NO / / 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

Investigatioh #2

YES / */7 Explain NO / | / Explain
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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 / t_//

If yes, explain:

—Signatl_‘l;?, 7 Date Z; ? f ’ :

Title: /4 /aM?%ul%_&»z/

st Bo\a

Signatue} 5f'6§§ice/ Date

_Division Direct¥yr

, 4%
cc: Original NDA Division File HFD-8% Mary Ann
Holovac - -



Form OGD-011347 Revised 10/13/98

cc: Original NDA
Holovac

Division File
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PEDIATRIC PAGE

(Complete for all original applications and alfefﬁcacy supplements)
NOTE: A new Pediatric Page must be completed at the time of each action even though one was prepared at the time of the last action.
W or. l;lo/
AL _éué; Supplement # _2<2 Ci_rgégg;SH—SQ—GEa—-&H—as-SES
Cleocin Vvt nal OVade
HERD.39oTrade and generic namesjdosage fonmwa,w‘(, Action: AP AE NA

/“”:’
A/

Applicant Bacrmac.alifiedn Therapestic Class Mag. rna/ @otr Bz sireobind
Indication(s) previously approved mp__&gm%/ Posis
Pediatric information in labeling of approved indicationis) is adequate _" inadequate v

Proposed indication in this application _Bacderas 1/4?,' Y77, -

FOR SUPPLEMENTS, ANSWER THE FOLLOWING QUESTIONS IN RELATION TO THE PROPOSED INDICATION.

IS THE DRUG NEEDED IN ANY PEDIATRIC AGE GROUPS? ___Yes (Continue with questions) £ No (Sign and return the form)
WHAT PEDIATRIC AGE GROUPS IS THE DRUG NEEDED? (Check all that apply) _

—Neonates (Birth-1month) __Infants (1month-2yrs) __Children (2-12yrs) aAdolecents( IZ-IGvrsl/Mdy /

— 1. PEDIATRIC LABELING IS ADEQUATE FOR ALL PEDIATRIC AGE GROUPS. Appropriate-information has been submitted in this or previous
applications and has been adequately summarized in the labeling to permit satistactory labeling for all pediatric age groups. Further information is not
required. -

— 2. PEDIATRIC LABELING IS ADEQUATE FOR CERTAIN AGE GROUPS. Appropriate information has been submitted in this or previaus applications and_
has been adequately summarized in the labeling to permit satisfactary labeling for certain pediatric age groups (e.g., infants, children, and adolescents
but not neonates). Further information is not required. '

— 3. PEDIATRIC STUDIES ARE NEEDED. There is potential for use in children, and further information is required tﬁ permit adequate iabeling for this use.  —
— 3. Anew dosing formulation is needed, and applicant has agreed to pravide the appropriate formulation.

—b. A new dosing formulation is needed, however the sponsor is gither not willing to provide it or is in negotiations with FDA.
— €. The anplicant has committed to doing such studies as will be required.
{1) Studies are ongoing,
{2) Protocols were submitted and approved.
(3) Protocols were submitted and are under review. - h B
{4} 1f no protocol has been submitted, attach mema describing status of discussions.

— d. If the sponsor is not willing to do pediatric studies, attach copies of FDA's written request that such studies be done and of the sponsor's
written response to that request.

_‘4. PEDIATRIC STUDIES ARE NOT NEEDED. The drugibiologic product has little potential for use in pediatric patients. Attach memo explaining why
pediatric studies are not needed.

— 5. If none of the above apply, attach an explanation, as necessary.

ARE THERE ANY PEDIATRIC PHASE IV COMMITMENTS IN THE ACTION LETTER? __Yes t;{No
ATTACH AN EXPLANATION FOR ANY OF THE FOREGOING ITEMS, AS NECESSARY.

(e.g., medical review, medical ofﬁcer,/téam leader)

This page was cnmpiet?ged on information from
_ »' s Ve / P #—M
( ature of Preparer and Title ifa/“,‘ 2% Date

~r

w.  Orig NDABKAT_S2- 74>

HF.D-Sga [Biv File

NDA/BLA Action Package » : :

HFD-006; KRoberts -—  lrevised 10:2Z 27
FOR QUESTIONS ON COMPLETING THIS FORM CONTACT, KHYATI ROBERTS, HFD-6 (ROBERTSK)



DEBARMENT CERTIFICATION

Cleocin Vaginal Suppository
for Bacterial Vaginosis

Pursuant to section 306(k)(1) of the Federal Food, Drug and Cosmetic Act, the applicant certifies
that, the applicant did not and will not use in any capacity the services of any person listed pursuant
to section 306(e) as debarred under subsections 306(a) or (b) of the Act in connection with this

application.

/S s/4/5%

Ed L. Patt Date
Manager -
Regulatory Compliance



DEC-08-98 TUE 10:54 AM  PHARMACIA AND UPJOHN FAX NO. 616 833 8009 P. 02

CLEOCIN Vaginal Ovule (NDA 50-767) 4 Item 5: Nonclinical Pharm To
Pharmacia & Upjohn Company Vol. 1 /Pg. 28:

5.8 Compliance Statement

CLEOCIN Vaginal Ovule

Part 314.50(d)(2)(v)

Good Laboyatory Practice Compliance Statement

All nonclinical laboratory studics conducted after the GLP effective date and included with
this application were conducted in compliance with the good laboratory practice (GLP)
regulations sct forth in 21 CFR Chapler I, Part 58, with specific exceptions that may affect the
quality or intcgrity of the data or report, if any, detailed with cach study report.
For several studics in the application, there are no differences rcported between practices used
in the conduct of the study and thosc required by the good laboratory practices regulations
because these studics were preliminary or experimental in nature and were not inspected for
compliance with the GLP regulations. '
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DEC-08-98 TUE 10:55 AM  PHARMACIA AND UPJOHN FAX NO. 616 833 8009 P. 03

CLT:OCIN Vaginal Ovule (NDA 50-767) Item 8/10: Clinical/Statistic;
Pharmacia & Upjohn Company Vol. 2 /Pg. 33;

ltem 8.11. General Compliance Statement

8.11 . GENERAL COMPLIANCE STATEMENT

8.11.1 Indcpendent Ethics Committees

Tndcpendent review committees responsible for assuring the rights and safety of research
subjects reviewed and approved the clinical studies (Protocols M) 100/0283, M/1114/0001,
M/1114/0002, and M/1] 14/0003) conducted with clindamycin phosphate vaginal ovules
(clindamycin VO), as required by the Declaration of Helsinki and natiorial and intcmational

Good Clinical Practice guidclines and ethicat-standards, including those of the countrics in

8.11.2 Ethical Conduct of the Studies _

The clindamycin VO studies were conducted in compliance with the principles of Good

Clinical Practice and in accordance with the recommendations guiding physicians in

biomedical rescarch involving human subjects adopted!_ )
i _hnd later revisions. '

8.11.3 Patient Information and Consent

The Clinical Quality Assurance unit of Pharmacia & Upjohn, which is independent of the — -
stidy monitors and reports through separate line nanagement, reviewed the informed consent ’ -
documents used for the clindamycin VO studies. These documents were found to meet )
worldwide requirements for patient infonmation, including those of the countries in which the
studics were conducted, with the following exccptions:
* M/1100/0283. One consent form did not state that the subject was frec to withdraw from
the study at any time.
* M/1114/0002. Consent forms for 4 sites did not discuss alternative treatments available,
and consent forms for 2 sites did not [ ully discuss the possible risks or discomforts of the
study treatment. o
Pharmacia & Upjohn monitoring procedurcs require that the subjects sign an informed
consent form prior to study participation.

1(2)



DEC-08-98 TUE 10:55 AH  PHARMACIA AND UPJOHN FAX NO. 616 833 8009 P. 04

CLEOCIN Vaginal Ovule (NDA 50-767) Itein 8/10: Clinical/Statistie:
Pharmacia & Upjohn Company Vol. 2 /Pg.33;

ltem &.11. Genera) Compliance Stalcment

8.11.4 Auditing
The Clinical Quality Assurance unit of Pharmacia & Upjohn conducted audits of Protocols
M/1114/0001 and M/1114/0002 at 5 of the 20 M/1114/0001 study sitcs and 6 of the 23

M/1114/0002 study sites that enrolled subjects. The investigators/sites audited arc listed in
“the table below. -

Protocol Cbuntry | Investigator
M/1114/0001 | Mexico
— United States

oy

M/1114/0002 | Denmark
Finland
Sweden

United Kingdom B

Compliance with applicable rezulations, good clinical practice guidelincs, and Pharmacia &

__Upjohn monitoring procedurcs was cvaluated during these audits. Results of the audits were
reported to personnel responsible tor the studies. B

2(2



06/22/99 TUE 16:08 FAX 616 833 0409 P&l REG. AFFAIRS

@o03

DEPARTMENT OF HEALTH AND HUMAN SERVICES o Dote: #8130, 2000
FOOD AND DRUG ADMINISTRATION See OMB Statement on page 2.
APPLICAT!ON 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) 50-767
APPLICANT INFORMATION
NAME OF APPLICANT DATE OF SUBMISSION
Pharmacia & Upjohn Company R . - | May 12, 1999
TELEPHONE NO. (inciude Area Code) = - - - - FACSIMILE (FAX) Number (include Ares Code)
616-833-9164 ' o 616-833-8237
APPLICANT ADDRESS (Number, Siwet, Chy, Sisie, County, ZIP Code or Mal Code, and | AUTHORIZED U.S. AGENT NAME & ADDRESS (Numbsr, Stree(. City
LS. License number ¥ previously issved): . State.ZIP Code, Ieisphone & FAX number)If APPLICABLE
7000 Portage Road
Kalamazoo, Michigan 49001
| PRODUCT DESCRIPTION
NEW DRUG OR ANTIIOTIC APPLICATION NUMBER, OR BIOLOGICS LICENSE APPLICATION NUMBER (If previously Issued)
ESTABLISHED NAME (s.9., Proper name, USP/AUSAN name) PROPRIETARY-NAME (irade name) iF ANY
Clindamycin phosphate vaginal suppository CLEOCIN® Vaginal Ovule
CHEMICAL/BIOCHEMICAL/BLOOD PRODUCT NAME (i any) CODE NAME (¥ any)
DOSAGE FORM: STRENGTHS: , ROUTE OF ADMINISTRATION:
Vaginal suppository 100 mg Intravaginal

(PROPOSED) INDICATION(S) FORUSE:  Bacterial vaginosis

APPLICATION INFORMATION

APPLICATION TYPE - —— -

(chack one) & NEWDRUG APPUCATION (21 CFR 314.50) - - [ ABBREVIATED APPLICATION (ANDA, AADA, 21 CFR 214.64)
D) BIOLOGIS LICENSE APPLICATION (21 CPR pant80t———————- - - . )

IF AN NDA, IDENTIFY THE APPROPRIATE TYPE . . . B S0 ®)(1). .. Dssm@ O so7

IF AN ANDA, OR AADA, IDENTIFY THE REFERE&CE US‘TEDDRUG PRODUCT THAT IS THE BASIS FOR THE SUBMISSION

Name of Drug o .. .____ Holder of Approved Appicaton
TYPE OF SUBMISSION - - B L — — N .
{check one) [ ORIGINAL APPLICATION {8 AMENOMENT TG APENDING'APPLICATION - [ RESUBMISSION
[) PRESUBMISSION [ ANNUAL REPORT [ ESTABUSHMENT DESCRIPTION SUPPLEMENT ~— [ SUPAC SUPPLEMENT
{1 EFFICACY SUPPLEMENT (3 LABELING SUPPLEMENT. ([0 CHEMISTRY MANUFACTURING AND CONTROLS SUPPLEMENT ® OTHER
REASON FOR SUBMISSION - T e )
Safety Update
PROPOSED MARKETING STATUS (checkone)  ~ B PRESCRIPTION PRODUCT (Rx) [ OVER THE COUNTER PRODUCT (OTC)
NUMBEROF VOLUMESSUBMTTED ___ 1 THIS APPLICATIONIS [2 PAPER (] PAPER AND ELECTRONIC [J ELECTRONIC

TION
Provide locations of all manufacturing, packaging and contro! shes for drug substance and drug product (continuation sheets may be used i
necessary). Include name, address, contact, telepane number, registration number (CFN), DMF number, and manufacturing steps and/or type of
testing (s.9. Final dosage form, Stabliity testing) conducted at the site. Piease indicate whether the site Is ready for inspection or, if not, when R wi
ready.

‘ g Proj 18 P)o mpany, amazoo, MI 49001.

Cross References (list related License Applications, INDs, NDAs, PMAs, 510(k)s, 1DEs, BMFs, and DMFa referenced In the

current application)
.IN'DAs 50-200, 50-613, S0-441, 50-537, 50-600, S0-615, 50-639, 50-680:

e emt - ' Pag



06/2 : . '
2/99 TUE 16:09 FAX 616 833 0409 P&U REG. AFFAIRS

== application contains The following tems: (Check all that apply) \

1. Index

Labeling (check one) (O Oraft Labeling [0 Final Printed Labeling

~Summary (21 CFR 314.50 (c)) (]
Chemistry section

alo|w®

A Chemistry, manufacturing, and controls information (6.9 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 request)

C. Methods validation package (8.9. 21 CFR 314.50 (e) (2) (), 21 CFR 601.2)

Nonclinical pharmacology and toxicology section (6.9 21 CFR 314.50 (d) (2), 21 CFR 601.2)

Human pharmacokinetics and bioavailability section (e.g. 21 CFR 314.50 (d) (3). 21 CFR 601.2) _

Cinical data section (e.9- 21 CFR 314.50 () (5), 21 CFR 601.2)

5

6.

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

9

Safety update report (6.9 21 CFR 314.50 (d) (5) (vi) (b), 21 CFR 601.2)

~——raistical sechion (5.9. 21 CFR 31450 (d) (B). 21 CFR 601.2) p— —

11. Case repori tabulations (e.9.-21 CFR 314.50 () (1), 21 CFR 601.2)

12. Case reports forms (6.9- 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 (€)

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

15. Establishment description (21 CFR Part 600, it applicable) _
16. Debarment certification {(FDAC Act 306 )1 :

17. Field copy centification (21 CFR 314.50 (x) (30

18. User Fee Cover Sheet {Form FOA 3397)

19. OTHER (Speciy)

CERTIFICATION o :
-] agree to update this application with new satety Information about the drug that may reasonably afiect the statament of eontraindications, \
wamings, precautions, or adverse reactions ln the draft isbeling. | agres to submit safety update repons-as-provided fot by reguiation or &s ~
requested by FDA. If this application is appraved, | agree to comply with arapplicable laws and reguiations that apply 0 approved applications,
including, but not limited to the tollowing: ' T

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

2. Biological establishment standards in 21 CFR Part 600. ) -

3. Labellng regulations In 21 CFR 201, 606, 510, 860 and/of 809. .

4. in the case of a prescription drug or biciogical product, prescripton drug advertsing regulations In 21 CFR202. - .

5. Regulations.on making changes in spplication In 24 CFR 314.70,314.71 ._314.72. 314.67, 314.99, and €01.12 -

6. Regutations on repons in 21 CFR 314.80, 314.81, 600.80 and 600.81.
. Local, state and Foderal environmental impact laws.
It this application appiles to & dnug product that FDA has proposed for scheduling under the Controlled Substances Act | agree not to market the
product until the Drug Enforcemant Administration makes & final schecuting dedision. '
_The data and information in this submission have been reviewed and, 10 the best of my Kknowiedge are certifiad to be true and accurete.

Warning: @ willtully faise statement ls 8 criminal offense, U.S. Code, ite 18, section 1001. " - :

-

ADDRESS (Street. Cliy, State, and 2P Cods) TELEPHONE NUMBER
7000 Portage Road, Kalamazoo, Michigan 49001 (616) 8339164

wor AESPORSIBLEQFRICIALIOR ARENT TYPED NAME AND TITLE DATE
t (Mﬁe‘% Carl M. De Juliis, Regulatory Affairs May 12, 1999

Public reponing burden for this collection of Information 18 esumated to average 40 houss per responsa, including the gme for reviewing
instructions, searching existing data pourcas, gathering and maiftaining the data needed, and completing and reviewing the coflection of information.
Send commants regarding this burden estmate or any other aspect ot this collection of informaton, Including suggestions for reducing this burden to:

DHHS, Reports Clearance Officer - Mmmmmlmmw.um a R

Paperwork Reduction Project (0910-0338) person is not required 10 respond to, & collection of

Hubert H. Humphrey Buliding, Room §31-H information unjess it displays @ curtenty valid OMB

200 Independence Avenue, SW. control number. <
Washington, DC 20201 : ’

[ Please DO NOT RETURN this form to this address. -

@004



CDER LABELING AND NOMENCLATURE COMMITTEE

CONSULT #[T123 ] HFD#[550 JPROPOSED PROPRIETARY NAME:

PROPOSED ESTABLISHED NAME:

ATTENTION:[Dorota Matecka Cleocin Vaginal Ovues slindamycin phosphate vaginel suppositories |
A Look-a!ikeJSoun&-qllko Potential for confusion:
Low Medium __High
Low Medium - High
- Low Medium —_High
- Low Medium _HEgh
Low Medium _High}
o —- B. Misleading Aspects: - C. Other Concerns: i i
Define Ovule on label.

D. Established Name
Satisfactory -
Unsatisfactory/Reason

Recommended Established Name

E. Proprietary Name Recommendations:

ACCEPTABLE XXX UNACCEPTABLE

F. Siénature of Ch;lrlbaé o / S/ / ‘gl/ //,,/ q q‘



27-APR-1999%9 FDA CDER EES

Page 1 of 2
ESTABLISHMENT EVALUATION REQUEST
DETAIL REPORT

Application: NDA . 50767/000 Action Goal: ' -
Stamp: 14-0CT-1998 District Goal: 15-JUN-1999
Regulatory Due: 14-AUG-1999 Brand Name: CLEOCIN(CLINDAMYCIN
Applicant: PHARMACIA AND UPJOHN PHOSPHATE) VAGINAL OV

7000 PORTAGE RD Estab. Name:

KALAMAZOO, MI 490010199 - Generic Name: CLINDAMYCIN PHOSPHATE
Priority: 38 ' D Form: (SUPPOSITORY)
Org Code: 590 osage Form: (

Strength: 100 MG PER SUPPOSITORY

Application Comment: FIELD COPY CONSISTING OF TWO VOLUMES. VOLUME 1.4 CONTAINS THE
MANUFACTURING INFORMATION AND VOLUME 1.5 CONTAINS CHEMISTRY
ANALYTICAL INFORMATION. THEY WERE RECEIVED IN DET-DO IN OCTOBER
1998 AND WILL BE HELD HERE UNTIL THE PAI INSPECTION IS ASSIGNED
TO A SPECIFIC CSO. (on 04-DEC-1998 by M. ROBINSON (HFR-MW250)
e 313-226-6260)

FDA Contacts: C. CHI (HFD-590) 301-827-2166 , Project Manager
D. MATECKA (HFD-590) 301-827-2398 , Review Chemist
'N. SCHMUFF (HFD-590) 301-827-2425 , Team Leader

Overall Recommendation: ACCEPTABLE on 16-MAR-1999by M. EGAS (HFD-322) 301-594-0095

Establishment: 2650013 ‘ ’

PHARMACIA AND UPJOHN CARIBE INC
HIGHWAY 2 KM 60.0 ’
BARCELONETA/ARECIBO, PR 00617

DMF No: ~ ARDA:

Responsibilities: DRUG SUBSTANCE MANUFACTURER

Profile: CSN OAI Status: NONE

Estab. Comment:

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

SUBMITTED TO OC 30-NOV-1998 MATECKAD

SUBMITTED TO DO 01-DEC-1998 GMP DAMBROGIOJ

ASSIGNED INSPECTION 04-DEC-1998 PS CROSA

DO RECOMMENDATION  08~-JAN-1999 ACCEPTABLE IAYALA
INSPECTION

NO DEFICIENCIES WERE FOUND RELATED TO THIS NDA, THEREFORE, SJND-DO
RECOMMENDS APPROVAL :

INSPECTION PERFORMED 08-JAN-1999 21-DEC-1998 IAYALA

THE INSPECTION DISCLOSED DEVIATIONS RELATAED TO CONTENT UNIFORMITY AND FIELD
ALERTS REQUIREMENTS. THE DEVIATIONS WERE NOT RELATED TO NDA 50-767 AND THE
NDA PAC (46832) WAS CLASSIFIED NAI. -

OC RECOMMENDATION 11-MAR-199% o ACCEPTABLE EGASM

DISTRICT RECOMMENDATION
MILESTONES -FLIP-FLOPPED. DO RECOMMENDATION AC, AND IN MILESTONES.

Establishment: 1810189
. . __PHARMACIA AND UPJOHN CO
7000 & 7171 PORTAGE ROAD : ‘
KALAMAZOO, MI 49001 -
DMF No: AADA:
Responsibilities: DRUG SUBSTANCE MANUFACTURER
. ' FINISHED DOSAGE MANUFACTURER
Profile: SuP OAI Status: NONE

Estab. Comment: DET-DO WATS ASSIGNMENT # 107661 IS TO COVER GMP'S FOR SEVERAL
DOSE FORMS INCLUDING (SUP) SUPPOSITORIES. IT HAS AN "A" PRIORITY
WITH A 28-FEB~1999 DUE DATE.
DET-DO WATS ASSIGNMENT # 107662 IS TO COVER BULK ACTIVE
PHARMACEUTICAL INGREDIENTS, AND HAS AN "A" PRIORITY WITH A 30~APR-



27-APR-1999 FDA CDER EES Page 2 of
ESTABLISHMENT EVALUATION REQUEST
DETAIL REPORT

1999 DUE DATE. N

- THE PAI COVERAGE OF THE CLEOCIN DOSE FORM (SUP) SHOULD BE
COVERED UNDER WATS 107661 AND THE BULK DRUG CLINDAMYCIN PHOSPHATE
SHOULD BE COVERED UNDER WATS 107662. (on 04-DEC-1998 by M.
ROBINSON (HFR-MW250) 313-226-6260)

Milestone Name Date Req. TypelInsp. Date Decision & Reason Creator
SUBMITTED TO OC 30-NOV-1998 MATECKAD
SUBMITTED TO DO 01-DEC-1998 GMP —DAMBROGIOJ
ASSIGNED INSPECTION 04-DEC-1998 PS MROBINSO
INSPECTION PERFORMED 25-FEB-1999 05-FEB-1999 MROBINSO

GMP EI DATED FEB, 1-5, 1999 COVERED PROFILE CLASSES SU0, OIN, & LIQ. NO FDA-
483 WAS ISSUED AND THE EIR WILL BE CLASSIFIED NAI.
DO RECOMMENDATION 25-FEB-1999 - ACCEPTABLE MROBINSO

. INSPECTION
DET-DO GMP EI DATED 2/1-5/1999 COVERED PROFILE CLASSES SUP,. OIN, .& LIQ. NO
FDA-483 WAS ISSUED AND THE EIR WILL BE CLASSIFIED NAI.
OC RECOMMENDATION 25-FEB~1999 - ACCEPTABLE . EGASM

- DISTRICT RECOMMENDATION
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'CDER LABELING AND NOMENCLATURE COMMITT EE

CONSULT #[1729_]HFD#[530 JPROPOSED PROPRIETARY NAME:  |PROPOSED ESTABLISMED NAME:

ATTENTION:[Dorota Matecka Cleocin Vaginal Ovies clindamyzin phosphate vaginal suppcsitones |
A. Léok»alikelSound-aliko Potential for confusion:
Low Medium —__ High
— ; Low Medium __High
.. Low Medium —High
Low Medium — Hagn
- Low Medium _High
B. Misleading Aspects: 7 . C. Other Concerns: B

. Define Qvule on label.

D. Established Name -
Satisfactory
Unsatisfactory/Reason

Recommended Established Name

E. Proprietary Name Recommendations: :
ACCEPTABL XXX UNACCEPTABLE

F. Signature of Cha;rlba({{ / S/ i / 3{/ //”/ 99



07/26/99 "MON 16:24 FAX 616 833 0409 P&U REG. AFFAIRS @oos

DEPARTMENT OF HEALTH AND HUMAN SERVICES Eomaiproved: OMD No. 0910-0338
FOOD AND DRUG ADMINISTRATION See OMB Statement on page 2.
~ | APPLICATION TO MARKET A NEW DRUG, BIOLOGIC, OR AN FOR FDA USE ONLY
ANTIBIOTIC DRUG FOR HUMAN USE APPLICATION NUMBER
(Title 21, Code of Federat Regulations, 314 & 601) 50-767
APPLICANT INFORMATION
NAME OF APPLICANT DATE OF SUBMISSION
Pharmacia & Upjohn Company : July 27, 1999
TELEPHONE NO. (inciude Arsa Code) FACSIMILE (FAX) Number (inciuge Ares Code)
616-833-9164 — - - o ——1616-833-8237 -

APPLICANT ADDRESS {Number, Street, Cly, State, Country, ZIP Code or Mail Code, and AUTHORIZED U.S. AGENT NAME & ADDRESS (Number, Stroer, Chy,
U.S. License number K previcusly issued): T | Swie.ZIP Code, isiephane & FAX number) IF APPLICABLE

7000 Portage Road
Kalamazoo, Michigan 49001

PRODUCT DESCRIPTION

NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER, OR BIOLOGICS LICENSE APPLICATION NUMBER (If previously Issued)

__| ESTABLISHED NAME (e.9., Proper name, USPAISAN name) PROPRIETARY NAME (trade nams) IF ANY

| Clindamycin phosphate vaginal suppository CLEOCIN® Vaginal Ovule B
CHEMICAU/BIOCHEMICALBLOOD PRODUCT NAME ( any) CODE NAME (#any)
DOSAGE FORM: . | STRENGTHS: ROUTE OF ADMINISTRATION:
Vaginal suppository 100 mg Intravaginal

(PROPOSED) INDICATION(S) FOR USE: Bacterial vaginosis

APPLICATION INFORMATION

APPLICATION TYPE

sheck one) & NEW DRUG APPLICATION (21 CFR 314.50) O ABBREVIATED APPLICATION (ANDA, AADA, 21 CFR 314.94)

D) BIOLOGICS LICENSE APPLICATION (21 CFR pant 801)

IF AN NDA. IDENTIFY THE APPROPRIATE TYPE B sos @) (1) O sos (b) (2) 0 so7
IF AN ANDA. OR AADA, IDENTIFY THE REFERENCE LISTED DRUG PRODUGT THAT IS THE BASIS FOR THE SUBMISSION
Nsme of Drug S- : -'Holder of Approved Application
TYPE OF SUBMISSION
{chock one) D ORIGINAL APPLICATION D AMENDMENT TO A PENDING APPLICATION ) RESUBMISSION
O PRESUEMISSION O ANNUAL REPORT [] ESTABUSHMENT DESCRIPTION SUPPLEMENT 0 suPAc SUPPLEMENT

D) EFFICACY SUPPLEMENT [ LABELING SUPPLEMENT [ CHEMISTRY MANUFACTURING AND CONTROLS SUPPLEMENT B OTHER
REASON FOR SUBMISSION =
General Correspondence - Carton Mock-up ;
PROPOSED MARKETING STATUS (check one) B PRESCRIPTION PRODUCT (Rx) O OVER THE COUNTER PRODUCT (OTC)
NUMBER OF VOLUMES SUBMITTED ___y | TMISAPPLICATIONIS [ PAPER [J PAPERAND ELECTRONIC [J ELECTRONIC

ON

Provide locations of all manutacturing, packaging and control sites for drug substance and drug product (continuation sheot;may be used If
necessary). include name, address; contact, telepone number, registration number (CFN), DMF number, and manufecturing steps and/or type of
testing (e.g. Final dosage form, Stabllity teeting) conducted at the site. Please indicats whather the site is ready for Inspection o, if not, when it wiil be
ready. - -

e

. T
_| Drug Project: 12 P)o mpany, ge Amazoo, 9001.

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

JNDA; 50-200, 50-613, 50441, 50-537, 50-600, S0-618, 50-639, 50-680;

L

EF

FORM FDA 356h (7/57) ' o Page 1



07/26/99 MON 16:25 FAX 616 833 0409 P&U REG. AFFAIRS _ @oo7

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

1. index : -

2. Labeling (chack one) O3 Draft Labeling O Final Printed Labeling
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 €01.2 (a)) (Submit only upon FDA's request)

C. Methods validation package (e.g. 21 CFR 314.50 {e) (2) (1), 21 CFR 601.2)

. Nonclinical pharmacology and toxicology section (e.g. 21 CFR 314.50 (d) (2), 21 CFR 6801.2)

Human pharmacokinetics and bioavailability 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)

S

6

7. Clinical Microbiology (e.g. 21 CFR 314.50 (d) (4)) ' —
8

9

Safety update report (e.g. 21 CFR 314.50 (d) (5) (vi) (b), 21 CFR 601.2)

10. Statistical section (e.g. 21 CFR 314.50 (d) (8), 21 CFR €01.2)

11. Case report tabulations (e.g. 21 CFR 314.50 (0 (1), 21 CFR 601.2)

12. Case reports forms (e.g. 21 CFR 314,50 () (2), 21 CFR 801.2) — —

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.S.C. 355 (b) (2) or (j) (2} (A))

15. Establishment description (21 CFR Part 600, it applicable) _ '

16. Debarment certification (FD&C Act 306 (k)(1)) -

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

18. User Fee Cover Shest (Form FDA 3397) : -

19. OTHER (Specify)

CERTIFICATION .
' agres o update this application with new safety information about the drug that may reasonably affect the statement of contraindications,
Namings, precautions, or adverse reactions in tha draft labeling. | agree to submit safety update reports as provided for by regulation or as
requested by FDA. If this application is approved, | agree 1o comply with all applicable laws and regulations that apply to approved applications,
inciuding, but not limited to the following:

Good manutacturing practice regulations in 21 CFR 210 and 211, 606, and/or 820.
2. Biclogical sstablishment standards In 21 CFR Part600. - — oo -:
3. Labeling regulations In 21.CFR 201, 606, 610, 660 and/or 809._ X
4. Inthe case of a prescription drug or biological product, prascription drug advertising regufalions in 21 CFR 202.
Regulations on making changes in sppilcation 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. ‘
Local, state and Federal environmental impact laws.
If this application applies to a drug product that FDA has proposed for scheduling under the Controlled Substances Act | agree not to market the
product until the Drug Enforcement Administrationmakes a final scheduling decision.

-k

'

Now

The date and information in this submission have been reviewsd and, to the best of iy knowledpe are certified 1o be true and accurate. - ..
Warning: a wilifully falge statement is a criminal otfense, U.S. Code, title 18, section 1001, : ;
SIGNATURE OF RESPONSIBLE OFRCIAL OR :gsm TYPED NAME AND TITLE DATE 4
. A Carl M. De Juliis, Regulatory Affairs July 27, 1999
ADDRESS (Strest, City, State, and ZIP Code) —_— TELEPHONE NUMBER '
7000 Portage Road, Kalamazoo, Michigan 49001 ) (616) 833-9164

Publlc reporting burdsn for this collection of Information is estimated 1o average 40 hours per responsa, inciuding the tima for reviewing
instructions, searching existing data  Sources, gathering and maintaining the data needed, and completing and reviswing the collection of information.
Send commants regarding this burden estimats or any other aspect of this coliection of information, Including suggestions for reducing this burden to:

DHHS, Reports Clearance Officer Arageficy may not conduct or sponsor, and a

Paperwork Reduction Project (0910-0338) parson Is not requirsd to respond 1o, a collection of

Hubert H. Humphray Building, Room $31-H Information unless it displays a cumrently valid OM8
7] 200 independence Avenue, S.W. cont. .. number.

Washington, DC 20201
2lease DO NOT RETURN this form to this address.

FORM FDA 356 (7/97) Page 2
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07/26/799 MON 16:23 FAX 616 833 0409 P&U REG. AFFAIRS
Form Approved: OMB Ne. 0910-0338
FOOD AND DRUG ADMINISTRATION See OMB Statement on page 2.
APPLICATION 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) 50-767
APPLICANT INFORMATION
NAME OF APPLICANT - DATE OF SUBMISSION
Pharmacia & Upjohn Compan July 26, 1999
TELEPHONE NO. (inciude Area Cods) FACSIMILE (FAX) Number (inckide Area Code)
616-833-9164 616-833-8237
APPLICANT ADDRESS (Number, Stwat. City. State, Couniry, 2IP Code or Mall Cods, and AUTHORIZED U.S. AGENT NAME & ADDRESS (Number, Street. iy,
U.S. License numbaer i previously issued):  __ | StateZIP Coos, teisphone & FAX number) IF APPLICABLE
7000 Portage Road __ __
Kalamazoo, Michigan 49001
PRODUCT DESCRIPTION
NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER, OR BIOLOGICS LICENSE APPLICATION NUMBER {If previously Issued)
- ESTABLISHED NAME (0.9.. Proper name, USPAJSAN name) o PROPRIETARY NAME (vade name) IF ANY
Clindamycin phosphate vaginal suppository CLEOCIN® Vaginal Ovule
CHEMICAL/BIOCHEMICAL/BLOOD PRODUCT NAME (¥ any) COOE NAME (/ any)
DOSAGE FORM: . | STRENGTHS: = ROUTE OF ADMINISTRATION:
Vaginal suppository - 100 mg Intravag_inal .* -
(PROPOSED) INDICATION(S) FOR USE:  Bacterial vaginosis .
APPLICATION INFORMATION
APPLICATION TYPE
sheck one) & NEW DRUG APPLICATION (21 CFR 314.50) O ABBREVIATED APPLICATION (ANDA, AADA, 21 CFR 314.54)
O 2I0LOGICS LICENSE APPLICATION (21 CFR pan 601) -
IF AN NDA, IDENTIFY THE APPROPRIATE TYPE B 505 &) (1) DO 505 ) (2) O so7
IF AN ANDA, OR AADA, IDENTIFY THE REFERENCE LISTED DRUG PRODUCT THAT IS THE BASIS FOR THE SUBMISSION
Name of Drnug - Hoider of Approved Application .
TYPE OF SUBMISSIbN
(check one) O ORIGINAL APPLICATION [J AMENDMENT TO A PENDING APPLICATION O REsuBMISSION
J PRESUBMISSION O ANNUAL REPORT [J ESTABUSHMENT DESCRIPTION SUPPLEMENT [ SUPAC SUPPLEMENT
O EFFICACY SUPPLEMENT [J LABELING SUPPLEMENT [ CHEMISTRY MANUFACTURING AND CONTROLS SUPPLEMENT B om™en
REASON FOR SUBMISSION - s,
General Correspondence - Geriatric Labeling Change ;
PROPOSED MARKETING STATUS (check one) [ PRESCRIPTION PRODUCT (Rx) D OVER THE COUNTER PRODUCT (OTC)
NUMSER OF VOLUMES SUBMITTED ___ ¢ THIS APPUCATIONIS [B) PAPER [] PAPER AND ELECTRONIC o ELEcmorulr;

JATION

Provide iocations of aif manufacturing, packaging and control sites for drug substance and drug product (continuation shaets may ba used if
necessary). Include name, address; contact, telepone number, registration numbar (CFN), DMF number, and manufacturing steps and/or typs of
testing (e.g. Final dosage form, Stability tasting) conducted at the site. Please indicate whether the she Is ready for Inspection o, if not, when it will be

Zila;q._

Drug Project: Pharmacia & Upjohn Company, 7000 Portage , Kalamazoo, MI 49001.

-1-Cross References (list related License Applications, INDs, NDAs, PMAs, 51 0(k)s, tDEs, BMFs, and DMFs referenced in the

~urrent application)
: jNIMs 50-200, 50-613, 50441, 50-537, 50-600, 50-6 15, 50-639, 50-680;

f—
| —

FORM FDA 356h (787) Page 1



07/26/99 MON 16:24 FAX 616 833 0409 P&U REG. AFFAIRS @oo4

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

1. Index

2. Labeling (check one) O Dratt Labsling [ Final Printed Labeling -
3. Summary (21 CFR 314.50 ()

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 request)

C. Methods validation package (e.g. 21 CFR 314.50 (0) (2) (), 21 CFR 601.2)

Nonclinical phamacology and toxicology section (e.g. 21 CFR 314.50 (d) (2). 21 CFR 601.2)

Human pharmacoldnetics and bioavailability section (e.9. 21 CFR 314.50 () (3), 21 CFR 601.2)
Clinical Microbiology (e.g. 21 CFR 314.50 (d) (4)) }

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

lolNlo|o

Safety update repont (e.g. 21 CFR 314.50 (d) (5) (vi) (b), 21 CFR 601 2)

10. Statistical ssction (e.g. 21 CFR 314.50 (d) (6), 21 GFR 601.2)

11. Case report tabulations (e.9. 21 CFR 314.50 (f) (1), 21 CFR 601.2)

12. Case reports forms (e.g. 21 CFR 314.50 () (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.S.C. 355 (b) (@) or () (2) (A)

15. Establishment description (2+CFR Pan 600, if applicable)

16. Debarment certification (FD&C Act 306 (1)) —

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

18. User Fee Cover Sheet (Form FDA 3397)

19. OTHER (Specify)

~ERTIFICATION
agres to update this application with new safety information about the drug that may reasonably affact the statement of contraindications,

~amings, precautions, or adverse reactions In the draft labeling. | agree to submit salety update reports as provided for by ragulation or as
requested by FDA. If this application Is 8pproved, | agree to compty with all applicable laws and regulations that apply to approved applications,
Including, but not limited to the foliowing: - —

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

2. Biologlcal establishment standards In 21 CFR Part 600.

3. Labeling regulations in 21 CFR 201, 606, 610, 860 and/or 809.

4. In the case of a prescription drug or biological product, prescription drug advertising reguiations In 21 CFR 202.

S. Reguiations on making changes in epplication In 21 CFR 314,70, 314.71, 314.72, 314.97, 314.99, and 601.12,

6. Regulations on reports In 21 CFR 314.80, 314.81, 600.80 and 600.81. :

7. Local, state and Federal environmental impact iaws, .
.| M this application applies to a drug product that FDA has propased for scheduling under the Controlled Substances Act ) agrae not to market the
product until the Drug Enforcement Administration makes a fina) scheduling decision.

The data and Information In this submission have been reviewed and, to the best of my knowledge are certified to be trus and accmate.' . -
Warning: a wilifully false statement is a criminal offense, U.S. Coda, title 18, section 1001, N
SIGNATURE OF RESPONSIBLE OFFJCIAL OR AGENT TYPED NAME AND TITLE DATE o
e A Carl M. De Juliis, Regulatory Affairs July 26, 1999
RESS (Street, City, Sthte, 8nd ZiP Cooe) - TELEPHONE NUMBER
7000 Portage Road, Kalamazoo, Michigan 49001 (616) 833-9164

Public reporting burden for this collection of information is estimated to average 40 hours per response, including the tme for revigwing
instructions, searching existing data sources, gathering and maintaining the data needed, and completing and reviewing the colisction of informaton. R
Send comments regarding this burden estimate or any other aspect of this collection of Intormation, Inciuding suggestions for reducing this burden to:

DHHS, Reports Clearance Officer An agency may not conduct or sponsor, and a -
Paparwork Reduction Project (0910-0338) perscn is not required 1o respand 1o, a collection of B

Hubert H. Humphrey Bullding, Room 531-H Information uniess It displays a currently vaiid OMB -

200 Indapendence Avenue, S.W. . control number.

‘Nashington, DC 20201
lease DO NOT RETURN this form to this address.

FORM FDA 358h (7/97) , ' Page 2



T - .
H DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service
S
Memorandum
Date: August 1, 1999
From: Brad Leissa, MD PrA— (i[9

+ Medical Team Leader
_Division of Special Pathogen and Immunologic Drug Products (HFD-590)

" Subject: . NDA 50-767; Cleocin® (clindamycin) Vaginal Owule (100 rhg) '

Applicant:— Pharmacia & Upjohn Co. «"%

Cleocin® 2% intravaginal cream (100 mg x 7 days; CVC) was approved in 1992 (NDA
50-680) for the treatment of bacterial vaginosis (BV). In 1998 clinical studies
demonstrated (NDA 50-680 S-002) that efficacy was maintained in the treatment of BV
when only 3 days were administered (with the exception of 2™ and 3" trimester
pregnancy which weren't studied). B

The applicant argues that women desire a new formulation, which is less messy than the
vaginal cream. Hence, Pharmacia & Upjohn submitted NDA 50-767 on 10/14/98
requesting U.S. marketing approval for a 100 mg vaginal ovule (CVO) in the treatment of
bacterial vaginosis for 3 days.

In their application, the appiicant submits data from three studies:

(1) M/1100/0283: .plééeﬁbecontrolied, dauble-blind, study comparing 3-day CVO vs. 5-
day CVO and placebo. — : ' -

(2) M/114/001: active-controlled, observer-blind study comparing 3-day CVO to 7-day
CvC.

(3) M/114/002: active-controlled: double-blind, double-dummy study comparing 3-day
CVO to 7-day PO metronidazole 500 mg b.i.d. (Note: CDC STD treatment-guidelines
recommend using this dose of metronidazole.)

In the first study, CVO was shown to be superior to placebo as it relates to efficacy. For
the intent-to-treat (ITT) population: 55% vs. 14%, respectively. The 95% Cl around the
difference was (24%, 58%). '



NDA 50-767 Page 2 of 2
Medical Team Leader Memorandum . N

In the second study, CVO efficacy was shown to be sfatistically similar to CVC. For the
ITT population: 56% vs. 50%, respectively. The 95% CI around the difference was (-3%,

15%).

In the third study, CVO efficacy was shown to be statistically similar to metronidazole.
For the ITT population: 58% vs. 60%, respectively. The 95% CI around the difference

was (-13%, 9%).

Based on data from the clinical trial database, CVO was reasonably safe relative to other
approved comparators. A -

Recommendation: | agree with Dr. Joseph Winfield, the reviewing medical officer, that -
the applicant has submitted substantial evidence from adequate and well-controlled
clinical trials to show that Cleocin® vaginal ovule for-3-days is safe-and effective in the
treatment of bacterial vaginosis. | recommend approval of this NDA. —

cc: NDA-50-767 -
HFD-590/MO/Winfield ' ~
HFD-590/MTL/Leissa .
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DEPARTMENT OF HEALTH AND HUMAN SERVICES Form Approved: OMB No. 0970.0297
PUBLIC HEALTH SERVICE | Expiration Date: November 30, 199¢

FOOD AND DRUG ADMINISTRATION USER FEE COVER SHEET

ammmum«wmumumam Ser respoeme, induding hmbm%meﬂuﬁnmmw
Mhmmwmumm%ﬂm Send comments regarding uwmuqn-—aaum

ot in o, & r
WPgestions for reducing this burden to:

Reports Cearance Officer, PHS ondto: mamuw i

Mubert 1. Humphvey Suliging, Room 721-8 . mmmmam

200 Independence Avenve, S.W. Washington, OC 203503

Washington, DC 20201 .

Antn: PRA

Please DO NOT RETURN this form to either of these sddresses.

See Instructions on Reverse Before Completing This Form.

1. APPLICANT'S NAME AND ADDRESS . 2. USER FEE BILLING NAME, ADDRESS, AND CONTACT
PHARMACIA & UPJOHN COMPANY ' PHARMACIA & UPJOHN COMPANY
7000 Portage Road

7000 Portage Road’
Kalamazoo, MI 49001 _ Kalamazoo, MI 49001

Robert A. Paarlberg)
Director, External Affairs

3. TELEPHONE NUMBER (Include Area Code) __ . . .
616-833-8554 _ -

4. PRODUCT NAME
CLEOCIN® Vaginal Ovule

DOES THIS APPLICATION CONTAIN CLINICAL DATA? : YES 0O
IF YOUR RESPONSE IS "NO® AND THIS IS FOR A SUPPLEMENT, STOP HERE AND SIGN THIS FORM.

NO

6. USER FEE 1.D. NUMBER

7. LICENSE NUMBER/NDA NUMBER.
3541

NDA 50-767

8. IS THIS APPLICATION COVERED BY ANY OF THE FOLLOWING USER FEE EXCLUSIONS? IF SO, CHECK THE M';PUCABLE EXCLUSION.

-

im) A LARGE VOLUME PARENTERAL DRUG PRODUCT 0O THE APPLICATION IS SUBMITTED UNDER S05(b)(2)
APPROVED BEFORE 9/1/92 {See reverse before checking box.) o
O AN INSULIN PRODUCT SUBMITTED UNDER 506 » : —
FOR BIOLOGICAL PRODUCTS ONLY _
O WHOLE BLOOD OR BLOOD COMPONENT FOR O A CRUDE ALLERGENIC EXTRACT PRODUCT
TRANSFUSION
0O BOVINE BLOOD PRODUCT FOR TOPICAL . 0O - AN°INVITRO® DIAGNOSTIC BIOLOGIC PRODUCT
APPLICATION LICENSED BEFORE 9/1/92 - LICENSED UNDER 351 OF THE PHS ACT
9- 3. HAS THIS APPLICATION QUALIFIED FOR A SMALL BUSINESS EXCEPTION? =) YES NO
- (See reverse if answered YES)
b. HAS AWAIVER OF APPLICATION FEE BEEN GRANTED FOR THIS APPLICATION? || YES ’ NO
L - (See reverse if answered YES)

This completed form must be signed and accompany each new drug or biclogic product, original or supplement.

>IGNATURE OF AUTHORIZED COMPANY REPRESENTATIVE TIME DATE
\‘Dd.rc,g - Vo WV ' Regulatory Affairs Manager | Octobecr 13 J 1948
Nancy J. Busso :

FORM FDA 3397 (12/93)




NDA # 5227éz DOCUHEN"' ID/LETTER DaTz /¥ AQG 0. éé ZZ
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APPLICANT NAME 792070 e 3 Z/b St n%&% ; 5
PRODUCT NAME m_@y)d,/ ﬂ/a/( ( / / »7/)/0'/}{[1"10 £5D //j*j,;g,

REF

3. '¥BS( ¥O

4. TIBS NO

WA~

CSO SIGR?LTURR?

CLINICAL DATA? :
[Check YES if contains study reports or literature reports of what axe

- explicitly or implicitly represented by the applicant to be adequate aad welil

controtiec-trials ~- "Clinical.data do not-include data—used <o-modify.che
labelling to add a restriction that would improve the safe use of the éxuc
(e.g., to add an adverse reaction, contr:u.nd.:.ca::.en ©r waraing to the

labeling).} o

IF NO CLINICAL DATA IN S'UBMISSION, INDICATE IF CLINICAL
DATA ARE CROSS REFERENCED IN ANOTEER SUBMISSION?

RDA BmG SPLIT FOR ADMINISTRATIVE comm (OTHRR TEAN
BUNDLINCG)? IF YBS, list ALL NDA numbers, review a_iv;,g;_on. & indiczte those £z

wbich applicatiocn fees apply. ) i .

NOR & DIVISION
N ‘FEE  NO FEE
N FEE NO Frz

BEURDLING POLICY APPI.IZD COBRRECTLY? RO DATA ENTRY REQ‘U’JI.KD

FOR ELEMENT

{Check YES if applicat.on is properly designated as one application or is
pProperly submitted as a supplement irstead of zn original applicaticn. Check

KO if application should be split into more thz=n ope a.ppl{cagign or submitzed

‘as an original instead of a supplement. IF NO, lisgt result: ing NDA muzbers, a=cd

review divisions.]

NDA & DIVISION ‘ gDA £ DIVISION

N -

PRIORIJ;Y OX STAMDARD?

/S/ LS/ T
N 20, 1// T SCSO CONCURRENCE S_'__7___

COPY DISTRIBUTICN: ORIGINAL TO ncm:vzn AFTER DATA ENTRY, ONE COPY RACE TO
DIVISION FILE AND CDER, ASSOCIATE DIRECTOR FOR POLICY HFD-S
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45 DAY MEETING CHECKLIST

B, 3ILITY: B

dn initial overview of the NDA application:

ROJ MANAGEMENT:

(1) Do any of the following apply to this

L

(2)

application (i.e., if YES, the application
MUST BE REFUSED TO FILE under 314.100(e) and
there is no filing over protest):

(a). Is the drug product already covered by an
—..approved application?

(b) -Does the submission purport to be an
" abbreviated application under 314.55;
however the drug product is not one for
which FDA has made a finding that an
abbreviated application is acceptable
under 314.55(b)? —

(c) 1Is the drug product subject to licensing
by FDA under the Public Service Act and
Subchapter F of Chapter I of Title 21 of
the CFR? -

Do any of the following apply to this
application (i.e., if NO, the application MAY
BE REFUSED TO FILE under 314.100(d) and there
is the potential for filing over protest):

(a) Does the application contain a completed
- application form as required under 314.50
or 314.557? .

(b) On its face, does the application contain
the sections of an application required
by regulation and Center guidelines?

(c) Has the applicant submitted a complete
environmental assessment which addresses
each of~ the items specified in the
applicable format under 25.31 or has the
applicant submitted evidence to establish
that the product = is subject to
categorical exclusion under 25.24 of the
CFR? ' '

(o7 isHomre. L,
Moo 52 7!;
3By .. il

YES NO



(d)

(e)
(£)
(9)

(h)

(1)

(3)

(X)

(1)

(m)_.

(n)

(o)

On its face, is the NDA formatted in
compliance with Center guidelines
including integrated efficacy and safety
summaries?

Is the NDA indexed and paginated?
On its face, is the NDA legible?

Has the applicant submitted all required
copies of the submission and various
sections of the submission?

Has the sponsor submitted all special
studies/data requested by the Division
during pre-submission discussions with
the sponsor? - _ —

Does the application contain a statement
that all nonclinical laboratory studies
was conducted in compliance with the
requirements set forth in Part 58 or a
Statement why a study was not conducted

in compliance with-those requirements?iﬁbbqs}M()

If required, has the applicant submitted
carcinogenicity studies? -
On its face, does the application contain
at least two adequate and well-controlled
clinical trials? :

Does the application contain a statement
that all clinical trials were conducted
in accord with the IRB/Declaration of

(-~

d
v
v
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Helsinki provisions of the CFR? o Ptz 332435,

Have all articles/study reports been
submitted either in English or translated
into English? ) '

Has the applicant submitted draft
labeling in compliance with 210.56¢ and
210.57 of the CFR?

Has the applicant submitted the required
FRAUD POLICY notice?. -
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fa

(p) Has the applicant submitted copies of all
package inserts (or their equivalent) %%49
from all countries in which this product
has been previously approved for
marketing? Have all non-English package
inserts been translated?

(d) Has the applicant stated that the f /'A o
integrated summary of safety includes all / 18 | & Tdpnee ?,y
safety data for this product of whic /
they are aware from all sources, domestic o
and foreign? What is the cut-off date Al
for-the preparation of the ISS? w fel

. %/"iiwp_,m%
\ ¢ (r) If this is a CANDA submission, has the '
R applicant submitted a statement to the — ‘ —

i : archival NDA that the text, tables, and .
data in the CANDA and the archival éﬁé
hardcopy NDA are identical? 1If they are

not identical, is there a letter to the

archival NDA that specifies distinctly

ALL of the differences in the two

submissions?

(3) From a project management perspective, is this V// -
NDA fileable? -If "no", please state on
reverse why it is not.

Progiffzggggggr

/S/

Supervisory Project Manager




STATISTICAL REVIEW AND EVALUATION: 45 DAY MEETING REVIEW

(COMPLETED REVIEW FOR INTERNAL DISTRIBUTION ONLY)

NDA: 50-767

DRUG CLASS: 18

NAME OF DRUG: Cleocin Vaginal Ovule
APPLICANT:Pharmacia & Upjohn
SUBMISSION DATE: Oct. 13, 1998

INDICATION(S) : treatment of Bacterial Vaginosis

NUMBER AND TYPE OF CONTROLLED CLINICAL STUDIES BY INDICATION:
: 2 randomized, double-dummy phase III trials '

STATISTICAL REVIEWER: Liji Shen ) ’ _
CLINICAL REVIEWER: Joe Winfield
PROJECT MANAGER: Christina Chi

45 DAY MEETING DATE: Nov. 23, 1998

WAS THE NDA FILED: yes . .
IF YES, DUE DATE: Aug. 13, 1999
USER FEE DATE: Oct. 13, 1999

I. ORGANIZATION AND DATA PRESENTATION YES' NO N/A

A. Is there a comprehensive table of contents
with adequate indexing and pagination? x

B. Are the original protocols, protocol
protocol amendments and proposed - -
label provided? X

C. Adverse event listings by center and time of

occurrence relative to enrollment date. _X__
1. Are adverse events from cited sources (foreign
and domestic) provided? _x_

D. Is a CANDAR or an electronic submission of the
data necessary? X
E. If the data have been submitted electronically,
has adequate documentation of the data sets
been provided? X

Note: SAS data sets were not submitted with NDA.

F. Are inclusion/exclusion (evaluability) criteria



adequately coded and described: - . x.
G. Are there discrepancies between CRF information

and CANDAR/Jacket data? _unknown_
H. If the data have been submitted electronically,

can laboratory data be easily merged across

studies and indications? _ X
1. If not, can you estimate the time required

to correct problems? _ X

II. STATISTICAL METHODOLOGY YES NO N/A

A. 2Are all primary efficacy studies of appropriate
design to meet basic approvability requirements, ~
within current Divisional policy statements or —
to the extent agreed upon previously with the
sponsor by the Division? : X

B. For each study, is there a comprehensive
statistical summary of the efficacy analyses = ——
which covers the intent-to-treat population, '
evaluable subject population and other
applicable sub populations (age, gender,

race/ethnicity, etc.)? _X_
If subset analyses were not done, was an
acceptable explanation of why given? X

C. Based on the summary analyses of each study,
do you believe: :
1. The analyses are appropriate for the type data
collected, the study design, and the study
objectives (based on protocol and proposed
label claims)? - X

2. If there are multiple endpoints, has this )
been adequately addressed? .~ X

3 1Intent-to-treat (ITT and MITT) analyses are

properly performed? ble

4. Sufficient and appropriate references were
included for novel statistical approaches? _ b4

D. If interim-analyses were performed, were they
planned in the protocol- and were appropriate
significance level adjustments made? X

s

Are there studies which are incomplete or —_—
ongoing? X



F. 1Is there a comprehensive, adequate analysis
of safety data as recommended in the
Clinical/Statistical Guideline? X

— c— e—

1. 1Is there anything significant yet regarding

safety or AE evaluations?

IIXI. FILEABILITY CONCLUSIONS

From a statistical perspective, is this submission, or

indications therein,

from the sponsor?

Yes. The applicant was re
the statistical reviewer.

Concur:

/S/

Nancy Silliman,
DB III

Team Leader,

ccC:

Archival:NDA #50-767

HFD-590

HFD-590/Dr.
HFD-590/Dr.
HFD-590/Dr.
HFD-590/Dr.
HFD-590/Ms.
HFD-725/Dr.
HFD-725/Dr.
HFD-725/Dr.

Goldberger
Albrecht
Leissa
Winfield
Chi

Huque
Silliman
Shen

HFD-725/Chron.

reviewable with only minor further input

quested to submit SAS data sets to

/S/

w/

Liji Shen
Biomedical Statistician, DB III

u[234a¢

Ph.D.



45 DAY ING_CHEC T.

-~
T- LITY: o

initial overview of the NDA application:

IOPHA CEU H

_(1) on its face, is the biopharmaceutics section

of the NDA organized in a manner to allc_oy".

substantive review to begin? _—

(2) 1Is the biopharmaceutical section of the NDA
indexed and paginated in a manner to allow

substantive review to begin? _

(3) oOn its face, is the biopharmaceutics'section
of the NDA legible so that substantive review

can begin?

(4) Are the Phase 1 studies of appropriate design
and breadth of investigation to meet basic

requirements for approvability
product?

this

(5) If several formulations of the product were

used in the clinical development of the

product, has the sponsor

submitted

biopharmaceutics data to allow comparison
between the product to be marketed and the

product(s) used in the clinical development?

(6) From a biopharmaceutic perspective, is the NDa
fileable? 1If "no", please state below why it

is not?

s, s/

éviewfhg’BiEEhayhaceutiés Officer - -

3 i s*o)i‘}kéh%armgaleut ic'Lq(;@ff icer

YES NO



'n initial overview of the NDA application:

BILITY:

MICROBIOLOGY:

(1)

(2)

(3)

(4)

(3)

(6)

(7)

(8)

077/cm brology

45 DAY MEETING CHECKLIST

L)
L

On its face, is the microbiologic section of
the NDA organized in a manner to allow
substantive review to begin?_ -

Is the microbiologic section” of the NDa
indexed and paginated in a manner- to allow
substantive review to begin - '

Oﬁ'its face, is the microbiologic section .of

the NDA legible so that substentive review can

begin? S :

On its face, has the applicant gerierally
submitted in vitro data-in Necessary quantity,
using necessary clinical ang non-clinical
strains, and using necessary numbers of
approved laboratories - to meet current

‘divisional standard for approvability of the

Product based on the subnmitted draft‘labeling?

Has the applicant submitted any required
animal model studies necessary for
approvability of the product based on the
submitted draft labeling?

Has the applicant submitted draft breakpoint
and interpretive Criteria in 3 manner
Consistent with contemporary standards, in. .a.
manner which attempts to Correlate criteria
with clinical results of NDA studies, and in a
manner to allow substantive review to begin?

Has the iapplicant submjtted all %pggiéi-
studies/data requested by the Division during
Pre-submission discussions?

Has the -applicant submitted draft labeling
consistent with 201.56 and 201.57, current
divisional pPolicy, and the design of the
development package? i

X S0- /7
/2 3/4/5’.

YES



(9) From a ucrobiology

fileablex If
why it is.not.

e /S/

/S/

Perspective,

"no", please state

i
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Food and Drug Acdministration
Fertlility and Maternal Health Drugs Advisory Commlttee
—— Center for Drug Evaluation and Research - :

14-15 June 1880

SUMMARY MINUTES

Members Present - Exeéutlve Secreétary

Barbara S. Hulka, MD (Chair) Phillp A. Corfman, MD
Dorothy M. Barbo, MD :
Ezra C. Davidson, Jr, MD

Etlzabeth R. McAnarney, MD : . Invlited Speaker (14 June). -
Susan A. R. McKay, PhD

Jennlifer R. Nieby!, MD Jéhn C. LaRosa, MD

E. Albert Reece, MD - — _
Subir Roy, MD ) -
James J. Schiesselman, PhD Invited Speakers (15 June)

Anne Colston Wentz, MD

_ Gary D. Friedman, MD
Member Absent Jack D. Sobel, MD

Arthur F. Haney, MD

"wWe certify that we ‘attended the 14-15 June 1990 meeting of the Fertlillty
and Maternal Health Drugs Advisory COmmIttee and that these Summary Mlinutes
accurately reflect what transpired. :

/ ' Y
/S | /S/
ﬁﬁilfp A. Codyman. MD / arbara S. Huika, o

Executsve Secretary Chalr
22 June 90 L C%2 /7

Late pzate




SUMMARY MINUTES

The Fertility and Materna! Health Drugs Advisory Committee of the Food anc
Drug Administration met on 14-15 June 1990 at the Galthersburg Marrilott
Hote! In Galthersburg, Maryland. A complete transcript of the meeting Is
availlable from the Dockets Management Branch of the FDA.

The following documents are annexed to these mlinutes:

1. The meet!ing agenda. _
o 2. The questions put to the Commlittee(s).
3. Lists of Committee meﬁbers. Invited speakers and other

participants. ) N -

During its two day meet!ng the Committee reviewed three toplics._and derlved
answers to amended verslons of the questlons llsted in annex 2. The topics
were: 1) recommendations of the National Acadumy of Sclences Committee on
Contraceptive Development concerning the FDA review of contraceptive drugs
and devices, 2) the request by Wyeth-Ayerst for the FDA to permit the label
of Premarin be amended to state that Premarin may provide cardloprotection,
and 3) proposals that vaginal fungicides be sold without prescriptions.

1. RECOMMENDAT IONS CONCERNTNG THE FOOD AND DRUG ADMINISTRATION PROPOSED —
BY THE COMMITTEE ON CONTRACEPTIVE DEVELOPMENT OF THE NATIONAL ACADEMY
OF SCIENCES {NAS)

Insofar as the NAS Report concerns both contraceptlive drugs and devices,
this portlon of the meeting was held jointly witn the Obstetrlcs and
Gynecology Panel of the Center for Devices and Radiological Health, and the
Chalrs of the Commlittee and the Panel co-chalred the meeting. (The
membership of the Panel Is _provided In Document 3; a!l members of the panel
attended the meeting except Drs. Grimes and Wager.)

After announcements, Dr. Connetl| -opened the meeting for publilic comment.
Presentations were provided during this period by Dr. Sidney Wolf for the
Public Clitizen Health Research Group, Ms. Patty Morris for Publlic Volice,
Dr. Richard D. Glasow for Nationa! Right to Life, Inc, and Ms. Llisa Kaeser
for the Alan Guttmacher Instttute. Since no other particlpants expressec 2
wish to speak during thils period, the Chalr closed the open public hearing.

The NAS Report was then presented In some detail by three members of the
Committee on Contraceptive Development: Dr. Luigl Mastrolanni (the
Committee Chair), Ms. Judy Norsiglan, and Mr. Richard Cooper. J—



Dr. Hulka assumed the chalr of the session and, folilowing discussion of the
Report with staff of the Food and Drug Administration, the jolint commlittees
addressed the questions put to them. The questions were directed to the
six recommendations of the report (provided on pages 114-116 of the

Report).

RECOMMENDATION 1. "The committee recommends that the FDA Increase the
welght It assigns to contraceptive effectlveness and
convenience of use"“. -

Questlion 1.1.:

Question 1.2:
Question 1.3.:

Answer 1.1.:

Answer 1.2.:
Answer 1.3.:

Do the advisory commlttees agree with this
recommendat!ion In principle?

If no, please provide the reasons.

If yes, can the advisory commlittees identlfy
contraceptlives whose FDA review would have been
facllitated by the application of this policy?
what new contraceptlves'yet to be reviewed by the
FDA might beneflit from the application of thlis
pollicy? : -

The advisory commlttees response was *yes".
(There were two abstentlons to the motion for
concurrence.) ’
(Moot.) : :

The commlttees agreed unanimously with a motlon
that the committees d!d not have sufficlent
information to address to these questions.

RECOMMENDATION 2. "The FDA should also be prepared to approve, In some
clircumstances, a new contraceptive drug or device that
presents a risk If It Is shown that the new )
contraceptive offers a safety advantage for an
identiflable group of users when compared with that
group‘s current actual contraceptive practice
(lncluding nonuse)."

Question 2.1.:

Questlion 2.2.:
Questlion 2.3.:

Answer 2.:

Do the advisory committees agree with this
recommendation In princlple?

|f no, please provide the reasons.

If yes, can the advisory committees Identify
contraceptives whose FDA review would have been
faclllitated by the appllcation of this policy?
What new contraceptives yet to be reviewed by the
FDA might beneflit from the appiication of this — _
policy?- , )

The Joint commlttees voted that they could not”
address these quest:ons because they felt that the
statement ient Itself to different
Interpretations. (There were three apstentions.)



RECOMMENDATION 3.

“The committee also recommends that a comprehensive
pustmarketling survelltance system be established to
provide systematic and timely feedback about positive
and negative health effects of contraceptive products.*

Question 3.1l: Do the advisory .commlittees agree with this

Question 3

Question 3.

Question 3.

—Answer

Answer

Answer

Answer

RECCMMENDATION 4.

recommendation In princlple?

.2.: Do the advisory committees belleve that current
practices by the FDA In this regard are _
sufficlient? !

3.: |If no, what additional efforts should be
undertaken?

4.: How do the advisory committees view the mandate of
the Natlonal " lnstlitutes of Health Contraceptive
Evaluatlon Branch In this regard?

.t The joint committees voted unanimously to agree
with this recommendation.

. The Joint committees agreed with a motlon that the
current FDA post-marketing survelllance resources
are insufficient. (There was one abstention.)

The joint committees unanimously recommended the
establishment of an outslide, exemplary, sclentlflc
group, such as a committee of the Institute of

- Medicline, to review the entire issue of post-

marketing survelllance for the FDA. This group
would be expected to Involve reievant agencles anc
to recommend possible funding mechanisms for the
work to be undertaken. —_ -

. The joint committees feit that they had
insufficlient Information to respond to this
question. :

"The committee recommends that an Iinternational _
conference of drug regulatory officlals be held to
Increase the priorlity that such officlals give to
contraceptlive development, to harmonize the regulatory
requirements of dlfferent countries to such extent
possible, to discuss the need for greater postmarketing
survelllance of new contrace-tives, and to ctarify the
basls for reguiatory decl!sions in Individual
countriles.*

Question 4.1.: Do the advisory commlttees agree that such an

Iinternational meeting would be heipful?

Question 4.2.: |f ves, what entitles should organize and
underwrite such a meeting?

Answer 4.1.: The advisory cd&mlttees voted towag'ee that an
international meeting would be heipful. (There -~ —°

was one vote against this motion.) -

Answer 4.2.: The committees voted to recommend that the

following entities might be Involved: the Worid
Health Organization, other Unlited Natlons"
agenclies, and European and Paciflc rim countrles.
{(Four commliitee members abstalned from the vote On
this recommendation.) : -



RECOMMENDATION 5. “The Food and Drug Administration should complete its
review of lts toxicologlcal requlrements for the
evaluation of contraceptive products, especlally Its
contlnued use 5f the beagle dog."

== - --—-—-Questlon 5.1.: Do the advisory committees belleve that the
Agency’'s current requlrements for animal
. ' toxlicological studies for contraceptive sterolds
should be amended? .
Questl!on 5.2.: If yes, what changes are recommended?

The joInt committees electecd not to address these questions but
voted unanimously that they agreed with the recommendation of the
NAS committee.

RECOMMENDATION 8. "A report should be prepared by an independent body
three to flve years hence tot'assess FDA requlrements
.with respect to contraceptives.* '
. ) ——
Question 6.1.: Do the advisory commlttees agree?
Questlion €.2.: |f yes, what entlities should organize and
underwrite such a review?

Answer 6.1.: The Joint commlittees voted to agree with the—
recommendation. (There was one vote agalinst the
motlon to agree and two abstentlions.)

o Answer 6.2.: The Joint commlittees voted in favor of a motion to
suggest a mechanism simliar to the-mechanism
suggested for Recommendation 3. (There were three
abstentions to the vote on thls motion.)

_ 2. Concerning a proposed cardloprotective Indicatlon for Premarin in
women without a uterus

After a break the Fertlillty and Maternal Health Advisory Committee
reconvened wlthout particlpation of the Obstetrics-Gynecology Panel. After
Dr. Corfman read the confllict of interest statement, three presentations

—— were glven during the open public session: Dr. Sidney Wolfe for the Public
Citizen Health Research Group, Dr. Malicolm Whitehead for Clba-Geligy, and
Ms. Cynthia Pearson for the Natlional Women‘'s Heaith Network. -

Since no one else expressed a wish to present during the open hearing
portion of the meeting, the Chalr closed thls portion, and Introduced the
formal sessions. During the session entitled "Biomedical Studles”,
presentations were gl!ven by Drs. Marc Deltch, Roger Lobo, and Jay M.
Sulllivan speaking for the sponsor, Wyeth-Ayerst, by Dr. John C. LaRosa, a
speaker Invited by the FDA, and by Dr. Linda Golden, an FDA sclientist.
During the sesslion entitlied "Epldemiologlical Studies“, presentations were
gliven by Drs. Elizabeth Barrett-Connor, Melr J. Stampfer, Roger Lobo, and
Marc Deitch, speaking for the sponsor, by Dr. Gary Friedman, a speaker
Invited by the FDA, and by Dr. Bruce Stadel!, an FDA sclientist.



During the discussion perliod, Dr. Corfman noted that the tlitle of the
sesslon, ("A proposed cardlioprotective indication for Premarin In women
wlthout a uterus"), didn‘'t Imply that such use, |f advised, would™
necessarlly appear In the “"Indicatlon" section of the label; such a finding
could appear elsewhere In the label, for Information purposes. The final
declision on how the finding might be emplioyed In labeling will be
negotiated by the FDA with the sponsor, taklng Into conslderation the
recommendations of the committee.

The committee then addressed the questions put to It as follows:

Question 1. Does the Committee bel lieve tha% the
epldemiological evidence provided Is sufficient tc
conclude that estrogen replacement therapy with

- Premarin alone prevents cardio-vascular disease in
women? (Is the employment of an meta- analysls
useful In this regard?)

= _ The Commlttee elected to change the question as
-follows: — -
"Does the Committee belleve that the evidence
provided Is sufficlient to conclude that estrogen
- replacement therapy wlith Premarin alone iowers the
risk of cardlo~-vascular disease In women?"

Answer Nine members voted In favor of thls amended
question, and one member abstalned. (At the
concluslion of the meeting the abstaliner elected to

. change the vote from abstention to a vote against
the amended question.) _—

Question 2. If the Committee-does—not bel leve that there Is
sufficlent evidence, what further studlies does It
recommerid be undertaken to provide such evidence?

Question 3. If the Committee bellieves that there is sufficlent
—evidence, does It also belleve that the
cardlovascuiar beneflts of estrogen replacement
therapy with Premarin In women without a uterus -
outwelgh the possible risks?

The Committee elected to change the order and
wording of questions 2 and 3 as follows:

Question 2. — "Does the Committee beilieve that the
cardiovascuiar beneflts of estrogen replacement
~therapy wlith Premarin alone In women without a
uterus outweigh the possible risks?"

- Answer The Committee voted unanimousty that the beneflts
of estrogen replacement therapy with Premarin in
women wilthout a uterus may outweigh the risks
depending on the Indlvidual patient’s risk profile
for varlous estrogen-related diseases and
condittions.



Question 3. *What further studl!es -does the Committee recommenc
be undertaken?”

Answer The Committee recommended two categories of
studies: 1) secondary prevention trilals, which
would be randomized clinical triats—m high-risk
women, such as women with atherosclerostis and/cr a
history of myocardlai iInfarction, and 2) large
cohort studies desligned to ascertaln-risk In
speciflc sub-groups, such as groups at high risk
of cardliovascular dlsease In which estrogen may bte
of beneflt, or groups at low risk, (n which
estrogens would be expected to be of little
beneflt. -

3. Concerning the proposal that vaglinal funglcides may be sold wlthcut
prescription !

This portion of the meeting was opened by the Chalr for open public comnent
and during this perilod there were presentations by Ms. Judy Norsiglan for
the National Women‘s Health Network, Ms. Kara Anderson for the Planned -
Parenthood Federation of America, and Mr. Mark K. Taylor for Combe iInc.

There being .no one eise In the meeting expressing Interest In commenting,
the Chair closed the open comment perlod and Introduced the formal portion
of the program. Presentations were gliven by Dr. Joseph K. Winfleld of the
FDA, by Dr. Douglass B. Glven, speaking for the sponsor, the Schering-
“Plough Corporation, by Drs. Carol! Sampson Landers and Sebastlan Faro,
speaking for the sponsor, Advanced Care Products, and by Dr. Jack D. Sobel,
a speaker Invited by the FDA. T S '
After these presentations and further discusslion, the Commlttee addressed
the questlions as follows: ‘

Question 1. Does the Committee belleve that the most frequent
cause of vaginal dlscharge, vulvovaglinal {tching,
and burning Is due to Candlida alblicans infectlons?

Questlion 2. ‘Does the Committee believe that the cure rates
presently obtalned with clotrimazole and
micronazole for the treatment of vulvovaginal
candidiasis are sufficient to allow the over-the-
counter (OTC) use of these products?

Questions 1 and 2 were withdrawn by the Agency.
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T 14 June 13-1700 and 15 June 0B0D-1230

Concerning a proposed cardloprotective iIndication for Premarin in
women without a uterus

QUESTION 1. Does the Committee bellieve that the
epidemiolioglcal evidence provided Is.sufficlent
to conclude that estrogen repiacement therapy
with Premarin_.alone prevents cardlo-vascular
disease In women? (Ils the employment of an
meta-analysls useful In this regard?)

QUESTION 2. If the Committee does not believe that there is
sufficlent evidence, what further studles does
o - It recommend be undertaken to provide such '
= evidence?

i

QUESTION 3. If the Committee beileves that there Is
- suffliclient evidence, does It ailso belleve that
the cardlovascular benefits of estrogen
replacement therapy with Premarin {n women
without a uterus outweigh the possibie risks?

15 June 1230-1530

Concerning the proposat “that vaglinal funglcides may be sold wlthout
prescription

QUESTION 1. Does the Committee belleve that the most
frequent cause of vaginal dlscharge,
vulvovaglinal Itching, and burning Is due to

“Candida alblcans Infectlions? —

QUESTION 2. Does the Committee belleve that the cure rates
" presenti{y obtalned with clotrimazole and
micronazole for the treatment of vulvovaglinal
candidlasis are sufficlient to aliow the over-
the-counter (OTC) use of these products?

QUESTION 3. _Does the Committee belleve that vulvovaglinal
candidiasis can be safely and adequately self-
diagnosed and treated by the consumer?

QUESTION 4. I f zpproved for OTC use, does the Committee
recommend that certaln patient populations be
- ldentifled In the labeling (l.e., those with
first infections or recurrent Infections)?
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QUESTIONS TO THE COMMITTEE(S)

14 June 0830-1230

Joint Meeting
of the

Fertillty and Maternal! Health Drugs Advlsory Commlttee
Obstetrics~Gynecology Devices Panel

Concerning recommendations for the Food and Drﬁo Administration

proposed by the Committee on Contraceptlive Develooment of the

National

Academy of Sciences

The questiéns are dlirected to the six recommendatlions of the feport~
"(provided on pages 114-116) as follows:

1.

"The committee recommends that the FDA iIncrease the welght'lt
assigns to contraceptlive effectlveness and convenlence of

use".

Question 1.1.: Do the advisory committees agree wlth this
recommendation In principte?

Question 1.2: |If no, please provide the reasons.

Questlon 1.3.: I|f yes, can the advisory committees ldentlfy

contraceptives whose FDA review would have been
facliltated by the application of this pollcy?
What new contraceptives yet to be reviewed by
the FDA might beneflit from the application of
this pollcy?

“The FDA should also be prepared to approve, In some
clrcumstances, a new contraceptive drug or device that
presents a risk If It Is shown 'that the new contraceptive
offers a safety advantage for an identlflable group of users
when compared with that group s current actual contraceptive
practice (including nonuse).

Questlon

Questlion
Question

2.1.:

2.2.
2.2

Do the advisory committees agree with this
recommendation tn princlipie?

If no, please provide the reasons.

{f yes, can the advizory committees .identify
contraceptives whose FDA review would have been
facllltated by the application of tHis pollcy?
What new contraceptives yet to be reviewed by
the FDA might benefit from the app!ication of
this® pollicy?



“"The committee alsc recommends that-a comprehensl!ve
postmarketing survelliance system be estabiished to provide
systematic and timely feedback about poslitive and negative
health effects of contraceptive products.”

Question - 3.1.: Do the advisory committees agfbe with this
recommendation ‘'In principle?

Questlon 3.2.: Do the advisory committees belleve that current
practices by the FDA In this regard are
sufficlent? .

Question 3.3.: If no, what additional efforts should be
undertaken?

Question 3.4.: How do the advisory committees view the mancate
of the Natlional Institutes of Health
Contraceptive Evaluatlion Branch In thls regard?

“The committee recommends that an International conference of
drug regudatory officlals be helid to Increase the prilority
that such officlals glve to contraceptlve development, to
harmonize the regulatory requirements of dlfferent countries
to such extent possible, to discuss the need for greater
postmarketing survelllance of new contraceptives, and to
clarify the basls for regulatory decisions In indlvidual
countries.* C o

Question 4.1.: Do the advisory commlittees agree that such an
Internatlonal meeting would be helpful?

Question 4.2.: If yes, what entitles shoul!d organize and
underwrite such a meeting?

"The Food and Drug Admin!istratlion should compliete Its review

of Its toxlicologlcal requirements for the evaluatlion of

contraceptlve products especlally Its contlinued use of the

beagle dog. .

Question §.1.: Do the advisory commlttees belleve that the
- Agerecy’s current requirements for animal
toxlcologicat studies for contraceptive
sterolids should be amended? _
Question 5.2.: If yes, what changes are recommended?

"A report should be prepared by an Independent body three to
five years hence to assess FDA requlirements with respect to -
contraceptlves. -

Questlion 6. 1.. Do the advisory commlttees agree?

_Question-6+2.: |f yes, what entities should organize and

underwrite such a review?
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AGENDA- -

—_— ' 14 June 0830-1230

0830-0830 - -Open publlic hearlng

B Jolnt Meeting
with the
Obstetrics~-Gynecology Devices Panel
of the
_ Center for Devices and Radlological Health

RECOMMENDAT [ONS CONCERNING THE FOOD AND DRUG ADMINISTRATION
PROPOSED BY
THE COMMITTEE ON CONTRACEPTIVE DEVELOPMENT
OF THE
NATIONAL ACADEMY OF SCIENCES (NAS)

0930-1030 Presentations by NAS'Commlttee Members

Lulg! Mastrolannl, Jr, MD
Judy Norsiglan
Richard M. Cooper, JD

1030-1100 Break

1100-1230 Discussion with FDA staff and response to questlons

1230-1330 Lunch



1330-1400

1400-1430

1430-1500

1500-1530

1530-1600

1600~-1700

14 June 13230-1700

PROPOSED CARDIOPROTECTIVE INDICATION FOR PREMARIN

BIOMEDICAL STUDIES

[Time will be provided at the begtnning of this sesslon for
publiic comment on the proposed cardloprotective Indication]

Presentatlions for the sponsor

Introduction
Marc Deltch, MD
Wyeth-Ayerst Laboratorles

Overview . K
Roger Lobo, MD _
University of Southern California Schoo! of Medicline

Invited speaker

Cardliovascular disease, |ipoproteins, and hormones

John C. LaRosa, MD
George Washingteon University Medlical Center

Presentations for the sponsor

Effect of estrogen replacement therapy on coronary leslons

Jay M. Sutllivan, MD
University of Tennessee Medical School

Break
Discusslion by FDA staff sclentist

Linda Goiden, MD

GCenera! dliscussion



- —— > — . S t—

0800-0800

0800-0830

0s830-1000

1000-1030

1030-1230

1230-1330

PROPOSED CARDIOPROTECTIVE

15 June 0800-1230

EPIDEMIOLOGICAL STUDIES- -

Presentations for the sponsor

Nurses study results and meta-anaiysis
of all p!gljshed studles

Meir J. Stampfer, MD
Harvard Schoo! of Public Health

LIpid research cllnlcs study results
Ellzabeth Barrett-Connor, Mg_
University of Callfornia, San Dlego,
School of Medlcine

Invited speaker ..

Comments on the epidemlologlcal Issues

Gary D. Friledman, MD
Kalser-Permanente Medlca! Care Program _

Discuss!ion by FDA staff scientists
Comments on the epldemlologlical Issues
Break

Discussion and response to questions

tunch

INDICATION FOR PREMARIN



15 June 1330-1530

PROPOSAL THAT VAGINAL FUNGICIDES
MAY BE SOLD WITHOUT PRESCRIPTION

4

[Time will be provided at the beginning of thils session for
public comment on this topic]

1330-1340 Introduction to the toplc

—  Joseph K. Winfleld, MD ,_
—_— Food and Drug Adminlstration,

1340-~1410 Discussion by an invited speaker

Jack D. Sobe!, MD 4
Wayne State University School of Medlicline

1410-1500 Presentations by sponsors -

Douglass B. Glven, MD, PhD
Scherling Corporation

Carol Sampson Landers, MD E
Advanced Care Products
ortho Pharmaceutlpal Corporation

Sebastian Faro, MD, PhD
Baylor College of Medicine
(Speaking for Advanced Care Products)

1500-~-1530 Discusston and Committee response to questions——



Question 3. Does the Commlittee believe that vulvovaginal
candidiasis can bé safely and acequately self-
diagnosed and treated by the consumer?

The Commlittee elected to change-the question as
follows:

“Does the Commlttee belleve that vulvovaglnal
candidiasis can be safely and adequately self-
treated by the consumer?*

Answer The Committee voted unanimously In favor of thls
question.
Question 4. i{f approved for OTC use, does the Committee ~

recommend that certaln patient populatlions be
identifled In the labeling (l.e., those wlth first
Infectlons or-recurrent Iinfections)?

Answer The Committee voted unanimously In favor of this
question, recommending. {abeling similar to that
provided by Schering-Plough on pages 10-12 of the
document provided the Committee and entltied -
“Vaginal candldliasis: a self-treatable conditlion".

The agenda being completed, the Chalr closed the meeting. 1t was noted
that subsequent meeting dates for the Fertiilty and Maternal Health Drugs
Adv!sory Commlttee are: -

11-12 October 1880 -
7-8 February 1981 -
13-14 June 1991



