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NDA 20-946 Food and Drug Administration
Rockville MD 20857

SEP 01 1998
Gynetics Inc.
Attention: Ms. Margaret P. Filipiak
Regulatory Manager
56 Locust Lane
Princeton, NJ 08540

Dear Ms. Filipiak:

Please refer to your new drug application (NDA) dated November 26, 1997, received
December 1, 1997, submitted pursuant to section 505(b)(2) of the Federal Food, Drug, and Cosmetic
Act for Preven™ Emergency Contraceptive Kit (levonorgestrel and ethinyl estradiol tablets and

pregnancy test). -

We acknowledge receipt of your submissions dated December S, 1997; February 9, March 10 and 25
(2), April 2, 23 and 27, May 6, 15, and 20, June 8 and 16, July 17, August 6, 11, 13, 20, 21
(telefacsimile), 25, 29 and 31 (telefacsimile) and September 1, (telefacsimile) 1998. Your submission of
April 27, 1998, extended the user fee goal date for this application to September 1, 1998.

This new drug application provides for the use of Preven™ Emergency Contraceptive Kit (levonorgestrel
and ethinyl estradiol tablets and pregnancy test) for prevention of pregnancy.

We have completed the review of this application, as amended, and have concluded that adequate
information has been presented to demonstrate that the drug product is safe and effective for use as
recommended in the enclosed labeling text. Accordingly, the application is approved effective on the
date of this letter.

From a chemistry, manufacturing and controls perspective, an 18-month expiration date for the product
is acceptable based on additional stability data provided. However, you are reminded that this 18-month
period is from the date of manufacture of the tablets and includes the storage time in the bulk containers.

The final printed labeling (FPL) must be identical to the submitted draft labeling (package and patient
package inserts submitted September 1, 1998, immediate container label submitted August 31, 1998 and
outer carton label submitted September 1, 1998). Marketing the product with FPL that is not identical to
the approved labeling text may render the product misbranded and an unapproved new drug.

Please submit 20 copies of the FPL as soon as it is available, in no case more than 30 days after it is
printed. Please individually mount ten of the copies on heavy-weight paper or similar material. For
administrative purposes, this submission should be designated "FPL for approved NDA 20-946."
Approval of this submission by FDAis not required before the labeling is used.

Validation of the regulatory methods has not been completed. At the present time, it is the policy of the
Center not to withhold approval because the methods are being validated. Nevertheless, we expect your
continued cooperation to resolve any problems that may be identified.
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In addition, please submit three copies of the introductory promotional materials that you propose to use
for this product. All proposed materials should be submitted in draft or mock-up form, not final print.
Please submit one copy to this Division and two copies of both the promotional materials and the
package insert directly to:

Division of Drug Marketing, Advertising, and Communications, HFD-40
Food and Drug Administration

5600 Fishers Lane

Rockville, Maryland 20857

Please submit one market package of the drug product when it is available.

We remind you that you must comply with the requirements for an approved NDA set forth under
21 CFR 314.80 and 314.81.

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

Sincerely,

sl

Lisa D. Rarick, M.D.

Director

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

Center for Drug Evaluation and Research
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A Medical Officer’s Final Review of Label
gk T Preven™Emergency Contraceptive Kit
&;J,j R _ Four Levonorgestrel-0.25mg/Ethinyl Estradiol-0.05mg Tablets
alie Amendment #
: Gynétics, Inc., Princeton, NJ 08540

Reviewer’s Comment:

After several internal meetings with the Deputy Division Director and numerous teleconference
discussions with the Sponsor, the following revisions were made to the August 7, 1998, label (review).
The final Draft Label as submitted 9/1/98 (with incorporated changes) is now agreeable to both the
Reviewer and the Sponsor.
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Shelley R. Slaughte; MB; PiD. ~ ( A ,
"Medical Officer

Tl Jay

cc:
NDA 20-946
HFD-580/ L. Rarick/ M. Mann/ S. Slaughter/ C. Kish
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AUG 22 1938
August 27, 1998

Medical Officer’s Review

NDA 20-946
Preven™ Emergency Coatraceptive Kit
4Levonorgestrel-0.25mg/Ethinyl Estradiol-0.05 mg Tablets

Draft Label

Amendment #015-8/19/98

Gynétics, Inc., Princeton, NJ 08540

Reviewer Comments: This is the review of the 8/19/98 Draft Label from Gynétics (Response labeling
to FDA). This review incorporates the changes submitted by Gynétics which with we are in
agreement. We strongly advise that the Sponsor remove the references from the Prescribing
Information section of the Label. This suggestion follows the format of the revised Labeling
Guidance for Combined Oral Contraceptives which is now in the final stages of Draft and will be
implemented soon.

s/

SHelley R. Slaughter, MD; Ph.D. / ~ Q -
Medical Officer

cc:
NDA 20-946
HFD-580/L. Rarick/M. Mann/ S. Slaughter/ C.Kish
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August 7, 1998 AUG 10 3
Medical Officer’s Review
NDA 20-946
Preven™ Emergency Contraceptive Kit
rgestrel-0.25mg/Ethiny) Estradiol-o.OSmg Tablets
Draft Label ™
Draft 17:3/30/98-Amendment #005-4/4198 X
Gynetics, Inc., Princeton, NJ 08540
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S‘elley R. Slaught‘é/r, M])/f’h.D. O]
Medical Officer
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HFD-580/L. Rarick/ M. Manuw/ 8. Slaughter/ C, Kish
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DIVISION OF REPRODUCTIVE AND UROLOGIC DRUG PRODUCTS - HFD-580
Review of Chemistry, Manufacturing and Controls

NDA: 20-946 ,
CHEMISTRY REVIEW # 2 DATE REVIEWED: 25 Aug 1998
SUBMISSION TYPE DOCUMENTDATE CDER DATE ASSIGNED DATE
ORIGINAL 26 Nov. 1997 1 Dec. 1997 4 Dec. 1997
AMENDMENTS 9 Feb. 1998 10 Feb. 1998
25 Mar. 1998 27 Mar. 1998
15 May 1998 18 May 1998
- 20 May 1998 21 May 1998
17 July 1998 20 July 1998
11 Aug 1998 12 Aug 1998

20 and 21 Aug 1998

NAME & ADDRESS OF APPLICANT:  Gynetics Inc.
198, Route 206, Somerville, NJ 08876

DRUG PRODUCT NAME
Proprietary: Preven Emergency Contraceptive Kit
Nonproprietary/Established/lUSAN:  Levonorgestrel and Ethinyl Estradiol Tablets, USP
Code Name/#:
Chem.Type/Ther.Class: ap

ANDA Suitability Petition / DESI / Patent Status: N/A

PHARMACOLOGICAL CATEGORY/INDICATION: Progetin/Estrogen for emergency postcoital contraception.

DOSAGE FORM: Tablets

STRENGTHS: 0.25 mg Levonorgestrel/ 0.05 mg Ethiny! Estradiol
ROUTE OF ADMINISTRATION: oral

DISPENSED: X _Rx _ OTC

CHEMICAL NAME, STRUCTURAL FORMULA, MOLECULAR FORMULA, MOLECULAR WEIGHT:
Molecular Formula: Levonorgestrel: C,,H,,0, ; Ethinyl Estradiol: C,H,,0,
Molecular Weight: Levonorgestrel : 312.5; Ethinyl Estradiol: 296.41
Chemical Name: Levonorgestrel: 18, 19-Dinorpregn-4-en-20-yn-3-one, 13-Ethyl-17-hydroxy-, (17a)-(-)
Ethinyl Estradiol: 19- Norpregn-1,3,5 (10) -triene-20-yne-3,17-diol, (17a)-

Levonorgestrel Ethinyl Estradiol

HO -~



SUPPORTING DOCUMENTS:

Type Subject Holder Status Review Date Letter
Date

DMF Adequate 27 Aug 1998 N/A
K. Srinivasachar

DMF Levonorgestrel Adequate 5 Dec 1997 N/A
(M. Shaikh)

DMF Ethinyl Estradiol Adequate 16 April 1998 N/A
(D. Lin)

RELATED DOCUMENTS (if applicable): N/A

CONSULTS: Labeling and Nomenclature Committee

REMARKS/COMMENTS: . The Amendment of 11 Aug 1998 provides responses to the deficiency letter of 30 July 1998

and is the subject of this review.

CONCLUSIONS & RECOMMENDATIONS: The NDA may be approved from a chemistry, manufacturing and controls
perspective. The Applicant should be informed that an 18 month expiration date for the product is acceptable based on the

additional stability information provided. They should be reminded that this 18 month period is from the date of

manufacture of the tablets and includes the storage time in bulk containers. The storage statement on the outer carton labels

should be revised to include “[see USP Controlled Room Temperature]”.

Orig.  NDA 20-946

cc: HFD-580/Division File
HFD-580/ K. Srinivasachar/Rhee/CSO

R/D Init by:

4x\“<
\r \Wz\ |

1S/

K. Srinivasachar, Ph.D,
Review Chemist

filename: nda20946.3
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DIVISION OF REPRODUCTIVE AND UROLOGIC DRUG PRODUCTS - HFD-580
Review of Chemistry, Manufacturing and Controls
NDA: 20-946 .
CHEMISTRY REVIEW # 1 DATE REVIEWED: 20 July 1998
SUBMISSIONTYPE DOCUMENTDATE CDERDATE ASSIGNED DATE
ORIGINAL 26 Nov. 1997 1 Dec. 1997 4 Dec. 1997
AMENDMENTS 9 Feb. 1998 10 Feb. 1998 ]
25 Mar. 1998 27 Mar. 1998 JUL 28 1998
23 Apr 1998 24 Apr 1998
27 Apr 1998 28 Apr 1998
15 May 1998 18 May 1998
20 May 1998 21 May 1998
17 July 1998 20 July 1998

NAME & ADDRESS OF APPLICANT:  Gynetics Inc.
198, Route 206, Somerville, NJ 08876

DRUG PRODUCT NAME
Proprietary: Preven Emergency Contraceptive Kit
Nonproprietary/Established/USAN:  Levonorgestrel and Ethinyl Estradiol Tablets, USP
Code Name/#:
Chem.Type/Ther.Class: 3r

ANDA Suitability Petition / DESI / Patent Status; N/A

PHARMACOLOGICAL CATEGORY/INDICATION: Progetin/Estrogen for emergency postcoital contraception.

DOSAGE FORM: Tablets

STRENGTHS: 0.25 mg Levonorgestrel/ 0.05 mg Ethiny] Estradiol
ROUTE OF ADMINISTRATION: oral

DISPENSED: X Rx __ OTC

CHEMICAL NAME, STRUCTURAL FORMULA, MOLECULAR FORMULA, MOLECULAR WEIGHT:

Molecular Formula: Levonorgestrel: C;,H,,0, ; Ethinyl Estradiol: C,H,,0,

Molecular Weight: Levonorgestrel : 312.5; Ethinyl Estradiol: 296.41

Chemical Name: Levonorgestrel: 18, 19-Dinorpregn-4-en-20-yn-3-one, 13-Ethyl-17-hydroxy-, (17a)-(-)
Ethinyl Estradiol: 19- Norpregn-1,3,5 (10) -triene-20-yne-3,17-diol, (17a)-

Levonorgestrel ' Ethinyl Estradiol

HC




Type Subject Holder Status Review Date Letter Date
DMF
DMF Levonorgestrel Adequate 5 Dec 1997 N/A
(M. Shaikh)
DMF Ethinyl Estradiol Adequate 16 April 1998 N/A
(D. Lin)

RELATED DOCUMENTS (if applicable): N/A

CONSULTS:; Labeling and Nomenclature Committee

REMARKS/COMMENTS: . The Amendment of 25 Mar 1998 provides the Tradename PREVEN for consideration

because the original tradename PREVENT was found unacceptable by the Labeling and Nomenclature Committee. The
name PREVEN was subsequently determined to be acceptable by the L & N Committee and will be the proprietary name for

this drug product.

CONCLUSIONS & RECOMMENDATIONS: The NDA is approvable provided a satisfactory response is received to the

comments and deficiencies in the draft letter at the end of this review.

Orig. NDA 20-946

cc: HFD-580/Division File
HFD-580/ K. Srinivasachar/Rhee/CSO

sl

R/D Init by:

W

sl

K_ Srinivasachar, PhD.
Review Chemist

filename: nda20946.1
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CLINICAL PHARMACOLOGY and BIOPHARMACEUTICS REVIEW
Division of Pharmaceutical Evaluation II

NDA 20-946 SUBMISSION DATES: November 26, 1997
P April 2, 1998
revent“‘ Eme Contraceptive Kit
ge thiny| Estradiol 0.05 mg Tablets
andmune
Gynetics lnc

Princenton, NJ 08540

TYPE OF SUBMISSIONS: Original NDA

SYNOPSIS:

An Original NDA 20-946 for Prevent™ Contraceptive Kit (combination of fowr (4) levonorgestrel 025
mglethinyl estradiol 0.05 mg tablets and an wiine contraceptive kit) was submitted on November 26, 1997 by
Gynetics Inc. Prevent™ is intended for use as an emergency postcoital contraception. The
levonorgestrel/ethinyl estradiol tablets contain botn a progestin and an estrogen and prevent
pregnancy through the combined actions of the two hormones. The tablets are taken within 72
hours after unprotected sexual intercourse and is believed to prevent pregnancy by either
preventing fertilization or by preventing the fertilized egg from implanting itself on the wall of the
uterus, possibly as a result of impaired tubal function, altered uterine lining and prevention of
normal hormanal ovarian secretions.  If the pills are taken correctly, this method is thought to be

about 75% effective. ] :

Il. RECOMMENDATION:
The Office of Clinical Pharmacology and Biopharmaceutics/Division of Pharmaceutical Evaluation |1
(OCPB/DPEI) has réviewed NDA 20-946 for Prevent™ Emergency Kit that was submitted on
November 26, 1997. Based on the review of the overall information included in this submission,
OCPB/DPEII is of the opinion that: )
e The provided analytical and pha/hnaookinetic information is appropriate to support the
approval of this NDA. However, it should be noted that Gynetic's Emergency Contraceptive
Pill is not bioequivalent to the reference product, Ovral®. The upper limit of the %
confidence interval (CI) for levonorgestrel's Cmax is %, which is outside of the Agency's
% acceptance criteria. However, considering that the total dosage of levonorgestrel

that is administered in one complete regimen of Gynetic's Emergency Contraceptive Pill is 1.0

REVIEWER: Angelica Dorantes, Ph.D.




mg and the maximum total dosage of levonorgestrel that is recommended in the postcoital
emergency contraception regimens described in the Federal Register (see Atachment 1) is 1.2
mg, then from the clinical pharmacology and biopharmaceutics perspective there are probably
no safety or efficacy concems for this product.

o The proposed in vitro dissolution method (USP Apparatus 2, 75 rpm, Medium: polysorbate 80 [SPPM] in
waler; S00mL) s acceptable. However, the proposed release specifications of @ % at
minutes for levonorgestrel and ethinyl estradiol are not justified by the provided dissolution
data and therefore are not acceptable. The recommended release specifications for
levonorgestre!l and ethinyl estradiol are Q % at  minutes.

« On April 2, 1998 Gynetics submitted an updated version of their proposed package insert for
Prevent™ Emergency Contraceptive Kit. After review of the information inciuded in the
Pharmacokinetic section of the labeling, OCPB/DPEl recommends that the changes
proposed on pages 12 to 14 of this bio-review be incorporated into the labeling. Revised
labeling should be resubmitted for review.

Please convey the Recommendation and Labeling Comments as appropriate to the sponsor.

/ S/ P é/12/78

Angelica Dorantes, Ph.D. i
Office of Clinical Pharmacology and Biopharmaceutics

RD Initialed by John Hunt. N\ JPH6/16/98
FT signed by John Hunt. c / ¢ IVI £
o S '

cc: NDA 20-946, HFD-580 (Rarick, Slaugther, Kish), HFD-870 (Chen, Dorantes), CDR (Barbara Murphy for Drug).
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. BACKGROUND
Prevent™ Emergency Contraceptive Kit consists of blue film-coated tablets containing 0.25 mg
levonorgestrel and 0.05 mg ethiny! estradiol and a urine pregnancy test. The Urine Pregnancy
Test uses monoclonal antibodies to detect the presence of hCG (Human Chronionic

Gonadotropin) in the urine.

Levonorgestrel and ethinyl estradiol are USP monograph items that are commercially available.

Their molecllar weight, empirical formula, and chemical structure are described below.

LEVONORGESTREL ' ETHINYL ESTRADIOL
7 OH
wi CoCH
- I X
=
HO
C21HsCr MW: 312.45 C20H2402 MW: 296.41

In 1974, a Canadian researcher, Yuspe developed and studied a regimen of estrogen and
progestin combination for post-coital contraception. This regimen consisted of two (2) tablets of
50 mcg ethinyl estradiol and 0.5 mg di-norgestrel within 72 hours of unprotected sexual




intercourse followed by another two (2) tablets 12 hours later.  This regimen is referred to as the
“Yuspe method”. In other studies, similar regimens have been studied by clinical researchers in
the United States, Canada and many European countries. Reported effectiveness rates for the
Yuspe regimen vary from 75% to 98% after one episode of unprotected intercourse. The only
consistently reported side effects of treatment have been nausea and vomiting, occurring in
about 50% and 25% of users, respectively. The Yuspe regimen is approved by the regulatory
agencies of the United Kingdom, Germany, Sweden, Switzerland, and New Zealand. The most
commonly prescribed off-label postcoital method in the United States is a large dose ‘of the oral
contraceptive, Ovral® (0.05 mg ethinyl estradiol/0.5 mg norgestrel).

On June 28, 1996, the Advisory Committee for Reproductive Health Drugs met to consider the
safety and effectiveness of combined oral contraceptives for postcoital emergency use and
unanimously concluded that the following four regimens are safe for postcoital emergency
contraception. The four regimens are:

1. Take two (2) tablets of 0.05 mg ethinyl estradiol/0.5 mg norgestrel within 72 hours after
unprotected intercourse, then take 2 more tablets 12 hours after the first dose;

2. Take four (4) 0.03 mg ethinyl estradiol 0.3 mg norgestrel within 72 hours after unprotected
intercourse, then take 4 more tablets 12 hours after first dose;

3. Take four (4) tablets of 0.03 mg ethinyl estradiol/ 0.15 mg levonorgestrel within 72 hours after
unprotected intercourse, then take 4 more tablets 12 hours after first dose;

4. Take four (4) tablets of 0.03 mg ethinyl estradiol/ 0.125 mg levonorgestrel within 72 hours after
unprotected intercourse, then take 4 more tablets 12 hours after first dose.

On February 25, 1997 the Food and Drug Administration published a Federal Register Notice
agreeing with the Advisory Committee conclusion and it requested the submission of new drug

applications for postcoital emergency contraception. =

The mechanisms by which these postcoital combination hormonal regimens prevent pregnancy
are believed to be either prevention owulation, preventing fertilization, interfering with

implantation by alteﬁng the uterine lining, or suppression of gonadotropins.

In women taking a postcoital contraceptive, the total estrogenic level will be the result of estrogen
from the contraceptive and endogénous estrogen from the ovaries and adipose tissue.
Characteristically estrogen can be expected to have the following effects:

« Ovulation is inhibited in part by suppression of FSH and LH. In a sense, the pituitary gland is
fooled into thinking a women is already pregnant and therefore does not release hormones to

stimulate the ovary.

*  Secretions within the uterus are altered as is the cellular structure of the endometrium leading to
production of areas of edema alternating with areas of dense cellularity.
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» Ovum transport is accelerated.

¢ Luteolysis, the degeneration of the corpus luteum, may occur at high levels of estrogen after
local prostaglandins.

Progestins vary in both their inherent estrogenecity and their anti-estrogenic properties.
Progestins vary in their androgenic effects, however, characteristically progestins can be
expected to have the following effects:

«  Ovulation is inhbited in part by suppression of LH.
s A thick cervical mucus is created, hampering the transport of sperm.

e Capacitation, the activation of enzymes that permit the sperm to penetrate the ovum, may be
inhibited.

IV. DRUG FORMULATION
Only one strength of the combined progestin/estrogen (LNG 0.25 mg/EE 0.05 mg) product is
proposed for marketing. The ECP is a blue film-coated immediate release tablet. The proposed
to-be-marketed formulation made at the to-be-used manufacturing site was used in the only bio-
study (No. ANA-97-105; Lot No. 7TR89106, Batch size, tabs) conducted to support this NDA. Table 1
includes the formulation of the LNG/EE 0.25/0.05 mg tablets proposed to-be-marketed.

TABLE 2
Active Ingredients Input/Tablet
/lxvonorgesu-';i, USP (nﬁcronized) 0.0.25 mg .
‘Ethinyl Estradiol, USP (micronized) 0.05 mg
Inactive Ingredients Core Tablet
“Anhydrous Lactose, NF (DT Grade) mg
Polacrilin potassium, NF (AmbedneOlRP-aa) mg
Y Magnesium stearate, NF mg
Theoretical Core Tablet Weight mg
Film Coating Dispersion
: mg‘
. mg
Theoretical Coated Tablet Weight
“Range 3-7 mp/iablet, target 15 5 El'a%la

**Not present in the finished product
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V. IN VITRO METHODOLOGY
The proposed dissolution method is presented in Table 2.

TABLE 2
PROPOSED DISSOLUTION METHOD AND SPECIFICATIONS FOR PREVENT™ TABLETS
Dosage Form: Levonorgestrel/Ethinyl Estradiol Tablet
Strength(s): 0.25 mg levonorgestrel and 0.05 mg ethiny! estradiol
Apparatus Type:
Media:
Volume:

Speed of Rotation:
Sampling Time(s):
Analytical Method:

Release Rate Specifications: o

Table 3 presents a summary of the i vitro release test results for the lot used in the pivotal

pharmacokinetic study.

TABLE 3
Study No. Lot No. Component Sampling % Dissolved | % Dissolved} % CV
Times Range Mean
min 86.0 54
Levonorgestrel min 92.4 1.7
min 94.4 2.0
ANA-97-105 | 7R89106 min 96.2 2.4
min 97.4 2.1
. min 98.3 2.2
- min 99.4 2.3
Ethinyl Estradiol min- 99.2 2.8
min 98.8 1.8
min 99.5 2.6
min 99.9 2.4
min 99.1 1.4
min 98.9 1.5
min 99.5 2.8

REVIEWER COMMENT:

« It should be noted that the proposed in vitro dissolution test and dissolution specifications are the same
as the ones described in the 23 USP Official Monograph for Levonorgestrel and Ethinyl Estradiol
Tablets. Based on the provided dissolution data the sponsor's proposed specification of Q % at
min for both levonorgestrel and ethinyl estradiol, is not justified and is not acceptable. it is
recommended that the dissolution release specification for both levonorgestrel and ethinyl estradiol be

changedtoQ %at minutes.
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VI. ANALYTICAL METHODOLOGY

COMMENT:
The validations for the analytical methodologies used for the determination of LNG and EE are
adequate.



Vil. CLINICAL PHARMACOLOGY AND BIOPHARMACEUTIC STUDIES

1. BHARMACOKINETICS:

Single_Dose: The phammacokinetic characteristics of the to-be-marketed product were
characterized in one bio-study No. ANA-97-105. The objective of this study was to compare the
bioavailability of Gynetics's Emergency Contraceptive Pill; Lot 7R89106 (Treatment A) with that of
the Wyeth-Ayerst Canadian marketed product Ovral®; Lot 2EJW-B6 (Treatment 8). It should be
noted that levonorgestrel is the biologically active isomer of dl-norgestrel and therefore 250 ug of
levonorgestrel is biologically equivalent to 500 pug of norgestrel. The study products were
administered to Caucasian postmenopausal women (Age: 5314 years, Waight 59+7.5 Kg, Height 15846 cm )
as 2 tablets of ECP (LNG 250 pg, EE 50 pg) or 2 tablets of Ovral® (norgestrel 500 g, ethinyl
estradiol 50 ug) as a single oral dose using a two-way crossover fasting study design and a 14 day

wash out period between treatments. Thirty nine subjects entered the study but only thirty-five

subjects completed the study (Period I: 39 subjects, Period II: 35 subjects). Blood samples were
collected at specific times for 72 hours post-dose. Plasma was harvested from each blood sample
and divided into four equal size aliquots. Two aliquots were assay for EE by -
and the other two aliquots were assayed for LNG by the anaiytical division of
Figure 1 illustrates mean LNG and EE serum concentrations vs. time for ECP
and Ovral®. Mean (SD) pharmacokinetic parameters are presented in Table 5.

FIGURE 1
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TABLE 5. Comparison of LNG and EE Pharmacokinetic Parameters

Compound | Study Ne. Formulation | Cmax Tmax | AUCO-t | AUCH-inf | Kel T12el F
LNG/EE: (ng/mL) | (h) (ng/mL*h)] (ng/mL*h)| (h-1) (h) (%)
ECP 11 (4) 1.7 (1) | 122.0 (53)] 166.9 (92)] 0.021 (.01} 40.7 (19.2)
ANA-97-105
LNG 93.9
Ovral® 92 3.1) |20 (.1] 1214 (sz)ﬂ 177.8 (llGT 0.019 (01} 45.4 (27.5)
(pg/mL) { (h) (pg/mL*h) (pg/mL) | (pg/mL*h] (%) (%)
e ANA97.10s | ECP 248.2 (67)| 1.7 (.41] 2435 (630} 2747 gon 0.038 (.01} 21.2 (9.3)
96.5
Ovral® 255.4 (72)| 1.6 (.35] 2558 (749] 2848 (813) 0.039 (.01} 20.1 (6.6)

2. BIOAVAILABILITY/BIOEQUIVALENCE:

a). Absolute bioavailability: No absolute bicavaiabfity infornation was submitted.
However, lterature information indicates that after oral administraion LNG & rapidy and
completely absorbed (bicavalabity 100%) and t & not subject to firstpass metabolism. EE &
rapidly absorbed from the gastrointestinal tract, but due to marked metabolism in the gut mucosa
and during passage through the liver, the EE absolute bioavailability is about Y.

b). Relative Bioavailability: A study comparing the bicavailabiity of the ECP with that of a
reference product was conducted. The to-be-marketed formulation /product was used in the
bio-study.  Study ANA-97-105 compared the bioavalabity of Gynetics's Emergency
Contraceptive Pill; Lot 7R89106 (TreatmertA)  With that of the Canadian marketed product Owvral® ;
Lot 2EJW-B6 (Treatment B). The results of this study showed that the relative bioavadabity of
levonorgestrel and ethinyl estradiol, as compared to an orad reference product, was
both compounds.

¢). Biocequivalence: The sponsor states that the pumpose of study ANA-97-105 was to
compare the bioavaitability dthe29n§&ucts. not fo determine bioequivalence in the usual way,
since the two products are different in compositon. However, the sponsor calculated the
Agency’s 90% confidence intervals for LNG and EE using ANOVA and the two-one sided t-test
on the AUC and Cmax log transformed.  The statistical results are presented in Table 6.
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TABLE 6. Comparison of LNG and EE Pharmacokinetic Parameters

Compound LNG (ECP) LNG (Ovral® Ratio % 9% CI
Geometric AUCO-t (ng/mL*h) | 122.0 (52.3) 121.4 (52.4) 97.38 94.0-10i.9
Geometric AUCO-inf (ng/mL*h} 166.9 (92.2) 177.8 (116) 94.37 89.8-99.2
Geometric Cmax (ng/mL) 10.98 (4.0) 9.16 (3.1) 117.8 108.9-127.3
Compound EE (ECP) EE (Ovral®) Ratio % 9%0% CI
Geometric AUCO-t (pg/mL*h) | 2435.1 (630.1) | 2558.41 (748.8) 95.0 91.3-98.8
Geometric AUCO-inf (pg/mL*h} 2747 (701.1) 2848.3 (813.3) 96.2 92.9-99.6
Geometric Cmax (pg/mL) 248.2 (66.9) 255.4 (72.3) 96;5 : 93.5-99.6

With the exception of LNG Cmax, af other parameters were found to be within the %

confidence interval range.

d). Food Effect: The effect of food in the bioavailability of ECP was not studied.

e). Dose Proportionality: No dose proportionality studies were conducted. Only one dose
level will be recommended in the package insert.

3. SPECIAL POPULATIONS:
The PK were conducted in postmenopausal women. However, the target population

(premenopausal womén) was studied in the supportive (published) clinical studies included in the

Federal Register.

4. DRUG METABOLISM:

No metabolic studies were submitted for review. However, a significant body of literature is

available on the metabolism of ethinyt estradiol (17a-ethinylestradiol) and levonorgestrel.

Levonorgestrel; The most important metabolic pathways occur in the reduction of the A4-3-oxo
group and hydroxylation at positions 2a, 108, and 16B, followed by conjugation. Most of the
metabolites that circulate in the blood"are sulfates of 3a,5B-tetrahydro-LNG, while excretion occurs
predominantly in the form of glucuronides. Some of the parent LNG also circulates as 17a-sulfate.
Metabolic clearance rates may differ among individuals by several fold, and this may account in part

for the high variability observed in levonorgestrel concentrations among users.

10



Ethinyl Estradiol: The cytochrome P-450 enzyme (CYP3A4) is responsible for the 2-hydroxylation
that is the major oxidative reaction. The 2-hydroxy metabolite is further transformed by methylation
and glucuronidation prior to urinary and fecal excretion. Levels of Cytochrome P-450 vary widely
among individuals and can explain the variation in rates of ethinyl estradiol 2-hydroxylation. Ethinyl
estradiol is excreted in the urine and faeces as glucuronides and sulfates and undergoes

enterohepatic circulation.

5. DRUG INTERACTIONS:
No drug-drug interaction studies were submitted for review. However, there are in the literature
many publications that indicate that several possible interactions between ethinyl estradiol and other

drugs may occur.

Pharmacological interactions between ethinyl estradiol and other compour.)ds may be of two kinds.

1) Other drugs may decrease the effectiveness of EE or in a few cases EE levels may be enhanced,

increasing side-eftects. 2) EE may interfere with the metabolism of other compounds. In general,

interactions of the first kind are due to interference with the absorption, metabolism or excretion of

EE, and interactions of the second type are due to competition for metabolic pathways.

» Absorption interactions: Infective diarrhea may induce failure of ethinyl estradiol by increasing
gastrointestinal motility and reducing hormone absorption.  Therefore, any drugs which
increases gut transit and cause diarrhea are potentially likely to reduce concentrations of ethinyl
estradiol.

 Interactions with metabolism:

Gastrointestinal Wall: The gastrointestinal wall has been shown to be a site for interaction for the
suifatiorrof ethinyl‘estradiol which can result in the enhancement of the activity of this drug which
may increase its bioavailability and result in side-effects. (.e., ascorbic acid acts as competitive inhibitor for
mhmmmmewmmmm).

Hepatic Metabolism: The most clinically significant group of interactions occurs with other drugs
that may induce ethinyl estradiol microsomal enzymes which may decrease ethinyl estradiol
plasma levels below therapeutic levels (ie, anticorvuisant agents; phenytoin, primidone, barbitrates,
carbamazepine, ethosuximide, and methoswximide; antibuberculous drugs as fitampicin; antifungal drugs as griseofulvin, etc.).

. ]ﬂtﬁi&mﬂb_ﬂmwm Ethinyl estradiol conjugates are excreted in the bile
and may be broken down by gut’bacteria in the colon to liberate the active hormone which can
then be reabsorbed. However, there are clinical reports that support the view that enterohepatic
circulation of ethinyl estradiol decreases in women taking antibiotic agents such as ampicillin,
tetracycline, etc.

» Interference in the metabolism of other drugs: Ethiﬁyl estradiol can inhibit hepatic microsomal

enzymes and therefore possibly interfere in the metabolism of other drugs. In this way it may

11
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slow the metabolism of other drugs, increasing their plasma and tissue concentrations and
increasing the risk of side-effects (Le. analgesic antiinflammatory drugs; antypirin, antidepressant agents,
cyclosporin, theophyline, ethanol, ez.). In addition, estrogens appear to have the capacity to induce
hepatic drug conjugation, particularly glucuronidation. This will have the dpposite
pharmmacokinetic effect to the inhibitory action on hydroxylation.

7. PK/PD RELATIONSHIPS AND POPULATION PHARMACOKINETICS:

No information on PK/PD relationships and population PK was submitted.

vill. PROPOSED LABELING
The April 2, 1998 version of the proposed package insert is included in Anaéhment i

LABELING COMMENT: The following changes are recommended for the labeling:
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DEPARTMENT OF HEALTH AND American market that contain estrogens. results of a Kaiser Family Foundation

HUMAN SERVICES and progunss These produd;d; contain  survey reported at the june 2 1996,
estrogens and progestins in different meeting of FDA's Advisory Commiittee

Food and Drug Administration amounts and have some differences in ~ for Reproductive Health Drugs (the
labeling, but all are considered to be Advisory Committee) suggest that

[Docket No. 96N-0492]

Prescription Drug Products; Certain
Combined Oral Contraceptives for Use
as Postcoltal Emergency
-Contraception

AGENCY: Food and Drug Administration,
HHS.

ACTION: Notice.

SUMMARY: The Food and Drug
Administration (FDA) is announcing
that the Commissioner of Food and
Drugs (the Commissioner) has
concluded that certain combined oral
contraceptives containing ethinyl
estradiol and norgestrel or
levonorgestrel are safe and effective for
use as postcoital emergency .
contraception, and requests submission
of new drug applications (NDA's) for
this use. This notice is intended to
encourage manufacturers to make this
additional contraceptive option
available.

ADDRESSES: Submit NDA's to the Food
and Drug Administration, Center for
Drug Evaluation and Research, Central
Document Room, 12229 Wilkins Ave.,
Rockville, MD 20852. -

FOR FURTHER INFORMATION CONTACT: Lisa
D. Rarick, Center for Drug Evaluation
and Research (HFD-580), Food and
Drug Administration, 5600 Fishers
Lane, Rockville, MD 20857, 301-827—
4260. ‘

SUPPLEMENTARY INFORMATION:

1. Background

Combined oral contraceptives, which
contain an estrogen and a progestin,
were first approved in the United States
in 1960 and in many other countries
shortly thereafter. When taken daily for
3 weeks followed by a week without
medication, these drugs provide
effective contraception. They have
become one of the most widely
employed methods of pregnancy
prevention, currently used by an
estimated 11 million American women.
In the period since the introduction of
combined oral contraceptives, the
amounts of estrogen and progestin have
been reduced and explicit labeling
guidance for safe use has been -
developed in response to extensive
medical research. Consequently,
combined oral contraceptives are now
accepted as remarkably safe and
effective when used as directed. There
are more than 30 brands of FDA-
approved oral contraceptives on the

safe and effective.

For several decades, estrogens and
progestins have also been used, either
separately or in combination, to prevent
pregnancy in women who have :
unprotected intercourse as a result of-
rape, contraceptive failure, or lack of
planning. Such drugs, when used for
this purpose, are known as emergency
contraceptive pills, or postcoital pills, or
morning-after pills. .

The best researched regimen for
emergency contraceptive pills was first
described in 1974 by Professor A. Albert
Yuzpe of Canada {Ref. 18). The regimen -
consists of two tablets, each tablet
containing 0.05 milligram {mg) of
ethinyl estradiol and 0.50 mg of
norgestrel, taken within 72 hours after
unprotected intercourse; a second .
identical dose is to be taken 12 hours
after the first dose. When used in this
manner, the treatment is 75 percent
effective in preventin, ncy.

This reginl:en and tgep::g ﬂm :
regimens described below are widely
used: The specific regimen described by
Yuzpe is approved for use by the drug
regulatory agencies of the United
Kingdom, Germany, Sweden,
Switzerland, and New Zealand. The
approved products used in this regimen
contain ethinyl estradiol and, as the - -
progestin, either norgestrel ar :
levonargestrel. .

The Yuzpe regimen and similar . -
regimens have been used extensively in
the United States in the last two
decades, even though no products are
approved and labeled for this use. The
drugs are prescribed by hospital
emergency rooms, reproductive health
clinics, and university health centers.
They are also prescribed, although less
widely, by physicians in private
practice. On February 14, 1996, the
Reproductive Health Technologies
Project established a hotline number (1—
800-584-9911) to inform women about
this contraceptive method and about
providers in their local area.

Since the United Kingdom approved
emergency contraceptive pills in 1984,
more than 4 million prescriptions have
been recorded. However, the actual use
is much greater because providers have
found it less expensive to provide .
tablets of identical drugs taken from
products packaged as combined oral
contraceptives. The use of combined
oral contraceptives for emergency
contraception in the United States can -
only be estimated because they are not
approved for this indication, but the

approximately 225,000 American )
women have used the method. A further
indication of the extent of use is that
over 25,000 calls were made to the
hotline number (cited above) in the first
5 months of operation. .

- In November 1994, the Center for

‘Reproductive Law & Policy filed a

citizen petition asking FDA to require
manufacturers of certain combined oral
contraceptive products to amend their
labeling and patient package inserts to
include information regarding the use of
these products for postcoital emergency
contreception. M_ﬁ%@
ire that

that it had the authority to requi

._certain conditions of use be included in

a product’s labeling, it declined to
exercise its discretion m this case to
“Teéquire the relabeling of the

require the relal g of these products
for emergency contraception, and
denied the petition. However, the
agency decided to present the issue of
the safety and effectiveness of combined
oral contraceptives for postcoital
emergency use to the Advisory
Committee. The Advisory Committee
met on June 28, 1996, to consider this

- issue and unanimously concluded that

the four regimens below are safe and
effective for postcoital emergency -

‘contraception. For the reasons described
“in section II. below, FDA agrees with

this conclusion. )

The four regimens for postcoital
emergency contraception are as follows:
" (1) For tablets that contain 0.05 mg of -
ethinyl estradiol and 0.50 mg of
norgestrel, take 2 tablets within 72
hours after unprotected intercourse,
then take 2 more tablets 12 bours after
the first dose; -

(2) For tablets that contain 0.03 mg of
ethinyl estradiol and 0.30 mg of
norgestrel, take 4 tablets within .72

. hours after unprotected intercourse,

then take 4 more tablets 12 hours after

the first dose;
(3) For tablets that contain 0.03 mg of

" ethinyl estradiol and 0.15 of

levonorgestrel, take 4 tablets within 72
hours after unprotected intercourse,
then take 4 more tablets 12 hours after
the first dose; and

(4) For tablets that contain 0.03 mg of
ethinyl estradiol and 0.125 mgof
levonorgestrel, take 4 tablets within 72
hours after unprotected intercourse,
then take 4 more tablets 12 hours after
the first dose.

. The appendix to this notice provides

information concerning the use of
emergency contraceptive pills that
might be useful to sponsors in drafting
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physician and patient labeling for these
products for this use.

IL Discussion
A. Safety

Experience with the approved
products in Europe and Néw Zealand
has demonstrated the regimens to be
safe. At the Advisory Committee’s June
28, 1996, meeting, Elizabeth Barden
presented information from the British
Medicines Control Agency that anly six
serious adverse reactions associated
with these products for this use-were
reported to it from 1984 to 1996. Of
these, only one occurred close enough
to the time of administration to indicate
that the reaction might be drug related.

Emergency contraceptive pills are not
effective if the woman is pregnant; they
act by delaying or inhibiting ovulation,
and/or altering tubal transpart of sperm
and/or ova (thereby inhibiting
fertilization}, and/or altering the
endometrium (thereby inhibiting
implantation). Studies of combined oral
contraceptives inadvertently taken early
in pregnancy have not shown that the
drugs have an adverse effect-on the
fetus, and warnings concerning such
effects were removed from labeling
several years ago. There is, therefore, no

_evidence that these drugs, taken in
smaller total doses for a short period of
time for emergency contraception, will
have an adverse effect on an established
pregnancy.

B. Effectiveness

There are numerous published
articles that support the effectiveness of
oral contraceptive pills for emergency
use (Refs. 1, 3, 4, 7 through 14, 16 and
18 through 21). In 1996, Trussell,
Ellertson, and Stewart reported a meta-
analysis of 10 published articies on
clinical trials of emergency
contraceptive pills in which the number
of pregnancies among women with
regular menstrual cycles who used
emergency contraception was compared
to the expected number of pregnancies
based on the cycle day of intercourse
and published estimates of conception
probabilities by cycle day (Ref. 9).
Defining effectiveness as the percent
reduction in the likelihood of pregnancy
occurring, the authors found a range of
effectiveness of 55.3 percent to 94.2
percent, with an average effectiveness of
74.0 percent. In other words, if 100
women have unprotected intercourse
once during the second or third week of
their menstrual cycle, about 8 will
become pregnant, but if the same
women use emergency contraception
after intercourse, only 2 will become

pregnant.

IIl. References

The following references have been
placed on display in the Dockets
Management Branch (HFA~305), Food
and Drug Administration, 12420
Parklawn Dr., rm. 1-23, Rockville, MD
20852, and may be seen by interested
persons between 9 a.m. and 4 p.m.,
Monday through Friday.

1. Bagshaw, S. N., D. Edwards, and A. K
Tucker, “Ethiny! Oestradiol and D-Naorgestrel
Is an Effective Emergency Postcoital
Contraceptive: A Report of Its Use in 1,200
Patieats in a Family Planning Clinic,”
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1988.

2. Delbanco, S., “1995 Kaiser Family
Foundation Surveys on Emergency
Contraceptive Pills: Knowledge and Attitudes
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European Journal of Obstetrics & Gynetology
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IV. Conclusions

The Commissioner has concluded that
combined oral contraceptives, taken
initially within 72 hours of unprotected
intercourse and providing a total of 0.10
or 0.12 mg of ethinyl estradiol and 0.50
or 0.60 mg of levonorgestrel in each of
2 doses separated by 12 hours, are safe
and effective for use as postcoital
emergency contraception. The
Commissioner bases this conclusion on
FDA's review of the published literature
concerning this use (listed above},
FDA's knowledge of the safety of
combined oral contraceptives as
currently labeled, and on the
unanimous conclusion that these
regimens are safe and effective made by
the agency's Advisory Committee for
Reproductive Health Drugs at its June
28, 1996, meeting. Because such
combined oral contraceptives have not
been labeled for this use or this dosage
regimen, the Commissioner finds that
these products are new drugs as defined
in section 201(p)(1) and (p)(2) of the
Federal Food, Drug, and Cosmetic Act
(the act) (21 U.S.C. 321(p)(1) and (p)(2)).
Accordingly, approved NDA's are

uired as a condition of marketing.

A is prepared to accept NDA’s for
combined oral contraceptives
appropriately labeled for use as
postcoital emergency contraception
under section 505(b)(2) of the act (21
U.S5.C. 355(b)(2)} and part 314 (21 CFR
part 314). Because of the publicly
available safety and effectiveness data
documenting the drugs’ use, the safety
and effectiveness requirements of
§ 314.50 may be met by citing the
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published literature listed in the
references in section [L of this
document. The Commissioner advises
that it is unnecessary to submit copies
and reprints of the data cited in section
Ul of this document. Both the safety
ind effectiveness data upon which the
Commissioner basés the above
conclusions and the minutes of the
Advisory Committee meeting are on file

submit any other pertinent studies and
literature of which they are aware.
Dated: February 20, 1997.
David A. Kessler, .
Commissioner of Food and Drugs.
Use of Emergency Contraceptive Pills (ECP's)
ECP's consist of two doses of regular birth
control pills containing estrogen and

and when you had unprotected intercourse,
using ECP’s may prevent ovulation. disrupt
fertilization, or inhibit implantation of a
fertilized egg in the uterus.

How To Use ECP's

The oral contraceptive pills that can be
used as ECP’s are listed below. Take only one
type of pill, not ail of them. For axample, if
you use Ovral, you do not need Nordette. If _
you are getting your ECP’s from a regular
pack of birth control pills containing 28 pills

taken 12 hours after the first dose. Taking the
first dose at 3 p.m. would mean taking the
second dose at 3 am. So take the first dose
at & time that will make it convenient to take
the second dose 12 hours later.

2. Swallow the second dose 12 hours after
taking the first dose. Do not swallow any
extra ECP’s. More pills will probably not
lecrease the risk of pregnancy eny further
and will increase the risk of nausea.

Side Effects of EQP's - -

About half the women who take ECP’s -
have temporary nausea. It is usually mild and
should stop in a day or so. The risk of nausea
may be reduced if you take a long-acting
nonprescription antinausea medicine (such
as meclizine) 30 minutes to 1 hour before
taking each of the two deses of ECP’s. About
20 percent of women who take ECP’s vomit.
If you vomit within an hour after taking
either dose of ECP"s, call your clinician to
discuss whether to repeat that dose or to take
antinauses medicine.

before taking ECP's. Early pregnancy
symptoms can include breast tenderness,
nauses, or a previous period that was not

If you have a serious medical problem, talk
to your clinician before using ECP’s.

. After Taking ECP's

~ Your next mepstrual period may start a few
days earlier or later than usual. If your period
does not start within 3 weeks, see your
clinician for an exam and pregnancy test. If
ECP's fail, ar if you were already pregnant
when you took ECP's, the fetus would be
to hormones. Studies of women who

continued to take birth control pills after they
unknowingly became pregnant do not show
any evidence of harm to the fetus.

ECP’s may not prevent an ectopic
pregnancy (in the tubes or abdomen). Ectopic
preguancy is a medical emergency. In ectopic
pregnancies, spotting and cramping pain
usually begin shortly sfter the first missed

for public inspection in the Dockets Taking ECP's provides a short, (1 for every day), remember that the last 7
Management Branch (address above). strong, burst of hormone exposure. (green or pink} pills do not contain any
The Commissioner invites applicants to  Depending on where you are in yourcycle  -hormones. ~
, - Number of pills .
- to swallow with- | Number of pills
- Brand Name Pill Color- in 72 hours to swallow 12
after unpro- hours later
tected sex
Owral white - , 2 2
Lo/Ovral white . s 4 4
Nordette fight orange : . 4 4
Levien : light orange 4 4
Triphasil G yellow 4 4
Tri-Levien yeliow 4 4
: N 1. Swallo;:ra the first dose no later than 72 Before Taking ECP's menstx".ulm:lx period. See your clinician th ]
ours after having unprotected sex. : immediately if you experience these
Remember that the second dose must be - !fyou:hhi:tkn{g:f ,s: :::: gg:;;m - symptoms. -

After taking ECP's, get started as soon as
you possibly can with a methoed of birth
conYrol you will be able to use every time you
have sex.ECP’s are meant for one-time,
emergency protection. ECP’s are not as
effective as other forms of birth control. If
you want to start or resume use of birth
control pills after taking ECP's, consult your
clinician. Protect yourself from Acquired
Immune Deficiency Syndrome (AIDS} and
other sexual infections as well as pregnancy.
Use condoms every time you bave sex if you
think you may be at risk. :

Source: Adapted (with permission) from
Trussell, ]., F. Stewart, F.'Guest, and R. A.
Hatcher, “Emergency Contraceptive Pills: A
Simple Proposal To Reducs Unintended

cies,” Family Planning Perspectives,
24:269~273, 1992. = .
(FR Doc. 97-4663 Filed 2-24-97; 8:45 am]
BILLING CODE 4160-01-F T
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Clinical pharmacology and Biopharmaceutics Review
Division of Pharmaceutical Evaluation II

NDA: 20-946

DRUG: Preven™ Emergency Contraceptive kit
4 Levonorgestrel 0.25 mg/Ethiny! Estradiol 0.05 mg tablets
and an urine pregnancy test

SPONSOR: Gynetics Inc.

SUBMISSION DATE: 7/13/98
TYPE OF SUBMISSION: Sponsor’s Response

REVIEWER: Venkateswar R. Jarugula, Ph.D. -

SYNOPSIS

The original NDA 20-946, which was submitted on 11/26/97 was reviewed by the Office
of Clinical Pharmacology and Biopharmaceutics and the recommendations were
conveyed to the sponsor in the agency’s letter dated 7/8/98 (see FDA letter in Attachment
I). In the curmrent submission, the sponsor included their response to FDA
recommendations. The purpose of this review is to evaluate the adequacy of sponsor’s
response to the previous recommendations.

In Vitro Release Specification:

In response to the recommendation to revise the release specification, sponsor agreed to
incorporate the requested specification of Q: % at  minutes for levonorgestrel and
ethinyl estradiol into the release specifications for all batches of the drug product. .

Labeling revision:

Sponsor stated that all the changes requested by the division were incorporated in the
revised labeling submitted for review in the current submission. However, several
deficiencies have been identified and those deficiencies need to be corrected as outlined
below. '

Reviewer Comments on labeling revision:

1. In Table 1, the units for Cmax and AUC should be corrected as pg/mL and pg/mL*h,
respectively, for ethinyl etsradiol.



2. Under ‘Excretion’ section, please include the units for the half-life of ethinyl
estradiol.

3. Drug-Drug Interactions section should be revised as follows:

e The se_cond sentence in the first paragraph should be replaced by

e Second sentence in Absorption interactions subsection should be replaced by

e The first sentence in Gastrointestinal Wall subsection should be replaced by

RECOMMENDATION

The sponsor’s response to the FDA recommendations is acceptable provided the Clinical
Pharmacology section of the labeling is revised as recommended in Reviewer Comments
1to3.

ISl gups

Venkateswar R. Jarugula, Ph.D.

RD initialed by Ameeta Parekh, Acting Team Leader, Ph.D. / S/ , 3/ S )7 g

FT initialed by Ameeta Parekh, Acting Team Leader, Ph.D. / S/ _ Y{ I3 / 9<€ .
Ped

cc: NDA 20-946, HFD-580 (Slaughter, Kish), HFD-870 (M.chen, Dorantes, Jaruguta), CDR (B.Murphy for
Drug).



ATTACHMENT I
(FDA letter dated 7/8/98)




ENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER: NDA 20-946

DMINISTRATIVE D MENT
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NDA 20-946

Gynetics Inc.

Attention: Ms. Margaret P. Filipiak
Regulatory Manager

56 Locust Lane

Princeton, NJ 08540

Dear Ms. Filipiak:

Please refer to your pending November 26, 1997, new drug application submitted under section 505(b)
of the Federal Food, Drug, and Cosmetic Act for Preven (levonorgestrel and ethinyl estradicl) Tablets.

We also refer to your submission dated April 2, 1998.

We have completed our review of the Clinical Pharmacology and Biopharmaceutics section of your
submission and have the following comments and information requests:

1. The proposed release specifications (Q % at  minutes) for levonorgestrel and ethinyl
estradiol are not justified by the dissclution data provided in your application. A revised
release specification of Q % at  minutes should be submitted.

2. Revisions to the CLINICAL PHARMACOLOGY section of your Prescribing Insert are
enclosed. Revised labeling incorporating these changes should be submitted for review as soon

as possible.
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. In addition, we may identify other
information that must be provided prior to approval of this application. If you respond in the current
review cycle we may or may not consider your response prior to taking an action on your application.
In the meantime, we are continuing our review of your application.

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

Sincerely,
-~ /S/ 4 - s
Lana L. Pauls, ¥.P.H. %%’ 4

Chief, Project Management Staff

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

Center for Drug Evaluation and Research
ENCLOSURE -

Biopharmaceutic Labeling Revisions




Group Leader Memorandum SEP 01 1998

NDA: 20-946

Drug : Preven™

Sponsor: Gyne’tics

Drug Description: Ethinyl estradiol (.05 mg) plus levonorgestrol (0.25
mg) in a tablet formulation packaged as 4 pills in a
blister package.

Dosage: Patient are instructed to take a dose of two tablets

orally as soon as possible following unprotected
intercourse, and two additional tablets 12 hours

after the first dose. -
Proposed Indication: Emergency contraception to prevent pregnancy
NDA Submitted: November 26, 1997
NDA Received: December 1, 1998
Major Amendment: April 27, 1998
NDA Completed: September 1, 1998
Date of Memorandum: September 1, 1998

The sponsor submitted this application in response to the February 25, 1997 Federal
Register Notice regarding the use of certain combined oral contraceptives for use as
postcoital emergency contraception. In the concluding statements of this document it was
stated that: -

“combined oral contraceptives, taken initially within 72 hours of unprotected
intercourse and providing a total of 0.10 or 0.12 mg ethinyl estradiol and 0.50 or
0.60 mg of levonorgestrel in each of 2 doses separated by 12 hours, are safe and
effective for use as postcoital emergency contraception.”

Preven™ meets these criteria, and is the first product to be submitted as a NDA for this
indication. The submission consists of chemistry information (manufacturing, controls,
stability) and data to demonstrate-bioequivalence to an approved oral contraceptive
Ovral®. In addition, clinical information was submitted which included published
literature supporting the efficacy and safety of the ethinyl estradiol/levonorgestrol
combination when used as an emergency contraceptive. This information supports the
approval of Preven™ as an emergency contraceptive.




-

Clinically, this NDA review consisted primarily of writing a product label which
adequately desribes the safe and effective use of the Preven™ for the indication of
postcoital emergency contraception. Multiple drafts of the labeling have been submitted
and discussed in detail with the sponsor. The draft labeling which the sponsor submitted
on 9/1/98 is acceptable. Therefore, I recommend approval of this NDA.

>

Mafianne Mann M.D., Deputy Director, HFD-580

/ lnl/

cc:
HFD-580/Rarick, Slaughter -
NDA 20-946



NDA 20-946
Preven (levonorgestrel and ethinyl estradiol tablets

and pregnancy test)
Gynetics Inc.

Division Directors Memo

This application will be signed off at the Division level. Therefore, a Division Directors Memo is not
required.



NDA 20-946
Preven (levonorgestrel and ethinyl estradiol tablets

and pregnancy test)
Gynetics Inc.

Pharmacology Review

The safety and effectiveness of this application relies on published literature designated in the Federal
Register Notice of February 25, 1997, therefore a Pharmacology review is not required.




NDA 20-946
Preven (levonorgestrel and ethinyl estradiol tablets

and pregnancy test)
Gynetics Inc.

Safety Update Review

This application relies on published clinical trial data designated by the Agency as adequate to support
this indication. Therefore, a Safety Update and Safety Update Review are not required.



NDA 20-946
Preven (levonorgestrel and ethinyl estradiol tablets

and pregnancy test)
Gynetics Inc.

Statistical Review

The clinical and statistical sections of this application are based on published clinical trials designated by
the Agency as sufficient to support this indication. Therefore, a statistical review is not required.




NDA 20-946
Preven (levonorgestrel and ethinyl estradiol tablets

and pregnancy test)
Gynetics Inc.
Microbiology Review

This application provides for an oral tablet, therefore a microbiology review is not necessary.




NDA 20-946
Preven (levonorgestrel and ethiny! estradiol tablets

and pregnancy test)
Gynetics Inc.
Advertising Material

Advertising material for this application has not yet been submitted for review.



NDA 20-946
Preven (levonorgestrel and ethinyl estradiol tablets

and pregnancy test)
Gynetics Inc.
DSI Audit of Clinical Studies

This application’s clinical section is based on literatures citations of studies designated by the Agency as
adequate to support this indication. Therefore, no clinical audits are required.
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PEDIATRIC PAGE

{Complete for all original spplications and all efficacy supplements)
NOTE: A new Pediatric Page must be compieted at the time of each action aven though one was prepared at the time of the last action.

MBLAY Ao TV6 Supplement # Circle one: SE! SE2 SE3 SE4 SES SEG
HFY_77"Trade and generic names/dosage form: Action: AP AE N

7/{«;.‘—?jevv.\-: 8 (tﬂ'.o),l Crrondiol )
Applicant é;/-m-'cr /< Therapeutic Class

Indications) previously approved Cerinception

Pediatric information in labeling of approved indication(s) is adequate _——fhadequate __

Proposed indication in this application e &1 [ c// Coer f‘fﬂ'ﬂ* e

FOR SUPPLEMENTS, ANSWER THE FOLLOWING QUESTIONS IN RELATION TO THE PROPOSED INDICA

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 aff that apply)

__Neonates (Birth-Tmonth) __infants (1month-2yrs) __Children (2-12yrs) __Adolecents{12-16yrs)

- 1. PEDIATRIC LABELING IS ADEQUATE FOR ALL PEDIATRIC AGE GROUPS. Appropriate information has been submitted in this or previous

applications and has been adsquately summarized in the labeling to permit satisfactory 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 previous applications and

has been adequately summarized in the labeling to permit satisfactory labeling for certain pediatric age groups (e.g., infants, children, and adalescents
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 to permit adequate [abeling for this use.
— & A new dosing formulation is needed, and applicant has agreed to provide 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.

.. C. The applicant has committed to doing such studies as will be required.
— (1) Studies are ongoing,
— {2 Pratocals were submitted and approved.
— {3} Protacols were submitted and are under review.
—. & no protocol has been submitted, sttach memo 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 drug/biologic product has fittle potential for use in pediatric patients, Attach memo explaining why

pediatric studies are not needed.

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

ARE THERE ANY PEDIATRIC PHASE IV COMMITMENTS IN THE ACTION LETTER? _Yes _ No
ATTACH AK EXPLANATION FOR ANY OF THE FOREGOING ITEMS, AS NECESSARY.

This pace was comnleted hased an informatinn fram % e ’(( i O"L/ $€ 7 _le.g. medical review, medical officer, team leader)

I/ ?/f//

Signature of Prepaf‘r and Title Date

Orig NDAIBLA #_2 ¥~ 7 V¢

HF> 77" 1Diy File

NDAJBLA Action Package

HFD-006/ KRoberts (revised 10/20197)
FOR QUESTIONS ON COMPLETING THIS FORM CONTACT, KHYATI ROBERTS, HFD-6 (ROBERTSK)
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE: January 5, 1998

FROM: Angelica Dorantes, Ph.D., Team Leader @4@ 1/5)v3
Office of Clinical Pharmacology and Biopharmaceutics

TO: Division of Reproductive and Urologic Drug Products, HFD-580

ISSUE: Filing of NDA 20-946 for PREVENT™ (Emergency Contraception Kit)

SYNOPSIS

On November 26, 1997, Gynetics, Inc. submitted NDA 20-946 for PREVENT™ (Emergency
Contraceptive Kit). The PREVENT™ kit consists of emergency contraceptive pills (0.25 mg
levonorgestrel and 0.05 mg ethinyl estradiol tablets) and a urine pregnancy kit. The emergency
contraceptive pills are indicated for the prevention of pregnancy in women who have had unprotected
intercourse since their last menstrual period. Emergency pills are not effective if the women is
pregnant; they act primarily by inhibiting ovulation, and/or altering tubal transport of sperm and/or ova

(thereby inhibiting fertilization), and/or altering the endometrium (thereby inhibiting implantation).

k should be noted that the clinical and statistical information included in this NDA follows the
requirements outlined in the February 25, 1997 Federal Register Notice, that specifically states,
“Because of the publicity available safety and effectiveness data documenting the drugs’' use, the

27

safety and effectiveness requirements of Sec. 314.50 may be met by citing the published literature .

listed in the references in section ¥ of this document”.  Therefore, this NDA submission consists
mainly of the Chemistry, Manutfacturing and Controls section, the Human Pharmacokinetics and

Bioavailability section, and the proposed labeling.

The Human Pharmacokinetics and Bioavailability section submitted to support the approval of
PREVENT™ includes; drug formulation, analytical validation data, in vitro dissolution information, and
bioavailability/bioequivalence data. The provided PK study compares the Gynetics’ Emergency



Contraceptive Pill (ECP) with the Canadian Ovrai®. The resuits of this study indicate that Gynetics’
ECP is bioequivalent in every respect to Ovral® with the exception of levonorgestrel's Cmax
{confidence intervals 109-127%).

BECOMMENDATION: - -

From the clinical pharmacology and biopharmaceutics viewpoint the NDA 20-946 dated November 26,

1997, is fileable provided the sponsor provides the following information; ’

1. The Clinical Pharmacology section of the labeling needs to be revised according to the current
intemal labeling quideline to include a Pharmacokinetic subsection describing the absorption,
distribution, metabolism, excretion, etc. of the Emergency Contraceptive Pill.

2. It is recommended that the overall summaries and summary tables included in the Human
Pharmacokinetic and Biopharmaceutic section and the proposed labeling be also submitted in
electronic disks (preferable Word and Excel files).

8./ Lastly, it should be noted that the pages of the NDA's overall index were not included.

cc: NDA 20-946, HFD-580 (Kish), HFD-870 (Dorantes), COR (B. Murphy for Drug)



EXCLUSIVITY SUMMARY for NDA # 2o _Y¥¢_ SUPPL#___

Trade Name Freve Generic Name _/evener gesyre § e Zeny) esmbliot Fuste,,
Applicant Name 6;/« r <> HFD- 7~v— U 7
Approval Date

PART I IS AN EXCLUSIVITY DETERMINATION NEEDED?

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

a) Is it an original NDA? /
YES /¥ 1 NO/__/

b) Is it an effectiveness supplement?

YES /_/ NO/~7

If yes, what type? (SE1, 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 bioequivalence data, answer "no.") 0

t4 ;
YES / / NO/ ‘//’(ff::_‘ ‘,‘_‘,C ol
nwY

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 is not an
effectiveness supplement, describe the change or claim that is supported by the
clinical data: -

Form OGD-011347 Revised 8/7/95; edited 8/8/95
cc: Original NDA Division File HFD-85 Mary Ann Holovac



-

d) Did the applicant request exclusivity?.
YES/__/ NO/_/

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

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?

YES/ 1 NO/“T

If yes, NDA #

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

Drug Name

3. Is this drug product or indication a DESI upgrade?
YES/ I NO/Y

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).

Page 2



PART II
(Answer either #1 or #2, as appropriate)

1. Sinel .. i fuct.

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/ _/ NO/__J

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

NDA #

NDA #

NDA #

2. Combination product.

If the product contains more than one active moiety (as defined in Part I, #1), has FDA
previously approved an application under section 505 containing any ope of the active
moieties in the drug product? If, for example, the combination contains one never-before-
approved active moiety and one previously zgproved 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 # _Jo (6o
NDA# V- 6b4

NDA #_19-192

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

Page 3




PART III '

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
gtpphcatlon and conducted or sponsored by the applicant.” This section should be completed only
if the answer to PART I, 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 bumans 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 summa/ for that investigation.

YES /Y / NO/__/

— T ————

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 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
application, without reference to the clinical investigation submitted in the application.

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

(@)  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? -
YES1v7 NO/_J

Page 4



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 independently support approval of the application?

YES /_/ NO/V /

(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/__/

-

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 ir})dependently demonstrate the safety and effectiveness of this drug
product?

YES/_‘{ NO/ |/

IfyCS, explain: ﬂ_‘, 9«,4?1 d C‘&L*i“é’*t?’ o'} dd?c ,,05417 n . [449&—0 ot
pretnrane el 1) THe Fedeta U RefsveT Lerieff of 2/25/92

() 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:

n
Investigation #1, Study # __ Y4 [ 4 IAWHLQ (g

Investigation #2, Study #

Investigation #3, Study #

Page 5




.

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 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)

b)

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

Investigation #1 YES/__/ NO/__/
Investigation #2 YES/_/ NO/__/
Investigation #3 YES/ _/ NO/__/ .

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

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

Investigation #1 YES/_/ NO/_/
Investigation #2 YES/__/ NO/__/
Investigation #3 YES/__/ NO/_/

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

NDA#_______ Smdy#
NDA#________ Swmdy#
NDA#_____ __ Swdy#

Page 6



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

Investigation #_, Study #

Investigation #_, Study #
Investigation #_, Study #

To be eligible for exclusivity, a new investigation that is essential to approval must also
have been conducted or sponsored by the applicant. An investigation was "conducted or
sponsored by" the applicant if, before or during the conduct of the investigation, 1) the
applicant was the sponsor of the IND named in the form FDA 1571 filed with the Agency,
or 2) the applicant (or its predecessor in interest) provided substantial support for the
sttgxdy. 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 # YES /__/ NO/__/ Explain:
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

Page 7
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Investigation #2
YES/__/ Explain NO/__/ Explain

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

YES/__/ NO/__/
If yes, explain: -
o /o 10
Signamre .~ /Date
Title:__( 70 /
_ / Ny -
Signature of Division Director Date
cc: Original NDA Division File = HFD-85 Mary Ann Holovac

Page 8




GYNETICS®

Patent Information

Under 21 CFR 314.53 (a), and according to 21 CFR 314.53 (2) there are no
patents which claim the drugs or the drug product or which claim a method of
using the drug product and with respect to which a claim of patent
infringement could reasonably be asserted if a person not licensed by the
owner of the patent engaged in the manufacture, use, or sale of the drug
product.

Roderick L. Mack
President
Gynétics Inc.

Gynétics Inc. * Suite 203 * 105 Raider Boulevard * Belle Mead, NJ 08502-1510

Telephone (908) 359-2429 » Fax (908) 359-6660




16.00001

GYNETICS®

NDA for Levonorgestrel and Ethinyl Estradiol Tablets, USP

Gynétics Inc. hereby certifies that it did not and will not use in any capacity the services of
any person (including a corporation, partnership, association, or individual) debarred
under subsection (a) or (b) [Section 306 (a) or (b)] in connection with this submission.
[Section 306(k) (1) of the Generic Drug Enforcement Act of 1992 {21 USC 335 a (k)

(D3]

Gynétics Inc. hereby certifies that neither the Applicant nor any affiliated person(s)
responsible for the development or submission of this application has been convicted of
any relevant crime or offense for which they are subject to debarment.

0 f2 /93 IS/

Date Roderick L. Mackenzie@\
Chairman of Gynétics InZ. :

Gynetics Inc. * P.O. Box 8509 « Somerville, NJ 08876
Telephone (808) 359-2429 » Fax (908) 359-6660
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REQUEST FOR TRADEMARK REVIEW

To: Labeling and Nomenclature Committee
Attention : Dan Boring, Chair, HFD-530, Corporate Building, Room N461
From: Division of Reproductive and Urologic Drug Products. HFD-580
Attention: K, Srinivasachar, Ph.D,  Phone: 827-4248
Date: 8 Jan. 1998
Subject: Request for Assessment of a Trademark for a Proposed Drug Product

Proposed Trademark: PREVENT _ NDA # 20-946

Established name, including dosage form: Levonorgestrel and Ethinyl Estradiol Tablets

Other trademarks by the same firm for companion products:

Indications for Use (may be a summary if proposed statement is lengthy): Emergency postcoital
contraception

Initial comments from the submitter (concerns, observations, etc.): this is'an emergency contraceptive kit
consisting of 4 levonorgestrel 0.25 mg/ ethinyl estradiol 0.05 mg tablets and a urine pregnancy test.

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

Rev Oct. 1993




CONSULT #940
LNC TRADEMARK REVIEW

TO: HFD-530

ATTN: K. Srinivaschar, Ph.D.

PROPOSED NAME (S) : PREVENT

ESTABLISHED NAME: levonorgestrel and ethinyl estradiol- tablets
COMMITTEE’S COMMENTS:

A review revealed one name which looks like or sounds like the
proposed name: Proventil. The Committee believes the proposed
name is sufficiently close to Proventil to be misleading as .
defined in 21 CFR 201.10(c) (5).

In addition, the Committee considers the proposed name may be
misleading as defined in 21 CFR 201.10(c) (3), in that the name
PREVENT implies a definite efficacy, when in fact this may not

be the case.

For the reasons stated, the Committee finds the proposed name
unacceptable.

IS 3)1/5%

Dan Boring, Ph,/D., Chairman
Labeling and Néomenclature Committee
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUTION AND RESEARCH

FROM: Venkateswar R. Jarugula,
Clinical Pharmacology and Biopharmaceutics Reviewer,

(HFD-870) 8; 2| Gg” |
THROUGH: John Hunt, Deputy Director, Divjsion of Pharmaceutical

Evaluation II, (HFD-879) —_— / 27 /%
TO: NDA 20-946/Preven™
RE: Labeling Revision -
Synopsis

The original NDA 20-946, which was submitted on 11/26/97 was reviewed by the Office
of Clinical Pharmacology and Biopharmaceutics and the labeling recommendations were
conveyed to the sponsor in the FDA letters dated 7/8/98 and 8/18/98 (see attached letter).
Sponsor submitted the revised labeling on 8/20/98 in response to the agency’s earlier
recommendations. The purpose of this memo is to comment on the adequacy of the
revisions made to Clinical Pharmacology section of labeling (see attached labeling).

Sponsor has adequately incorporated all the changes recommended in the agency’s letter
dated 8/11/98.

Recommendation

The revised Clinical Pharmacology section of labeling for NDA 20-946 submitted
on 8/20/98 is acceptable from Clinical Pharmacology perspective.

cc: NDA 20-946, HFD-580 (Slaughter, Kish), HFD-870 (M.Chen, Parekh), CDR(B.Murphy for Drug)
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NDA 20-946
AUG 11 1998

Gynetics Inc.

Attention: Ms. Margaret P. Filipiak
Regulatory Manager

56 Locust Lane

Princeton, NJ 08540

Dear Ms. Filipiak:

Please refer to your pending December 1, 1997, new drug application submitted under section S05(b) of
the Federal Food, Drug and Cosmetic Act for Preven Emergency Contraceptive Kit (levonorgestrel and
ethinyl estradiol) Tablets. -

We have completed our review of the Clinical section of your submission and have the following
comments and information requests:

Revisions to the Prescribing Insert, Detailed Patient Labeling and Patient Information Booklet
are enclosed. Revised labeling incorporating these changes should be submitted for review as
soon as possible.

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 Ms. Christina Kish, Project Manager, at (301) 827-4260.

Sincerely,

- Isl 15y

a Lisa D. Rarick, M.D.
Division Director
Division of Reproductive and Urologic Drug Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research

ENCLOSURE
Clinical Labeling Revisions

CDRH consult
Clinical Pharmacology Labeling Revisions



NDA 20-946 Page 2

cc:
Orig. NDA

HFD-580
HFD-580/SSlaughter/MMann/LRarick
HFD-580/CKish/8.11.98/n20946¢clb
concurrence:SSlaughter 8.11.98/MMann 8.11.98

INFORMATION REQUEST (IR)
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NDA 20-946 Food and Drug Administration
Rockville MD 20857
AUG 18 1998

Gynetics Inc.
Attention: Ms. Margaret P. Filipiak
Regulatory Manager
56 Locust Lane

Princeton, NJ 08540

Dear Ms. Filipiak:

Please refer to your pending November 26, 1997, new drug application submitted under section 505(b)
of the Federal Food, Drug, and Cosmetic Act for Preven (levonorgestrel and ethinyl estradiol)
Emergency Contraceptive Kit. -

We also refer to your submission dated July 17, 1998, which provided for a response to our letter dated

July 8, 1998.

We have completed our review of your submission and have the following comments regarding the
revisions to your CLINICAL PHARMACOLOGY section of the Prescribing Insert.

1.

Table 1 entitled
should be revised such that the units for C_,, and AUC of ethinyl estradiol are listed as
pg/mL and pg/mL*h, respectively.

Within the subsection “Excretion”™, units for the half-life of ethinyl estradiol should be
included. '

The subsection should be revised as follows:

a. The second sentence of the first paragraph should be replaced with the
following:

b. The second sentence under the subheading should be

replaced by the wording:




NDA 20-946 Page 2

c. The first sentence in the subheading should be replaced
by the following:

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 applications 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
are 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 Christina Kish, Project Manager, at (301) 827-4260.

Sincerely,

1S/

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
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NDA 20-946 Food and Drug Administration
Rockville MD 20857
JUL 30 1998
Gynetics Inc.
Attention: Ms. Margaret P. Filipiak
Regulatory Manager
56 Locust Lane

Princeton, NJ 08540

Dear Ms. Filipiak:

Please refer to your pending November 26, 1997, new drug application submitted under section 505(b)
of the Federal Food, Drug, and Cosmetic Act for Preven (levonorgestrel and ethinyl estradiol) Tablets.

We have completed our review of the Chemistry, Manufacturing and Controls section of your
submission and have the following comments and information requests:

I.

The specification limits for impurities should be justified on the basis of actual levels
observed in the various lots for ethinyl estradiol. Data should be provided to support
the contention that the ethinyl estradiol used to manufacture the drug product is not a
mixture of polymorphic forms; in particular, the absence of the form melting in the
range ® C (USP 23, ethinyl estradiol monograph) should be established. The
Certificate of Analysis from should state the levels of impurities actually
determined in accordance with the updated impurity specifications in Drug
Master File.

Based on the data submitted, a 6-month expiration date can be tentatively granted for
drug product in bulk containers stored at 25°C and a 12-month expiration date can be
granted for the drug product packaged in the proposed blister packs. The 12-month
expiration date should be from the time of manufacture of the tablets and should
include the storage time in bulk containers.

Because estrone is not observed in the stability results for the biobatch, which is more
representative of the proposed commercial batches than the trial batch, it should not be
specified.

The data provided support a tightening of the specification limit for individual
impurities to not more than ~ %. The revised specifications recommended for
Impurities/Degradation products are:

Individual not more than %; and
Total not more than %.

Major impurities/degradation products should be structurally identified.



NDA 20-946 Page 2

6. Clarification of whether the specifications for impurities/degradation products include
process related impurities from the drug substances should be provided.

7. The reason for the fading of the blue color of the tabletsat °C/ % RH should be
investigated and an explanation as to why this is only observed for the biobatch should
be provided.

8. Because of the revisions to the analytical methods for impurities/degradation products
in ethinyl estradiol and the drug product, a new methods validation package should be
submitted.

9. Storage conditions should be stated in the HOW SUPPLIED section of the labeling.

10.  The storage statement on the carton labels should be revised to read °C
° F); excursions permitted to °C ° F)” [see USP 23, page 11,
“Controlled Room Temperature™).

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 applications 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
are 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 Christina Kish, Project Manager, at (301) 827-4260.

Sincerely,

/$/

Moo-Jhong Rhee, Ph.D.

Chemistry Team Leader,

Division of Reproductive and Urologic
Drug Products (HFD-580)

DNDC 11, Office of New Drug Chemistry

Center for Drug Evaluation and Research
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NDA 20-946

Gynetics Inc.

Attention: Ms. Margaret P. Filipiak
Regulatory Manager

56 Locust Lane

Princeton, NJ 08540

Dear Ms. Filipiak:

Please refer to your pending November 26, 1997, new drug application submitted under section 505(b)
of the Federal Food, Drug, and Cosmetic Act for Preven (levonorgestrel and ethinyl estradiol) Tablets.

We also refer to your submission dated April 2, 1998.

We have completed our review of the Clinical Pharmacology and Biopharmaceutics section of your
submission and have the following comments and information requests:

1. The proposed release specifications (Q % at  minutes) for levonorgestrel and ethinyl
estradiol are not justified by the dissolution data provided in your application. A revised
release specification of Q % at  minutes should be submitted.

2. Revisions to the CLINICAL PHARMACOLOGY section of your Prescribing Insert are
enclosed. Revised labeling incorporating these changes should be submitted for review as soon

as possible.
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. In addition, we may identify other
information that must be provided prior to approval of this application. If you respond in the current
review cycle we may or may not consider your response prior to taking an action on your application.
In the meantime, we are continuing our review of your application.

If you have any questions, contact Christina Kish, Project ‘Manager, at (301) 8274260.

SMmly,
B -~ l% -

Lana L. Pauls, M.P.H. %ﬁ /

Chief, Project Management Staff
Division of Reproductive and Urologic Drug Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
ENCLOSURE
Biopharmaceutic Labeling Revisions



NDA 20-946 Page 2

cC:
Archival NDA 20-946

HFD-580/Div. Files

HFD-580/ADorantes/LRarick

DISTRICT OFFICE

HFD-580/CKish/6.30.98/n20946.bir

concurrence:ADorantes 6.30.98/LPauls 7.2.98/LRarick 7.7.98

INFORMATION REQUEST (IR)
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NDA 20-946
MAY |5 1998

Gynetics Inc.

Attention: Ms. Margaret P. Filipiak
56 Locust Lane

Princeton, NJ 08540

Dear Ms. Filipiak:

We acknowledge receipt on April 28, 1998, of your April 27, 1998, amendment to your new
drug application (NDA) for Preven (levonorgestrel and ethinyl estradiol) Emergency

~ Contraceptive Kit. - A

We consider this 2 major amendment received by the Agency within three months of the user
fee due date. Therefore, the user fee clock is extended three months. The new due date is
September 1, 1998.

If you have any questions, please contact Ms. Christina Kish Project Manager, at

(301) 827-4260.
Sincerely yours, e
Lana Pauls M.P.H.
Chief, Project Management Staff
Division of Reproductive
and Urologic Drug Products (HFD-580)
Office of Drug Evaluation I -
Center for Drug Evaluation and Research
cc:
Original NDA
HFD-580
HFD-580/LPauls/CKish
DISTRICT OFFICE
HFD-580/CKish/5.6.98/n20660ex.”

concurrence:LPauls 5.11.98/LRarick 5.8.98

REVIEW EXTENSION

CoaT e
nmy
Lt
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‘h( Food and Drug Administration

Rockville MD 20857
NDA 20-946

Gynetics, Inc. _
Attention: Ms. Margaret P. Filipiak DEC ~ 3 1997
56 Locust Lane

Princeton, NJ 08540

Dear Ms. Filipiak:

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: Prevent™ Emergency Contraceptive Kit

Therapeutic Classification: Priority )
Date of Application: November 26, 1997

Date of Receipt: December 1, 1997

Our Reference Number: 20-946

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
January 30, 1998, in accordance with 21 CFR 314.101(a).

Under 21 CFR 314.102(c) of the new drug regulations, you may request an informal conference with
this Division (to be held approximately 90 days from the above receipt date) for a brief report on the
status of the review but not on the application's ultimate approvability. Alternatively, you may choose
to receive such a report by telephone. Should you wish a conference, a telephone report, or if you
have any questions concerning this NDA, please contact Christina Kish, 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,

18/

Lana I:/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
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NDA 20-946
Page 2

cC:
Original NDA 20-946
HFD-580/Div. Files
HFD-580/CSO/C Kish
HFD-580/HJolson/AJordan/MRhee/ADorantes
DISTRICT OFFICE

Drafted by: LPauls for CKish/December 3, 1997/N20946ac.001
Final:

ACKNOWLEDGEMENT (AC)




ENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER: NDA 20-946

CORRESPONDENCE
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Aungust 20, 1998
Margaret P. Filipiak

Phone: 609 924 4808
Fax: 609 252 0469
e-mail: magfil@aol.com

August 20, 1998

Lisa Rarick, MD

Division of Reproductive and Urologic Drug Products (HFD 580)
Food and Drug Administration

5600 Fishers Lane,

Rockville, MD 20857-1706

Dear Dr. Rarick,

Re: NDA # 20-946 / Gynétics Inc/ PREVEN™ Emergency Conu'acei'm've Kiv ¢ !fw’z}:;f Pt ‘{
Amendment # 015 W A

Reference is also made to the letter received from the Agency on August 11, 1998 which
requested revisions to the Prescribing Insert (PI), Detailed Patient Labeling (DPL) and
Patient Information Book (PIB). We also provide a copy of the labeling without the
highlighted changes for the convenience of the reviewer.

We herewith submit revised labeling incorporating changes to the PI, DPL and PIB.

Most of the changes in the revised labeling are to obtain consistency between the PL, DPL
and PIB. We have “blacklined” changes to the Division’s suggested labeling to highlight
the changes we are making to the labeling. We also need to add references back into the
labeling to maintain a reasonable product liability protection position. The positioning of
the pregnancy test is also an important part of the product liability protection program. In
the interests of time, we are providing only the text with changes at this time. We will
provide annotated labeling with references by early next week.

We need to communicate product efficacy in a manner which is consistent with virtually
every published clinical efficacy study on ECPs, consistent with medical profession
understanding and, consistent with patient understanding. When “efficacy” is stated as,
e.g., a pregnancy rate reduction of 75%, the conchision of 25% failure is virtually
automatic. Planned Parenthood Federation of America, the foremost provider and
organized authority on contraceptives in the US concluded in its web site (see attached
print-out) that the failure rate of ECPs was 25%. Accordingly, efficacy needs to be stated
as “a failure rate of 2%” and / or “about 2 out of 100 women may become pregnant after
taking ECPs. This is a reduction of 75% in pregnancy rate” (re; Trussel 1998).



NDA # 20-946
Amendment # 015

Augnst 20, 1998

If the Division would Iike to discuss any of the changes in the labeling, either by
teleconference or by a meeting if this would be beneficial, please contact the
undersigned.

This amendment is submitted in duplicate, one copy of the labeling in the archival copy
and four copies in the review copy.

Margaret P. Filipiak
For Gynétics Inc.

Copy: Gynétics Inc.
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GYN’ETICS® Roderick L. Mackenzie

Chairman of the Board

Via x_ Overnight

August 11, 1998

Lisa Rarick, M.D.

Food & Drug Administration
5600 Fishers Lane

Room 14B04

Rockville, MD 20857

Dear Lisa:

Attached is a copy of the letter which we just sent responding to questions from the
chemist for the PREVEN™ Emergency Contraceptive Kit. We have not added the
attachments to this.

Lisa, we are very concerned with the implications of an approval for the PREVEN™
Emergency Contraceptive Kit with a limited dating of 12 months. Qur concern is
because this would definitely cause a limitation in distribution and availability of this
emergency contraceptive product in retail pharmacies. This limited distribution during
the early months of product availability could severely limit the utilization of emergency
contraception by American women.

The data in the PREVEN™ formulations’ stability package are strong. If these data were
part of a generic drug submission for an oral contraceptive, an expiry dating of 18 to 24
months would be justified. These are well known drugs in a well known formulation.

We would strongly urge your support of a minimum dating on the PREVEN™
Emergency Contraceptive Kit of 18 months. We hope you can support this.

Sincgrely,

R. L. Mackenzie
RLM/im

cc:  Christina Kisch (FDA)
Margaret Filipiak

Gyneétics Inc. * Suite 203 * 105 Raider Boulevard » Belle Mead, NJ 08502-1510
Telephone (908) 359-2429 ¢ Fax (908) 359-6660
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ORIGINAL

Margaret P. Filipiak
Pharmaceutical Regulatory Affairs
Phone: 609 924 4808 56, Locust Lane
Fax: 609 252 0469 ORIG AMENDMENT Princeton, NJ 08540
e-mail: magfil@aol.com
August 29, 1998

Lisa Rarick, MD
Division of Reproductive and Urologic Drug Products (HFD 580)
Food and Drug Administration
5600 Fishers Lane,

» Rockville, MD 20857-1706

Dear Dr. Rarick,

Re: NDA # 20-946 / Gynétics Inc/ PREVEN™ Emergency Contraceptive Kit/
Amendment # 017

Reference is also made to the labeling revisions faxed to us yesterday, August 28,1998
and the subsequent telephone conference call between Mr. Roderick Mackenzie,

Mr. Gregg Clements, Mr. Gerald Meyer, and the undersigned representing Gynétics and
Dr. Lisa Rarick, Dr. Marianne Mann, Dr. Susan Allen and Mr. Randy Olmstead
representing the FDA.

Gynétics a; 7§r to omit the references as strongly recommended by the Agency in the
August 27" letter from the Agency. The Agency agreed that reference 9 could be
omitted from the “Efficacy Table”. Agreement was reached to omit the Drug-Drug
Interactions from the Detailed Patient Labeling. It was agreed that there was clinical
support to include in the labeling that the ECPs should be taken as soon as conveniently
possible. The PL, Detailed Patient Labeling and the Patient Information Book are

attached to reflect the changes.
REVIEWS COMPLETED
This amendment is submitted in duplicate.
) CSO ACTION:
Yours sincerely, ) ‘ Cheerrer CInal [Imemo
‘J‘ o P ‘:‘C‘Y" e : CSO INTIALS DATE
Margaret P. Filipiak
For Gynétics Inc.

Copy: Gynétics Inc



