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ANDA 76-626
AUG 17 2008

Watson Laboratories, Inc.
Attention: Janie M. Gwinn
Associate Director of Regulatory Affairs
311 Bonnie Circle
Corona, CA 92880

Dear Madam:

This is in reference to your abbreviated new drug application
(ANDA) dated December 30, 2002, submitted Pursuant to section
505(3) of the Federal Food, Drug, and cosmetic Act (the Act),

for Norgestimate and Ethinyl Estradiol Tablets, 0.18 mg/0.035 ng,
0.215 mg/0.035 g, and 0.25 mg/0.035 Mg, respectively, packaged
in a 28-Day Cycle Regimen.

Reference is also made to your amendments dated January 28,
February 24, May 15, June 30, July 31, and August 4, 2003,
August 5, 2004, and February 24, ang August 7, 200s.

We have completed the review of this ANDA and have concluded
that the drug is safe and effective for use as recommended in
the submitted labeling. Accordingly the ANDA is approved. The
Division of Biocequivalence has determined your Norgestimate and
Ethinyl Estradiol Tablets, 28-Day Cycle Regimen, 0.18 mg/0.035
mg, 0.215 mg/0.035 g, and 0.25 mg/0.035 g, respectively, to be
bicequivalent and, therefore, therapeutically equivalent to the
listed drug (Ortho Tri—Cyclen®Tablets, 28-Day Cycle Regimen,
0.18 mg/0.035 mg, 0.215 mg/0.035 mg, and 0.25 mg/0.035 ng,
respectively, of RW Johnson Pharmaceutical Research Institute) .
Your dissolution testing should be incorporated into the
stability and quality control Program using the same method
proposed in your application.

Under.section 506A of the Act, certain changes in the conditions
described in this ANDA require an approved supplemental
application before the change may be made.



Postmarketing reporting requirements for this ANDA are set forth
in 21 CFR 314.80-81 and 314.98. The Office of Generic Drugs
should be advised of any change in the marketing status of this
drug.

Promotional materials may be submitted to FDA for comment prior
to publication or dissemination. Please note that these
submissions are voluntary. If you desire comments on proposed
launch promotional materials with respect to compliance with
applicable regulatory requirements, we recommend you submit, in
draft or mock-up form, two copies of both the promotional
materials and package insert(s) directly to:

Food and Drug Administration

Center for Drug Evaluation and Research

Division of Drug Marketing, Advertising, and Communications
5901-B Ammendale Road '

Beltsville, MD 20705

We call your attention to 21 CFR 314.81 (b) (3) which requires
that all promotional materials be submitted to the Division of
Drug Marketing, Advertising, and Commpnications'with a completed
Form FDA 2253 at the time of their initial use.

Si ely yours,

Office of Generic Drugs
Center for Drug Evaluation and Research
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R only

)}
pest possiol® coP

Prescribing Information

Patlents should be counseled that this product daes nat protect against KIV infection
[AIDS) and other sexvally {ranamitted diseases.

DESCRIPTION
Each of the following products is a ination oraf conlraceptive containing the prag-
ionat ¢ i and the gani ethiry estragiol,

Norgestimate and Ethinyl Estradiaf Tablets (trt-phasic) - 28 Tablets
Each light arange tabket contains 0.18 mg of the progestati P A i
(18,19-Dinor-1 7-pragn~4 0-yn-3-gna,17-(acelyl y)-13-2thyl- oxime. {170}
(+1) and 0,035 mq of the estrogenic cormpound, ethinyl estradiol (f3-nor-17¢-
pregna, 1,3 5(10-tlian-20-yne-3,17-disl). Inactive ingiedients include anhydrous
lactose, D&C Yallow #10, FD&C Yellow #6. magriesium  stearate, microcrystallina
cellulose, potacrilin potassium, povidone and vitamin £,

Each arange tabie! contains 0.215 myg of the p i [ i
{18,19-Dinos-17-pregn-4-gn-20-yn-3-one, 1 7-{acetyloxy)-13-2thyl-,oxime,{17ec)-
(+)) and 0.035 mg of lhe estrogenic compound, ethinyl estradiol (19-ngr-17cc-
oregna, 1,3 5{10}1rign-20-yne-3.17-disl}. Inactive ingredienls include anhydrogs
lactose. D&C Yellow #10, FD&C Yeliow #6. lura stearate, mi vstalli
cellulose, palacrilin patassium, povidene and vitamin £
Each peach tablet contains 0.25 mg of the d p i
(18,19-Dinor-17-pregn-4-en-20-yn-3-ane, 1 7-(acetyloxy)-13-athyl- nxime 1 Ta)-
{+}) and 0.035 mg-of the estrogenic compound, ethinyl estradiol (19-nor-170c-
orepna, 1,3, 5(10}-trien-20-yne-3,17-diah). Inactive ingredients include anfiydrous
lactose, FD&G YeBlow #6, magnesium stearate. microcrystalline cellulose, palacrilin
ium, povidone and vitamin E,
Each white tablet cantains only inert ingredients, as follows: anhydrous lactase, magne-
.slum stearate and microceystalline celulose.
L and Ethinyl Estradiol Tahtets || ghasic) - 26 Tablets
Each peach taidet contains 0,25 mg of the ional P
(18,19-Dinor-17-pregn-4-en-zo-yn-3-nne,17-(acalylnxy)-lJ-alhyl-,mime,(l?m:-
{+}) and 0.035 mg of lhe astrogenic compound, othinyl estradiel {19-nor-17cc-
pragua,1,3,5(10)-trien-20-yne-3,17-diol). inactive Ingredients Include anhydreus = -
factose, FD&C YeKow 6, magnasium stearate, micracrystafline cellalose, polacrilin
potassiurm, povidane, and vitantia €.
Each whita tablet contains only inert ingredients, as folfows: anhydrous lactuse,
magnasium stearate and microcrystaine cellulose.

ling

HO”
Norgestimate Ethiny! Estradiol
CLINICAL PHARMACOLDGY
ORAL CONTRACEPTION
(ombi oral contr ives act by suppression of ganadotrapirs. Although the pri-
mary mechanism of this action is inhibition of licn, other aiterati include

changes in the cervical mucus {which Increase the difficutty of sperm entry into the
uterus) and the endometrium (which reducs tha likelihood of implantatian}.

Raceptor binding studies, as well as studies In animals and fiumans, hava shown that
norgestimate and 17-deacetyl nurgestimate, the major serum metabolite. combine high
progestational activity with minimal inlrinsic androgenicity. 9 Norgestimate, in combi-

nation with ethinyl 3stradiol, doss not t the dstrog ducad in sex
hormone binding globulin (SHBG), resufting In lower serum teslosterone, X5

ACNE

Acae is a skin ition with a multifaclorial etiofogy. The combinalion af cthinyl estra-

dio and norgestimale may increase sex hoimone binding globulin (SHBG) and decrease
Iree testosteronc resulting in a decraasa in the severily of facial acne in otherwiss healthy
: wamen with this skin condition,

ﬁ Norgestimate and ethinyl estradiol are well absotbed tollowing oral administration of

C o f Y EN LM GE [») _ro l SD <} norgestimate and ethinyt estradiol tablete, On the average, paak serum carcentrations af

. norgestimate and sthinyl estradiol are abserved within twe hours {0.5-2 hr for norgesti-

LA ELN G FQ!N’T od1, mate and 0..75-_3 hr for e1hi!\yl gslradn)l) after zdmini_sna!mn followed by a 1_apid qedine

of A?F ANED ELECTRINLC due fo di and el Athough serumt cancentrations folove-

-------- — ing single or multiple dosing were generally hsfow assay detection within 5 hours, a

. majar norgestimate serum metabolita, 17-deacety] norgestimate, (which exhibits 3

g"l FCII s TA'F'F » serum hali-life ranging trom 12 te 30 hours) appears rapidly in serum wilh concentra-

X tieas greatly excesding that of { The 17-4 v fite is phanna-

cologically active and the pharmacologic profie is similar to that of nergestimate, The
elimiralion half-life of elhingd estradiol ranged from approximalety 6 to 14 hours,

Both norgestimate and ¢thiryd estradiol ara Tvely ized and elimi by
renal and lecal pathways. Follawing administration af 14 i , 47% (45-49%) .
and 37% (16-49%) of the administered radioactivity was sfimi in the vrine and
fzcas, respsctively. Unshanged norg was not detected in the urine. In addition to
17-deacetyl imate, a number of litas of i have been identifi

in human urine (oflowing administration of radiol i These includs

18,19-Dinur-17-p1eon—4-en-20—yn-3-one,17-hydroxy»13—emyl,(17n) 118, 13-Dinor-
Sp-17-pregnan-20-yn. 3o, 17B-dihydroxy13-athyl,(172x), various hydroxylated metabo-
fites and conjugates of these meltabslites, Ethinyl estradiol is metabolized to various
hydroxylated products and their and sulfate conj

INDICATIONS AND USAGE
Norgestimate and Ethinyl Estradiol Tablets (monaphasic and fri-phasic) are indicated
far the prevention of pragnancy in women who alect to use oral contracaptives as a
methad of contraception,
Murgestimate and Ethinyl Estradiol Tablets {Iri-phasic) are indicatad for the treatiment of
madarate acne vulgaris in famales, = 15 yaars of age, wha have no known contraindica-
........ -4 tiorts to oral ¢ ive therapy, dasire plion, have achieved menarche and are
unresponsive to 1npcal anti-acne medwations. .
Oral contraceplives are highly eftective. Table | ists the typicil acaidantat pregnancy rales
for users of combination oral contraceptives and other methods of contraception. Tha effi-
tacy of these contraceptive methods, axcept sterilization, depends upon the reliability with
which they are used. Correct and consistent use of methods can rasult in tower failure rates,

paneL | OF (2
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TaBL EACENTAGE OF WOMEN EXPERIENCING AN UMINTENDED PREGNANCY
DURING THE FIRST YEAR OF TYPICAL USE AHO THE FIRST YEAR GF PERFECT USE OF
CONTHACEPTION AND THE PERCENTAGE CONTINUING USE AT THE END OF THE
FIRST YEAR. (UNITED STATES).

% of Women Experiencing an Ya of Women
Unintended Pregnancy Continuing Use
within the First Year of Use at One Year®
Method Typical Use' Parfect Use*
{8 @ @ (3]
Chance! BS 3
Sperrnicides® 26 [ 40
Periedic abstinenca E) 83
Calendar 8
Ovulation Mathod 3
Sympto-Thermalf 2
Pasi-Gvylation 1
Withdrawal 19 4
Cap?
Paycus Women 40 26 42
Nulliparaus Women 20 3 5%
Spongs
Parcus Wemen 40 20 42
Nufliparous Women s q 56
Diaphragm? 20 6 56
Condom®
Female {Raxlity) 21 5 56
Make 14 3 61
Pill 5 n
Progestin Only 0.5
Combinad DA
{uo
- Progestarane T 20 1.5 81
Copper 13804 oA 056 78
Lig 20 0.1 LiA) 81
Depo-Provera 03 0.3 70
Norplant ang Horplant-2 0.05 0.05 28
Female Sterifization 0.5 a5 100 -
Malz Sterilization 0.1 0.10 100

- Adapted fram Hatcher ot al,, 1998 Raf. #1.

TAmong typical coupla whn initiate use of 2 methad (not necessaily for the first time), the
who an accidental. during tha first year if thay do not stop

use for any other reasen.

2Aniong couples who initiate use of a method (nat necessanily for the ﬁrt |1mc) and who use

it perfectly {beth consistendy and corsectly), the who

pragnancy during the fxrst year if thay do not stap yse for any cther raason.

3Among couples altempting lo avoid pregaancy, the percentage who continue to use a

mathad for ene year.

“The percents becoming pragnant in columis {2) and (33 are based on data from populations

whera contraception is ant used and from women who cease using contraception in order to

become pregnanl Ameng such papulations, about 89% become pragnant within one year.

Thic extimate was lowered slightly {ta 35%) 10 represent tha parcant who would become

pragnanl within one y2ar among women now refying cn reversible mathads of contracepticn.

it they abandenid centracepticr altogether.

Sfaams, craams, gels. vaginal suppositerias, and vaginal fim.

SCervical mucus {ovulation) methad supplemented by Salendar in the pre-ovulatory-and basal

body \emperature in the post-ovulatory phases.

TWith spermicidal ream of jelly.

Wwithout-spermicides.

in clinical ldals with manophasic norgestimaie and elhinyl estradiol tablets 1,651
subjects completed 24,272 cycles and a total of 13 pregnancies were raporied. This
tapresents an ovarall use-officacy (fypical user efficacy) pragaancy rate of 0.96 per 100
women-years. This rate includes patients who did not take the drug eorrectly.

In four clinical trials with tri-phasic norgestivate and etivinyl estradiol tablets the use-
afficacy pregnancy rale rangad from 0.68 to 1.47 per 100 woman-years. In total. 4,756
subjects compleled 45,244 cycles and a totaf of 42 pregnancies ware raportad. This
r2presents an overall use-efficacy 13tz of 1.21 per 100 women-years. One ol these 4
studies was a randomizad comparative clinical trial in which 4,623 subjects completed
22,312 cycles. Of the 2,312 patients on novgestimate and ethinyl estradiol tablets
{tri-phasic), & pregnancias wars reported, This represenic an overall wse-gfficacy
pregriancy rate af 9.94 psr 100 wornen-years.

In two double-hlind, placebo lled, six month, i dinical trials, tri-phasic
norgzslimate and zthinyl estradiol tablets showed a statistically significant decreass
m inflammatory lesion count and total fesion count (Tabls H). The adverse reactian
profie of mrjeslimale and ethinyl estradiol labiats {tri-phasic} from these two
controtied clinical trials is consislant wilh what has been notad from previous studies
involving norgestimate and ethinyt astradiol tablats itri-phasic) and are the known risks
assacialed with oraf contraceptives,

ulqari

Compioed Besulls: Tew Mubiicenier. Placeho-Contaclied Trials

Primac: Eilicacy Variables: Evaluabie-foc-Eilicacy Papulahion
Norgestimate and Ethimyl Estradiol Tablets Placeba

{tri-phasic}
N=163 H=161
Mean Age al Enroflment 273 years 280
Inflammatory Lesions - S6.6 356
Mean Percent Redustion
Total Lesions - 498 303
Msan Parcenl Reducticn
CONTRAINDICATIONS
Ol coptraceptives shouid nat he used in womien who currently haw the folfewing conditions:
< Tl lebltls ar holie disards

A past history of deep vein thrambophlebilis or thromboembalic disotders
Cercbral vascular or coronary artery disease

Migraine with focal aura

#nav:n or suspected carcinoma of the breast

« Carcitoma of the sndometrium or ather knovm or suspacted estrogen-depandent
neaplasia

Undlagnosad abroimal genitaf bkeeding
Cholestatic jaundice of pragnancy or jaundice with piior pill use
Hepatic adenomas or carcinomas
Knav:n ar suspected pregnancy
Hypersensitivity 10 any componeal of this product
WARNINGS

.

Cigarsite smoking increases the risk of seriovs cardiovascular side etfects from orel
contracogtive usa. This riskincreasas with age and with heavy smoking (15 or mare
clgareltes per day) and is quite marked ln women over 35 years of age. Women who
use oral contraceptives shaoutd be slrongly advised nol fo smoke.

The use of oral sontraceptives is asseciated with increased risks of savoral serious cos-
ditions Incluging infarction, stroke, hepatic neoplasia.
andg gallbladder disease, although the risk of sarious morbidity or mortality is very small
in healthy women without underlying risk factors. The risk of marbidity and mortality
incraasas significantly in the presence of other undertying risk faclors such as hypentan-
sion, 'F/Dﬂdlpldemlas obesity and diabstes.
[ g oral ives should be familiar with the fellowing infoe-

mal.on |n|.|lmq t |hese rsks. -
The information conlained in this package insert is principally based on studies carried
out n patients who-used ural contraceptivas with higher formulations of esiragens and
progsstogens than thoss in commion use today, The affect of tong-term use ef the orat

jves vAth lover of both and refnains to
be determined.
Througheut this labsling, spidemictogical studias reportad are af two types:
retrespective or case control sludics and prospestive or cohort studies, Case control
studies provide a measure of the retative risk of a disease, namly. a safia of the incidence
ol 2 disease among ora} contraceptive users to thal among nonusars, The ralative risk




doss not provide inlormation on the actual chnical accurrence af a disease. Cohort
studies pravide a measure of alributable risk. which is the differance in the incidence of
disease behween cral contracestive users and nonusers, The atiridutable risk dzes
provide Infarmation about the actual occurranca of 4 disease in the population {adaptad
from rafs. 2 and 3 with the author's permission). Far further information, the reader is
referred to a text on epidemiofogical methods.

1. THROMBOEMBOLIC DISORDERS AND OTHER VASCULAR PRUBLEMS

4. Myoardial Infarction

An Increased risk of myocardlal infarction has been attributed to oral contraceplive use.
This risk {s primarlly in smokers or women with other underlying risk faclars for
curonary artary disease such as hypsrtension, hyperchelusterclemia, rarbid vbasity, and
diabetes. The relative risk of heart attack for current oral contraceptive users has bean
estimatad 16 be twa to six™*® The risk ic very low under the zgs of 30,

Smoking in combination with oral conlraceptive use has been shown te contribute
substantially fo the incidence ol myocacdiat infarclions in women in their mid-lhirties or
aldar with smoking accounting for the malority of excess cases.'? Mortality rates assocl-
ated with circulatory disease have huen chown lo increase substantially in sinokers,
especizlly in thase 35 years of age and olizs among wonien who use oral contraceptives.

CIRCULATORY DISEASE MORTALITY RATES PER 100,000 WOMAK-YEARS 8'f AGE,
SMUKING STATUS AND ORAL CENTRACEFTIVE USE
=z c ML)
PR C.TouCRs SORERS: B3 conmous muoncrs

»n
0
o

E
|

150 —

100 -~

g
|

INQ, CF CEATHSI 100,000 WOMANYEARS}

MORTALTY NATE

o —i

=S =
1528 2534 . 3544 a5- .
TABLE H). (Adaptad from PM. Layde and V. Beral, ref. #12.}

Oral contraceptives may compound the etfects of well-known risk factors, such as hyper-
tension, diabetes, hyperlipldemias. age and obesity.™ In particufar, some progestogans
are knpwn to decrease HDL chnlesterul and cause glucose intolerance. while estrogens
may create a state of hyp t Ora p have been shown 1o
increase blond pressure among users (see Section 9 in WARNINGS). Similar effects on
risk faclors have been associated with an increased risk of hearl disease. Oral contra-
ceptives must be used with caution in wemen with cardiovascular dicease risk factors.
Norgestimate has minimat androgenic activity (se2 CLINICAL PHARMACOLOGY), and
there is some evidance that the risk of mygcardial infarction associated with oral contra-
septives Is lowar when the progestogen has minitnal androgenle activity than when the
activity is greater”
2. Thromeoembglism
An Ingreased risk ot thrarehoembolic and i disease associated wilh the use of
oral contraceptivas is well established, Case controf studies have tound the ralative risk of
users compared to npnusers 16 be 3 for the flrst episode of superficial vencys thrombicsls,
41011 for deep vein thrambosis o pulmonary embolism. and 1.5 Lo 6 lor viomen with pre-
dispasing conditions tor venous thramboembalic discase.23™# Cohart sludies have
shev e relative risk to he somewhat lover. 3boul 3 for news cases and about 4.5 lar nevr
cases requiring il ion.* The risk of disgase with oral
contraceptives is not related ta length of use and disappears atter piff use Is stopped.”
A two- 10 fout-fold Increase in relative risk of post-nperative thromboetnbolic complica-
thons has heen reportea with the usa of oral rontracapti he refative risk of venous
thrombosis in woinen who have predisposing conditions s twice that of woinei withau!
such medical candibons.? It teasible, oial ives should be at kast
four weeks prior 10 and for wo wecks after elective surgery of a type associated with an
increase In risk of thromsbaembolism and during and fallowing prolonged Immobilization,
Since the i i peniod is also lated with an Increasad risk of throm-
heembolism, oral contraceptives should bs slarted no earlier than four weaks afisr deflv-
ery in watmeen whe elect not tv breast feed or 1nur weuks after 2 second tiimester abortisn,
. Carebrovascular diseases
Oral contracepilves have been shigv to increase both the relative and attributabls risks
at BVERLS and gic strakes), although, in general
the risk is greatast ainung older {>35 years), hypsrtensive wonen who alsu smoke.
Hypertensian was found I b2 a nsk factar for both users and nonusers, 1ar both types
of strokes, and smoking interacted to increase the risk of siroke.?2*
In 2 large study. the relative risk of thrombotic strokes has been shovm to range from 3
for narmiotensive users 16 14 for ussrs with severe hypenension,® The relativa risk of
hamorrhagic sirake is 1eported to be 1.2 for non-smokers who used oral contraceplives.
2.8 tor smokers who did not use oral contraceptives, 7,6 for smokers wha usad oraj con-
traceptives, 1.5 for normotensive users and 25.7 for users with severs hypertenslon.?
The attributable risk is also greater in older women.®
d. Dosa-related risk of vascular disease frem oral contraceptives
A pasitiva assariation has been ohsarved hetween the amount of estrogen and progesto-
gen it vral contraceptives and the risk of vascular disease. S5 A decting i serum high
density kpoprs iHOL) has been reported with many progestational agents.')¢ A
dedline in serum high density ipoprolsins has been assaciated wilh an increased incidence
of ischemic heart disease, Because eslrogens Increase HUL cholesterol, the net elfect of an
oral conhacaptive depands on a halance achleved batwaan doses of estrogen and progesto-
gen and the activity of the used in the The activity and amaunl
of both hormones sheisld he considered in the choica of an oral contraceptive,
Minimlzing exposure t estrogen and pregestogen s in kesping with' good principles of
therapeutics. For any particular estrogen/progastagen combinatior, the dosaga ragimen
prescribed should be one which contains the least amount of estragen and pragestogen
that ic cofnpatible with a low failure rate and Ihe needs of the individual patient, New
acceptors of oral contraceptive agents sheuld be startad on preparations containing
0.025 mg or Bss of estragen.
€. Persistence of risk of vascular disease
There are two sludies which have shown parsistence of risk of vascular disease lor ever-
users ot oral contraceptives. In a study In the United States. the risk of devsloping
myacardial infarction after discontinuing oral contracaplives persists for at least 9 years
tor women 40-49 years who had usd oral contraceptives for five or more yaars, bt this
increased risk was not demonstrated in other age praups.® In another study in Great
Bnlam lht risk of developing cerebrovascular disease percisted for at least 6 years alter
ion of oral ivas, although excess risk was very small.¥ Howevar,
bath studies were performed with oral contraceptive formulations containing 50 micro-
grams or higher of estrogens,
2. ESTIMATES OF MOATALITY FROM CONTRACEPTIVE USE
One study gathered datz from a varlety of sources which have estimaled the mortatity
rata assoriatad with dlfferent mathods of cantraception at different ages {Table IV), These
astimalss Include the ined risk of duath with ive metheds plus
the risk aitribulable to pregnancy in the event of method failure. Each methad of contra-
ception has its specific benefits and nsks. The study concluded that with the exception
of oral ceniraceptive users 35 and lder who smake, and 40 and older who do not smoke,
martality associated with all mathods of birth control Is low and below that assuclalsd
with childbirth. Tha observation of an ingrease in risk of meraity with age for oral con-
traceptive users is based on data gathered in the 1970's.% Current clinfeal mcommenda—
tion involves the usa of lower estrogan dose and a careful of
risk facters. In 1989, the Ferlility and Maternal Health Drugs Advisery Committen was
asked to reviaw 1he use of oral contracaptives in women 40 years af age and over. The
Committee thal although i disease risks may b increased with
oral cont:aceplive uss after 2ge 40 in heakthy non-smgking woimen {even with the Rewer
{ow-dose lormulations). there are also greater pelential heakh risks associated with preg-
nancy in older women and with the altetnative surgical and medical procedures which
M3y b2 necessaty it such viomen do nat have: acesss to effective and accapladla means
of centraception. The Committee recommended thal the benelits of low-dose oral con-
tracaptive use by healthy non-smeklng wonien over 40 may ouvtwelgh the possibie rlsks.

Ot course, older womnan. as all women waha lake nral conlracaptives, should lake an oraf’

contraceptive which contains the least amonnt of estrogen and progestogan that Is com-
patibie with a tow failure rate and intiviscal patient ngeds,
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TABLE [V ANBUAL NUMBER OF BIRTH-RELATED QP METHOD-RELATED DEATHS
ASSOCIATED WITH CONTROL OF FERTILITY PER 100,000 MON-STERILE WOMEN,

BY FERTILITY CONTRUL METHOD ACCORDING 70 AGE

o BV HERTILTY CONTRIL ML O A O A

Method of cantral 1519 20-24  25-29  30-34  35H0 4044
and gulcome

Mo fertifity centrot methods” . 7.0 74 a1 M3 25.7 282

Orat conraceplives 03 a5 03 19 138 516
nen-smoker*”

Oral centraceptives 2.2 34 £5 135 £11 1172
smaker” "

mn-* 0.8 28 149 1.0 14 14

Soadom* i 1.1 16 07 8.2 03 0.8

Diaphrapm/spermicide” 19 1.2 1.2 1.3 2.2 23

Pericdic abstinence® 25 16 16 W7 23 kI

*Deaths are dirlrerelated
**Deaths are method-refatee
Adapted from H.W. Ory, ret, #35,

3. CARCINGMA OF THE REPRODUCTIVE ORGANS AMD BREASTS

Numcrous epidermiclogical sudies have Boen performed on the incidance of breast,
endaragtdial, ovarian and cervical cancer in women ysing 213l contraceplives. While these
are cenflicting reperts, most studies suggest that use of oral contraceptives is not 2ssock
ated with an overal increase in the risk of cevelaping breast cancer. Some studies have
reported an increased relative nsk of developing breast cancer, particularly at a younger
age. This increascd refative risk has been reported to be related ta duration of use 54N &
A meta-analysis of 54 studias found a small increase in the froguency of having breast
cancer diagnnsed for women vha were currently using combined oral conteaceplives of
had used them within the past ten years. This increase in the Irequency of breast cancer
diagnasis, withln ten years of stopping use, was generally accounted for by cancers
focafizad to the breast. There was no increase in ine trequsncy of having breast cancer
diagnosed tan or more years ahter cessation of usy. *

Some studies suggest that or3l contraceptive uss has been associated with an increase
In the sk of cervicab Intraepithelal neoplisia in some pepulations of women 454
However, there continues to ba controversy about the extent to which such findings may
be dug 1o differcnces in sexual behavior and ether factors.

4. HEPATIC NEGPLASIA

Benign hepatic are jated with oral ive use, atthough the inck
deace of bemgn tumaes is rare in the United States. Indirect cakulabons have #stimated the
attributable risk to be in the range of 3.3 cases/ 100,000 tor usrs, a sk It increases afler
fout or more years of use especially vith oral cuntraceplives of higher dose." Rupluie of
benign, hepabic adenornas may cause death thraugh infra-abdeminat hemarthage, %!
Sludies have shawn an incressed risk of developing hepatocellular carcinoma® % in
or3l contraceptive users. Howover. these carcers are rarg in the U.S.

5. OCULAR LESIONS

Thers have been clinical case reports of retinal lhrombams associated with the

use af oral ives. Oral contraceptives should be i it ihere Is unex-
Malned partial or complete foss vl Vi on; anset of prcp(osrs or diglepia: papilledema; or
retinal vascular lesions. Appi ic measuras should be

undestaken immeddiately.

6. ORAL CONTRACEPTIVE USE BEFORE OR DURING EAALY PREGNANCY

Extensive epidemiclogical studies have revealed no mcreased risk of birth defacts In
wamen who have used oral cortraceptives piior te pregnancy %57 The majority of racent
stutlies also do not indicate a teraloganic effect, particelasly in so fér as cardiac anem-
ahes and kmb reduction defects are concerned, 355 wnan tken inadvertently during
€arly pregnancy.

The administration of oral contiaceptives 1 inguce withdrawal bleeding snould not te
used a5 a fest for pregrancy, Ori conlraceptives shoukd not bie used during pregnancy
1o traat threatened or habitual abortion.

I is recommsnded that for asy patient whe has missed we conseculive pariods, preg-
nancy should be ruled 2ut before continuing o al conlraceplwa use. It the pationt has nol
adhered 1o 1he preseribed scheduke, the shauld b2 tonsi a
the time af the lirst missad perlod. Oral cnnlmceplwa use should be dscontinued untii
pregnancy is ruled out,

7. GALLBLADDER DISEASE

Earticr studies have reporied an increased litetime relative risk of galibladdar surgery in
users of oral contracaplives and estrogens."2¥* Mare recent studies, however, have
showen that the relative risk of developing galibladder diseace among oral contraceptive
usars may be minimak 2+ Thu utcnl undmgs ul 'mmnml risk may be related 10
thy use of oral lowar honmonal doges of
extrogens and progestogens.

8. CARBOHYDRATE AND LIPID METABOLIC EFFECTS

Oral centraceptives have been shown 16 cause a decrease in glucose lokerance in a
slgnificant peicentage of users.'” This effect has been shown to Se directly related to
eslrogen dose. X Progestogens inctease Insuiin secration and create insulin rasistance,
this sffact varying with different progestaticnal agents, " However, in the non-diabetic
woman, ot contraceptives Zppear to havi no ettect o lastng blood glucose.®” Recause
of these demonstrated etects, prediabefic ang diabet:c women in part:cular should be
caretully manitered while 1aking aral contraceptives.

A small proportion of vomen will have persisten hypertriglyceridamia while on the pill.
As discussad eadier (see WARNINGS 1a and 1d), changes in serum trigycaridas and
lipoprotein lavels have been reported in oral coniraceptive users.

In clnical studies with menaphasic norgestimate and ethinyl estradiol tablels there were
no clinically signiticant changes in fasting bluod glucose levels. Ho statistically significant
changes in mean fasting bloost glucose levals wers ohserved over 24 cycles of use.
Glycose takranre tests showey miuimal, clinically insignificant changes from basuline 10
cycles 3, 12, ang 24,

In cliriz3l sludies with tri-phasi: nirgestimate and sthinyt estradiol tableds there ware no
clinicalty signficant changes in 135ting bload ghicose lavels. Minimal statistcally sianifi-
cant changes were noted in glucoss levals aver 24 cycles of use, Glucase tokrance lests
showed np chinically signilicant changss rom bassline 1o cycles 3, 12. and 24,

9. ELEVATED BLOOD PRESSURE

An increase in bood pressure has been reported in vioman faking nral confracaplivias®
and this increase is more likely in older oral cantracepive users® and with extended
duration of usef! Data from the Rayal Coliege of General Practioness'* and subseauent
randomized trials have shown that thz incidence of h)pmenslan Ingreasss vith Incraas-
ing progestatianal activity.

Women wilh 3 history of hyperiension or hypertension-relaled diseasos, ot ranal dis-
rase’ shonld be encouragad fo use another method al contrareption. if women elect o
use oral conlraceptives, thay shoul bs monitored closely and if significant elevation ot
blood pressure occurs, oral contraceptives shoukd be discontinued. For mast women,
elevated dlood pressure will retum 10 narral afler stopping arad conbraceplives, and
thers is no difterence in the occurrence of hypertension belwaen former and naver
users. %7 1t should be nolzd thal in two separate karge clinical trials (N = 633 amf
N = §11), na statistically sigaificant changes in mean bload pressure were obsarved with
monophasic Rergsstiniaty aid etkinyl vstradiol tablets.

10. HEADACHE
The onsat or sxacerbation of migraine or davalopment o1 hcadacha with a naw psﬂevn
which Is recurrent, persistanl or severe requlres d of aral G

and evaluation of the cause.

1. BLEEDING IRREGULARITIES

Sreakthrough bleeding and spotting ara sometimes encountared in patiants on oral can-

traceptives, espenially during the first thre months of use. Non-hernonal causes should

be considered ang adeguate diagrastic measures taken g rufe out malignanty or preg-

nancy in the avenl of breakihrough bleeding. as in the case ot any abnormal vafiinal

bleeding. Il pathology has been excluded, fime or 2 change te another formulalion may

sofve the prohilem. In the event ot amanaiThea, pragnancy should be ruled out.

Some woman faay encounier post-pill amencrhea or ohgomenanihea. especially when

such a condilion v:as proaxistent.

12. ECTOPIS PREGRANCY

Ectopic as wolt as i ine pregnancy may occur in ive failures.
PRECAUTIONS

1. PHYSICAL EXAMINATION AND FOLLOW UP

It is good medical practice for all v;ioman to have annual histary and physica) axarning-

lions, inchding women using oral contracsptives. The physical examination, howavar,

may be deterred untit atter initiation af v1al contraceptives it requested by the woman and

indned annronriate hy 1 rian The ohvsical examinatinn should inchide soecial ref-
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€IeMCE (0 INJY Pr2SSUMR, DISASIS, ADAMEN and fiemc organs, maudng cervical cytok
°gy, and relevant faboratory tests. tn case of undiagnesed, persistent or recurvent abner-
mal vaginal bleeding. appropriate measures shouhd be conducted to rule out malignancy.
Women with 2 strong famlly histary of hreact cancer or who hava braast nodules should
be monitored with particular care.
2. UPIG DISORDERS
Waomen wha are being treated lor hyperlipidamias should be follavied closely if they elact
It: use oral canfraceptives, Some progesisgens may elevale LDU levels and may rander
the conteal of hyperlipicemias more difficult.
3. LIVER FUNCTION
i jaundice devalops in any waman receiving such drugs, the madicstion should bs

i i Starogid 5 may he poorly ized in patients with impaired
liver tunctizn.
4, FLUID RETENTION
Oraf contraceptived may cause same degree of fluid refaatior. They sheuld be prescribed
with caition. and only with caratul monitaring, in patients with conditions which might
be aggravatad by fluid retantion,
S. EMOTIONAL DISORDERS
Women with a history of deprassion sheuld ba carsfully sbservad and the drug diszon-
finuzd if depression recurs ta a serious degree,
8. CONTACT LENSES
Contact lens wearers who devalop visual changes ar changes In lens totzrance should be
assessad by an ophihalmologist,
7. DRUG INTERACTIONS
Reducad efficacy and increased incidence of hreakthrough bleeding and manstrual
irreqularitios have been asscciatad with concomitant use of rifampin. A similar
assoclation. though kass markad, has buen suggested with darbituratas, phenylbutazone,
pheaytoin scdium, . gri 3 tramite. and possibly with
ampiciliin and tetracyclines.™
8. INTERACTIONS WITH LABORATORY TESTS
Cartain endocrine and liver function tests and bload componants may ba affectad by aral
contraceplives:
3. Inareased prothrombin ang factors V3. VIl IX, and X; dacreased antithrombin 3;
increased i induced platelet ity
b. Increased thyroid hinding glabulin (TRG) leading to ircreassd clrculating total thyroid
hormena, as measured by protain-beund iedine {PRI), T4 by cofums or by radicin-
muncassay. Free T2 resin uplake 15 decrzased, reflacting the elevated T8G, free T4
cancenlration is unaltered.
€. Other binding proteins may be elevated in serun1,
. 3x harmone tinding globulins are increased and result in elavated levels of total cir-
tulating sex steraids; hawever, free or binlogically active levels remain unchanged.
e High-density fip in {HOL-C) and total chof {Total-C) may by increased, low-
density lipoptotein (LOL-C may be increased or decreased, vhde LOL-C/HDL-G ratin
may be ind triglycerides may be
1. Glucose tolerance may be decreasad,
§- Serum folate levels may be depressed by oral contraceptive ther3py, This may he of clini-
cal significance 2 woman bucomes pregnant shostly afler discontinuing aral contraceplives.
9. CARCINOGENESIS
See WARNINGS Section.
10. PREGNANCY
Pregnancy Category X. Sce CONTRAINDICATIONS and WARNINGS Ssctigns.

11. NURSING MOTHERS
Small amounts of eral cantraceptive steroids have been identified in the milk of nursing
mothers and a tew adverse elfects cn the child have basn reported. including jaundice
ard breast enk; In adgition, iration oraf ives glven in tha post-
partum period may interfere with lactation by dacrsasing the quantity and quality of
breast milk. If possivle, the aursing mother should be advissd not 12 use combination
oral contraceplives but 10 use other forms of contraception until she has completely
wranzd her chikd,

12. PEDIATRIC USE
Sataty and sificacy of nurgastimate and ethinyl estradiol tablets fave been establishod
in viomen of repraductive age. Safety and efficacy are expcled to be. the same for
postpubertal adolescents under the age of 16 and for users 16 years and older, Use of
1his product before ntenarche is not indicated,

13, SEXUALLY TRANSMITTED GISEASES:
Paticnts should be counseled that this product docs nat protect against HIV infection
(AIDS) and other sexvalty transmittad disnases.

INFORMAFION FOR THE PATIENT
See Patient Labeding printed below,
ADVERSE REACTIONS

An increased risk of the foflowing serfous adverse reactions has bien associated with the
use of oral contraceptives (See WARNINGS Sectian).
* Th ilfs and venous is wilh or withaut
~ Antarial thromboembafism
Fulmgnary ambolism
Myocardial infarction
Cerebral hemorshage
Carabrl thrombasis
Hypertension
Gaflbladder disease
Hepatic adenornas or benign liver tumors
The fulloviing adverse reactions have bezn reporied in patients receiving oral coniracep-
tives and are befisved 10 be drug-rslated;
= Nausea
- Vomiting
. i {uch as abdeminal cramps and bloating)
Braakthrough bileeding
Spatting

Change In menstruai flow
Amenorthea
Temperary infertility ajter discontinualion of traatment
Edema

Melasma whictt may persist
Braast changes: tanderness, enlargemant, secration
Changs in weight (increase or dacrease)
Change in cervical erosion and secretion
Diminution in laciation when given immedialelfl posipartum

Cholastatic jaundice
Migraine
Rash fallergic)
Mental depressicn
Reduced toerancs to carbohydrates
= Vaginal candidiasis

.+ Change in comeal curvature (sleepenng)

~ Intolerance te contact fenses

" The tollowing adverse reactions have heen reported in users of oral contraceptives and

the associxtion has been neither confimed nor refuted:
Pra~menstrual syndroms

* Cataracts

* Changss In appatite

« Cystitis-like syrdroms

Headache

Nervousaess

Diziness

Hirsutism
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Loss of stalp hair
Erythema multiternie
Erythema nzdosum
Hemorrhagic stupticn
Vayinitis

Piphyria

Impaired renal lunction
Hemolytic urdnic syndrome
Acne

Changes in libido
Cafitis

Pudd-Chiari Syndroms

OVERDQSAGE
Serious 1Hl etfects have not been reporied lellowing acite ingestion of karge deses of aral
cantraceplives by yaung clildren. Overdosage may $ause njvses and withdrawat bized-

- jng may orchr i ternales.

NOH-CONTRACEPTIVE HEALTH BEREFITS
The iallowing non-cantraceptive healts Benskits 1eksted \& the 1 of combi
ives are ¢ by epidemivlogical studies which lazgely viitized oral
i estrogen: deves exceeding 0035 mg of elhinvi

astradin! or 0.05 myg mastranol
Eflacts on menses:

« increased menstrual cycle ragulasty

« decreased blnod loss and decreased incidence of iron deliciency anemia
» desreased incidence of dy

Eftacis ralated L Inhibiticn of ovulation:

« decreased incidenca: of tunctfonal cvarian cysls

« decreased Incidere ef ectopic pregnancizs

Other effec!

and fibrocystic disease of the breast
+ decreased incidence of acute pelvic inflamirnatory discase
« decruased incidence of endonetrial cancer
« decreased incidence of ovarian cancer

DOSAGE AND ADMINISTRATION
ORAL CONTRACGEPTION
Ta achieve maxi < fectivi gasti ard Ethiny! Estradiol
Tabkats (Irkprasic) and Nurgastimatz and Ethinyl Estradict Tablels {maonopliasic) inust be
13kan exactly as directed and at intarvals not gxceeding 24 hours. Norgesumate ang
Ethiny} Estradiol Tablets (tri-phasic) and Sorgestimate end Ethinyt Eslradiol Tablets
{moncphasich are avadatle i 2 tablet dispenser v n be used for a Sunday Start or
3 Day 1 Start schedule.

28-Day Regimen (Sunday Siart)
Whan taking Norgestinuate and Ething Estradiol Tablets (trl-phasic) asd Norgestimate
ang Ethinyt Estradiol Tablets (manophasic) the lirst tablet shy be takes an the first
Sunray aier menstrualion begins. I period begins un Sunday, the fiest taclet sheuld be
faken thal day. Take one aclive Lable! daily for 21 days folloved by one while fable! daily
for 7 days. Aller 78 iabets have been baken, & new is staried the rext day
Sunday). For the fist cycle of 2 Sunday Start regimen, anaihier metiind ol contiaceptior:
should be wsed until afier the first 7 consecutive days ot ad
{t the patient miisses one (1) active tablet in Weehs 1, 2. cr 3 shzuld be taket:
as 500N as she remembers. I he patianl msses twe Tivie tahikets in Weak 1 or Week
2, th2 palicnt shovld take two (2) tablets the day she remembers and two {2} lales the
next day; and then continue taking onz {1) tablet a day unlit she finishes the [ The
patient should be Instiucled 1o Use a back-up method of birth control if she has sexin the
seven (1) days afler missing pilks. f the patienl misses two {2) active tablets in the third
vieek or misses three (3) or more activi tablets in 3 row, the patient shoul] continue tak-
ing ane 13blet every day until Sunday. On Sunday the galient shaeld throw out 1h3 rest of
the pack ang slart a new pack thal same day. The patiet should be instructed to use a
back-up method of birth control if shie has sex in Ihe seven i7) days after missing pills.
Camplete mstructions to 13cilitate patient sounseling on proper pill usage may b Joune
in the Detailed Patient Labeling {"Hov: to Take the Pill” section).

28-Day Regimen (Day 1 Starl)

The dosage of Norgastimate and Ethinyi Estragiol Tablets {tri-phasic} and Norgestmate
and Ethiny} Estradiol Tablets (monophasic) for the initial cycle of therapy i one active
tablet adrainislered daily from tha 1st day through the 2181 dzy of the mensiruat cycle,
counting the first day of menstrual flow as “Day 17 tollavaed by one white tablet daily ter
7 days. Tablets are taken without Interruption far 28 days. After 28 labiats have been
taken, 3 new course Is started the next day.
It tha patiert misses one (1) active tablat i Weeks 1,2, or 3. the taplet sheuld b2 taken
as s00h as.sha remembers. |f e patient misses two {2) active tablets in Week 1 or Waek
2, tha patent should take two {2) lablels the day she rememtrs and tv:o (7) tablets the
next day. and then continue 1aking one (1) 1ablet 2 day unti she linishes the pack. The
patient should be instructed 1o use & back-up method of birth conlrol if she has sex in
ths seven {7} days atter missing pifls, it the patient misses tre {2) 3ctive tatlets tn the
third week o1 misses threa {Z) or more active Tablsts in a row, the patient should thraw
out e rest of the pack and stait a new pack that same day. The patient shoule tm
instructed 1o use a back-up method of birth control if she has sex 13 the seven (7} days
g pills.
instructions to faciitate patient couns:

The use of Nargeslisrale and Ethi
Ethinyl Estradiol Tablets {manophasic} far Sontras
partum ir wornegn wha elett nol to Lireast leesd. When thg tablts are agmi ing the:
pastpaitumn period, the ncraased risk of Inormboambeh: Jisease assceiated vith the post-
partum pariod riust be corsiderad. (5o CON’ CATIONS and i
thromboemhelic drsease. Sew atse PRECAUTIONS for “Nursing Molnars.”) The possibility of
avulation and canception priof te initiation of medications should be considered.
{Sea Discussion of Dose-Related Risk of Vascukar Disease fram Oral Contracepiives.}

. ADDITIONAL INSTAUETIONS FOR ALL DOSING REGIMENS
Braskthtough bleeding, spotting. and amennrrhea are frequent reasons fer patients

i inuing oral o i In ah bleeding, as in all cases of inegular
bleeding fram the vaging, aontunctional tauses should be bome in mind. tn undiagnesed
persisienl or recurrent abnormal bleeging fram the vagina, adequate ciagnoslic
measures are indicated 1o rule vul pregnancy or mali v. i pathology has besr
excludad, fims ot 3 change t another tormulaion may solva the problem. Changing 10
an oral contraceptive with 3 higher estrzgen content, while potentialy usaful in minimiz-
ing menstrual irregularity, shauid be sone only It necessary since this may Incrase the
risk of thromboembalic disease.
Use af oral contraceptivas ini the event of a missed menstruat period:
1. If the patiant has not aghared te the p schedute, the possibility of F
should be considered at the time f the first missed period and ordl cantraceptive use
showld be disconbnued until pregnancy is miled out.
2. I the patient has adherec 1 1he preseribed regimen and misses two conseculive peri-
s, pregnancy should be ruled oul befare continuing oral contraceplive use.
ACNE
The imirg of Initiaton of dosing with Horgestimate ane Fithinyl Estradiol Tablets
{tri-phasic} for acne should tollowr the idali for use of qest and
Ethinyl Estradiol Tablets (IH-Fhasic) as an oral conteaceptve, Consult Ine DOSAGE AND
ADMINISTRATION section for oral contraceptives. The dosage regimen for
Nergestimate and Etrinyl Estradiot Tablets {ri-phasic) o1 tratment of facial achie, 3%
availahle in 3 tablet disperser, tilizes a 21-day actha and a -2y placetn schedule. Tk
ene active tablet daily for 21 days tollowed by one white Yablt for 7 days, After 28 ladkets
have heen Laker, 3 new ¢ourse is started the pext Jay.

HOW SUPPLIED

Norgestimate aml Ethinyl Estradiol Tablets {Tri-Phasic) are avallahle in 2 28 fadkt
dispenser contalning 7 light orange activa tablels, 7 orange active tablets, 7 peach active
tablets, and 7 white placeto tablels.
£ach fight orange tablet is round, unscored, debossad with WATSOK on ene side and 524
on the other side aod contains 0.16 mg norgestimate and 0.035 my ethimyl estradiol.
Faeh nranoe ablet is round. unscored. debossad with WATSOK on one side and 525 on

fiew may be ini
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peach 1atlet is round, unscared. debossed with WATSON on cne side and $26 on the
othar side, and contains 0.25 mg norgestimata and 0.035 mg elhinyl estradiol. {Macebo
ablets have a dehossed WATSON un ane 5M2 and P on the other side.)
Nurgestintate and Ethinyl Estiadlol Tabkts {Tri-Fhasic) are packaged in rarlens of 6
1abist dispensars.
Norgestimate and Ethinyl Estradiol Tablels (Manophasic) are available in a 22 tabler
dispensar containing 21 paach active tablets, and 7 white placeho tablets.
Each peach tablel is round, unscored, debossad with WATSON on one side and 526 on
the other side. and contains 0.25 mg norgestimate and 0.035 mg thinyl estradiol.
{Placeba tablets have a debassed WATSOM on ane sida and P on the other side.)
Norgestimate and Ethinyl Estyadiol Tablets (Monophasicy are packaged in cartons of 6
tablet dispensers.
Storg a1 20°-25°C (68°-77°F). {Sea USP rontrolad room lemperature.]
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BRIEF SUMMARY PATIENT PACKASE INSERT

Ural contraceptives, also known as “birth control pills™ or “the pill." are taken 1o prevent '

pregnancy. Norgestinaie and Ethinyl Estradiol Tablets {tri-phasic) may akio be taken to

treat modarate acne in females who are ahlg to usa ths pill. When taksn corractly to pre-

vent pragnancy, oral contracaptives have a failure rate of tass than 1% per yaar when

used without missing any pills. The typical fallure rate of large numbers of pill users is

less than 3% par year whan women who miss pilis are included. For most women oral

contraceptives are also iree of serious or unpleasant side cffects. However, forgetting to

ake pills considerably increases the chances of pregnancy.

For the majnrity of wameo, aral conlracepiives can be 1aken safely. But thera are samne

women wha are at high risk of developing certain serious diseases 1hat can be fatal or

may cause temporary or permanent Jisability, The risks associated with taking oral con-

traceptives increase significantly i you:

« smoke

* have high hlond pressure. diabetes, high chnfesternl

« have or have had cloting disorders, ieart attack, stroke, angina pectars, cancet of the
breasl ar sex organs, jaundice or malignant or benign liver tumors,

Althcugh cardiovascular disease risks may be increzsed with oral contracepuve use after

age 40 in hoalthy, non-smioking wamen {2van with the newer low-dase formulations),

there are alsn greater potential health risks acsociated with pragnancy in gkler women,

You should not take the pill if you suspect you ara pregnant or have unesplaineg

~aginaf blaeding.

Cigaretts smoking increases the risk of serious cardlavascular side sfiscis from oral
caniraceptive use. This risk incremses with age and with heavy smoking (15 or inare
cigareites par day) and is quile marked In women over 35 years of age. Women who

use oral coatraceplives are sirongly advised not to smoke.

Most side effects of the pill are not sericus. The most common such effects are nausea,
vomiling. bieesing hetween mensirual pediods, weight gain, hreast lendarness, and dif-
ticulty wearlng contact lenses. Thaesa side effects, ezpacially nausea and vamiting, may
stbside within thy first three months of use.

The serious side effects of the pifl cecur very infrequently. sspacially if you are in gond
heaith and are young. However. you shauld know that the following medical conditions
havs heen asscciated with ar made worse by the pill:

1. Blond clats in the lags { itls), lungs Y ism). stappage or
rupture of a blood vessel in the brain {stroke). bleckage of blood vessels in the heart
(heart attack or angma pectotis) or other organs of the body. As mentioned abuve,
smgking increases the risk of heardl attacks and strokes and subsequen! serious
medical cunsequences.

2. Invare cases, oral cuntraceptives can cause henign tiul dangerous iver umors. Thess
Benign livar wmors can rupture 303 cause falal intarnal bieeding. In additlon. sorae stug-
igs report an incrsased risk of devetoping livar cancer. However, liver cancers arg rare,
3. High bood pressure, although blood pressure usually returns to normal when the
pill Is stopped. .

The symploms associated with these s2rious slde effzcts are discussed in the detaited
patient labeling. Notiy your doctor or health care provider if you notios any unusual phys-
ical disturbances wiile taking the L. in addition, drugs such as rifampin, as vll as some
anticonvuisants and same antibicte:s may decrease sral contraceplive effectiveness.
Ther Is conflict ameng studies regarding breast cancer am oial contraceptive use.
Some studies have repartad an increase in s nsk of devetoping breast cancer.
garticularly al a younger age. This increased risk appears to be miated 10 duralion of use.
The majority of studins hava lound ng overalf increase i Ihe risk of develuping breast
cancet. Some studies have found an increase in tha incidence of cancer of the carvix in
women who use oral contraceptives. However, this finding may he related to fartors
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other than the use of omi contraceptives. Thare is insufficient evidence to rule out (he
possibility that pifls may cause such cancers,

Taking the combination pill provides some impartant nen-contraceptive benefits. These
Include fess painful menstruation. fess tmenstrual bload foss and anemia. favier pefic
Infertions, and faveer cancers of tha ovary and tha lining of the uterus.

Be sute to discuss any medical condition you may have vith your heafth care pravider.
Your health care provider will take a medical ang family history before prascribing oral
uontraceptives and will examine you, The DPhysical examilaation may be defayes! to annth-
er lime If you request it and the health rare pravidar balieves that n is 2 good medical
practice 10 pestpene it. You should be re-examined at least one a year while taking oraf
caalraceptives. The detailed patient laheiing gives yaur {usthee inforniation which you
sheuld read and discuss with yeur health care provider.

Norgestimats and ethinyl estradiol 1ablets (manephasic and wi-phasic), liks all oral con-
traceptives, are intended 1o prevent pregnancy. Te-phasic norgestinate and ethiny estra-
din] tabikls ara 2iso used 1o traat moderate acne in females viho are able to taka oral con-
traceptives. Oral contracaptives do not protect against transmission of HIV {AIDS) and
other sexually transmitted diseases such as chlamytia, geaital harpas, genital warts,
gonarrhea, hepatiis B. and syphilis.

DETAILED PATIENT LABELING
PLEASE NDTE: This fabeling is rovised from timo to fime as importani new medical
Information becames availahle. Therefare, ploase review this {abeling caretuity.
Norgestimate and Ethinyl Estragiol Tablels (tei-phasic) - 28 Day Regiman
Each light orange tablet contains 0.18 mg nargestimate and 0.035 myg ethinyl
ostradiol. Each orangn tablet contains 0.215 mg norgastimate and 0.035 myg ethiny
astradiol. Each psach tablet contains 0.25 my nargestimate and 0.035 g athinyd ostra-
dial. Each white tablet contains inert ingredients,
Norgestimate and Ethinyl Eslragiol Tablels {monophasiz) - 28 02y Aegimen
Each peach favlet containg 0,75 my norgestimate and 0.035 my ethiryd estradiol. Each
whita tablet cardains nert ingrediants.
INTRODUCTION .
Any woman whe cansiders using ori cantrageptives (tha “bisth contral ifl™ or the “pili"}
sheuld understand the benefits and risks of using this farm of birth conlrof, This patient
labeling will glve you much of the infarmation you will nesd to make this dicislan and
will aiso help you determina if you are at risk of developing any of the sanous side effects
of the pill. it vill tell you how to use the pilt properly so that it vill be as eftective as pos-
sibla, However, this faheting is ant a replacement for  carelul discussion batween yau
and your haalth care providar. You sheuld discuss the information provided in this labef-
ing with him or her, hoth when you fitst start 1aking the pdl and during your revishts. You
should also folow your health care providers advice vith ragard 10 regular check-ups
white you are on the pill.
EFFECTIVENESS OF ORAL CONTRACEPTIVES FOR CONTRACEPTION
Oral centraceptives or “birth control pilis™ ar “the pifl” are used to pravant pregnancy ang
are more effective than other non-surgical methods of birth control. ‘When they are taken
correctly, the chance of becoming pregnant is fess than 1% (1 pregnancy per 100 viomen
Per year of usej when used perfectly, without missing any pills. Typical failure rates are
actually 3% par year. The chance of bacoming pragnant incraases with each missed pil
during a menstrual cycle.
in comparison, typical failure rates for other non-surgical mathods of birth control
during e first yoar of use are 3s follows:
Irnplani: <1%
fnjection: <1%
110: 1 1o 2%
Diaphragm with spermicides: 20%
Spermicides alone; 26%
Vaginal sponge: 20 to 40%
Female sterilization: <%
Male sterifization: <1%
Cervical Cap with spermicides: 20 te 40%
Condom alona {male): 14%
Condom alone (female): 21%
Perigdic abstinaace: 25%
Withdrawal: 19%
Na methads: 35%
WHO SHOULD NOT TAKE ORAL GONTRACEPTIVES

Cigarelle smoking increases the risk of serious cardlavascular side effecis from oral
contracaptive use. This risk Increases with age and with heavy smoking (15 ar mare
clgarsties per day) and Is quite marked in women avar 35 years of age. Wamen who

use oral contraceplives ara strongly adviged not 1o ymoke.

Some wonen should not use the pill. For example, you sheuld ol take the pillil you are
pregnant of Ihink you may be pregnant. You should also not use the pill f you have any
of tha follawing conditions:
« Anhistory of heart altack or stroke
* Blood clols in the legs ( itis). lungs {pul Y lism), ar 2yis
= Abistory of blood clots in the decp veins of your legs
« Chest pain (anging pectaris)
* Known or suspecled breast cancer of cancer of the fining of tha wtarus, cervix or vagina
* Unexplained vaginal bleeding (until a diagnosis Is reacties by your dagtor)
* Yellowing of e whitss of the eyes or of the skin {jaundice) during pregnancy or
during previous use of the pilt
« Liver lumor {benign or cancerous}
* Knavm or suspecled pragnancy
Tell your heafth care provider il you have ever had any of these conditions. Your heahn
Care provider can recommend a safer méthod of binth conirol,
OTHER CONSIDERATIONS BEFORE TAKING GRAL CONTRACEPTIVES
Telt your health care provider if you have or have had:
« Breast nedules, fibrocystic dissass of the breast, an abnormal breast x-ray
or maimmogeam
Diahetes
Efevated chalesterol or trigiycarides
High bioud pressure
Migraine o olher headaches cr epilepsy
Mental depression
Galibladder, liver, heart or kidney discasc
History of scanty or ifregular menstrual periods
Wemen vith any of these conditions should be chacked oftan by their heatth care
pmvider if they choose to use oral contracaptives.
Also, be sure 1o latorm your doctor or health care provider if you smoke or are
an any medications.
RISKS OF TAKING ORAL CONTRACEPTIVES
1. Risk of developlng blaod clota
Blood clats and hlockage of blood vassels are ane of the most serlous sids effocts of tak-
ing oral contraceptives and can cause death or sarlous disability. In particular, a clot in
the baQs can cause thrombophiebitis and 1 clot thal travels to tha {ungs can causa 4 sud-
dan blocking af the vessal earrying bload to #he tungs. Rarely, clols occur in the blood
vessels of the ¢ye and may cause blitdness, double vision, or impaired vision,
It you take oral comraceptives and need edactive surgery, need fo stay in bed for a
prolenged ifiness nr injury or have recently delivered a baby, you may be at risk «f devel-
oping blood clots. You should consult your dacior aboul stdpping oral contraceptives
four weeks defora surgery and not faking oval contraceptives for two weeks afier surgery
or during bed rast, You should alsn not taka aral cantraceplives scon aftar defivary nf &
baky, #t Is advisable 1e wait for at keast faur wasks after dedivery if you are not breast feed-
ing or four dreeks akter a second trimester abortion, If you are breast {eeding, you should
wait until you have weaned your child before using the pill. {See also the ssclion on
Breast Feeding in General Precautions.)
The sisk of circulatory diseass in oral contraceplive users may be higher in users of high-
dase pllis and may be greater with fonger duration of oral contraceptive use, in addition,
some of these increasad risks may continua for a number of years after stopping oral
ontraceptives, Tha risk of abnarmat blood clotting incraases with age In both users and
nonusars of ofal contraceptives, but the increased risk from the arsl contraceptive
appears to tie present at al ages. For women aged 20 to 44 it is estimated that aboul 1
in 2,000 vsing oral conlraceptives wifl be fhaspitalized each year because ol abrormal
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clatting. Amang nonusrs in the same age group. abaut 1 in 20,60 would be hoepitat-
ized each year. For oral conlraceptiva usars in gensral, it has boen estimated that in
women between the agzs of 15 and 2 the risk of death dua 1o i circulatury disorder is
ahout 1 In 12,000 per year, wharess for nonusers the rats Is abaut 1 In 50,000 per yaar,
In the age group 35 to 44, the risk is astimated to be abowt 1 in 2,500 pur year for cral
cantiacepfive users and about 1in 10,000 per year for nonusels.

2. Heart aftacks and strokes

Oral contraceptives miay incraase the lendency t develap strokes (stopgrge or rupture
of blood vesssls in the brainj and angina pectoris and heart attacks {blockaga af blood
vessels in the heart). Any of these conditions can cause death or serious disabifity.
Smoking greatly increases the possibility of sufferitrg hedst attacks and strokes.
Furthermore, smoking and the yse of oral confraceptives greaily inciease the chances of
devetoping and dying of haar dizeass.

3. Galibladder disease

Oral contraceptive users probably have a greater risk than nonusers of naving galiblad-
der discase; although this risk may be related to pills comaining high dases of eslragens,
4. Liver wmors

In rare vases, oral contracaptives can cause benign but dangerous liver tumors, Thess
benugn liver tumars can rupture ang cause fatal intemnal blaeding. in addition, some stud-
i3 report an increased risk of developing liver cancer. However, tivar cancers are rare,
5. Cancer of the repraduclive organs and breagls

There is conflict amang studies ragarding Lreast cancer and cral contraceplive use.
Sarne studies have reported an increase in the risk of developing breast cancer, particu-
farly at 2 younger age. This increased risk appears to be related lo duralion of use. The

_mafority of studiss have found na overall increase in the risk of developing breast cancer.

A nwela-analysis of 54 studies found a small increase in the frequency of having breast
cancer diagiosed for viomen who wers curtently using comblined 012l conhageptivas ot
had used them within the past en years. This Increase in tha fraquency of braast cancer
diagnosis, within ten years of stopping use, vias genarally accounted for by cancers
Tocalized Lo the breast. Yhere was ro increase in the frequency of having hreast cancer
diagnased ten or more years afier sessation of use.

Some studies have found an increasa m the incidence of cancar of the cervix in women
who use oral contraceptives. However, this finding niay be refated to faclors other than

the use of oral cantraceptives, There is insuflicient evidenc 1o ruls out the possitility that ™™

pills may cavuse such cancers.

ESTIMATED RISK OF DEATH FROM A BIRTH CONTROL METHOD OR PREGNANCY
All melhods of birth cantrol and preanancy are associated with a risk of developing cer-
fain diseases which may lead 1o disability or death. An estimate of the number of deatiis .
assoclated with different methadz of birth cantrol and pregnancy has been calculsted and
is shown in the follawing table,

ANNUAL NUMBER OF BIRTH-RELATED OR METHOD-RELATED DEATHS ASSOCIATED
WITH CONTROL BF FERTILITY PER 100,000 NON-STERILE WOMEN, 8Y FERTILITY
CONTROL METHOD ACCORDING T0 AGE

Methed of canleal 1519 2024 2529 3034 3538 40-M
and outcome

No fertility coritrof methods® 2.0 HE] a1 143 2.7 282

Oral contraceplivas 3 05 [X:] 19 138 316
non-smoker™

Oral contraceplives 22 34 8.3 135 511 117.2
smoker**

[Vivhed 88 9.3 19 10 14 1.4

Condom* 1 16 o7 02 03 04

Diaphragm/spermiicide” 19 1.2 1.2 13 22 238

Perindit abstinence” 25 1.6 15 1.7 238 36

“Daaths are birln-related
" *Deatths re methodredated

In Ihe abova (able, the risk of death from any birth control mathad is l2ss than ths risk of
childbirth. ecept for oral contraceptive users over the age of 35 who smoke ared gill ysers
over tha aga of 40 even If thay do nat smake. It can ba seen in the tabls that for woman
aged 15 to 39, the risk of death was highest with preguancy (7-26 deaths per 100,000
wame, depending on age). Amony full users who do ot smoke, the risk of death: was
aiways lawer (han that associated with pregnancy for any age group, althcugh aver Lhe age
f 40. the risk incrasas to 32 deaths per 100,063 wornan, compared lo 28 associated with
pragnancy at that age. Hawevar, far pill users who smoke and arg aver the age of 35, the
estimated nuirther of deaths auceeds those for othar mathods af birth coatrol, §f 3 woman
is over the age of 40 and smakes, her astinatad risk of death is four times higher
{117/190,000 women) than the estimated risk associated with pregnancy {28100,000
wamen) in that age group.
The suggzstien thal warmen over 40 whio do not smoks-should nct take aral contracep-
tives is based en information fram oldar, higher-dase pifts. An Advisory Comnittee of the
FOA discussed this issue in 1989 and rocemmended that the benefits of low-dasa oral
contraceptive use by heaithy, nor~smoking women over 40 yaars 21 age may sutweigh
the possible risks.
WARNING SIGNALS
it any of these adverse effects ooour while you are laking oral contraceplives, call youwr
doctar immediataly;
* Sharp chast pain, couahing of blocd. or sudden shortness of breath {indicating a pos-
sible clot in the lung}
Piin In the calf {indicating a possible clet in the feg)
Geushing chest pain or heaviness in the chest findicating a possible heart altack}
Sudden severe headache or vomiling, dizziness ar fainting, disturbances of vision or
speech, weaknass, or numbness in an anm nr g {ingicating a possible stroke)
Sudden partial or compiete loss of viswn (indicating a passible clut in the.eye)
Breast dumps (indicating pessible breast cancer ar hbracystic disease of the breast: ask
your doctor or health care provider to show you how to examine your breasisy
« Severe pain or lzndemess i the stomach area {indicating a passibly ruptured fiver tumar)
* Difticulty ir: slaeping, weaknss. lack of anergy, fatigue. or changa in mood {passibly
indicating severe dzpression)
Jaundice or 3 yallowing of the skin or eysballs, accompanied frequuntly by favar,
fatigue, 1035 of appetite, ark colored urnz, or lignt colored bowel movements (indi-
cating possiblz fiver problems)
SIOE EFFECTS OF ORAL CONTRACEPTIVES
1. Vaginat bieeding
Irregular vaginal bleeding or spatting may accur while you are 1aking te pills. Irragular
bleeding may vary from slight staining betwesn menstrual parieds 1 breakthraugh
bleeding which is a flovs much ke a reqular gerior. Irregutar bleeding occurs mast often
during the firsi few months of oral coniraceplive use, but may alse accur after you have
bagn taking the pilt fer suroe time. Such biseding may be tempoiary and usually doss not
inglcate any serioys problams. It is Important to continue 1aking yaur pilts on schadute.
11 1he eeding accurs in more than one cycla or lasts for more than a few days. talk 10
your doctar e heallh care provider.
2, Canfacl lenses
11 you wear centact fenses and notice 2 change in vistan or an inability to wsear your
lenses, contact your doctor or heatth cara providar.
3. Fluld retention
Oral contraceptivas may cause adema {fluid retention) with swelling of the fingers or
ankles and may raise your blocd pressure, If you expariance fiuid retention, contanl your
doctor or health care provider.
4. Melasma
A spotty darkaning of the skin is pussiok:, particularly of the fuce, which may persist.
5. Other side eftects
Other side efiects may include nausea and vemiling, change in appelitc, headache,
nervousness. depression, dirzingss. 103s of scalp hair, rash, and vagina! infactions,
If any of these side eftects bather you. call your doctor ar health care provider,
. GENERAL PRECAUTIONS
1. Missed perlods and use of oral contruceptives belore or during eardy pregnancy
There may be times when you imay nol menstruate regularly affer you have complited
taking 4 cycle of pdls. If you havs taken your pills regularly and miss one manstrual peri-
od, continut taking your pilks for the next cycle but be sure to inform your health care
pravider hefore daing sn. f you have nol taken the pills daily as instructed and missed a
menstrual period. you may be pregnant. i you missed two consecutive menstrual
petieds. you iay be pregriant. Check with your health cars provider inmediately 1o deter-

.



” ofF (2-

mine whether you are pregnant. Do ot conticue 1 lake oral contracegtives until you are
Sure You are not pragnant, bt continue 13 use another methed cf contracsption.

Ther is no conclusive evidencz that oral comraceptive use is associated with an increase
in birth delecls, when taken inadveriently during early pregnancy. Praviously. a few slud-
Ies tad raported that aral contacaptivas might b associated with birth datects, put thase
findings have not bsen seen in more recent studies. Naverthaless, oral contraceplives or
any other drugs shiould not be used during pregnancy unless dearky necessary and pre-
scribzd by your doctor. You shouls cheek with vour dactar about risks to your unborn
child of any medicalinn taken during pregnancy.

2. While breas! tesding .

H you ari breast feeding. consult your doctor before starting aral contraceptives. Same of
tne drug will be passed on to the child in the milk, A fovr adverse effects on the child have
been reparted, including yelioving of the skin (jaundice) and breast enlargement. In addi-
tion, corebination oraf contraceptives may decraase the amount and quality of your milk, if
possible, do not use carbination oral contraceptives while breast feeding. You should use
another method of contraception since breast fesding provides only partial protection from

Lecoming pregnant and this partial pretection decreases significanly as you breast leed for -

longer periods of time. You should cansider starting combination oral contraceptives onfy
alter you have weaned yaur child conplelely.
3. Laboratoty tests
H you are scheduted for any labﬂmory tosts, toll your doctor you ara taking birth controt
pills, Certain blood tests may be afiested by birth control pills.
4. Drug Interactions
Cartaln drugs may interact with birth contrel pills to make them less effective in prevent-
ing pregnancy or cause an increasc in breakthrough Meeding. Such druqs include
nlampln drugs used for Lpllcps',' sum as il (for example, . anli-

§ such as i9in. phenylb: . and possibly carlain
anﬂblolm. You may nead to use addlllonal cun(rm,eptmn whan vou take drugs which can
make oral cantraceptives kss effzclive,
3. Sexually transmitted dlseases
Norgestimate and ethinyl estradiol tablels (muncpllasu, and to-pilasic), tike all gral con-
traceptivez, are intendad to pievent pregnancy. Norgestimate and ainlnyl estradisl tablats
(tri-phasic; are also used to Iteat moderate acne in females who are ablo to take oral con-
traceplives. Oral cantraceptives da nst protect against transiissicn of HIV (AIDS) and
other sexwally transmitted discases such as chlamydia, genital herpes, genital warts,
gonorrhiea, hepalitis B, and syphifis.

HOW TO TAKE TIE PILL
IMPORTANT POINTS 1O REMEMBER
BEEQRE YOU START TAKING YOUR PILLS:
1. BE SURE TO READ THESE DIRECTIONS:
Before you start taking yeur pills.
Anytime you are not sure what o do.
2. THE RIGHT WAY TO TAKE THE PILL IS 70 TAKE ONE PiLL EVERY DAY AT THE SAME TIME.
H you miss pilfs you could get pregnant. This mcludes starting the pack Wate. Tha more
pills you miss, the more likely you are ¢ g2t pregnant.
3. MANY WOMEN HAVE SPOTTING OR LIGHT BLEEDING, OR MAY FEEL SICK TO THEIR
STOMACH DURING THE FIRST 1-3 PACKS OF PILLS. it you 12el sick 15 your stomach,
do nol stop taking the pill, The prablam will usually go avsay. Il it doesn't go away. chack
with your doctor ar cinic,
4. MISSING PILLS CAN ALSQ CAUSE SPQTTING OR LIGHT BLEEDING, evn when you
make up these missed pills,
Qn the days you fake 2 pilis 1o make up for missed pills. vou ceuld also feel a litile sick
lo your slomach,
5. IF.YOU HAVE VOMITING OR DIARRHEA, for any rzason, or If YOU TAKE SOME MED-
ICINES. inclucing sorne: antibiotics. your oills may not wark as well. Use a back-up
methiad {such as condams, foam. ot sponge) until vou check with your docter or clinle.
8. IF YOU HAVE TROUSLE REMEMBERING TO TAKE THE PILL. talk to your doctor or
clinic about have 1o maka pill-taking easisr o abaut using anather method of birth conltrol,
7. IF YOU HAVE ANY QUESTIONS OR ARE UNSURE ABOUT THE INFORMATION IN THIS
LEARLET, call your dos:tor ar clinic.
BEFQRE YOU START TAKING YOUR PILLS

'1. DECIOE WHAT TIME OF DAY YOU WANT TO TAKE YOUR PILL

1Uis imgriant to lake i at 430! the sarne lime every day.
2. LOCK AT YOUR PILL PACK TO SEE THAT IT HAS 28 PILLS:
The 28-pill pack has 21 “activa™ pifls (with hormones) 12 take for 3 wesks. Thls is tok
low:ed by 1 week of “reminder” viwte pills (withent hormonz2sj.
Rotgestimate and Ethinyl Estradlol Tablets {tr-phasic}: Thers me 7 hght arange
“active” pifls, 7 arange “active” gills, and 7 peach “active™ pulls.
Nargestimate and Ethindl Estradiol Tablets (monoghasic): There are 21 peach “active™ pifts.
3. ALSO FIND:
1} whare an the pack fo start taking pills,
2} in what nrder to take the pills.
CHEGK PICTURE OF PILL PAGK AND ADDITIONAL INSTRUCTIGHS FOR USING THIS
PACKAGE IN THE DETAILED PATIENT LABELING.
4. BE SURE YOU HAVE READY AT ALL TIMES:
ANOTHER KIND OF 8IRTH CONTROL (such as condoms, faam, or spungz) ta use as a
back-up method in case you miss pills.
AN EXTRA, FULL PILL PACK.
WHEN T0 START THE FIBST PACK OF PILLS
You have d chioice of which day to start takinsg your first pack of pills. Norgestinate and
Ethiry] Estradiol Tablets are availabie in a tablet dispensar which 1s preset for a Sunday
Start. Day 1 Start is also provided. Decide with your doctor or clinic which is the best day
fer you. Plck a time of day which will be easy to rememtest,
SUNDAY START:
Norgestimate and Eihinyl Estradiol Tablets {{ri-phasic) the fitst "active™ light
orange pilf of the first pack o0 the Sunday. after yaur gericd slarls, sven 4 yau are still
bizeding, H your period begins cn Sunday. start the pack the same day,
Norgastimate and Ethinyl Esiradiol Tabtets {monophasic): Take the Jirsl “aclive” peach
pill of the first pack <n the $ dtter yoir period slarts. even if you ara still bleeding.
If your poricd Segins on Sunday, start the pack the same day.
Use anathar method of bt contrg] s a back-up mathod i yer have sex anytime from
the Sunday you start your first pack until the next Sunday {7 days). Coendoms, foam, or
the sponge are gocd back-up methods of birth controd,
DAY 1 START:
Pick the day label 5teip that starts with the first day of your period. Place this day lael stiip
Over the area (Ral has the days of the wask (starting with Sundayi pre-rrinted ar the tablat
dispenser. Nota: if the first day of your period is 4 Sunday, yuu can skip this stap,
Norgestimate and Eihinyf Estradiot Tablets {trl-phasic}: Take tha first “active” light
orange pill of the first pack during the first 24 hours al yaur period.
Norgestimate and Elhinyl Exiradiod Tablets [manupbasic): Take the tirst “active” paach
pill of the first pack during the first 24 hgurs af ¥aur patod.
You will not need 10 use a hack-up method of birth cantrol, since you ars starting the plil
at the baginning of your patiod.
WHAT TO DO DURING THE MONTH
1. TAKE ONE PILL AT THE SAME TIME EVERY DAY UNTIL THE PAGK IS EMPTY.
Do not skip pilts aven if you are spotting or blaading between monthly periods or feef sick
Ia your siomach {nausea),
Do not skip pills aven if you do not have sex very often,
2. WHEN YOU FINISH A PACK Oft SWITCH YOUR BRAND OF PILLS:
Start the next pack on the day aflcr your st “reminder” pil. Do nat wait any days
behwaan packs.

WHAT 10 DO IF YOU MISS PiLLS
Nargestimate and Ethiayl Esiradiol Tablets (tri-phasic):
ft you MESS 1 light orange, orarn)z, ur peach “active” pil:
1. Tak2 # as 500N as yau reinember. Take the nest pifl & your ragular time, This rosans
you may take 2 pilis in 1 day.
2. You do nol nead ta use a back-up hirth contral mathod if you have sax,
It you MISS 2 light orange or grange “active” pllls in a rov: in WEEK 1 OR WEEK 2 o}
your gack:




1. Take 2 pilts on the day you ramemoer and 2 pills the wext day.
2. [hen take 1 gull 3 day until you finish the pack.
3. You MAY BECOME PREGNANT if you have sex in the 7.gays allae you miss pills. You
MUST use another birth control method {such as condoms, foam. or 5pang2) as a back-
up methed for those 7 days.,
H you MISS 2 peach “actiwc” pills in a row in THE 3RD WEEK:
1. # you ase a Sunday Starter:
Kaap taking 1 pill avery day until Sunday. On Sunday, THROW OUT the rest ¢f the pack
and slart a new pack of pdls lhat same day.
W you nre 3 Day 1 Starter:
THROW QUT the rest of the pill pack 4nd start 3 new pack thit sarme day.
2. You may not have your perivd this month but ks is sxpected. However, if you miss
yaur period 2 months ia 3 raw, call your doctor of clinic becanss ¥ou might be pregnanl
3. You MAY BECOME PREGNANT if you have sex in the 7 gays atfer vou miss pills. You
MUST use anothst birth control methed (such as condoms, foam, ar spong3) as a dack-
up methad for those 7 days.
iTyou MISS 3 OR MORE Fight crange, orange. or peach “active” pills irc 2 row {during the:
first 3 wanks}h:
1. i you are a Sunday Starter:
Kaop taking § il avery day until Sunday. On Sunday, THROW GUT the rest of the pack
and slart 2 new park of pills 1hat same day.
liyou are a Day 1 Startar:
THROW OUT the rest of the pill pack and ctart a nsw pack that szme day.
2. You may not have your period $is menth bul this :s expacted, However, if you miss
your pariod 2 meaths in 3 tow, call vour duclor or clinic because vou mighi be pregnanl,
3. You MAY BEGOME PREGNANT il you have sex fa ihe 2 days aller you miss pills. You
MUST use another birth canlrol method {such as condams, fam, or Sp ) as & back-
up method for thase ? days,
Hargestimate and Ethinyl Estradiol Tablsts {manophasicj:
if you MISS 1 peach “active” pill:
1. Take It 35 50N 35 you rememuer. Take the Asxd aill 2t your regular Yme. Ths means
70U raay fake 2 pills in 1 day.
2. You do not need to usc a Lack-ug dirth centrol method it you liave sex.
# you MISS 2 peach “active™ pills in a raw in WEEK 1 OR WEEK 2 of your gack:
1. Taka 2 pills on the day you remember and 2 pills the naxt day.
2. Then take 1 pilt 2 day until you finisk the pack.
3. You MAY BECOME PREGNANT if you have sex in the 7 deyg after vou miss pifls. You
MUST vse another birth control method {such as condoms, foam, or spongs) as a hack-
up mathad for thase ? d
i you MISS 2 pesch “active” pills i 2 10w in THE 3RD WEEK:
1. H you are a Sunday Starter:
Kedp takng 1 pill avery day ualii Sunday, On Sunday. THROW GUT the rast of the pack
and start a new pack of pifls that same day,
Hyou are 2 Day 1 Starter:
THROW OUT the rest of Ihe pill pack and stan a now pack thas same day.
2. You may not have your sericd this menth but this s expscted. However, It you miss
your period 2 menths in 2 rew, call vous doclyr or elinic because you might be pregnant.
3. You MAY BECOME PREGNANT it you have sex in the 7 gzys after vou mess pills. You
MUST use another birth control methad {such as candams, foam, o spoigz} as a hack=
up method for thase 7 days.
1f you MISS 3 OR MORE peach “3ctive” pills in a row during th: first 3 weeks):
1. # you are a Sunday Slarter:
Keep 1aking 1 pill avary day until Suroay. On Senday, THROW GUT the res of the pack
and slart a new pick of pills that same day.
i you are 2 Day 1 Starter: .
THROW QUT the rest of the pill pick and start a new pack: that sime day.
2. You may not have your pericd this manth bul this is sxpected. Hovs sever, i you miss
your paried 2 mcaths In 4 row, call vaur doctor or dinic hesans: i
3. Yoy MAY BECOME PREGNANT if you: have sex in thie 7 gavs af yuu miss pills. You
MUST use arother birth cantrol method {such a5 condarms, fogin, o spoRga) 4s a hack-
up methad (or thase 7 days.
A REMINDER FOR THOSE ON 23-DAY PACKS:
11 jou forget any of the 7 white “remindar”
THROW AWAY the pills vou missed,
Kesp taking 1 pill each day uniil the pack is smpty.
You do nat aead a back-up mettod.
FIRALLY, If YOU ARE STILL NOT SURE WHAT TO D0 ABQUT THE PILLS YOU HAVE MISSED:
Us2 2 BACK-UP METHOD anytime you hava sex.
XEEP TAKING (INE "ACTIVE” PILL EACH DAY unlil vou 2an reach your snctor or cliris,
PREGNANCY DUE TD PILL FAILURE
The incidence ol pil failur resulting in pregnancy is approximately ore parcent
pregnancy per 100 wamen per year) if taken every day as directed, but mors typical fail-
ure rates are about 3%, It failure doss acnur, the sigk o tha fetus Is minimal.
PREGNANCY AFTER STOPPING THE PILL
There may t2 sume elay in beceraing pregnant afizr you step using sral coaliaceplives.
2speclally it you had irregular menstrua cycles betere you used oral conlraceptives. It
may be advisable 10 pasipone concaption uatd you begin men. ting reqularly cnca
you have stopped taking The pill and desire pregoancy.
Thers does nat appear o h2 any increase in birth detacls in newhasn baires when
pregnancy occurs saon after stopping the pill,
OVERDOSAGE
Serious ill effects have not been raported tollowing ingestian of farge dosas of oral con-
s hy young children. Overdusage may causa nauses and withidrawal biseding in
. I 2ase of overdusage, cantacl your health care pravider o phasmicist
OTHER INFORMATION
Your health cire provider will take 3 medical ang Jamily history hetore prescribing ot a
tracaptivas and will examing you. The physical exainination may 2a elayed to another tme
il yeu raguest it and the heatth care providar befievas that it is 2 guod madical practice to
pnsipanz il. You should he r-examumned at leas! cace @ year. Be Sure I intorm your healit:
Zara provider if thore is a family histary of any of the conditions slﬂ"
leaftet. Be sure to keep all appoin with your healih zare ¢
ume 10 datarming if rere arz a1y signs of sida effects of arel contzac
Do not use the drug tar any condi e ona for wihich ol was prescritnd.
Thiy drug has heen prascribed specificalfy for your; do not Qive i{ to ot
viant birth ¢ontrol pills.
HEALTH BENEFITS FROM ORAL CONTRACEPTIVES
Ia addition to ing prag y. use of tination o-al contrageptives may provide
carain hanstits, Thay are:
* manstrual cycles may becoms more regular
* blood tiow during menstruation may be lighter and less iron may de lost, Therefora,
anemia due fo iran deficiency is less likaty to occur.
* pain or gther symplems during menstruation mav be encourtered fess !raguently
#ctopis {tubal) pregnancy may occur Jess Irequenlly
noncancerous £ysts of lumps in the breast may occur 1255 frequently
acut pelic milammatory disease may occur fess frequeatly
aral contraceptive use may pravids some protactinn agains developing twa forms of
cancer: cancar of the ovaries and cancer of the i of the yterus.
Ht you want more infortnation about birth contral pills, ask your ducterhealtt care
praviger or pharmacist. They havz 3 more {echaical leallet callad the Prate:
Labehng, which you may wish t0 read.
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Norgestimate and
Ethinyl Estradiol Tablet

{ Rx only

Thig product (like all oral contraceptives) is intanded to
qgrevent pregnancy. It does not protect agalnst HiV Infec-
flon (A0S} and other Sexually transmitiz diseases.
PLEASE NOTE: This labellng |s revised from time to time
as fmportant new medical Information becomes avail-
abla, Therefora, please review This labaling careluily,

Korgestimate and Ethinyl Estradiol Tablets (tri-
phasic} - 28 Day Regimen

Each light orange tablst contains 0. 12 mg norgestimate
and 0,035 mg ethinyl estradiol. Each orange tablet
canlains 0.215 mg norgeslimate and 0.035 mg eihinyl
estragiol. Each peach lablet coniains 0.25 mg norgesti-
mate ang 0.035 mg ethinyl esiradiol. Each white tabiet
contains inert Ingredients,

Hergestimate and Ethinyl Estradiol Tablets (mono-
phagic) - 28 Day Regimen

Each psach tablet contains 0.25 mg norgestimate and
0.035 mg sthinyl estradicl. Each white tablst containg
inert ingredienls,

INTRODUCTION
Any woman who considers using oral coniraceptives
{tha “birth control pill” or “tke pil
:he hianefits and risks of using this form of birik control
Tris patient labeling will give you much af the informa-
tlon you will need to maka this decision and will alsp
help you determine if yau are ai risk of developing any
of the seripus side affacts of the pill. It will tell you how
1o use the pili properly so that it will be as effactive 2
passibla. However, this labeling is ot a replacemant for
& careful discussion between you and your health care
provider. You should discuss the information provided
in this lah#ling with him or her. both when you tirst start
{aking the pilt and during your revisits, Your should also
faltew your health care provider's advice with regard 10
regular check-ups while you are on tha pil
EFFECTIVENESS OF ORAL CONTRACEPTIVES
FOR CONTRACEPTION

Grat contraceplives or “birth control pitls™ or “the pil!
arg used lo prevent pragnancy and ara more sffective
than other non-surgical meihods of birth control. When
ey are 1aken carrectly. the ckance of becomieg preg-
nant is lass than 1% (1 pregnarcy per 100 women per
vear of use) whan used parfectly, withaut missing any
pilts. Typical failura rates are actually 3% par year, Tha
chance of becoming pregnas increases with sach
misseg pilf during a menstrual cycle.

In comparisen, iypical failure rates for gther nen-surgical
methods of birth contral duting the first year of use
are as follows:

Implant: <1%

Injection: <1%

1UD: 1 1o 2%

Diaphragm with sparmicides; 20%
Spermicides alone: 26%

Vaginal sponge: 20 1o 40%
Femnale sterlfization: <1%

Male sterilizatior: <1%

Cervical Cap with spermicices: 20 to 4G%
Condam alone (male): 14%
Condom alone ({emala); 21%
Periodic abstinence: 25%
Withdrawal: 19%

No methods; 85%

WHO SHOULD NOT TAKE ORAL CONTRACEPTIVES

Clgaratte smoking Increases the risk of serious car-
dlovascular side effects om oral contraceptive
use. This risk Increases with age and wilh heavy
smaking (15 or mors clgarettes per day) and fs
quite markad in women over 35 yaars of ags,
Womsn who use oral contraceptives are strongly
advised rot o smoke.

Soma women should not use the pill, For example, you
should not take the pilt if you are pregnant or think you
may be pragnani. You should alsa nof 1
have any of the following conditio

+ A history of hnart attack or stroka

* Binod clots in the degs (thrambophiehitis). furgs
{puimonary emhafism), or ayes

* A history of blaod clots in tha deep veins

* Chest pzln {angina pectoris)

* Known or suspected breast canger or zancer of the
linirg of the uterus, cervix or vagina

your legs

* Unexptained vaginal blesding (untit 2 diagnosis is
reached by your doctar)

* Yellowing nf the whiles of the eyes ar of the skin
(jaundice) during pregnancy or guring previous use
of the pill

« Liver umor (berign ar cancerous)

* Known or suspected pragnancy

Tell your heatth cara providar H vou hava aver had any

of these canditlors. Your health care provider can rec-

ammend a safer methad of birth control.
OTHER CONSIDERATIONS BEFORE TAKING
ORAL CONTRACEPTIVES

Telt your haaith carg pravider if you have or have hao:

= Breast nodules, fibrocystic disease of tha breasi, an
abnormal breast x-ray or mammogram

« Dlabeles

« Elevated cholesterol o triglycaridas

+ High bluod pressurs

 Migraine or other heacaches or epilapsy

* Mental daprassion

« Gallbladder, liver, heart or kidnay dissasa

« History of scanty or irregular menstrual perlods

Woman with any of thesa cangitians should be checked

often by their health cara provider if they choose to usa

oral contraceptives.

Alse, be sura to inform your doctor or health care
provider if you smoka or are on any medications,
RISKS OF TAKING GRAL CONTRACEPTIVES

1. Risk of devalaging biood clots

Biood clots and blockage of bload vessels are one of
the mosl sarious side effects of taking oral contracep-
tives and can causa death or sarious disabilit
particular, a ¢lot in the legs can cause thrambophtebitis
and a slot that travels to the fungs can cause a sudden
blocking of the vessel carrying blood to the lungs.
Rarely, clots oceur In the blood vassals of the eye and
may causa blindness, double vision, or impaired vision,
I you fake oral contraceptives and need alaclive sur-
gery, nesd o stay in bed for a prolonged itlness or
injury or kiave racenily dolivernd a baby, you may ba 21
risk of develnping hiood clots. You should ennsult your
dnctor ahout stopping aral contraceptives four weeks
hefore surgery and not taking oral confraceptives for
two weeke after surgery or during bed rest, You shoulg
alsa rot take oral conteaceplives soan aher delivery of
a baby. It is advisable to wait for at feast four weeks
alter delivery if you are not hreast faeding or tour weeks
after a sacond irimesler abortinn, If
teeding, you should wait uniil vou have waaned yaur
child before using the pill, (See akso the section an
Braast Feeding in General Precautions.)

The risk of circulatory diseasa in oral contracaptive -

users imay be higher in users of high-dose pills and
may b greater with langer duration of oral cantracsp-
ive use. n addition, some of these increased risks may
continue for 2 number of years after slopping oral con-
traceptives. The risk of abnormal blood clotting
increases with age in hoth users and nonusers of oral
contraceptives, but the increased risk from the oral
contracoptive appears to be prasent ai all ages. For
women aged 20 lo 44 It is estimated thet abouf 1 in
2,000 using oral ptives will be itali

4. Liver tumors

In 1218 cases, oral corlracepiives can cause banign but
ttangarous liver lumors. These benign liver tumars can
ripturs and cause fatal internal hieedlag. In additinn,
some studies report an increasad risk of developing
ivar carcer. However, livar cancers are rare.

9. Cancer of the raproductive organs and braasts
There is contlict among studies ragarding hreast can.
car and oral contragsptiva use. Some studles have
reporled an increase is the risk of devaloping breast
cancey, particutaily 2t a younger age. This incraased
risk appaars 1o be relatad fo duration of use. The major-
ity of studies have found no overalt increase in the risk
of daveloplng breast cancer.

A motz-znatysls of 54 studies found a small increase In
the frequercy of having breas) cancer diagnosed far
woman wha were currantly uslng combined oral con-
tracepfivas or had usad them within tha pest fen years,
This increase in the frequency of breast cancer dlagno-
sis, within ten yaars of stopping use, was generally
atcounted for by cancers Incalized ta the breast, Thera
was no increase in the frequency of having breas! can-
cer diagnosed ten or more years atier cassation of yse,

Some studies have found an increase in the incldence
of cancer of the cervix In women who use oral contra-
ceptivas. However, this finding may be related to fac-
tors other than the use of oral contraceptives. There is
insutficient evidence 1o rule out the possibility that pills
may causa Such cancers.

ESTIMATED RISK OF DEATH FROM

A BIRTH CONTROL METHOD OR PREGNAMCY
Alt methods of birth control and pragnancy are assaci-
ated with a risk of developing carain diseases which
may lsad to diszbility or death. An estimate of {he num-
ber of caaths aseociatad with ditterert mathods of birth
contral and pregnancy has been caleulated and is
shown in the lollowing table,

ANHUAL NUMBER OF BIRTH-HELATED OR MEYH(D-RELATED
DEATHS ASSOCIATED WITH CONTAOL OF FERTILITY PER
100,000 KON-STERILE WOMEN. BY FERTILITY CONTROL

METHOD ACCORDING YO AGE

Mathad of control
ard oitcams

15-19 20-2425.23 30-34 35-35 40-44

70 T4 91 187 257 282

ran-smekar® 03 235 03
Cral eantiacaptves

Smker 65 135
- 19 19
Condn: 07 n2
Giaphragmispermibcide 12 12
Penacic abstinence 15 t7

"t Dwaths ane tekds rabalig
o Cmuhs wen melhod rataed.

In 1he zbove tahle, the risk of death fram any hirth con-
‘rol methnd Is less than the risk nf childhirth, except for
oral gortraceptive users aver th age of 35 vwho smoke
and pill users over the age of 40 aven If they do not
smoke, It can be seen in the table that for women aged
15 10 39, tha risk of death was highest with pragnancy
(7-26 deaths par 100,000 wamen. depending on age).
Among pill users who do not smoke, the risk of deaih
was atways lower than that associated with pregnancy
far zny age group, although over the age of 40, the risk
increases to 32 deaths par 100,000 vamen, comparad
fo28 fated with 4t 1hat age. However,

each year because of abnormal clotting. Among
nronusers in the sama age grotip. about 1 in 20,000
would be hospitalized eack ysar. For oral contraceptive
usars In genaral, it hes besn estimated that In women
between thie ages of 15 and 34 tha risk of death gue ta
a circulatory disorder Is ahowl 1 in 12,000 per year,
whereas for nonusers the rate is about 1 in 50,000 per
vear, In the age group 35 lo 44, {he risk is estimated 1o
ba about 1 in 2,500 per year for oral rontraceptive
users and about 1in 10,000 par year for nonusars.

2, Heart attacks and strokes

Oral contraceptives may increase the tendency to
deveinp strokss (stoppaga or rupture af blood vessels
in the brain) and angina pectoris and heart attacks
{blockage of blood vessels in the haar), Any of Ihese
canditions can cause death or serious disability.
Smeking greatly increases the possibliit suffering
hearl altacks and sirokes. Furthermore, smoking and
ke use of oral contraceptives greatly increasa the
« chances of devalaping and dylng of heart disense.

3. Gallbladder disease

Oral confraceptive users probably have a greater risk
than ronusars o havieg gatibladder disease, althougn
this rigk may be refaled 15 pills cortaining flgh dases
of estrogens,

fot pifl users who smoke and arg over tha age of 35, the
estimaled number of deaths exceeds those for other
methods of birth caritrol. If a woman is ovar the age of
4 and smokns. her estimated risk of death is four
times higher {117/100,000 wamen) than the estimatad
risk associated with pragrancy (28/100,000 woman)
i thai ags group.

The suggestion that womer ovar 40 who do not smoks
shoult nol lake oral contracaplivas |s based on infor-
matior from older, higher-dose pills. An Advisory
Committee of the FDA discussed ihis issue in 1989 and
racammendad thal the henafits of inw-dose oral con-
Traceptive usa by healthy, nan-smoking women over 40
years of age may cutweigh the passible risks.

WARNING SIGNALS

I any of thess advarse etfecls occur while you are tak-
ing oral ives, call your doctor

= Eham chest pain, coughing of boad, or suddsn short-

ess of brealh (Indicating a passibla clot in the ung}
Pais in the cal! {indicatlng & possible clot in the fag)
+ Crushisg chest pain or heavinass In the chest (ind
gt 2 possible heard aitack)
= Sudden sevare headacke or yomiting, di t-
ing. disturbances of vision or spaech, weakness, or
fiumbress in an arnt or feg (indicating A possible stroke)
* Sudtlen partial or complale Joss of vision (indicating
a possible clot in the eyz)

+ Breast lumps (indicating possible breast cancer
or fibrocystic disease of the breast: ask your dottor
or health care provider to show you how to examine
your breasts)

* Savere pain or jenderness in the stomach area

indicating a possibly ruptured liver tumor)

» Difficuity in sleaping, waaknass, lack of energy,
fatigue, or changa in mood (possibly inicating
severg depression)

= Jaundice or a yallowing of the skin or ayeballs,
accompanied frequently by fever, fatigue, loss of
appelile, dark colored urine, ar light colored bowel

indicating passible liver

P }
SIDE EFFECTS OF GRAL CONTRAGEPTIVES
1. Vaginal blesding
\rreguler vaginal bleeding or spotting may occur whike
you are taking the pills. Imegular biseding may vary
from slight staining hetween menstrual periods to
breakthrough bleading which ic a low much like 2 reg-
ulzr period. Irreguiar bigeding occurs most oftan during
the first few months of oral contraceplive use, but may
alse occur aftsr you have been laking the pill for some
ime. Such bleeding may be tamporary and usually does
not indicate any serious prablems. It is important 10
continua taking your pills on schedule, if the bleeding
0ccurs fn more than one cycla or lasts for more than a
few days, talk to your doctor or heafth cara provider,
2. Contect lenses
It yau wear contact lenses and notice a change in vision
or an inability to wear your lenses, contact your doctor
or haalth care provider.
3. Flutd retention
Oral conlraceptives may cause edema (fluid retontion)
with swelilng of the fingers or ankles and may ralse
your hlood pressure. If you exparience fluid ratention,
sontact your doctar or health care provider,
4. Metasma
A spotly darkening of the skin Is possible, particularly
of the faca, which may persist.
5. Other side effects
Othar skl effects may include nausea and vomiting,
change in appetite, hearache, nervousness, deprassion,
dizziness, loss of scalp hair, rash, and vaginal infactions,
1 any of these side attects boiher you, cail your doctor
or heallh care provider.

GENERAL PRECAUTIONS
1. Missed perlods and use of oral contraceptives
betora or during early pregnancy
Thers may be limes when you may not menstruats reg-
ularly after yau have complated laking 2 cycle of pils.
It you have taken your pills ragrlarly and miss pne
menstrual period, conlinue taking your pills for the next
~ycle but be sure to infarm your health care providar
before doing so. If yot: have not taken the pills daily as
instructed and missed a manstrual period, you may be
pregnant, ‘[f you missed two consasutive menstryal
periods, you may be pregnani. Sheck wilh your health
care provider immediately lo determine whether you
are pregnant, Do not cantinue io taka oral contracep-
tives until you are sure you are not pregnant, but
continue ta use another methad of contraception,
Thara is no conclusive evidance that oral contraceptive
usa is associated vtk an incraase in birth defacis, when
taken Inacvertently during early pragnancy. Previously,
a few studies had reported that oral coniraceptives
might be associated with birth delects, bul these find-
ings have not been sean in mare recent studies.
Nevertheless, oral contraceptivas or any other drugs
should not be used during pregrancy unless claarly
necassary and prascribed by your doctor. You should
check with your doctor abaut risks to your unborn child
of apy medication taken during prepnancy.
2. While breast faeding
1 you are breast teading, consult your doclor helore
starting oral condraceplives. Surme of the drug will ba
passed on to the child in the mitk. A faw adverse effects
or: the child have besn reported, including yellowing
of the skin (jaurdice} and breast anlargement. In ardi
ion, combination oral contraceptives may decrease the
2mount and quality of your mikk. If possible, do not use
combination oral contraceptives while brezsi fesding,
You should use anoihar methed of cuniraception
ince breast feeding provides only partial prolection
from hecomirg pregoant.are this parial protestion
decreases significantly as you breast feed for Ipnger
paripds of Ums. You skould carsider starting combina-
jof oral contracaptives only afier.you have weansd
your child complslaly.
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BRIEF SUMMARY PATIENT PACKAGE INSERT (continuad)

be delayed to another time if you request it and the health
care provider believes that it is a good medical practice to

infections, and fewer cancers of the ovary and the lining
Be sure to discuss any medical condition you may have with
your health care provider. Your health care provider will take
a medical and family history before prescribing oral contra-
ceptives and will examine you. The physical examination may

tion, fess menstrual blood loss and anemia, fewer pelvic
of the uterus.

Taking the combination pill provides some important non-
contraceptive benefits. These include less painful menstrua-

DETAILED PATIENT LABELING (continued)

3. Laboratgry tests
it you are scheculed for any lahoratary tests, teil vour
doctor you are taking birth control pilis. Certain bfood
tésts may be affected by birth control pifls.
4. Drug Inleractions
Certain drugs may interact with birth control pills to
make {hem less effective in prevaniing pregrarcy or
cause an insrease breakthrough bleeding. Such
drugs iclude rifampin, drugs used for epilepsy such a3
barbiturates {for example. pnenuharhnal) articopvul-
sants such as phenytoin,
zone. and possibly certain aniibictics. You may need to
use adgltional contraczption when you take drugs
which can make oral contraceplives less sifectiva,
5. Sexvally transmitted diseases
Norgestimate and athiny! estradict tablets {(monophasic
2nd tri-phasic), like alt orai contraceptives, ara intended
0 prevant pregnancy. Norgestimaie and ethinyl esiradi-
of tableis {tri-phasic) re also uses 1o ireat moderate
acne in lemales who are able to take oral contraceptives.
Oral contracepiives de not protect against ransmission
of HIV {AIDS} and other sexually transmitted diseases
such as chlamydia, genital herpses, genital warts, gonor-
rhez, hepatitis B, and syphitis.
HOW TO TAKE THE PILL
IMPORTAKT POINTS TO REMEMBER
BEFOQE YOU STAART TAKING YOUR PILLS:
1. BE SURE YO READ THESE DIRECTIONS:
Befose you start t2king your pills.
Anytime you are not surewhat to co.
2. THE RIGHT WAY TO TAKE THE PILL IS TO TAKE OKE
PILL EVERY DAY AT THE SAME TIME.
1f you miss pilis you could get preanant. This incledes
starting the pack late. Th2 more pills you miss, the
mare fikely you are to get pregnant.
3. MANY WOMEN HAVE SPOTTING OR LIGHT BLEED-
ING, OR MAY FEEL SICK TO THEIR STOMACH DURING
THE FIRST 1-3 PACKS OF PILLS. H you feel sick to your
stomach, do rot stop taking the pill. The problem will
usually go away. If it doesn’t go away, check with vour
doctor or clivic.
4. MISSING PILLS CAN ALSO CAUSE SPOTTING CR
LIGHT BLEEDING, gvéen when you make up thase
missad pills.
On ihe days you take 2 pills o make up for missed pills,
you could ako [eef a little sick io your stornach.
S. IF YOU HAVE VOMITING OR DIARAHEA. for any rea-
son, or IF YOU TAKE SOME MEDICINES. ircluding
same antibiotics, your pilis may not wark as welk. Usa
a back-up method (such as cordoms, foam, or sparge)
until you check with your doctor or clinic.
6. IF YOU HAVE TROUBLE REMEMBERING TO TAKE
THE PILL, talk to your dector or clinic about how 1o
make pill-taking easier or ahout Lsing another method
of birth control.
7. IF YOU HAVE ANY QUESTIONS DR ARE UNSURE
ABQOUT THE INFORMATION IN THIS LEAFLET, cail your
doctor or clinic.
BEFORE YOU START TAKING YOUR PILLS
1. DECIDE WHAT TIME QF DAY YOU WANT TO TAKE
YOUR PUL.
ftis importast io take it at about the same ime every day.
2. LOOK AT YOUR PiLL PACK TO SEE THAT T HAS
28 PILLS:
The 28-pilt pack has 21 “active” pills (with hormones)
10 take for 3 weeks. This is followad by 1 week of
“remir.der” white pilis (without hormonss).
Norgestimate and Ethinyl Estradiol TVablets {tel-
phasic): There are 7 light oranga “active” pilts, 7
orange “2ctive” pills, and 7 peach “active™ pills.
Norgestimale and Ethinyf Estradiol Tablett (mono-
phasic): Thare are 21 peach "active” pills,
3. ALSQ FIND:

1) where on the pack 20 start taking pilis,
2) in what order 1o tzk2 the pills (follow the arrows).

ins o0 2 day — ) :
othe than Sunday, -5
place the day tabal /O« L ’-ﬁ
Steip thit sts ‘@..’_\.@.@.@.‘

with the fist day
of yaur gerid e ],
START HERE FOR
BITH SUNI

. You should be re-examined at least once a year
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Norgestimate and ethinyl estradiol tablets (monophasic
B, and syphilis.

Labeiing gives you further information which you should
and tri-phasic), like all. oral contraceptives, are intended
to prevent pregnancy. Tri-phasic norgestimate and ethinyl
estradiol tablets are also used to treat moderate acne in
females who are able to take oral contraceptives. Oral
contraceptives do not protect against transmisgion of HIV
(AIDS) and other sexually transmitted diseases such as
chlamydia, genital herpes, genital warts, gonorrhea, hepatitis

read and discuss with your health care provider.
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4. BE SURE YQU HAVE READY AT ALL TIMES:
ANQTHER KIND OF BIRTH CONTROL (such s con-
coms, foam, or spange) 1o use as a back-up methad in
€258 you miss pils.

AN EXTRA, FULL PILL PACK.

—__WHEN T0 STARY THE FIRST PACK OF PILLS
You have a choica of which day 1o start taking your first
pack of pills. Norgestimate and Ethiny! Estradiol Tablets
are availablz in z tablet dispenser which is praset for 2
Sunday Start. Day 1 Startis also provided. Decie with
your doctor or clinic which is the best day for you. Pick
a time of day whick will be easy 1o remember.
SUNDAY START:

Norgestimate and Ethinyl €stradlol Tablets (trl-
phasic): Take the llrsl “activa” light orar.gs pitl of the
Tirst pack on the Suj H . aven
# you are still bleeding. ¥ your pericd bﬂgu‘s on
Sunday, start the pack she same day.

Norgestimate and Ethinyl Estradinl Tabiets (mono-
phasic): Take ihe firsi "active™ peach pill of the first
pack on the Sunday atier vour period starts. evan # you
are siill bleeding. I yaur periog begins on Sunday, start
the pack the same day.

Usa another methad_of birth contrgl as a back-up
method if you Kave sex anylime from the Sunday you
start your first pack until the next Sunday (7 days).
Cordoms, foam, or the sponge are good back-up
raethods of birth contral.
DAY 1 START:
Pick the day label sirip thai starts with the first day of
vour period. Place this cay label strip over the area that
has the days of the week (starting with Sungay) pre-
printed on the tablet dispensar. Note: if the first day of
your period is 2 Sunday, you can skip this siep.
Norgestimate and Ethinyl Estradiof Tablets (lrl<
phasic): Take the firsl “active™ light orange pill of th
first pack during the first 24 hours of your paricd.
Norgeslimata and Elhinyl Estradiol Yabiets {mono-
phasic): Take the first “active™ pea:h pill of the’ first
pack during the first 24 hours of your period.
You will not reed to use a ba:k-up method of
control, since you are starting the pill a1 the begi
of your period.

WHAT 10 DO DURING THE MONTH
1. TAKE ONE PILL AT THE SAME TIME EVERY DAY
UNTIL THE PACK [S EMPTY.
(Da nat skip pilis even if you are spotting or bleeding
between monthiy pariods or feel sick to your
siomach (nausea}.
Do riot skip pils aven i you do not have sex very often.
2. WHEN YOU FINISH A PACK OR SWITCH YOUR
BRAND OF PILLS:
Siart the nex} pack on the day aller your l2s{ “reminder”
pill. Do rot wait any days batween packs.

WHAY 70 DO IF YOU MISS PILLS
Norgestimate and Ethinyl Estradio! Tabieta (tri-
phasic):
¥ you MISS 1light orange, arange, or peach “aciive” pill:
1. Take it as scon as you remember, Take the nexi
Fill at your regular time. This means you may kike 2
pills in 1 day.

2. You €a noi neec to use a back-up Lirth control
method i you have sex.

If you MISS 2 light orarge or orarge “active™ pills in a
row in WEEK t OR WEEK 2 of your pack:

1. Take 2 pills on the cay vou remember ang 2 pills the
rext day. .

2. Then tzke 1 pill 2 day until you finish the pack.

3. You MAY BECOME PREGNANT if you have sex in the
1 davs after you mis pills. You MUST use another birth
conlrol method {such as cordums, fo2m, or sponge)
as a back-up methad for those 7 days.

It you MISS 2 peach “acliva” pills in a row in THE
3RD WEEX:

1. 1f you are a Sunday Starter:

Kaep 12king 1 pill every day untit Sunday. On Sunday,
THROW OUT the rest of the pack and siart 3 new pack
of pills that same day.

ifyau are a Day 1 Starer:

THROW OUT the rast of tha pill pack ang start 2 new
pack that same day.

2. Yau mav not have your period this monih but this is
expected. However, il you miss your period 2 morths
in a row, call your doctor or clinic because you might
be pregnant.
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3. You MAY BECOME PREGNANT if you have sex in tha
7 days after you miss pilts_ You MUST use another birth
control method (such s condams, foam, or spange}
as a back-up melhod {or those 7 days.
£ you MISS 3 OR MORE light orange, orange. or peach

“activa” pills in @ row {dusing the firs: 3 veek
1.1t yau are a Sunday Starter:
Keep taking | pill every day uniil Suncay. On Sunday,
THROW QUT the rest of the pack and start a new pack
of pills that same day.
1f you are 3 Day 1 Starter:
THROW OUT the st of the pill pack and start 2 new
pack that same day.
2. You may not have your periad this month but this is
expected. However, if you miss your period 2 manths
i & row, cali yaur doctor or clinic because you might
be pregrant.
3. You MAY BECOME PREGNANT if you have sex in the
7 gays after you miss pills. You MUST use another bitth
control method {such as condoms, foam. or spangej
as a hack-up method tor those 7 days.
Morgestimate and Ethinyl Estradiol Tablets (mono-
phasic):
1 you MISS 1 peack “aciive” pill:
1. Take it as scon as you remember. Take ihe next
pilf 2t your regular time. This means you may take
2pilisin 1 day.
2. You do not need to use a back-up birth controf
method i you have sex.
11 you MISS 2 peach “active” pills in a row in WEEK 1
OR WEEK 2 af yaur pack:
1. Tzke 2 pills on the day you remambar and 2 pills the
next day.
2. Then 1ake 1 pill a day untd you finish she pack.
3. You MAY BECOME PREGNANT if you have sex in the
7 dzyg after you miss pills. You MUST use 2nather birth
coniral method {such as cordoms, toam. or sponge)
as a back-up method tor those 7
1 you MISS 2 peach ~active” pnls ir 2 row in THE
3AD WEEK:
1. ifyou are a Sunday Starter.
Keep taking 1 pill every day uniil Surgay. On Sunday.
THROW QUT the rast of the pack and 5tart a new pack
of pills that same day.
1f you are a Day 1 Slarter:
THROW OUT the rast of ke pill pack ang start a new
pack that same day.
2. You may nof hava your pariod this month but this is
expected. Howaver, if you miss your period 2 manths
ir a cow, call your doctor er clinic bzcause you might
be pragnent,
3. You MAY BECOME PREGNANT H you have sex in the
7 days after you miss pifls, You MUST use anothar hirth
cortral mathod (such s condoms, foam, or spongs)
2s a hack-up method for thoss 7 days.
K you MISS 3 OR MORE peach “active” pills in a row
{during the first 3 weeks):
1.1l you are a Sunday Starter:
Keep i2king 1 pill every day until Sustay. On Sunday,
THROW OUT :ha rest of Iha pack and start 2 rew pack
of pills thal same day,
#you are a Day 1 Stader:
THROW QUT the rast of the pill pack and start 2 rew
pack that same dey.
2. You may rot kave your period this morth but this is
expected. However, if you miss yaur periad 2 months
in a raw, call your docior or clinic because you might
be pregrant.
3. You MAY BECOME PREGNANT if you have sex in the

7 days after you miss pills. You MUST use another birth
corirol method (such as condams, foam, or spongs)
as a hack-up method for those 7 days.
A REMINDER FOA THOSE ON 268-DAY PACKS:
H you forget any of the 7 while “remisder” pilks in Week 4:
THROW AWAY the pills you missed,
Keep taking 1 pill each day uniil the pack is arnply.
You do not need a back-up method.
FINALLY, IF YOU ARE STILL NOT SURE WHAT T0 DO
ABQUT THE PILLS YOU HAVE MISSED:
Use a BACK-UP METHOD anytime you have sex.
KEEP TAKING ONE “ACTIVE™ PILL EACH DAY uriil you
can reach your doctor or chinic.

PREGNANCY DUE Y0 PILL FAILURE

The incidence of pill faifure rasulting in pregnancy is
approximately ona parcent {i.2., ore pregnancy per 100

women per y2ar) il taker every day as directed, but
mare typical failure rates a1e about 3%. If {ailure doss
accur, the fisk to tha fetus is minimal.

PREGNANCY AFTER STOPPING THE PILL
There may bz sama del2y in becoming pregnant after
you stop using oral sortraceplives, especially if you
had ircegular meestrual cvcles before you used oral
cortraceptives. It may be advisatle to postpone con-
ceplion until you begin menstruating ragularly once
you have siopped taking tha pill and dasirs pregnancy.
Thera does not appear to be any increase in birth
defects in nawborn babies when pregnancy occurs
soon atier stopping *he pill.

OVERDOSAGE

Seripus ill eff2cis Rave not been reported following
ingestion of large doses of oral contraceptives by
yourg children. Overdosage may cause nausea and
withdrawal bleeding in females. In case of overgosage,
contact your health cars provider or pharmacist,
OTHER INFORMATION
Your health: care provider will ke a medical 2nd fami-
fy tistory before prescribing oral contraceptives and
will examine you. The physical axamination may be
delaysd 1 anoiker time if you requast it and the health
care provider believes that it is a good mecical practice
1o postpare it. You should b2 r2-examined at least once
a year. Be sure to inform your health cars provider if
tkere is a family history of any of the corditions listed
previously in this feallel. Be sure to keep all appaint-
ments with your health: care provider, because ihis is a
time 10 determine if thare ara early signs of side 2fects
of aral contraceplive use,
Do not use the drug for any cordition other than the
ane for which &t was prescribed. This drug has been
prescribad specificalty for you: do not give it ¥ others
who may vaant birth control pills.

HEALTH BEKEFITS FROM ORAL CONTRACER TIVES
In addition to preventing pragrancy. use of combina-
tion oral contraceptives may provide certain benelits.
They are:

« mensirual cycles may becoma more raguiar

« bisod flow during merstruation may ba lighter and
less iron may ba lost, Tharefore, anemia due {0 iron
deficiency is less likely 10 occur.

« pain or oiher symptoms during menstruation may be
ancouatered fess fraguently

= aciopic {tubal) pregnancy may accur ess freguently

© noncancerous <ysis or-lumps in the breast may
aceur less frequently

- acvle pelvic inflammatory disease may occur
fess frequently

= oral contracepiive use may provide some profection
against daveloping two forms of cancer: cancer of
he pvarias and cancer of :ke lining of the wlerus.

W you want more informaticn about birth control pills,

ask your doctor/health care provider or pharmacist

They have a mora technical lsafiet callad the

Professioral Labaling, which you may wish to read.

Mid. for: Watson Laboratorias, Inc.
Corona. CA 42880 USA

Mfd. by Patheon, Inc.
Mississauga. Ortario L5N 7Kg
CANADA

Issuea: July 2004
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FPL PATIENT INFO TEMPLATE- For in-house printout only

issued: July 2004

BRIEF SUMMARY
PATIENT PACKAGE INSERT

Norgestimate and Ethinyl Estradiol Tahlets

fx only

This product (like all oral contraceptives) is intended to
prevent pregnancy. It does not protect against HIV infection
(AIDS) and other sexually transmitted diseases.

Norgestimale and Ethinyl Estradiol Tablets (tri-phasic):
Each light orange tablet contains 0.18 mg norgestimate
and 0.035 mg ethinyl estradiol. Each orange tablet contains
0.215 mg norgestimate and 0.035 mg ethinyl estradiol. Each
peach tablet contains 0.25 mg norgestimate and 0.035 mg
ethiny! estradiol. Each white tablet contains inert ingredients.

Norgestimate and Ethinyl Esiradiol Tablets (monophasic):
Each peach tablet contains 0.25 mg norgestimate and 0.035 mg
ethinyl estradiol. Each white tablet contains inert ingredients.

Orai contraceptives, aiso known as “birth control pills” or “the
pill,” are taken to prevent pregnancy. Norgestimate and Ethiny}
Estradiol Tablets (tri-phasic) may also be taken to treat mod-
erate acne.in females who are able to use the pill. When taken
correctly to prevent pregnancy, oral contraceptives have a fail-
ure rate of less than 1% per year when used without missing
any pills. The typical failure rate of large numbers of pill users
is less than 3% per year when women who miss pills are
included. For most women oral contraceptives are also free of
seriotis or unpleasant side effects. However, forgetting to take
pills considerably increases the chances of pregnancy.

For the majority of women, oral contraceptives can be taken
safely. But there are some women who are at high risk of
developing certain serious diseases that can be fatal or may
cause temporary or permanent disability. The risks associated
with taking oral contraceptives increase significantly if you:

* smoke
» have high blood pressure, diabetes, high cholesterol

« have or have had clotting disorders, heart attack, stroke,
angina pectoris, cancer of the breast or sex organs, jaun-
dice or malignant or benign liver tumors.

Although cardiovascular disease risks may be increased with
.oral contraceptive use after age 40 in healthy, non-smoking
women (even with the newer low-dose formulations), there
are aiso greater potential health risks associated with preg-
nancy in older women.

You should not take the pill if you suspect you are pregnant
or have unexplained vaginal bleeding. -

Cigarette smoking increases the risk of serious cardio-
vascular side effects from.oral contraceptive use. This
risk increases with age and with heavy smoking (15 or
more cigaretles per day) and is quite marked in women
over 35 years of age. Women who use oral contracep-

tives are strongly advised not to smoke.

Most side effects of the pill are not serious. The most com-
mon such effects are nausea, vomiting, bleeding between
menstrual periods, weight gain, breast tenderness, and diffi-
culty wearing contact lenses. These side effects, especially
nausea and vomiting, may subside within the first three
months of use.

The serious side effects of the pill occur very infrequently,
especially if you are in good health and are young. However,
you should know that the following medical conditions have
heen associated with or made worse by the pill:

1. Blood clots in the legs (thrombophlebitis), lungs (pul-
monary embolism), stoppage or rupture of a blood vessel in
the brain (stroke), blockage of blood vessels in the heart (heart
attack or angina pectoris) or other organs of the body. As men-
tioned above, smoking increases the risk of heart attacks and
strokes and subsequent serious medical consequences.

2. In rare cases, oral contraceptives can cause benign but
dangerous liver tumors. These benign liver tumors can rup-
ture and cause fatal internal bleeding. In addition, some
studies report an increased risk of developing liver cancer.
However, liver cancers are rare.

3. High blood pressure, although blood pressure usually
returns to normal when the pill is stopped.

The symptoms associated with these serious side effects are
discussed in the Defailed Patient Labeling. Notify your doctor
or health care provider if you notice any unusual physical dis-
turbances while taking the pill. In addition, drugs such as
rifampin, as well as some anticonvulsants and some antibi-
otics may decrease oral contraceptive effectiveness.

There is conflict among studies regarding breast cancer and
oral contraceptive use. Some studies have reported an
increase in the risk of developing breast cancer, particularly
at a younger age. This increased risk appears to be related to
duration of use. The majority of studies have found ao over-
all increase in the risk of developing breast cancer. Some
studies have found an increase in the incidence of cancer of
the cervix in women who use oral contraceptives. However,
this finding may be refated to factors other than the use of
oral contraceptives. There is insufficient evidence to rule out
the possibility that pills may cause such cancers.

CoNTinuEp oN PACE 2
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Norgestimate and
Ethinyl Estradiol
Tablets

IMPDRTANT: Each dispenser contains a combined Brief Summary
Patient Package Insert and Detailed Patient Labgling. This should be
included with each package dispensed to the patient.

Rx only
6 Tablet Dispensers
28 Tablets Each

@ warson




CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
ANDA 76-626

LABELING REVIEW(S)




REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

'ANDA Number: 76-626 Date of Submission:  December 30, 2002
: "'Applicant's Name; Watson Laboratories, Inc.

Established Name: Norgestimate and Ethinyl Estradiol Tablets, 0.18 mg/0.035 mg,

0.215 mg/0.035 mg, and 0.25 mg/0.035 mg (Multi-Strength)
(28 day regimen)

Labeling Deficiencies:

1.

‘b.  Revise " e ' {0 "‘monophasic” and“

GENERAL COMMENTS:

a. Revise the storage temperature statements on all labels and labeling to read:
Store at 20-25° C (68 - 77 ° F) [see USP Controlled Room Temperature]

-." to “tri-phasic” on all affected labeling
pieces.

¢.  Your proposed proprietary name “TriNessa™” is under review.
. BLISTER PACK DISPENSER
~ Satisfactory in final print labeling.

. BLISTER PACK DISPENSER OUTER VCONTAINER

We note your application does not mention an outer container for the blister pack dispenser. If you

~plan to use such an outer container i.e. compact, vinyl pouch, cardboard sleeve, etc., please provide its

specifications. '

START DAY STICKERS

: 'Yo\ur applicétion does not include day stickers for patients who choose to follow the “Day 1 Start”

regimen, instead of the “Sunday Start” regimen. Please provide stickers or some other method to
accommodate both regimens.

. CARTON.

a. See GENERAL COMMENTS 1a and 1b.

b.. Please increase the prominence and readability of the tablet strength statements by increasing
the font and choosing an alternative contrasting color.

c. See t_he attached mocked-up copy of your carton for requested revisions.

. PHYSICIAN INSERT



TN

a. See GENERAL COMMENT 1a and 1b.

'b. See the attached mocked-up copy of your insert for requested revisions.

7. DETAIL PATIENT LABELINGAND BRIEF SUMMARY INSERTS

Your application did not include and patient inserts (single or combined). Please submit the DETAILED
.- PATIENT LABELING and BRIEF SUMMARY PATIENT inserts. ' '

Please revise your labels and labeling, as instructed above, and submit 4 draft copies for a tentative
approval or 12 final printed copies for a full approval of this application. If draft labeling is provided, please
be advised that you will be required to submit 12 final printed copies of all labels and labeling at least 60
days prior to full approval of this application. In addition, you should be aware that color and other factors

(print size, prominence, etc.) in final printed labeling could be found unacceptable and that further changes
might be requested prior to approval.

Pripr to approval, it may be necessary to revise your labeling subsequent to approved changes for the
reference listed drug. In order to keep ANDA labeling current, we suggest that you subscribe to the daily

"Qr-weekly updates of new documents posted on the CDER web site at the following address -

hitp://www.fda.gov/cder/cdernew/listserv.html

To_ facilitate review of your next submission, and in accordance with 21 CFR 314.94(a)(8)(iv), please
provide a side-by-side comparison of your proposed labeling with your last submission with all differences

2/4..

of Labeling and Program Support
Offite of Generic Drugs
Center for Drug Evaluation and Research

‘annotated and explained.

Wm. P Rickman

Attachment: Mocked-up copy of package insert



BASIS OF APPROVAL:

APPROVAL SUMMARY (List the package size, strength(s), and date of submission for approval):
‘Do you have 12 Final Printed Labels and Labeling? Yes No If no, list why:

Container Labels:

Professional Package Insert Labeling:
Revisions needed post-approval:

BASIS OF APPROVAL:
Was this approval based upon a petltlon’? No
‘What is the RLD on the 356(h) form: Ortho Tri-Cyclen® Tablets
- NDA Number: 19-697
'NDA Drug Name: Ortho Tri-Cyclen® Tablets
NDA Firm: Ortho-McNeil Pharmaceuticals, Inc.

vDa'te of Approval of NDA Insert and supplement#: NDA 19-697/S-022; revised January 2000 and
-approved June 5, 2000; and S-024, revised April 2000 and approved January 16, 2001 (Detailed Patient
and Brief Summary Patient Inserts only).

Has this been verified by the MIS system for the NDA? Yes

Was this approval based upon an OGD labeling guidance? No

Basis of Approval for the Container Labels: Side-by-side comparison with innovation label in jacket.
Basis of Approval for the Carton Labellng Side-by-side comparison with innovation label in jacket.
Other Comments

REVIEW OF PROFESSIONAL LABELING CHECK LIST

_ Established Name Yesif No )l NA.-
.| - Different name than on acceptance to file letter? A v ‘x '
i Is this product a USP item? If so, USP supplement in which verification was assured. USP 26 X
[ "1s this name different than that used in the Orange Book? X

If not USP, has the product name been proposed in the PF?

‘ Error Prevention Analysis
| Has the firm proposed a proprietary name? If yes, complete this subsection.

Do you find the name objectionabie? List reasons in FTR, if so. Consider: Misleading? Sounds or looks like another X
‘name? USAN stem present? Prefix or Suffix present?

. Has the name been forwarded to the Labeling and Nomenclature Committee? If so, what were the X
recommendations? If the name was unacceptable, has the firm been notified?

Packaging

.'Is this a new packaging configuration, never been approved by an ANDA or NDA? if yes, describe in FTR.

_Is this package size mismatched with the recommended dosage? If yes, the Poison Prevention Act may require a. X
CRC.

‘Does the package proposed have any safety and/or regulatory concerns? X
" | If 1V product packaged in syringe, could there be adverse patient outcome if given by direct IV injection? X

" Conflict between the DOSAGE AND ADMINISTRATION and INDICATIONS sections and the packaging X
configuration?

| Is the strength and/or concentration of the product unsupported by the insert labeling? X
‘Is the color of the container (i.e. the color of the cap of a mydriatic ophthalimic) or cap incorrect? X

Individual cartons required? Issues for FTR: Innovator individually cartoned? Light sensitive product which might X
require cartoning? Must the package insert accompany the product?

Are there any other safety concems?
Labeling

Is the name of the drug unclear in print or lacking in prominence? (Name should be the most prominent information
on the label).

Has applicant failed to clearly differentiate multiple product strengths? X




| . Is the corporate logo larger than 1/3 container label? (No regulation - see ASHP guidelines) X

Labeling(continued) Yes | No | NA

Does RLD make special differentiation for this label? (i.e., Pediatric strength vs Adult; Oral Solution vs Concentrate,
" Warning Stafements that might be in red for the NDA)

Is the Manufactured by/Distributor statement incorrect or falsely inconsistent between labels and labeling? Is "Jointly X
Manufactured by...", statement needed? )

Failure to describe solid oral dosage form identifying markings in HOW SUPPLIED? X
Has the firm failed to adequately support compatibility or stability claims which appear in the insert fabeling? Note: X

Chemist should confirm the data has been adequately supported.

Scoring: Describe scoring configuration of RLD and applicant (page #) in the FTR
Is the scoring configuration different than the RLD?
)| Has the firm failed to describe the scoring in the HOW SUPPLIED section?

Inactive Ingredients: (FTR: List page # in application where inactives are listed)
Does the product contain alcohol? If so, has the accuracy of the statement been confirmed?
Do any of the inactives differ in concentration for this route of administration?

Any adverse effects anticipated from inactives (i.e., benzyl alcoho! in neonates)?

Is there a discrepancy in inactives between DESCRIPTION and the composition statement?
-Has the term "other ingredients” been used to protect a trade secret? If so, is claim supported?
Failure to list the coloring agents if the composition statement lists e.g., Opacode, Opaspray?
Failure to list gelatin, coloring agents, antimicrobials for capsules in DESCRIPTION?

x| x| x| X x| X]| x| X

Failure to list dyes in imprinting inks? (Coloring agents e.g., iron oxides need not be listed)
: USP Issues: (FTR: List USP/NDA/ANDA dispensing/storage recommendations)

. Do _container recommendations fail to meet or exceed USP/NDA recommendations? If so, are the recommendations
supported and is the difference acceptabie?

“Because of proposed packaging Configuration of Tor aﬂx '?[ﬁer reason, goes this applicant meel 1ail 1o meet ail of the

- unprotected conditions _of use of referénced by the R
Does USP have labeling recommendations? If any, does ANDA meet them?

Is the product light sensitive? If so, is NDA and/or ANDA in a light resistant container?

Failure of DESCRIPTION to meet USP Description and Solubility information? If so, USP information should be used.
However, only include solvents appearing in innovator labeling.

x| x| x| >4

| Bioequivalence Issues: (Compare bioequivalency values: insert to study. List Cmax, Tmax, T 1/2 and date
‘study acceptable)

1" Insert labeling references a food effect or a no-effect? If so, was a food study done?
.Has CLINICAL PHARMACOLOGY been modified? If so, briefly detail where/why. X

Patent/Exclusivity Issues?: FTR: Check the Orange Book edition or cumulative supplement for verification
of the latest Patent or Exclusivity. List expiration date for all patents, exclusivities, etc. or if none, please state.

NOTES/QUESTIONS TO THE CHEMIST:

FOR THE RECORD:
1. This review was based on the labeling for Ortho Tri-Cyclen® Tablets (28 Day Regimen) by R.W. ‘Johnson
' (NDA 19-697/5-022; revised January 2000 and approved June 5, 2000; and S-024, revised April 2000 and
approved January 16, 2001 (Detailed Patient and Brief Summary Patient Inserts only).

2 PATENT/ EXCLUSIVITIES

Patent Data —
No Expiration Use Code Use File
None None None There are no unexpired patents for this product in the N/A
) Orange Book Database

Exclusivity Data -

Code/sup Expiration Use Code Description Labeling Impact

None There is no unexpired exclusivity for this product None

3. MANUFACTURING FACILITY

Patheon Inc.

Toronto Region Operations
2100 Syntex Court
Mississauga, Ontario, L5SN 7K9
Canada

CFN#: 9690045

FEI#: - 300264888



(Vol. 1.1, p. 0555

4, STORAGE CONDITIONS:
NDA - None )
ANDA - Store at : (revision requested)
USP- Preserve in well-closed containers

5. DISPENSING RECOMMENDATIONS:

NDA - To the dispenser: This carton contains three foil pouches each containing two pieces of
information intended for the patient. Both informational pieces are to be provided to the patient
with each prescription.

ANDA - IMPORTANT:  Each

contains a combined-

/ —————- should be included with each package dispensed to the patient.
USP- None
6. INACTIVE INGREDIENTS:

The listing of inactive ingredients in the DESCRIPTION section of the package insert appears to be
consistent with the listing of inactive ingredients found in the statement of components and composition
appearing on pages 0157-0160  (Volume 1.1).

7. PACKAGING CONFIGURATIONS:

RLD:  Cartons of 6 x 21-Day and 6 x 28-Day Dialpak® Tablet Dispensers.
L 1 x 21-Day and 1 x 28-Day Veridate® Tablet Dispensers (unfilled) for clinic use.
) ANDA: Cartons of 6 x 28- -Day Blister Pack Tablet Dispenser.

9. CONTAINER/CLOSURE SYSTEM:
Blister: 145mm, |————
Backing: 135mm, aluminum foil,
(Vol. 1.2, p. 1090)

10. The tablet debossings have been accurately described in the HOW SUPPLIED section as required by 21
CFR 206,et al. (Imprinting of Solid Oral Dosage Form Products for Human Use; Final Rule, effective
9/13/95).

21 active tablets:

7 of the 0.18 mg/0.035 mg active tablets are light orange, round, unscored,  debossed with “WATSON" on
one side and “524" on the other side.

7 of the 0.215 mg/0.035 mg active tablets are orange, round, unscored, debossed with “WATSON” on one
side and “525” on the other side.

7 of the 0.25 mg/0.035 mg active tablets are peach, round, unscored, debossed with “WATSON” on one
side and “526” on the other side.

7 inert tablets: white, round debossed with “WATSON” on one side and “P~ on the other side

Date of Rév’iew: " May 6, 2004

Dafe of Submission: December 30, 2002

Primary Reviewer: Postelle Blrch%/(/ Date: ﬁ/// 7/Ad lf

Team Leader: John Gr; Date:
3 % rj /Z/Ic« Sy J/o 4

cc: ANDA:76-626
DUP/DIVISION FiL
HFD-613/PBirchfgfDCatterson/JGrace (no cc)
VAFIRMSNZ\WATSON\LTRS&REV\76-626na1.label. DOC
Review



APPROVAL SUMMARY
REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

- ANDA Nubrhber: 76-626 Date of Submission: August 5, 2004
Applicant's Name: Watson Laboratories, Inc.
: - Established Name: Norgestimate and Ethinyl Estradiol Tablets, 0.18 mg/0.035 mg,

0.215 mg/0.035 mg and 0.25 mg/0.035 mg (Multi-Strength)
(28 day regimen)

' BASIS OF APPROVAL:
' APPROVAL SUMMARY:
- Blister Pack (Dispenser):

../ Satisfactory in FPL as of August 5, 2004 electronic submission.
(\Cdsesubogd1\n76626\N_000\2004-08-05\abeling\final. printed.pdf\blister.pdf )

. Start Day Stickers:

« Satisfactory in FPL as of August 5, 2004 electronic submission.

- {\Cdsesubogd1\n76626\N 000\2004-08-05Vabeling\ﬁnaL printed.pdfday.pdf )
Carton:
Satisfactory in FPL as of August 5, 2004 electronic submission.

o (\\CdseSubogd1\n76626\N 000\2004-08-05Vabeling\final. printed. pdficarton. pdf )

' Professional Packagé Insert Labeling: .
. Satisfactory in FPL as of August 5, 2004 electronic submission. (Issued June 2004)

- (\Cdsesubogd1\n76626\N_000\2004-08-05Vabeling\final.printed. pdf\pi.pdf )

- Detail Patient Labeling and Brief Summary Inserts:
. Satisfactory in FPL as of August 5, 2004 electronic submission. (Issued June 2004)
(\\Cdsesuboqd 1\n76626\N_000\2004-08-05Vabeling\final.printed.pdfidetailed. and. summary.pi.pdf )

" BASIS OF APPROVAL:
~'Was this approval based upon a petition? No
What is the RLD on the 356(h) form: Ortho Tri-Cyclen® Tablets

' NDA Number: 19-697

"NDA Drug Name: Ortho Tri-Cyclen® Tablets
..~ NDA Firm: Ortho-McNeil Pharmaceuticals, Inc.

"-;,‘_bate‘ of Approval of NDA Insert and supplement#: NDA 19-697/S-022; revised January 2000 and
. approved June 5, 2000; and S-024, revised April 2000 and approved January 16, 2001 (Detailed Patient
..~ and Brief Summary Patient Inserts only).

| .-Has this been verified by the MIS system for the NDA? Yes

Was this approval based upon an OGD labeling guidance? No
‘Basis of Approval for the Container Labels: Side-by-side comparison with innovation label in jacket.

Basis of Approval for the Carton Labeling: Side-by-side comparison with innovation label in jacket.
- Other Cqmments '

~ PATENT/ EXCLUSIVITIES

Patent Data — ]
No Expiration Use Code ) Use File -
None None None There are no unexpired patents for this product in the N/A
’ Orange Book Database




Exclusivity Data -

.- Code/sup Expiration Use Code Description Labeling Impact
._None There is no unexpired exclusivity for this product None
_REVIEW OF PROFESSIONAL LABELING CHECK LIST
I Established Name (Yes. f No™“ I'NA:
A Differént name than on acéeptance to file letter? — X -
: - Is this product a USP iterh? If so, USP supplement in which verification was assured, USP 26 X
‘Is this name different than that used in the Orange Book? X

“If not USP, has the product name been proposed in the PF?
ST ‘ Error Prevention Analysis

;H.as the fim propo$ed a proprietary name? If yes, complete this subsection.

[ Do you find the name objectionable? List reasons in FTR, if so. Consider: Misleading? Sounds or looks like another
. 'name? USAN stem present? Prefix or Suffix present?

. Has the name been forwarded to the Labeling and Nomenclature Committee? If 50, what were the
. fecommendations? -If the name was unacceptable, has the firm been notified?

Packaging

Is this a new packaging configuration, never been approved by an ANDA or NDA? If yes, describe in FTR.

lée. I_\t‘l'(gs package size mismatched with the recommended dosage? If yes, the Poison Prevention Act may require a X
T Does the package proposed have any safety and/or regulatory concerns? X
If IV product packaged in syringe, could there be adverse patient outcome if given by direct IV injection? X
Conﬂict between the DOSAGE AND ADMINISTRATION and INDICATIONS sections and the packaging X
_configuration? .
-}-1s the strength and/or concentration of the product unsupported by the insert tabeling? X
Is the color of the container (i.e. the color of the cap of a mydriatic ophthalmic) or cap incorrect? X

~.. -] Individual cartons required? Issues for FTR: Innovator individually cartoned? Light sensitive product which might
“.{ -require cartoning? Must the package insert accompany the product?

Are there any other safety concems?

Labeling

-*{: Is the name of the drug unclear in print or lacking in prominence? {Name should be the most prominent information
.| on the label)..

| Has applicant failed to clearly differentiate multiple product strengths?

Is the corporate logo larger than 1/3 container label? (No regulation - see ASHP guidelines)

.Labeling(continued)

- 7. Does RLD make special differentiation for this label? (i.e., Pediatric strength vs Adult; Oral Solution vs Concentrate,
Vil . Warning Statements that miight be in red for the NDA)

s the Manufactured by/Distributor statement incorrect or falsely inconsistent between labels and labeling? Is "Jointly X
._'ManufaCthed by...", statement needed?
Failurg to describe solid oral dosage form identifying markings in HOW SUPPLIED? X

=) Chemist should confirm the data has been adequately supported.

- Has the firm failed to adequately support compatibility or stability claims which appear in the insert labeling? Note:

a . Scoring: Describe scoring configuration of RLD and applicant (page #) in the FTR

Is the scoring configuration different than the RLD?

Has the firm failed to describe the scoring in the HOW SUPPLIED section?

_Inactive Ingredients: (FTR: List page # in application where inactives are listed)

-Does the product contain aloovhol?‘ If s0, has the accuracy of the statement been confirmed?

R ) _Do any of the inactives differ in concentration for this route of administration?

Any adverse effects anticipated from inactives (i.e., benzyl alcohol in neonates)?

‘Is there a discrepancy in inactives between DESCRIPTION and the composition statement?

Ha; the term "other ingredients"” been used to protect a trade secret? If S0, is claim supported?

o  Failure to list the coloring agents if the composition statement lists e.g., Opacode, Opaspray?

Failure to list gelatin, coloring agents, antimicrobials for capsules in DESCRIPTION?




Failure to list dyes in imprinting inks? (Coloring agents e.g., iron oxides need not be listed)

USP Issues: (FTR: List USP/NDA/ANDA dispensing/storage recommendations)

Do container recommendations fail to meet or exceed USP/NDA recommendations? If so, are the recommendations
supported and is the difference acceptable?

Because of proposea pacRaglng conliguraﬁon or IorRaﬂx'?ﬂ er feason, aoe§ This appllcani meet fail 1o meet all of the

unprotected conditions _of use of referenced by the

———— e

Does USP have labeling recommendations? If any, does ANDA meet them?
Is the product light sensitive? If so, is NDA and/or ANDA in a light resistant container?

Failure of DESCRIPTION to meet USP Description and Solubility information? If so, USP information shouid be used.
However, only include solvents appearing in innovator labeling.

x| X[ X| >4

Bioequivalence Issues: (Compare bicequivalency values: insert to study. List Cmax, Tmax, T 1/2 and date
study acceptable)

Insert labeling references a food effect or a no-effect? If so, was a food study done?
. | Has CLINICAL PHARMACOLOGY been modified? If so, briefly detail where/why. X

Patent/Exclusivity Issues?: FTR: Check the Orange Book edition or cumulative supplement for verification
of the latest Patent or Exclusivity. List expiration date for all patents, exciusivities, etc. or if none, please state.

- 'NOTES/QUESTIONS TO THE CHEMIST:

" "FOR THE RECORD:
1. This review was based on the labeling for Ortho Tri-Cyclen® Tablets (28 Day Regimen) by R.W. Johnson
(NDA 19-697/5-022; revised January 2000 and approved June 5, 2000: and S-024, revised April 2000 and
approved January 16, 2001 (Detailed Patient and Brief Summary Patient Inserts only).

C2. PATENT/ EXCLUSIVITIES
‘ Patent Data —
No Expiration Use Code Use . _File
None None ' None There are no unexpired patents for this product in the N/A
Orange Book Database

" Exclusivity Data -

Code/sup Expiration Use Code Description Labeling Impact

None There is no unexpired exclusivity for this product None

3. MANUFACTURING FACILITY

Patheon Inc.

Toronto Region Operations
2100 Syntex Court
Mississauga, Ontario, L5N 7K9
Canada

CFN#: 9690045

FEW: 300264888

(Vol. 1.1, p. 0555 . ;

T4, STORAGE CONDITIONS:

NDA - None
ANDA - Store at (revision requested)
USP-  Preserve in well-closed containers

-, B, DISPENSING RECOMMENDATIONS:

: NDA - To the dispenser: This carton contains three foil pouches each containing two pieces of
information intended for the patient. Both informational pieces are to be provided to the patient
with each prescription.

ANDA - IMPORTANT: Each contains a combined
- should be included with each package dispensed to the patient.

USP- None

6. INACTIVE INGREDIENTS:
The listing of inactive ingredients in the DESCRIPTION section of the package insert appears to be
consistent with the listing of inactive ingredients found in the statement of components and composition
appearing on pages 0157-0160  (Volume 1.1).

7. 'PACKAGING CONFIGURATIONS:



10,

‘11

RLD:  Cartons of 6 x 21-Day and 6 x 28-Day Dialpak® Tablet Dispensers.

1 x21-Day and 1 x 28-Day Veridate® Tablet Dispensers (unfilled) for clinic use.
ANDA: Cartons of 6 x 28-Day Blister Pack Tablet Dispenser.

- CONTAINER/CLOSURE SYSTEM:

Blister: 145mm,
Backing: 135mm, aluminum foil,
(Vol. 1.2, p. 1090)

The tablet debossings have been accurately described in the HOW SUPPLIED section as required by 21
CFR 206,et al. (Imprinting of Solid Oral Dosage Form Products for Human Use; Final Rule, effective
9/13/95). .

21 active tablets:

7 of the 0.18 mg/0.035 mg active tablets are light orange, round, unscored, debossed with “WATSON” on
one side and “524” on the other side. :

7 of the 0.215 mg/0.035 mg active tablets are orange, round, unscored, debossed with “WATSON?” on one
side and “525” on the other side.

7 of the 0.25 mg/0.035 mg active tablets are peach, round, unscored, debossed with “WATSON?” on one
side and “526" on the other side.

7 inert tablets: white, round debossed with “WATSON?” on one side and “P—on the other side

" Watson submitted the name TriNessa for this product. The following is DMETS May 12, 2004 response to

the name:

1. DMETS has no obijections to the use of the proprietary name, TriNessa, provided that only one hame
TriNessa or is approved. These names should not co-exist in the marketplace due to their
similarity. Additionally, DMETS is aware of the sponsor's proposals for naming multiple oral contraceptive
products with the suffix “nessa” or “nezza” and is concerned about the possibility of errors resulting from
confusion from the proliferation of those suffixes. This is considered a tentative decision and the firm

- should be notified that this name with its associated labels and labeling must be re-evaluated approximately
- 90 days prior to the expected approval of the ANDA. A re-review of the name prior to ANDA approval will

rule out any objections based upon approvals of other proprietary or established names from the signature
date of this document. :

-2, DDMAC finds the proprietary name TriNessa acceptable from a promotional perspective.

3. The Division of Reproductive and Urologic Drug Products had no concerns with the use of the
proprietary name, TriNessa.

- Date of Review.  September 20, 2004

| vviate of Submission:  August 5, 2004 ~

- Pﬁmary Reviewer: Postelle Birch W Date: 4 / Z///ﬂ V

o fTéam_Leade'r: John Grace % Date:
I L Lo ofofp
CT - / 7 4

- ccr

ANDA:76-626

DUP/DIVISION FILE
HFD-613/PBirchforDCatterson/JGrace (no cc)
V:\FIRMSNZ\WATSON\LTRS&REV\76-626ap.label.DOC
Review
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Chemistry Review Data Sheet

1. ANDA 76-626

2. REVIEW #: 1

3. REVIEW DATE: May 15,2003 REVISION DATE: June 19, 2003
4. REVIEWER: Neeru B. Takiar

5. PREVIOUS DOCUMENTS: None

Previous Documents Document Date

6. SUBMISSION(S) BEING REVIEWED:

Submission(s) Reviewed Document Date
Original December 30, 2002
New Correspondence (Minor Amendment) January 28, 2003
Telephone Amendment February 24, 2003
New Correspondence (Bio) May 15, 2003

7. NAME & ADDRESS OF APPLICANT-

Name: Watson Laboratories Inc.

Address: 311 Bonnie Circle
- Corona, CA 92880
Representative: Margaret Choy

Telephone: (909)-493-5475

8. DRUG PRODUCT NAME/CODE/TYPE: ’

a) Proprietary Name: : TriNessa™ (Proposed)
Non-Proprietary Name (USAN): Norgestimate and Ethinyl Estradiol Tablets

9. LEGAL BASIS FOR SUBMISSION:

Innovator Product: OrthoTri-Cyclen®
Innovator Company: Ortho-McNeil Pharmaceutical, Iric.

Page 3 of 44



10.
11.

12.

13.
14.
15.

16.

Chemistry Review Data Sheet

(Norgestimate and ethinyl estradiol tablets; Oral-28, 0.180 mg/0.035 mg,
0.215 mg/0.035 mg, and 0.250 mg/0.035 mg)
NDA #19-697; Approved July 03, 1992

Patent Certification: V1. 1, Page 0017

U.S. Patent 4,530,839 (Paragraph IIT): Expire on September 26, 2003
U.S. Patent 4,544,554 (Paragraph III): Expire on September 26, 2003
U.S. Patent 4,616,006 (Paragraph III): Expire on September 26, 2003
U.S. Patent 4,628,051 (Paragraph III): Expire on September 26, 2003

Exclusivity: None

PHARMACOL. CATEGORY': Contraceptive
DOSAGE FORM: Tablets

STRENGTH/POTENCY: 0.180 mg/0.035 mg, 0.215 mg/0.035 mg and 0.250 mg/0.035 mg
(28-Day Regimen)

ROUTE OF ADMINISTRATION: Oral
Rx/OTCDISPENSED: _x_Rx __ OTC

SPOTS (SPECIAL PRODUCTS ON-LINE TRACKING SYSTEM):

_ SPOTS product — Form Completed

X _ Nota SPOTS product

CPHEMICAL NAME, STRUCTURAL F ORMULA, MOLECULAR F ORMULA,

MOLECULAR WEIGHT:
Norgestimate: 18,19-Dinor- 1 7-pregn-4-en-20-yn-3-one, 1 7-(acetyloxy)-13-ethyl-, oxime, (170)-
(+)-. C23H3 1N03, Molecular Weight: 36951, USP :

Page 4 of 44
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Chemistry Review Data Sheet

Ethinyl Estradiol. 19-Norpregna-1, 3, 5(10)-trien-
36-6. USP

17. RELATED/SUPPORTING DOCUMENTS:

20-yne-3,17-diol, (17ar)-. C0Hy405. 296.40. 57-

A. DMFs:
DMF | TYPE | HOLDER ITEM CODE' | STATUS? DATE REVIEW COMMENTS
# REFERENCED COMPLETED
' I 1 Inadequate 04-29-2003 Original

i . Reviewed

II 3 Adequate 05-07-2002 Reviewed
B previously

I 4 N/A - -
i i} \ 4 N/A - -

! Action codes for DMF Table:
1 — DMF Reviewed.
Other codes indicate why the DMF was not reviewed, as follows:
2 -Type 1 DMF

3 — Reviewed previously and no revision since last review
4 — Sufficient information in application
5 — Authority to reference not granted

Page 5 of 44




Chemistry Review Data Sheet

6 — DMTF not available

7 — Other (explain

2 Adequate, Inadeq
be reviewed)

under "Comments")

uate, or N/A (There is enough data in the application, therefore the DMF did not need to

'B. Other Documents: N/A

DOCUMENT APPLICATION NUMBER DESCRIPTION
18. STATUS:
CONSULTS/ CMC RECOMMENDATION | DATE REVIEWER
RELATED
REVIEWS
| Microbiology N/A
EES Pending
Methods Validation Pending (product ) - N.B.Takiar
Labeling Pending
Bioequivalence Pending
EA Satisfactory (See #35) - N.B.Takiar
Radiopharmaceutical | N/A

19. ORDER OF REVIEW

The application submission(s) covered by this review was taken in the date order of receipt.

_ X Yes

No  Ifno, explain reason(s) below:

APPEARS THIS WAY
ON ORIGINAL

Page 6 of 44




Chemistry Assessment Section

The Chemistry Review for ANDA 76-626

The Executive Summary

II.

Review: #1

DMF for Drug Substance/Holder: #

#

Product: Norgestimate and Ethinyl Estradiol Tablets (28), 0.180 mg/0.035 mg, 0.215 mg/0.035

- mg, and 0.250 mg/0.035 mg)

Firm: Watson Laboratories Inc.

Recommendations

A.

Recommendation and Conclusion on Approvability
Not Approvable, MINOR will issue [Method Validation]

Recommendation on Phase 4 (Post-Marketing) Commitments, Agreements, and/or
Risk Management Steps, if Approvable : '
N/A

Summary of Chemistry Assessments

A. Description of the Drug Product(s) and Drug Substance(s)

Drug Product: Norgestimate and Ethinyl Estradiol Tablets are non-sterile and non-
compendial drug product intended solely for oral administration. The combination oral
contraceptives act by the suppression of gonadotropins. The primary mechanism of this
action is inhibition of ovulation. The proposed drug product is Norgestimate and Ethinyl
Estradiol Tablets (28), 0.180 mg/0.035 mg, 0.215 mg/0.035 mg, and 0.250 mg/0.035 mg.
The Reference Listed Drug is Ortho-Tri Cyclen® (NDA# 19-697) approved for Ortho-
McNeil Pharmaceutical, Inc. The product will be packaged in a container/closure system
consisting of blisters, (28) to be administered orally. '

Drug Substance: The active ingredients for this product are Norgestimate and Ethinyl
Estradiol, USP. Norgestimate USP is white or almost white fine crystalline powder with
the following chemical name/formula/MW: 18,19-Dinor- 17-pregn-4-en-20-yn-3-one, 17-
(acetyloxy)—13-ethyl-, oxime, (17a)- (+)-. C23H31NO3, 369.51. It is sparingly soluble in
ethanol and freely soluble in chloroform. In addition to current USP tests and
specifications, the firm will test for particle size. The key physicochemical properties that
influence batch-to-batch reproducibility are specific rotation, residual solvents, particle
size, and chromatographic purity. '

Page 7 of 44
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Chemistry Assessment Section

Method Validation: Both Norgestimate and Ethinyl Estradiol drug substances are
compendial items. Therefore, evaluation of firm’s validated analytical methods for drug
substances from the FDA District Laboratory is not required. However, evaluation of
firm’s validated analytical methods for drug product from the FDA District Laboratory is
being submitted to the MV Coordinator. The analytical methods and validation data for the
in-house methods submitted by the firm in this ANDA have been reviewed and found
satisfactory. '

B. Description of How the Drug Product is Intended to be Used -

Norgestimate and Ethinyl Estradiol Tablets, 0.180 mg/0.035 mg, 0.215 mg/0.035 mg, and
0.250 mg/0.035 mg, are intended for oral administration.

C. Basis for Approvability or N ot-Approval Recommendation

The CMC review of this ANDA has identified the key deficiencies in the following areas,
components, drug substance, container/closure, in-process, drug product release, method
validation, and stability.

The firm should resolve all of the issues listed in the deficiency letter, section #36, as the
deficiencies described indicate the proposed drug product can not be classified as safe and
effective in this (1) review cycle. '

In addition to the chemistry, manufacturing, and controls issues, the labeling and bio
review and status on EER are pending.

ITI. Administrative

A. Reviewer’s Signature

B. Endorsements:

C.

HFD-623/N.B.Takiar/

HFD-623/D.S.Gill, Ph.D./

HFD-617/S.KIM/
VAFIRMSNZ\WATSON\LTRS&REV\76626RV1.doc
F/T by:

cc: ANDA 76-626

Division File
DUP Jacket
Field Copy
Chemistry Assessment

Page 9 of 44
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Chemistry Assessment Section

The review of the Bioequivalency section of this
application is pending. Any deficiencies found will be
sent to you under separate cover.

The review of the Labels and Labeling of this
application is pending. Any deficiencies found will be
sent to you under separate cover.

Sincerely yours,

W I“Z%O@\ 6/2 L//aZ

Rashmikant M. Patel, Ph.D.

Director

Division of Chemistry I

Office of Generic Drugs

Center for Drug Evaluation and Research

APPEARS THIS WAY
ON ORIGINAL
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Chemistry Assessment Section

cc: ANDA 76-626
Division File
Field Copy

Endorsements:

| dosoe €]23)03
HFD-623/N.B.Takiar/6/19/03 /V. 'W’WA' 23) .
HFD-623/D.Gill, Ph.D./6/19/03 AL Ls< é/ZS/@E;éJ
HFD-617/S.Kim/6/23/03 S , |- (i23(oz

V:\FIRMSNZ\WATSON\LTRS&REV\76626RV1.dOC
F/T by:ard/6/23/03

TYPE OF LETTER: NOT APPROVABLE - MINOR [Method Validation]

APPEARS THIS WAY
ON ORIGINAL
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Chemistry Review Data Sheet

ANDA 76-626

Norgestimate and Ethinyl Estradiol Tablets,
0.180 mg/0.035 mg, 0.215 mg/0.035 mg, and 0.250 mg/0.035 mg
(28-day regimen)

Watson Laboratories, Inc.

Neeru B. Takiar
Office of Generic Drugs, Division of Chemistry III
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Chemistry Review Data Sheet

Chemistry Review Data Sheet

. ANDA 76-626

. REVIEW #: 2

. REVIEW DATE: April 8, 2004
. REVIEWER: Neeru B. Takiar
. PREVIOUS DOCUMENTS:

Previous Documents

Original

New Correspondence (Minor Amendment)
Telephone Amendment

New Correspondence (Bio)

. SUBMISSION(S) BEING REVIEWED:

Submission(s) Reviewed

Telephone Amendment
Minor Amendment

Bio Amendment

CMC Amendment

. NAME & ADDRESS OF APPLICANT:

REVISION DATE: April 15, 2004

Document Date

- December 30, 2002
January 28, 2003
February 24, 2003
May 15, 2003

Document Date
June 30, 2003
July 31, 2003
August 4, 2003
November 6, 2003

Name: Watson Laboratories Inc.

Address: 311 Bonnie Circle
Corona, CA 92880

Representative: - Margaret Choy

. Telephone:  (909)-493-5475

- DRUG PRODUCT NAME/CODE/TYPE:

a) Proprietary Name: : TriNessa™

(Proposed)

Non-Proprietary Name (USAN): Norgestimate and Ethinyl Estradiol Tablets

Page 3 0of 40



Chemistry Review Data Sheet

9. LEGAL BASIS FOR SUBMISSION:

10.
11.

12.

13.
14.
15.

16.

Innovator Product: OrthoTri-Cyclen®

Innovator Company: Ortho-McNeil Pharmaceutical, Inc.
(Norgestimate and ethinyl estradiol tablets; Oral-28, 0.180 mg/0.035 mg,
0.215 mg/0.035 mg, and 0.250 mg/0.035 mg)
NDA #19-697; Approved July 03, 1992

Patent Certification: V1.1, Page 0017

U.S. Patent 4,530,839 (Paragraph III): Expire on September 26, 2003
U.S. Patent 4,544,554 (Paragraph IIT): Expire on September 26, 2003
U.S. Patent 4,616,006 (Paragraph III): “Expire on September 26, 2003
U.S. Patent 4,628,051 (Paragraph III): ~ Expire on September 26, 2003

Exclusivity: None
PHARMACOL. CATEGORY: Contraceptive
DOSAGE FORM: Tablets

STRENGTH/POTENCY: 0.180 mg/0.035 mg, 0.215 mg/0.035 mg and 0.250 mg/0.035 mg
(28-Day Regimen)

ROUTE OF ADMINISTRATION: Ogal
RY/OTCDISPENSED: _x_Rx __ OTC

SPOTS (SPECIAL PRODUCTS ON-LINE TRACKING SYSTEM):

SPOTS product — Form Completed

X __ Not a SPOTS product

CHEMICAL NAME, STRUCTURAL F ORMULA, MOLECULAR F ORMULA,
MOLECULAR WEIGHT: '

Norgestimate: 18, 19-Dinor- 17-pregn-4-en-20—yn—3-one, 17-(acetyloxy)-13-ethyl-, oxime, (170) -
(+)-. C23H31NOs, Molecular Weight: 369.51, USP

Page 4 of 40



Chemistry Review Data Sheet

Ethinyl Estradiol: 19-Norpregna-1, 3, 5(10)-trien-20-yne-3, 17-diol, (17a) - C3pH404. 296.40. 57-

36-6. USP

17. RELATED/SUPPORTING DOCUMENTS:

A. DMFs:
DMF | TYPE | HOLDER ITEM CODE' [ STATUS’ | DATE REVIEW | COMMENTS
# REFERENCED COMPLETED

I 1 Inadequate 04-07-2004 Reviewed by this
= ‘ reviewer

I 3 Adequate 07-18-2003 Reviewed
" ' ’ previously

m 4 N/A - -
- i} . 4 N/A 3 N

! Action codes for DMF Table:

1 - DMF Reviewed.

Other codes indicate why the DMF was not reviewed, as follows:
2 -Type 1 DMF

3 —Reviewed previously and no revision since last review

4 — Sufficient information in application

5 ~ Authority to reference not granted

6 — DMF not available

7 — Other (explain under "Comments")

Page 5 0f 40




2 Adequaté, Inadequate, or N/A

be reviewed)

Chemistry Review Data Sheet

B. Other Documents: N/A

(There is enough data in the application, therefore the DMF did not need to

DOCUMENT APPLICATION NUMBER DESCRIPTION

18. STATUS:
CONSULTS/ CMC RECOMMENDATION DATE REVIEWER

RELATED

REVIEWS
Microbiology N/A
EES Acceptable 2-4-2004
Methods Validation Pending - N.B.Takiar
Labeling _| Pending
Bioequivalence Acceptable 8-18-03 P. Nwakama
EA Satisfactory (See #35) - N.B.Takiar
Radiopharmaceutical | N/A '

19. ORDER OF REVIEW

The application submission(s) covered b

_ X Yes

| APPEARS THIS WAY

Page 6 of 40
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Chemistry Assessment Section

The Chemistry Review for ANDA 76-626

The Executive Summary

Review: #2

DMF for Drug Substance/Holder: #
#

Product: Norgestimate and Ethinyl Estradiol Tablets (28), 0.180 mg/0.035 mg, 0.215 mg/0.035

mg, and 0.250 mg/0.035 mg)

Firm: Watson Laboratories Inc.

Recommendations

A, Recommendation and Conclusion on Approvability
Not Approvable, MINOR will issue '

B. Recommendation on Phase 4 (Post-Marketing) Commitments, Agreements, and/or
’ Risk Management Steps, if Approvable
N/A

Summary of Chemistry Assessments

A. Description of the Drug Product(s) and Drug Substance(s)
Drug Product: Norgestimate and Ethinyl Estradiol Tablets are non-sterile and non-
compendial drug product intended solely for oral administration. The combination oral
contraceptives act by the suppression of gonadotropins. The primary mechanism of this
action is inhibition of ovulation. The proposed drug product is Norgestimate and Ethinyl
Estradiol Tablets (28), 0.180 mg/0.035 mg, 0.215 mg/0.035 mg, and 0.250 mg/0.035 mg,
The Reference Listed Drug is Ortho-Tri Cyclen® (NDA# 19-697) approved for Ortho-
MecNeil Pharmaceutical, Inc. The product will be packaged in a container/closure system
consists of blisters, (28) to be administered orally.

Drug Substance: The active ingredients for this product are Norgestimate and Ethinyl
Estradiol, USP. Norgestimate USP is white or almost white fine crystalline powder with
the following chemical name/formula/MW: 18, 19-Dinor- 17-pregn-4-en-20-yn-3-one, 17-
(acetyloxy)-13-ethyl-, oxime, (17a) - (+)-. C23H3;NO3, 369.51. It is sparingly soluble in
ethanol and freely soluble in chloroform. In addition to current USP tests and
specifications, the firm will test for particle size. The key physicochemical properties that
influence batch-to-batch reproducibility are specific rotation, residual solvents, particle
size, and chromatographic purity.

Page 7 of 40
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Chemistry Assessment Section

Method Validation: Both Norgestimate and Ethinyl Estradiol drug substance are
compendial items. Request to evaluate firm’s DP methods was submitted on April 21,
2004. Firm’s in-house analytical methods and the corresponding validation data was
reviewed and found satisfactory.

B. Description of How the Drug Product is Intended to be Used
Norgestimate and Ethinyl Estradiol Tablets, 0.180 mg/0.035 mg, 0.215 mg/0.035 mg, and
0.250 mg/0.035 mg, are intended for oral administration.

C. Basis for Approvability or Not-Approval Recommendation
This application is not approvable (CMC including DMF # . is
currently deficient. MV and labeling are pending). '

II1. Administrative

A. Reviewer’s Signature

Mo~ 2 /@Jw"l_

B. Endorsements:

HFD-623/N.B.Takiar/4-8-04; Revised on 4-15-04
HFD-623/D.S.Gill, Ph.D., TL/

HFD-617/S.Park, PM/
VAFIRMSNZ\WATSON\LTRS&REV\76626.RV2.doc
F/T by: EW 4/20/04

C. cc: ANDA 76-626
Division File
DUP Jacket
Field Copy
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Chemistry Assessment Section

cc:  ANDA 76-626
Division File
Field Copy
Endorsements:
HFD-623/N Takiar/4-8-04; Revised on 4-15-04 A+ Talloe 4[24 oy
HFD-623/D.Gill, Ph.D., TL/4-16-04 DS&il Ur20t
HFD-617/S Park, PM/4-19-04 (15 yjslsy

V:\FIRMSNZ\WATSON\LTRS&REV\76626.RV2.doc
F/T by: EW 4-20-04

TYPE OF LETTER: NOT APPROVABLE - MINOR

APPEARS THIS WAY
ON ORIGINAL
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Chemistry Review Data Sheet

ANDA 76-626

Norgestimate and Ethinyl Estradiol Tablets,
0.180 mg/0.035 mg, 0.215 mg/0.035 mg, and 0.250 mg/0.035 mg
(28-day regimen)

Watson -Laboratories, Inc.

Neeru B. Takiar ,
Office of Gener_ic Drugs, Division of Chemistry ITI
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Chemistry Review Data Sheet

1. ANDA 76-626

2. REVIEW #: 3

3. REVIEW DATE: July 26, 2006 REVISION DATE:
4. REVIEWER: Neeru B. Takiar

5. PREVIOUS DOCUMENTS:

Previous Documents Document Date
Original ’ “ December 30, 2002
New Correspondence (Minor Amendment) January 28, 2003
Telephone Amendment February 24, 2003
New Correspondence (Bio) May 15, 2003

New Correspondence : June 30, 2003

New Correspondence (Minor Amendment) July 31, 2003

Bio Telephone Amendment August 4, 2003

Minor Amendment November 6, 2003

6. SUBMISSION(S) BEING REVIEWED:

Submission(s) Reviewed _ : Document Date
Minor Amendment . February 24, 2006

7. NAME & ADDRESS OF APPLICANT:'.

Name: Watson Laboratories, Inc.

Address: 311 Bonnie Circle
Corona, CA 92880
Representative: Janie M. Gwinn

Telephone: (951)-493-4543
Fax: (951)-493-4581

8. DRUG PRODUCT NAME/ CODE/TYPE:
a) Proprietary Name: N/A
Non-Proprietary Name (USAN): Norgestimate and Ethinyl Estradiol Tablets
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Chemistry Review Data Sheet

9. LEGAL BASIS FOR SUBMISSION:

10.
11.

12.

13.
14.
15.

16.

- Innovator Product: OrthoTri-Cyclen®
Innovator Company: Ortho-McNeil Pharmaceutical, Inc.
: (Norgestimate and ethinyl estradiol tablets; Oral-28, 0.180 mg/0.035 mg,
0.215 mg/0.035 mg, and 0.250 mg/0.035 mg)
NDA #19-697; Approved July 03, 1992

Patent Certification: V1.1, Page 0017

U.S. Patent 4,530,839 (Paragraph D). Expired on September 26, 2003
U.S. Patent 4,544,554 (Paragraph III): Expired on September 26, 2003
- U.S. Patent 4,616,006 (Paragraph III): Expired on September 26, 2003

U.S. Patent 4,628,051 (Paragraph III): Expired on September 26, 2003
Exclusivity: None | | |
PHARMACOL. CATEGORY: Contraceptive
DOSAGE FORM: Tablets

STRENGTH/POTENCY: 0.180 mg/0.035 mg, 0.215 mg/0.035 mg and 0.250 mg/0.035 Iﬁg
(28-Day Regimen) o

ROUTE OF ADMINISTRATION: Oral
Rx/OTC DISPENSED: X Rx OTC

SPOTS (SPECIAL PRODUCTS ON-LINE TRACKING SYSTEM):
_SPOTS product — Form Completed |

X Not a SPOTS product

CHEMICAL NAME, STRUCTURAL FORMULA, MOLECULAR F ORMULA,

MOLECULAR WEIGHT: _ ’
Norgestimate: 18, 19-Dinor- 17-pregn-4-en-20-yn-3-one, 17-(acetyloxy)-13-ethyl-, oxime, (17a) -
(+)-. Ca3H3;NO3, Molecular Weight: 369.51, USP ,
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Chemistry Review Data Sheet

Ethinyl Estradiol: 19-Norpregna—1 3, 5(10)-trien-20-yne-3, 17-diol, (170) - C2oHz40,. 296.40. 57-

36-6. USP

17. RELATED/SUPPORTING DOCUMENTS:

A. DMFs:
DMF | TYPE | HOLDER ITEM CODE' | STATUS’ | DATE REVIEW COMMENTS
# REFERENCED COMPLETED
II 1 Adequate 07/26/2006 Reviewed by this
reviewer
II 3 Adequate 02/13/2006 Reviewed
' previously
I 4 N/A - -
111 \ J4 N/A - -

! Action codes for DMF Table:

1 — DMF Reviewed.

Other codes indicate why the DMF was not reviewed, as follows:

2 -Type 1 DMF

3 —Reviewed previously and no revision since last review
4 — Sufficient information in application
5 — Authority to reference not granted

6 — DMF not available

7 Other (explain under "Comments")
2 Adequate, Inadequate, or N/A (There is enough data in the application, therefore the DMF did not need to

be reviewed)
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. Chemistry Review Data Sheet

B. Other Documents: N/A

DOCUMENT APPLICATION NUMBER DESCRIPTION

18. STATUS:
CONSULTS/ CMC RECOMMENDATION DATE REVIEWER
RELATED REVIEWS :

Microbiology N/A ,
EES ] Ponding~ A} o p bl ol7loe | S FAdau.s
Methods Validation N/A (non-complex DP) _
Labeling . Acceptable 9/22/04 PBirch
Bioequivalence Acceptable 8/18/03 PNwakama
EA ‘ Satisfactory (See #35) - NTakiar
Radiopharmaceutical N/A

19. ORDER OF REVIEW

The application submission(s) covered by this review was taken in the date order of receipt.
_ X _Yes No  Ifno, explain reason(s) below:
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Chemistry Assessment Section

The Chemistry Review for ANDA 76-626

The Executive Summary

I

Review: #3

DMEF for Drug Substance/Holder: #

#

Product: Norgestimate and Ethinyl Estradiol Tablets (28), 0.180 mg/0.035 mg, 0.215 mg/0.035
mg, and 0.250 mg/0.035 mg)
Firm: Watson Laboratories Inc.

Recommendations

A.

Recommendation and Conclusion on Approvability
Approvable '

Recommendation on Phase 4 (Post-Marketing) Commitments, Agreements, and/or
Risk Management Steps, if Approvable
N/A :

- Summary of Chemistry Assessments

A. Description of the Drug Product(s) and Drug Substance(s)

Drug Product: Norgestimate and Ethinyl Estradiol Tablets are non-sterile and non-
compendial drug product intended solely for oral administration. The combination oral
-contraceptives act by the suppression of gonadotropins. The primary mechanism of this
action is inhibition of ovulation. The proposed drug product is Norgestimate and Ethinyl
Estradiol Tablets (28), 0.180 mg/0.035 mg, 0.215 mg/0.035 mg, and 0.250 mg/0.035 mg.
The Reference Listed Drug is Ortho-Tri Cyclen® (NDA# 19-697) approved for Ortho-
McNeil Pharmaceutical, Inc. The product will be packaged in a container/closure system
consists of blisters, (28) to be administered orally. '

‘Drug Substance: The active ingredients for this product are Norgestimate and Ethinyl
Estradiol, USP. Norgestimate USP is white or almost white fine crystalline powder with
the following chemical name/formula/MW: 18, 19-Dinor- 17-pregn-4-en-20-yn-3-one, 17-
(acetyloxy)-13-ethyl-, oxime, (17a) - (+)-. C23H3,NO;. 369.51. It is sparingly soluble in
ethanol and freely soluble in chloroform. In addition to current USP tests and :
specifications, the firm tests the DS for particle size. The key physicochemical properties
that influence batch-to-batch reproducibility are specific rotation, residual solvents, particle
size, and chromatographic purity.
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Chemistry Assessment Section

Method Validation: Both Norgestimate and Ethinyl Estradiol drug substance are

compendial items. Firm’s in-house analytical methods and the corresponding validation
data was reviewed and found satisfactory.

B. Description of How the Drug Product is Intended to be Used
Norgestimate and Ethinyl Estradiol Tablets, 0.180 mg/0.035 mg, 0.215 mg/O 035 mg, and

0.250 mg/0.035 mg, are intended for oral administration.

C. Basis for Approvability or Not-Approval Recommendation
The CMC for this application is approvable.

APPEARS THIS WAY
ON ORIGJPML
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Chemistry Assessment Section

cc: ANDA 76-626
Division File
Field Copy

Endorsements:

HFD-630/NTakiar/7/26/06 V. Tl 726 / 06
HFD-630/HKhorshidi/ 4-¥leonshd-  F|28[06

HFD-617/JSkanchy/ ?W(/@ }elo 6
V:\FIRMSNZ\WATSON\LTRY&REV\76626R03.doc

F/T by:

TYPE OF LETTER: APPROVABLE
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CENTER FOR DRUG EVALUATION AND RESEARCH

APPLI C/ll TION NUMBER:
ANDA 76-626

BIOEQUIVALENCE REVIEW(S)



DIVISION OF BIOEQUIVALENCE REVIEW

ANDA No. 76626

Drug Product Name Norgestimate and Ethinyl Estradiol Tablets

Strength 0.180 mg/0.035 mg, 0.215 mg/0.035 mg and 0.250 mg/0.035 mg
Applicant Name Watson Laboratories, Inc.

Address 311 Bonnie Circle, Corona, California 92880

Submission Date(s)  December 30, 2002

Amendment Date(s) July 30, 2003 (Telephone Amendment)

Reviewer Patrick Nwakama
First Generic No
File Location V:\firmsNZ\W atson\ltrs &rev\76626SDW.1202.doc

I. Executive Summary

This submission consisted of one fasting bioequivalence (BE) study on the Ethinyl
Estradiol / Norgestimate 0.035 mg / 0.250 mg strength, two biowaiver requests (0.035 mg
/0.215 mg and 0.035 mg / 0.180 mg) and dissolution data on all the three strengths. The
BE study is a two-way, crossover studies in healthy females (n = 35). Since
norgestimate is not optimally quantifiable, the DBE accepts the measurement of its
primary metabolite, 17-deacetylnorgestimate. Statistical analyses of the plasma
concentration data for Ethinyl Estradiol and 17-deacetylnorgestimate demonstrate
bioequivalence. Ethinyl Estradiol results are (point estimate, 90% CI): LAUCT of 0.93,
892 — 96.5%; LAUCI 092, 89.5 — 94.7%; and LCmax 091, 86.7 — 99.4%.
Deacetylnorgestimate results are (point estimate, 90% CI): LAUCT of 0.95, 89.9 -
99.8%: LAUCI 0.95, 90.6 — 100.3%; and LCmax 1.03, 98.5 - 108.5%. The product
meets the FDA dissolution specifications. The waiver requests for Ethinyl Estradiol /
Norgestimate 0.035 mg / 0.215 mg and 0.035 mg / 0.180 mg strengths are granted. The
application is acceptable with no deficiencies.

THIS SPACE IS LEFT BLANK INTENTIONALLY
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IIL.Submission Summary

A. Drug Product Information

Test Product Norgestimate and Ethinyl Estradiol Tablets
Reference Product Ortho Tri-Cyclen®
RLD Manufacturer Ortho McNeil Pharmaceuticals, Inc.

NDA No. 019697
RLD Approval Date July 3, 1992
Indication Oral Contraceptive and Treatment of Acne Vul garis

B. PK/PD Information

Bioavailability
Food Effect

Tmax

Metabolism
Excretion
Half-life

Relevant OGD or DBE
History

60% (norgestimate) and 40 - 83% (ethinyl estradiol)
None and no fed BE study necessary.

2 hours (norgestimate) and 3 hours(ethinyl estradiol)
GI tract and/or hepatic [ethinyl estradiol to 2-hydroxy
ethinyl estradiol and norgestimate to levonorgestrel,
17-deacetyl norgestimate and 3-keto norgestimate.
Fecal and renal

37 hours (17-deacetyl norgestimate) and 26 hours
(ethinyl estradiol).

September 23, 1998 — Barr inquired about the FDA BE
requirements for Norgestimate-Ethinyl Estradiol Tablets.
The OGD recommended: 1) a single dose fasting BE
study and 2) norgestimate (if detectable), 17-deacetyl
norgestimate, norgestrel and ethinyl estradiol should be
analyzed.

April 9, 1999 — Barr asked if it could measure
levonorgestrel in lieu of norgestrel and the OGD
accepted.

In three separate control documents (
= 00-1333, Duramed, 3/8/2000;
i on BE requirements for Ethinyl Estradiol/
norgestimate, the firms were advised to analyze only
ethinyl estradiol and norgestimate and to conduct BE
only under fasting conditions since no food effect is
mentioned in the innovator’s labeling.

March 16, 2000 - Barr submitted an ANDA #75804
for its Ethinyl Estradiol / N orgestimate Tablets, 0.035 mg
/0.25 mg with three measured analytes (Ethinyl
estradiol, levonorgestrel and desacetylnorgestimate).



Relevant OGD or DBE
History (continued)

Agency Guidance
Drug Specific Issues (if
any)

Two tablets of combination drug were given as the study
dose (0.5 mg Norgestimate). N orgestimate was found
undetectable in this BE study. Levonorgestrel was
quantitated with an elimination half-life of about 50
hours. Therefore, levonorgestrel’s AUC was truncated
to 72 hours according to the general BA/BE guidance.

February 24,2001 -  In response to — ’s inquiry
on BE requirements for Ethinyl Estradiol /
Norgestimate Tablets, the OGD asked the firm to
measure ethinyl estradiol, and 17-deacetyl norgestimate.

f

December 27, 2001 - Andrx submitted a similar ANDA
#76-334 for Ethinyl Estradiol / N orgestimate Tablets,
0.035 mg/0.25 mg. Norgestimate, norgestrel and 17-
deacetyl norgestimate were measured but only 17-
deacetyl norgestimate data were statistically analyzed
and used for BE evaluation of norgestimate component.

December 30, 2002 - Watson submitted a similar
ANDA #76-626 for Ethinyl Estradiol / Norgestimate
Tablets, 0.035 mg / 0.25 mg. Only 17-deacetyl
norgestimate and Ethinyl Estradiol were measured and
statistically analyzed for BE evaluation.

None '

Norgestimate is a pro-drug and it undergoes extensive
first pass metabolism to levonorgestrel, 17-deacetyl
norgestimate and 3-keto norgestimate. Only 17-deacetyl
norgestimate significantly contributes to norgestimate’s
pharmacological activity. Norgestimate is rapidly
cleared from the plasma, with undetectable levels only 5
hours after dosing. Levonorgestrel and 17-deacetyl
norgestimate are quantifiable and have been measured as
analytes in PK studies.

Ethinyl estradiol shows high variability in bioavailability.
It has intra-subject variability (CV%) of 20 — 26% and

12 — 25% for Cmax and AUC, respectively. Peak plasma
levels are attained within 3 hours but another Tmax may
occur at about 12 hours since it extensively undergoes
enterohepatic recycling.



C. Contents of Submission

Study Types Yes/No? How many?
Single-dose fasting Yes 1
Single-dose fed No
Steady-state No
In vitro dissolution Yes 3
Waiver requests Yes 2
BCS Waivers No
Vasoconstrictor Studies No
Clinical Endpoints No
Failed Studies No
Amendments No
D. Pre-Study Bioanalytical Method Validation
Parent Parent Metabolite

Analyte name Ethinyl Estradiol Norgestimate Deacetylnorgestimate
Internal Standard D, - Ethinyl Norethindrone Norethindrone

Estradiol Acetate Oxime Oxime
Method description —_—
QC range 6.00to 375 pg/mL | 60 to 1875 pg/mL | 60 to 1875 pg/mL.
Standard curve range 2.00 t0 500.0 pg/mL| 20 to 2500 pg/mL 20 to 2500 pg/mL
Limit of quantitation 2.00 pg/mL 20.0 pg/mL 20.0. pg/mL
Average recovery of Drug (%) 67% 97% 97%
Average Recovery of Int. Std (%) 61% 121% 102%
Intraday precision range (% CV). 1.6t08.2% 5.6108.5% 1.1t6 5.9%
Intraday accuracy range (%) 97.5t0 100.4% 92.01t096.1% 95.2 to0 101.3%
Interday precision range (% CV) 7.21010.7% 8.6 t0 10.2% 4.5108.6%
Interday accuracy range (%) 103.3 10 104.7% 96.2 10 99.7% 99.2 t0 102.0%
Bench-top stability (hrs) 48 hours 18 hours 18 hours
Stock stability (days) N/A N/A N/A
Processed stability (hrs) 121 hours 51 hours 51 hours
Freeze-thaw stability (cycles) 6 cycles 6 cycles 6 cycles
Long-term storage stability (days) 357 days 84 days 84 days
Dilution integrity 2 to 10- fold 2 to 10- fold 2 to 10-fold
Specificity Yes Yes Yes
SOPs submitted Yes Yes Yes
Bioanalytical method is acceptable Yes Yes Yes
20% Chromatograms included (Y/N) Yes Yes Yes
Random Selection of Serial Chrom Yes Yes Yes




E. In Vivo Study

1. Single-dose Fasting Bioequivalence Study

: Study Summary
Study No. R02-123
Study Design Randomized, single dose, two-way crossover
study under fasting conditions.
No. of subjects enrolled 36
No. of subjects completing 35
No. of subjects analyzed 35

Subjects (Normal/Patients?) Normal

Sex(es) included (how many?) | Male: 0 Female: 36

Test product Ethinyl Estradiol / Norgestimate Tablets
Reference product Ortho Tri-Cyclen® Tablets

Strength tested 0.250 mg / 0.035 mg

‘Dose 2x0.250 mg/0.035 mg

Summary of Statistical Analysis Additional Information in Appendix, Table 7 and

Table 8
Ethinyl Estradiol

Parameter ‘ Point Estimate 90% Confidence Interval
AUCo-t _ 0.93 89.2 - 96.5
AUCow : 0.92 89.5-947
Cmax 0.91 86.7-99.4

17-deacetylnorgestimate

Parameter Point Estimate 90% Confidence Interval
AUCo-t 0.95 89.9-99.8
AUCwo 0.95 90.6 - 100.3
Cmax 0.95 90.6 - 100.3

Reanalysis of Study Samples
Additional information in Appendix, Table 6

Number of
recalculated values
used after reanalysis

Number of samples
reanalyzed

Reason why assay was repeated Actual | % of total | Actual | % of total

number assays number assays

T R T | R | T R T R

N/A (no PK repeats)

Total




Did use of recalculated plasma concentration data change study outcome?

There were five samples reassayed (1 for ethiny! estradiol, 1 for norgestimate, 1 for
deacetylnorgestimate and 2 for norgestimate/deacetylnorgestimate) as per MDSPS SOP
53.01.002 with the original values reported as the final results.

Comments on Fasting Study: The fasting study is acceptable.

F. Formulation

Location in appendix Section B, Page 18
Inactive ingredients within IIG Limits (yes or no) Yes

If no, list ingredients outside of limits N/A

If a tablet, is the product scored? (yes or no) No

If yes, which strengths are scored? N/A

Is scoring of RLD the same as test? (yes or no) N/A

Formulation is acceptable (yes or no) Yes

If not acceptable, why? N/A

G. In Vitro Dissolution

Source of Method (USP, FDA or Firm) FDA

Medium 0.05% Polysorbate (Tween 20)
Volume (mL) * 600 mL
USP Apparatus type Paddle
Rotation (rpm) 75 rpm
Firm’s proposed specifications % (Q) in 30 min
FDA-recommended specifications — 7 (Q) in 30 min (OGD), — % (Q) in 20
« min (NDA)
F2 metric calculated (yes or no) N/A
_If no, reason why F2 not calculated Rapidly dissolving
Method is acceptable (yes or no) Yes

F2 metric, other strengths compared to biostudy strength

Low strength | Highest strength | F2 metric for test | F2 metric for RLD

N/A (rapidly dissolving)

F2 metric, test compared to reference

Strength | F2 metric

N/A (rapidly dissolving)




H. Waiver Request(s)

Strengths for which waivers requested 0.180 mg/0.035 mg and 0.215 mg
/0.035

Regulation cited 21 CFR 320.22 (d)(2)

Proportional to strength tested in vivo (yes orno) Yes

Dissolution is acceptable (yes or.no) Yes

Waiver granted (yes or no) Yes

L Deﬁciency Comments
None
J. Recommendations

L. The in vivo bioequivalence study conducted under fasting conditions by Watson
Laboratories, Inc. on its Ethinyl Estradiol / Norgestimate tablets, 0.035 mg /0.250
mg, lot # F1122A001, comparing it to the reference product, Ortho Tri-Cyclen®
tablets, 0.035 mg / 0.250 mg, lot # 21N241, manufactured by Ortho McNeil
Pharmaceuticals, is acceptable to the Division of Bioequivalence. The study
demonstrates that Watson’s Ethinyl Estradiol / Norgestimate tablets, 0.035 mg /
0.250 mg, is bioequivalent to the reference product, Ortho Tri-Cyclen® tablets,
0.035 mg / 0.250 mg, manufactured by Ortho McNeil Pharmaceuticals.

2. The dissolution testing conducted by the firm on its Ethinyl Estradiol /
Norgestimate tablets, 0.035 mg / 0.250 mg, 0.035 mg / 0.215 mg, 0.035 mg /
0.180 mg tablets are acceptable. The formulations for the .035 mg / 0.215 mg
and 0.035 mg / 0.180 mg tablets are proportionally similar to the 0.035 mg/0.250
mg tablet which underwent acceptable bioequivalency testing. The waivers of
the in vivo bioequivalence study requirements for 0.035 mg /0.215 mg and 0.035
mg / 0.180 mg tablets of the test product are granted. The 0.035 mg/0.215 mg
and 0.035 mg / 0.180 mg tablets are therefore deemed bioequivalent to Ortho Tri-
Cyclen® 0.035 mg / 0.215 mg and 0.035 mg / 0.180 mg tablets, respectively,
manufactured by Ortho McNeil Pharmaceuticals. '

3. The dissolution testing (FDA “interim” method) should be incorporated into the
firm’s manufacturing controls and stability programs. The dissolution testing
should be conducted in 600 mL, 0.05% Tween 20 using Apparatus II (paddle) at
75 rpm. The test products should meet the following specifications: NLT =~ %
(Q) in 20 minutes



From bioequivalence point of view, the firm has met the requirements for in vivo
bioequivalence and in vitro dissolution testing and the application is acceptable.

Patrick Nwakama, Pharm.D., Branch I]I Date
o
& w%ﬂ%d% AN

RT: Gur Jai Pal Singh, PY.D., Branc Date

Jd‘c Dale P. Conner, Pharm. D. Date
Director, Division of Bioequivalence

Office of Generic Drugs
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IV. Appendix

A. Individual Study Reviews

1. Single-dose Fasting Bioequivalence Study

Study Information

Study Number PRACS R02-123

Study Title A Relative Bioavailability Study Of Ethinyl Estradiol /
Norgestimate Tablets Under Fasting Conditions

Clinical Site ——

Principal Investigator , Pharm.D.

Study/Dosing Dates Period I. September 21 — 25, 2002; Period II: October 19 — 23,
2002

Analytical Site ‘ . -

Analytical Director - ., B.S. ,

'| Analysis Dates October 30 — November 20, 2002 (Ethinyl Estradiol) an

October 30 - December 2, 2002 (Norgestimate /
deacetylnorgestimate).

Storage Period

60 days (Ethinyl Estradiol) and 72 days (Norgestimate /
deacetylnorgestimate).

Treatment ID
Test or Reference
Product Name

Manufacturer
Batch/Lot No.
Manufacture Date
Expiration Date
Strength

Dosage Form

Batch Size
Production Batch Size
Potency

Content Uniformity
Formulation

Dose Administered
Route of Administration

A B
Test " Reference
Norgestimate and Ethinyl Ortho Tri-Cyclen®
Estradiol Tablets
Watson Laboratories, Inc. Ortho-McNeil
F1122A001 2IN241
AL 2002 N/A
05/04 12/03
0.250 mg / 0.035 mg 0.250 mg/ 0.035 mg
Tablet Tablet :
: N/A '
N/A N/A :
- 97.2% (Norgestimate); 98.3%(Norgestimate);
98.8% (Ethinyl Estradiol) 99.6% (Ethinyl Estradiol)
98.5% (RSD 1.5%) - N/A ‘

Norgestimate; 98.8% (RSD
1.1%) ~ Ethinyl Estradiol
See Appendix Section B

2 x0.250 mg / 0.035 mg
Orallyt

10




No. of Sequences 2
No. of Periods 2
No. of Treatments 2
No. of Groups 1
Washout Period 28 days
Randomization Scheme AB: 2,3,5,6,8,10,11,12,13,17,19,22,25,26,28,31,34,35
' BA:1,4,79,14,15,16,18,20,21,23,24,27,29,30,32,33,36
Blood Sampling Times 0,0.5,0.75,1,1.25,1.5,2,2.5,3,4,6,10,14,24,36,48,72, and
96 hours.

Blood Volume Collected/Sample 7 mL
Blood Sample Processing/Storage - 20°C

IRB Approval Yes

Informed Consent Yes

Subjects Demographics See Table 1

Length of Fasting 10 hours

Length of Confinement 34 hours

Safety Monitoring Subjects were monitored throughout the confinement

portion of the study. Vital signs were taken prior to
dosing and as scheduled post-dosing.

Table 1 Demographics of Study Subjects

. Age Groups Gender Race
Age Weight Range| % Sex % Category %0
<18 Caucasian  [97.3
Mean [22.1 Mean [64.2 18-40 |100 [Male Afr. Amer.
SD 4.1 SD |8.6 41-64 Female |100 Hispanic
Range |[19 — 35 |Range |149.9 — 86.7(65-75 Asian
>75 Others 2.7
Study Results

Table 2 Dropout Information

Subject No 11

Reason (+) pregnancy test
- Period I (check in)
Replacement  No

Table 3 Study Adverse Events

Comments: (on adverse events)
Forty-two (42) adverse events were reported by 53% of the subjects with the reference -

outnumbering the test by 2:1 ratio. The events were mild in severity and most
commonly headache, nausea, vomiting and dizziness.

11



Table 4 Protocol Deviations

Comments: (protocol deviations)

Thirty (30) blood sampling delays (< 10 min) and 8 “no sample” cases were reported.
Actual sampling times were used in analyses and the integrity of the study was not

compromised.

Table 5 Assay Validation — Within Study

Ethinyl Estradiol | Norgestimate Deacetyl
‘ , Norgestimate

QC Conc. (pg/mL) 6 — 375 pg/mL| 60 — 1875 pg/mL | 60— 1875 pg/mL
Inter day Precision (% CV) 5.10-7.40%| 7.24-8.82% 5.03 -8.81%
Inter day Accuracy (%) 99.3 -103.7| 95.6— 96.2% 96.4 —98.8
Cal. Standards Conc. (pg/mL)| 2 -500 pg/mL | 20 —2500 pg/mL [ 20 — 2500 pg/mL
Inter day Precision (% CV) 248 —7.26 - 2.30-7.39 34-99
Inter day Accuracy (%) 96.4 —1.32 98.9-102.6 98.7 — 100.9
Linearity Range (R” values) 0.9971 0.9988 0.9982

Chromatograms: Any interfering peaks? None

Table 6 SOP’s dealing with analytical repeats of study samples

SOP No.

Date of SOP

SOP Title

- SOP 53.01.002

September 23, 2002

Reporting of Data Generated from
the Analysis of Biological Matrices

Comments on repeat assays:

The final values reported were as per

the outcome of the repeat assays.

: SOP 53.01.002. The reviewer agrees with

Comments on Within-Study Validation: The within-study validation is complete.

Conclusion: Analytical method is acceptable.
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Table 7 Arithmetic Mean Pharmacokinetic Parameters

Mean Ethinyl Estradiol plasma concentrations are presented in Table 10 and Figure 1

Ethinyl Estradiol

. Test Reference

Parameter Units NMeoan BCV Moan % CV T/R
AUCo-t pg*hr/mL 1847.31 26.6 1986.39 25.97 0.93
AUCwo pg*hr/mL 1892.82 25.04 2045.48 24.42 0.92
Cmax pg/mL 209.54 26.72 229.98 23.26 0.91
Tmax hr -~ 1.28 32.04 1.46 41.20 0.88
T12 hr 15.95 23.3 15.85 22.36 1.01
Kel hr ! 0.046 23.92 0.05 23.82 0.92

Mean 17-deacetylnorgestimate plasma concentrations are presented in Table 10 and

Figure 1
17-deacetylnorgestimate
. Test Reference

Parameter | Units Mean | %CV | Mean | % CV TR
AUCo-t pg*hr/mL 29569.66 22.13 31181.69 22.45 0.95
AUCo pg*hr/mL 31066.47 22.23 32527.65 21.22 0.95
Cmax pg/mL 3504.19 20.42 3398.32 20.29 1.03
Tmax hr 1.40 43.35 1.68 41.30 0.83
Ti12 hr 23.87 22.95 24.60 23.95 0.97
Kel hr ! 0.03 21.81 0.03 24.71 1.00

Table 8 Least Square Geometric Ethinyl Estradiol Means and 90% Confidence

Intervals
Parameter Test Reference T/R 90% CI1
AUCo-t 1786.30 1926.16 0.93 89.2 -96.5
AUCw 1831.64 1988.94 0.92 89.5-94.7
Cmax 203.20 223.82 0.91 86.7-994

Least Square Geometric Deacetylnorgestimate Means and 90% Confidence

Intervals

Parameter Test Reference T/R 90% CI
AUCo-t 28811.50 30412.97 0.95 890.9-99.8
AUCw» 30287.79 31761.11 0.95 90.6 - 100.3
Cmax 3432.00 3320.83 1.03 98.5-108.5
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Table 9 Additional Ethinyl Estradiol Study Information

Root mean square error, AUC0-t . [ 0.0974

Root mean square error, AUCo 0.0669

Root mean square error, Cmax 0.1137 ;
mean ratio AUC0-/AUCw T = 0.98 | R =0.97

Additional Deacetylnorgestimate Study Information

Root mean square error, AUCO-t 0.1286
Root mean square error, AUCw 0.1234
Root mean square error, Cmax _ 0.1192
mean ratio AUC)-/AUCco T =0.95 | R =0.96

Comments: (on pharmacokinetic analysis)

e kel and AUCco were determined for all subjects.

e Measurable drug concentrations at O hr: 1(subj #21, ref, Ethinyl Estradiol 1.2%
Cmax). The reviewer agrees with the firm’s decision to include subject in analysis.

e First measurable drug concentration as Cmax: None.

e Were there statistically significant sequence or period effects? No ’

e The 90% confidence intervals are within the acceptable limits of 80-125% for AUCT,
AUCI, Cmax.

e The pharmacokinetic parameters and 90% confidence intervals calculated by the
reviewer are in good agreement with firm’s calculations.

Conclusion: The single-dose fasting bioequivalence study is acceptable.

APPEARS THIS WAY
ON ORIGINAL
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Table 10 Mean Ethinyl Estradiol Plasma Concentrations, Single-Dose Fasting
Bioequivalence Study (pg/mL)

. Test (n= 35) Reference (n=35)
Time Mean Conc. % CV Mean Conc. % CV TR
0.00 0.00 - 0.08 591.61 0.00
0.50 111.31 40.33 93.63 51.56 1.19
0.75 170.36 34.83 167.79 30.76 1.01
1.00 191.99 31.54 199.72 24,95 0.96
1.25 191.92 26.36 209.78 24.13 0.91
1.50 191.78 28.66 210.79 25.58 0.91
2.00 17544 26.41 202.66 25.71 0.87
2.50 156.49 23.33 178.91 25.10 0.87
3.00 142.69 23.25 155.11 25.08 0.92
4.00 115.38 26.12 127.67 23.63 0.90.
6.00 81.40 24.81 90.58 24.63 0.90
10.00 45.30 29.32 48.45 25.27 0.93
14.00 32,16 27.33 35.43 26.61 0.91
24.00 18.27 30.96 19.75 29.57 0.92
36.00 11.60 37.19 12.19 37.57 0.95
48.00 7.09 50.19 6.83 42.38 1.04
72.00 2.46 137.77 2.63 130.62 0.93
96.00 1.24 336.35 0.73 485.19 1.70
Table 11 Mean 17-DeacetylNorgestimate Plasma Concentrations, Single-Dose Fasting
BE Study
. Test (n= 35) - Reference (n=35)
Time Mean Conc. % CV Mean Conc. % CV TR
0.00 0.00 0.00 0.00 0.00 0.00
0.50 1349.97 56.91 976.27 71.11 1.38
0.75 2530.27 43.24 1956.20 44 .43 1.29
1.00 3069.49 33.09 2516.08 - 38.71 1.22
1.25 3020.47 26.99 2760.44 37.79 1.09
1.50 2980.34 23.12 2969.05 28.00 1.00
2.00 2689.12 2241 2821.29 23.62 0.95
2.50 2300.84 26.19 2459.78 23.91 0.93
3.00 1950.11 26.13 2141.46 27.82 0.91
4.00 1396.98 29.32 1584.69 29.02 0.88
.6.00 862.39 30.69 984.47 25.75 0.88
10.00 554.32 32.48 573.73 23.18 0.97
14.00 44274 25.59 485.63 23.80 0.91
24.00 329.76 26.23 350.21 26.76 0.94
36.00 232.82 32.32 248.54 30.19 0.94
48.00 162.69 3432 166.66 35.53 0.98
72.00 84.18 55.22 91.54 60.73 0.92
96.00 45.72 111.22 53.15 109.55 0.86
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Figure 1 Mean Ethinyl Estradiol Plasma Concentrations, Single-Dose Fasting

Bioequivalence Study

Concentration (pg/mL)

—o— Test (A)
—i— Ref (B)
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Figure 2 Mean 17-deacetylNorgestimate Plasma Concentrations, Single-Dose
Fasting Bioequivalence Study

—o—Test (A)
—a— Ref (B)

Concentration (pg/mL)

0 50 100 150
~ Time (hour)
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B. Formulation Data

Dosage Strength 0.180 mg/ 0.035 mg | 0.215 mg/ 0.035mg | 0.250 mg/0.035 mg

Ingredient mg/tab % wiw | mg/tab % wiw mg/tab To Wiw
Norgestimate 0.180 0.180 0.215 0.215 0.250 0.250
Ethinyl Estradiol, USP 0.035 0.035 0.035 0.035 0.035 0.035

Lactose Anhydrous = NF

Providone , USP
Vitamin E — ,NF
.
FD&C Yellow #6
| FD&C Yellow #10
Microcrystalline Cellulose
L_," NF

Polacrillin Potassium, NF

Magnesium Stearate, NF

Total Tablet Weight

100.00 i 100.00 | 100.00 | 100.00 [ 100.00 | 100.00

)

APPEARS THIS way
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C: Dis_solution Data
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Table 1
TEST REFERENCE
Lot No.: F1108001 Lot No.: 21N241
Strength: 0.25 mg/0.035 mg Strength: 0.25 mg/ 0.035 mg
Norgestimate
No. of Units: 12 No. of Units: 12
Time(min) | Mean Range %RSD | Mean Range %RSD
15 97.1 1.7 101.0 1.4
30 917.9 1.4 102.1 1.2
45 98.1 1.1 102.3 1.4
60 98.1 : 1.2 102.1 1.6
Ethinyl Estradiol .
Time(min) | Mean Range | %RSD | Mean Range %RSD
15 96.2 100.0 2.5
30 97.5 101.5 2.0
45 96.7 102.6 1.4
60 95.0 ‘ 101.0 1.5
TEST REFERENCE
Lot No.: F1107001 Lot No.: 2IN241
Strength: 0.215 mg/0.035 mg Strength: 0.215 mg/ 0.035 mg
. Norgestimate
No. of Units: 12 No. of Units: 12
Time(min) | Mean Range | %RSD | Mean Range 90RSD
15 95.9 1.0 95.8 1.0
30 97.2 1.1 96.0 1.2
45 96.5 0.9 95.9 1.1
60 97.1 1.5 95.3 1.3
Ethinyl Estradiol
Time(min) | Mean | Range %RSD Mean | Range %RSD
15 90.6 89.3 1.0
30 91.3 87.7 1.5
45 90.8 87.8 1.1
60 92.1 87.8 2.0




TEST

REFERENCE

Lot No.: F1106001

Lot No.: 21N241

Strength: 0.18 mg/0.035 mg

Strength: 0.18 mg / 0.035 mg

Norgestimate
No. of Units: 12 No. of Units: 12
Time(min) | Mean Range . %RSD | Mean Range %RSD
15 97.8 1.0 102.3 1.7
30 98.6 1.0 105.3 1.8
45 98.8 1.0 105.4 1.6
60 98.4 0.9 104.9 1.7
Ethinyl Estradiol
Time(min) | Mean Range %RSD | Mean Range 90RSD
15 92.4 0.9 97.4 ' 1.5
30 94.0 0.8 99.6 1.7
45 95.5 0.9 100.5 1.3
60 94.7 1.0 100.6 1.6
APPEARS THIS WAY

ON ORIGINAL
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Figure 2 Dissolution Profiles (optional)

APPEARS THIS WAY
CN ORIGINAL
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D. Consult Reviews

None

APPEARS THIS WAY
ON ORIGINAL
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F. Additional Attachments
BIOEQUIVALENCY COMMENTS TO BE PROVIDED TO THE APPLICANT
ANDA : #76-626 APPLICANT: Watson Laboratories Inc.

DRUG PRODUCT: Ethinyl Estradiol/Norgestimate tablets,
0.035 mg/0.250 mg, 0.035 mg/0.215 mg, 0.035 mg/0.180 mg

The Division of Bioequivalence has completed its review and
has no further questions at this time. . The dissolution
testing (FDA “interim” method) should be incorporated into
your manufacturing controls and stability programs. The
dissolution testing should be conducted in 600 mL, 0.05%
Tween 20 using Apparatus II (paddle) at 75 rpm. The test
products should meet the following specifications:

Not less than -~—% (Q) in 20 minutes.

Please note that the bioceguivalency comments provided in
this communication are preliminary. These comments are
subject to revision after review of the entire application,
upon consideration of the chemistry, manufacturing and
controls, microbiology, labeling, oxr other scientific or
regulatory issues. Please be advised that these reviews
may result in the need for additional biocequivalency
information and/or studies, or may result in a conclusion
that the proposed formulation is not approvable.

Sincerely, yougs,
\%‘J W.T‘

Dale P. Conner, Pharm. D.

Director

Division of Bioequivalence

Office of Generic Drugs

Center for Drug Evaluation and Research’



ol CC: ANDA #76626
’ ANDA DUPLICATE
DIVISION FILE .
HFD-651/ Bio Drug File 2 155/@0-03
HFD-658/ Reviewer P. Nwakama 62L”-
HFD-658/ Team leader GJP Singh :

V:\FIRMSNZ\Watson\ltrs&rev\766265DW1202.doc

Endorsements: (Final with Dates)
HFD-658/ Reviewer P. Nwakama

HFD-658/ Team Leader GJP Singh (242025 & — S=g

HFD-650/ S. Mazzella ‘
T C/pﬂ HFD-650/ D. Conner 5 d//mr(/f)g

BIOEQUIVALENCY - Acceptable Submission date: 12/30/02
1. Fasting Study (STF) Strength: 0.035 mg/0.250 mg
Clinical:
Analytical:
2. Dissolution Waiver (DIW) Strength: 0.035 mg/0.215 mg

Outcome: AC

:%. Dissolution Waiver (DIW) Strength: 0.035 mg/0.180 mg
Outcome: AC

Outcome Decisions: aCc - acceptable

ey
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CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
ANDA 76-626

ADMINISTRATIVE DOCUMENTS



RECORD OF TELEPHONE CONVERSATION

On this date, I contacted Watson Laboratories, Inc. (Watson) and DATE;
made reference to their ANDA 76-626 and to their submission dated - 10-30-03
July 31, 2003.

ANDA NUMBER
76-626 & 76-627

I explained to Ms. Greaves that Watson was not to respond to our
deficiency letter until Watson was notified by the DMF holder that
they have responded to the DMF deficiency. Watson's submission
dated July 31, 2003 states that the DMF holder "is in the progress of
preparing their response. " Therefore, the Agency cannot accept this
submission as an amendment. As aresult, the J uly 31, 2003
submission will be converted to a "New Correspondence," and wil]
not be reviewed.

TELECON INITIATED BY
AGENT
PrRODUCT NAME:
Norgestimate and
Ethinyl Estradiol Tablets

FIRMNAME:
At that time, Ms. Greaves informed me that Watson submitted an Watson Laboratories,
amendment to the sister application for the same drug product Inc.
(ANDA 76-627) with the same information regarding the DMF. T
informed Ms. Greaves that that amendment (also dated July 31, 2003) FIRM
will also be converted to a "New Correspondence." REPRESENTATIVES:

- \ Theresa L. Greaves,
Linstructed Ms. Greaves that once Watson is notified that the DMF Manager Regulatory

holder has responded to the DMF deficiencies, Watson can make a Affairs
submission with a copy of the DMF holder's notification and :

reference to the July 31, 2003 submissions. I also informed M, TELEPHONE NUMBER:
| Greaves that the review clock for the two ANDA's will be restarted at | 909-493-5514

that time.

FDA
Ms. Greaves acknowledged my comments. REPRESENTATIVES

Sarah Ho, Project
Manager

SIGNATURES:
S.Ho

Orig: ANDA 76-626 B
ANDA 76-627 -
Cc:  Division File
Chem. I Telecon Binder
V:\FIRMSNZ\WATSON\TELECONS\76626. 10.30.03.doc



OGD APPROVAL ROUTING SUMMARY

ANDA # /‘Q"‘é% Applicant Wﬂ/{'S%’l Ld/rd’?{ m} éS ! n< ;
Drug , bimafe aed géﬁz . %[ ¢shadiof Strength(s) 21
Tab - (? v;ﬂuj
WPPROVAL TENTATIVE APPROVAL (O SUPPLEMENTAL APPROVAL (NEW STRENGTH) O OTHER []
REVIEWER: DRAFT Package FINAL Backage
1. Martin Shimer Date 8/ Date gKAO
Chief, Reg. Support Branch E//// Initials Initials
Contains GDEA certification: Yes - No O Determ. of Involvement? Yes 0O No
(required if sub afteyf 6/1/92) Pediatric Exclusivity Systj§a
' m/ RLD = NDA# .
Patent/ExclusiviXy ferpgThcation: Yes No O Date Checked
If Para. IV Certi¥itaty did applicant Nothing Submitted D
Notify patent holfet/ older Yes O No O Written request issued g
Was applic ",days:Yes O No O Study Submitted 4

Has case b Yes O No O Date settled:
Is applicant eligiblelforf180 day

Generic Drugs Exclusivity for each strength:' Yes O
Date of latest Labeling Review/Approval Summary

Any filing status changes requiring addition Labelin Yes E///;o O

Commentsr o Tt @}\u O o M 24 7 i foonst Wéﬁ i, o
5 A ediedtd T M-l g, (1l
5 Mlan Mlz)( }h@{si)%é/ u/\:g/__/

Project Manager ﬂ&uub5 Team'z’ Date Dat&
Review Support Branch VA Initials s%g Initials

Original Rec'd date i {Al@@w /EER Status Pending OAcceptable KOAI (]
Date of EER Status b (1 {ck

Date Acceptable for Filing é [@Bo 2 I {of

Patent Certification (type) Date of Office Bio Review ¥4

Date Patent/Exclus.expired YA 4 Date of Labeling Approv. Sum 222
Citizens' Petition/Legal Case YesO No Labeling Acceptable Email Rec'd Yes O No O

(If YES, attach email from PM to CP coord Labeling Acceptable Email filed Yes O No O
First Generic Yes O No)ﬁ(Date of Sterility Assur. App. é&%

Priority Approval " Yes O No)B( Methods Val. Samples Pending Yes O No Eﬁif‘
(If yes, prepare Press Release) MV Commitment Rcd. from Firm Yes/arNo O

Acceptable Bio reviews tabbed Yes U No 0 Modified-release dosage form: Yes O NOBK’
Suitability Petition/Pediatric Waiver Interim Dissol. Specs in AP Ltr: Yes 9L£}'
Pediatric Waiver Request Accepted O Rejected OPending O

Previously reviewed and tentatively approved ' O Date

Previously reviewed and CGMP def. /NA Minor issued O Date
Comments:

David Read (PP IVs Only) Pre-MMA Language included 0O Date

OGD R gulatory Counsel, Post-MMA Language Included O - Initials '
;iijlz? ) .

Div. Dir./Deputy Dir. Date €afi(f’oé
Chemistry Div. I II OR III Inltléis

e | | cwcs«%@é 7.




REVIEWER: FINAL ACTION

5. Frank Holcombe First Generics Only Date

HUQ C;e::iizzydﬁsm) o {24bis deva ardo
Rhi6 -‘W .
- Ocho Tyl b3 468 l%W

6. Vacant Date
Deputy,Dir., ‘ \"C)}ﬁﬁ a}« nitial o
& () Jé@@ﬂq i@%ﬂ}@(ﬂd QOJ @582 L Yo
7. Peter- Rickman Date ”
Director, DLPS Inltlal

Para.IV Pagfent Cert: Yes ONo [;Pepdi c qgal

2
,

& u“

Actlo Yes DNo 0; Petition:

& |\ iveS Ao b,
T F0- 2 ~’@ “f*
{3 ‘l%btiﬁ-'\m 5{0 I )'9»
\ ORI SEq 3110/ OF).
Ogepe - ehhens velid @
8. Robert L. West &,C N 0 L!': EC«S .h‘

Deputy Director, OGD 3 mb
Para.IV Patent Cert: Y¥&sO NoX: Pendlng Legal Action:
Press Relegse Acceptable 0O

Comments: l g(‘e}
: NOOCE, \(C
«-@:&l LxCIOS tvily
W ‘G‘\E Pl .

This QNDQ S KEC@H\\M‘&@UQ &gz@m\mj

9. Gary Buehler ’ Date
Director, 0OGD : Initials
Comments: .
First Generic Approval 0O PD or Clinical for BE O Special Scientific or ReY.Issue 0O

Press Release Acceptable O

Manager, Team'\)Eth\ﬂE‘ Dat;e.ﬂli’] ,«BL

Support Branch Initials Qd
ate PETS checked for first generic drug (just prior to notification ¥o firm)
pllcant notification:
[f «Lime notified of approval by phone Y4 ime approval letter faxed
FDA tification: .
'3 | odpate e-mail message sent to "CDER-OGDAPPROVALS" distribution list.
ate Approval letter copied to \\CDS014\DRUGAPP\ directory.
Eﬂf Date Press Release emailed to CDER Liaison (M.Gonitzke)




CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
ANDA 76-626

CORRESPONDENCE



WATSON Laboratories, Inc.

A Subsidiary of Watson Pharmaceuticals, Inc.

December 30, 2002 & SQ )

Gary Buehler, Director

OGD, CDER, FDA

Metro Park North II

7500 Standish Place, Room 150
Rockville, MD 20855-2773

RE: Abbreviated New Drug Application
Norgestimate and Ethinyl Estradiol Tablets
0.180 mg/0.035 mg, 0.215 mg/0.035 mg and 0.250 mg/0.035 mg
and Placebo Tablets — 28 Count 2

Dear Mr. Buehler:

Watson Laboratories, Inc. submits herein an original Abbreviated New Drug Application
for Norgestimate and Ethinyl Estradiol Tablets, 0.180 mg/0.035 mg, 0.215 mg/0.035 mg
and 0.250 mg/0.035 mg and placebo tablets.

The drug product described above is the same as Ortho Tri-Cyclen® (norgestimate and
ethinyl estradiol tablets) 0.180 mg/0.035 mg, 0.215 mg/0.035 mg and 0.250 mg/0.035 mg
and placebo tablets manufactured by ORTHO Mc-NEIL PHARMACEUTICAL, INC.

We have submitted comparative information to indicate that our product is the same as

the reference listed drug product. This information is presented in tabular form in Section
IV, comparing active ingredient, condition of use, route of administration, dosage form,
strength, bioequivalence, and labeling for the products as supplied by Watson
Laboratories, Inc., (manufactured by Patheon, Inc. for Watson) and by ORTHO Mc-NEIL
PHARMACEUTICAL, INC. ’

Watson Laboratories, Inc. commits to resolve any issues identified in the method
validation process after approval.

In addition, Watson Laboratories, Inc. proposes that the above product be labeled and
distributed using a proprietary tradename. Therefore, the following proposed tradename be
submitted for agency evaluation and consideration:

TriNessa™

We believe the proposed proprietary name meets the requirements as set fo%(ﬁ%llvgﬁ{
201.10(c)(3). |
©G) JAN 0 2 2003

QGD / CDER

311 Bonnie Circle, Corong, CA 92880 e Tel: (800) 249-5499 « Fax: (909) 270-1096 » Website: www.watsonpharm.com
V:\Regulatory Affairs\ANDAs-Corona M-P\Norgestimate EE\ANDAs\Tricyclen\CL._NRG_EE _.doc



Norgestimate and Ethinyl Estradiol

0.180 mg/0.035 mg, 0.215 mg/0.035 mg, 0.250 mg/0.035 mg
ANDA, December 30, 2002

Page 2 of 2

Upon acceptance by the FDA of the proprietary tradename, we will update this.
application with the following revised documents bearing the new tradename:

1. Compression batch records reflecting the proprietary tradename.

2. Specification and Analytical Release Forms to reflect any new information. -

3. Final printed labeling to include the package insert, carton label and blister pack
label reflecting the proprietary tradename.

Please note that due to the concerns over the proprietary nature of the bioassay method,
the CRO has chosen to forward the bioassay method associated with this application to
OGD under separate cover once the ANDA # is assigned to this application.

We have enclosed one (1) archival and one (1) review copy. As required, two (2)
additional separately bound copies of the analytical methods and descriptive information
needed to perform the tests on the samples (both the bulk active ingredient and finished
dosage form) are included as one of the volumes of the archival copy of this ANDA.

The number of volumes in the archival, review, and field copies of the ANDA are as
follows:

Blue Archival Copy - 8 volumes
Orange Review Copy - 5 volumes
Red Review Copy - 3 volumes

Burgundy Field Copy - 3 volumes

In accordance with 21 CFR 314.94(d)(5), one (1) field copy of the application will be
forwarded to Peter Rickman, Acting Director, Division of Labeling and Program Support
as requested in his communication with Watson on November 6, 2002. OGD will forward
the field copy to the International Group at FDA. Watson Laboratories, Inc. certifies that
the Field Copy is a true copy of the technical section contained in the archival and review
copy of this application.

We trust the information submitted is sufficient for this Abbreviated New Drug Application
to be evaluated. Please contact me by phone at (909) 493-5475 or by fax at (909) 493-5806
if you have any questions or if I can assist you with the review of this application.

Sincerely,

sl g
Margaret Choy, BSc., RAC
Director

Regulatory Affairs

MClig

V:Regulatory Affairs\ANDAs-Corona M-P\Norgestimate EF\ANDAs\Tricyclen\CL. NRG_EE_.doc



" ANDA 76-626

"Watson Laboratories, Inc.
Attention: Margaret Choy
311 Bonnie Circle
Corona, CA 92880

- Dear Madam:

We acknowledge the receipt of your abbreviated new drug
application submitted pursuant to Section 505(j) of the Federal
Food, Drug and Cosmetic Act.

Reference is made to the telephone conversation dated
February 24, 2003 and to your correspondence dated
February 24, 2003.

NAME OF DRUG: Norgestimate and Ethinyl Estradiol Tablets,
0.180 mg/0.035 mg, 0.215 mg/0.035 mg and
0.250 mg/0.035 mg (28 Day)

DATE OF APPLICATION: December 30, 2002
DATE (RECEIVED) ACCEPTABLE FOR FILING: January 2, 2003

We will correspond with you further after we have had the
opportunity to review the application.

Please identify any communications concerning this application
with the ANDA number shown above. '

Should you have. questions concerning this application, contact:

Sarah Kim
Project Manager
(301) 827-5848

erely your :

Wm Peter Rlckman

Director

Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research

Si

e



ANDA 76-626

cc: DUP/Jacket
Division File
Field Copy
HFD-610/R.West
HFD-610/P.Rickman

HFD-92

HFD—615/M.Bennett

HFD-600/

Endorsement :
HFD-615/GDavis, Chief, RSB 266203 gate
HFD-615/CBina, CSO i!{MZiD @é{“ R--03 date
Word File V:\Firmsiz\Watson\ltrs&rev\76626.ACK
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ARCHIVAL COPY
@ WATSON Laboratories, Inc.

A Subsidiary of Watson Pharmaceuticals, Inc.

NEW CORRESP
Ne

January 28, 2003

Gary Buehler, Director
OGD, CDER, FDA
Metro Park North I Minor Amendment
7500 Standish Place, Room 150

Rockville, MD 20855-2773

RE: ANDA 76-626
Norgestimate and Ethinyl Estradiol Tablets, 0.180 mg/0.035, 0.215 mg/0.035
mg, 0.250 mg/0.035 mg and Placebo Tablets — 28 Count

Dear Mr. Buehler:

Watson Laboratories, Inc. submits herein a Minor Amendment to our December 30, 2002
original Abbreviated New Drug Application (ANDA 76-626) for Norgestimate and Ethinyl
Estradiol Tablets, 0.180 mg/0.035 mg, 0.215 mg/0.035 mg, 0.250 mg/0.035 mg and
placebo tablets. ‘

Documentation provided in this submission are either revised versions of documents
provided in the original ANDA and will serve as replacements and/or new documents

that will serve as additions to the original ANDA. These documents have been numbered
accordingly for replacement and insertion into our original application, where applicable.

The attached table (Table 1) is a comprehensive list of all revised documents, including
instructions for the replacements and additions. Please replace the documents in the
original application, submitted on December 30, 2002, with the attached revised
documents located in the “Blue” pressboard binder. For your convenience, we are
supplying you with two (2) sets of copies (labeled "Copy 1" and "Copy 2”) for
replacement or insertion in the original Archival and Review copies submitted on
December 30, 2002. Additionally, we have provided 2 extra copies of the replacements
and/or new documents for Section XV Analytical Methods for inclusion in the separately
bound Method Validation. Copies submitted with the original ANDA on December 30,
2002.

We have enclosed one (1) archival, and one (1) review copy of this Minor Amendment
for your files, (in addition to the extra copies labeled "Copy 1" and "Copy 2”). In
accordance with 21 CFR 314.94(d)(5), one (1) field copy of the application will be
forwarded to the International Group at FDA. Watson Laboratories, Inc. certifies that the
Field Copy is a true copy of the technical section contained in the arc]igy,al and ;gy;gw
copy of this amendment. Lz =D

JAK 2 92003

C&ED /1 CDE
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Re. Norgestimate and Ethinyl Estradiol Tablets

0.180 mg/0.035 mg, 0.215 mg/0.035 mg and 0.250 mg/0.035 mg
ANDA 76-626

Minor Amendment

January 28, 2003

Page 2 of 8

We trust the information submitted is sufficient for this Minor Amendment to be evaluated.
Please contact me by phone at (909) 493-5514 or by fax at (909) 493-5806 if you have any
questions or if I can assist you with the review of this application.

Sincerely,

@W&\Q‘ W

Theresa L. Greaves, RAC
Manager, Regulatory Affairs
Encl.

APPEARS THIS WAY
O ORIGINAL

V:\Regulatory Affairs\ANDAs-Corona M-P\Norgestimate_EE\Minor Amend 1.24.03\Tricyclen\CL MinorAmend 1.27.03.doc Watson Laboratories,
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ARCHIVAL COPY
@ WATSON Laboratories, Inc.

A Subsidiary of Watson Pharmaceuticals, Inc.

o

February 24, 2003

Gary Buehler, Director
OGD, CDER, FDA

Metro Park North II : v -
7500 Standish Place, Room 150 /x\/ c
Rockville, MD 20855-2773

7 N 22’7,077
RE: ANDA #76-626 N M@W /

Norgestimate and Ethinyl Estradiol Tablets, 0.180 mg/0.035, 0.215/0.035,
0.250 mg/0.035 and Placebo Tablets -28 Count :

Telephone Amendment

Dear Mr. Buehler:

Watson Laboratories, Inc. is submitting a Telephone Amendment to our December 30,
2002 original Abbreviated New Drug Application (ANDA #76-626) for Norgestimate
and Ethinyl Estradiol Tablets, 0.180 mg/0.035 mg, 0.215 mg/0.035 mg, 0.250 mg/0.035

mg and Placebo Tablets.

This Amendment is in response to a telephone request from Christine Bina, Project
Manager, OGD on February 24, 2003 requesting that Watson provide a Drug Master File
reference letter for (DMF #.~—), the makers of the — -
of the blister packaging configuration. Attached is the DMF letter from

We have enclosed one (1) archival, and one (1) review copy of this Telephone Amendment
for your files. In accordance with 21 CFR 3 14.94(d)(5), one (1) field copy of the application
will be forwarded to the International Group at FDA. Watson Laboratories, Inc. certifies that
the Field Copy is a true copy of the technical section contained in the archival and review
copy of this amendment.

We trust the information submitted is sufficient for this Amendment to be reviewed. Please
contact me by phone at (909) 493-5514 or by fax at (909) 493-5806 if you have any
questions or if I can assist you with the review of this application.

Sincerely,

Djf\’ (TP N d/ Sy

Theresa L. Greaves, RAC

Manager, Regulatory Affairs RECEIVED

FEB 2 5 2003
OGD / CDER

Fax sent on 02/24/03 to Christine XX, Regulatory Project Manager, OGD at 301-594-1174.

311 Bonnie Circle, Corona, CA 92880 s Tel: (800) 249-5499 « Fax: (909) 493-5802 « Website: www.watsonpharm.com
V:\Regulatory Affairs\ANDAs-Corona M-P\Norgestimate_EE\CL Tele Amend 2.03.doc



‘MINOR AMENDMENT
ANDA 76-626

OFFICE OF GENERIC DRUGS, CDER, FDA
Document Control Room, Metro Park North IT
7500 Standish Place, Room 150

Rockville, MD 20855-2773 (301-594-0320)

JUN 25 2003

TO: APPLICANT: Watson Laboratories, Inc. TEL: 909-493-5475

ATTN: Margaret Choy FAX: 909-493-5806
FROM: Sarah Kim PROJECT MANAGER: 301-827-5848
Dear Madam: |

This facsimile is in reference to your abbreviated new drug application dated December 31, 2002, submitted
pursuant to Section 505(j) of the Federal Food, Drug, and Cosmetic Act for Norgestimate and Ethinyl Estradiol
Tablets, 0.180 mg/0.035 mg, 0.215 mg/0.035 mg, and 0.250 mg/0.035 mg (28-day regimen).

Reference is also made to your amendment(s) dated: January 28, 2003.

The application is deficient and, therefore, Not Approvable under Section 505 of the Act for the reasons provided in
the attachments (\5 pages). This facsimile is to be regarded as an official FDA communication and unless
requested, a hard copy will not be mailed. '

The file on this application is now closed. You are required to take an action described under 21 CFR 314.120
which will either amend or withdraw the application. Your amendment should respond to all of the deficiencies
listed. Facsimiles or partial replies will not be considered for review, nor will the review clock be reactivated until
all deficiencies have been addressed. The response to this facsimile will be considered to represent a MINOR
AMENDMENT and will be reviewed according to current OGD policies and procedures. The designation as a
MINOR AMENDMENT should appear prominently in your cover letter. You have been/will be notified in a
separate communication from our Division of Bioequivalence of any deficiencies identified during our review of
your bioequivalence data. If you have substantial disagreement with our reasons for not approving this application,
you may request an opportunity for a hearing.

SPECIAL INSTRUCTIONS:

Chemistry comments provided. Labeling and Bioequivalency comments will be provided under separate

- covers.

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND
MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, OR PROTECTED FROM
DISCLOSURE UNDER APPLICABLE LAW.

If received by someone other than the addressee or a person authorized to deliver this document to the addressce, you are hercby notified that any disclosure,

dissemination, copying, or other action to the content of this communication is not authorized. If you have received this document in error, please immediately
notify us by telephone and retum it to us by mail at the above address.

117 elnz
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4. The review of the Bioequivalency section of this
application is pending. Any deficiencies found will be
sent to you under separate cover.

5. The review of the Labels and Labeling of this
application is pending. Any deficiencies found will be
‘sent to you under separate cover.

Sincerely yours,

fod .
Rashmikant #. Patel, Ph.D.
Director

Division of Chemistry I

Office of Generic Drugs
Center for Drug Evaluation and Research

APPEARS THIS WAY
OR ORIGINAL




ARCHIVAL COPY
@ WATSON Laboratories, Inc. |

A Subsidiary of Watson Pharmaceuticals, Inc.

June 30, 2003

Gary Buehler, Director
OGD, CDER, FDA
Metro Park North IT Telephone Amendment

7500 Standish Place, Room 150 - NEW CORRESP
Rockville, MD 20855-2773
' NC
RE: ANDA #76-626
Norgestimate and Ethinyl Estradiol Tablets, 0.180 mg/0.035, 0.215 mg
/0.035 mg, 0.250 mg/0.035 mg and Placebo Tablets -28 Count

Dear Mr. Buehler;

Watson Laboratories, Inc. is submitting a Telephone Amendment to our December 30,
2002 original Abbreviated New Drug Application (ANDA #76-626) for Norgestimate
and Ethinyl Estradiol Tablets, 0.180 mg/0.035 mg, 0.215 mg/0.035 mg, 0.250 mg/0.035
mg and Placebo Tablets.

This Amendment is in response to a telephone request on June 25, 2003 from Sarah Kim,
Project Manager, OGD requesting that Watson provide confirmation that the two sites '
listed below are owned by Patheon, Inc.:

Patheon Inc. (YMO) Patheon Inc. (Whitby)

York Mills Operations — PDS Lab Whitby Operations

865 York Mills Road 111 Consumers Drive

Toronto, Ontario M3B 1Y5 Canada Whitby, Ontario LIN,5Z5 Canada
Foreign Establishment Inspection No.: Foreign Establishment Inspection No.:
(FEI #) 3002807082 (FEI #) 3003516812

Central File No.: (CFN) 9690049 Central File No.: (CFN) 9615377

Watson is confirming with this amendment that the above two sites are owned by
Patheon, Inc. Exhibit 1 contains a copy of the York Mills Registration of Drug
Establishment (Form FDA 2656), signed on January 29, 2003, which identifies Patheon '
as the reporting firm. Exhibit 2 contains a copy of the Whitby Registration of Drug 06
Establishment (Form FDA 2656), signed on June 9, 2003, which also identifies Patheon \Q
as the reporting firm. Please note that the Central File Numbers (CFNSs) included in the Q \
original ANDA on December 30, 2002 (refer to Exhibit 3, pages 0555-0556) have not J‘\\ S
been updated by Patheon to reflect their ownership, as FEI numbers are currently utilized \\
for registration of foreign establishments, and therefore CFNs should not be used when E CE‘Véb
referring to foreign establishments (Refer to Exhibit 4 for Patheon letter dated June 27,R

2003). Additionally, a letter from Patheon, dated June 27, 2003, is included in Exhibit 5 JuL 0 9 2003
confirming ownership and the dates of purchase by Patheon for the above two sites. »
: OGD/CDER

311 Bonnie Circle, Corona, CA 92880 « Tel: (800) 249-5499 o Fax: (909) 493-5802 « Website: www.watsonpharm.com
V:\Regulatory Affairs\ANDAs-Corona M-P\Norgestimate_EE\Minor Amendment 06.30.03\CL Tele Amend 06.30.03.doc



: Mr. Gary Buehler
® RE: ANDA 76-626: Telephone Amendment
June 30, 2003

Page 2 of 2

We have enclosed one (1) archival, and one (1) review copy of this Telephone
Amendment for your files. In accordance with 21 CFR 3 14.94(d)(5), one (1) field copy
of the application will be forwarded to the International Group at FDA. Watson
Laboratories, Inc. certifies that the Field Copy is a true copy of the technical section
contained in the archival and review copy of this amendment.

We trust the information submitted is sufficient for this Amendment to be reviewed. Please
contact me by phone at (909) 493-5475 or by fax at (909) 493-5806 if you have any
questions or if I can assist you with the review of this application.

Sincerely,

Mgt Ko avey fom

Margaret Choy, BSc., RAC
Director, Regulatory Affairs

Fax sent on 06/30/03 to Sarah Kim, Regulatory Project Manager, OGD at 301-594-0180

V:Regulatory Affairs\ANDAs-Corona M-P\Norgestimate_EE\Minor Amendment 06.30.03\CL Tele Amend 06.30.03.doc



| ARCHIVAL COPY
@ WATSON Laboratories, Inc.

A Subsidiary of Watson Pharmaceuticals, Inc.

July 31, 2003 NEW &%EHESP

Gary Buehler, Director

Office of Generic Drugs ‘

CDER, FDA Minor Amendment
Metro Park North IT

7500 Standish Place

Rockville, MD 20855

Re: ANDA #: 76-626
Norgestimate and Ethinyl Estradiol Tablets
0.180 mg/0.035 mg, 0.215 mg/0.035 mg and 0.250 mg/0.035 mg
and Placebo Tablets — 28 Count

Dear Mr. Buehler:
Watson Laboratories, Inc. is submitting this minor amendment to provide a complete response
to the comments included in the FDA facsimile dated June 25, 2003 (copy attached) pertaining

to the above product (ANDA #76-626). For convenience of review, your comments are
provided in bold face type followed by our responses.

A. Deficiencies:

1.

REC=IVED

311 Bonnie Circle, Corona, CA 92880  Tel: 800/249-5499 » Website: 53 Wl idm.com \»}‘?\
OGDICDER )
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Re: Norgestimate and Ethinyl Estradiol Tablets
0.180 mg/0.035 mg, 0.215 mg/0.035 mg and 0.250 mg/0.035 mg and Placebo Tablets
ANDA 76-626

£ July 31, 2003, Minor Amendment
\ w A Page 12 of 12

standards. In the event of a dispute, the official USP methods will prevail.

Watson acknowledges that the USP analytical method will be regarded as the
regulatory method in case of a dispute.

3. Please provide all available room temperature stability for the drug product
accrued to date for review.

Exhibit 8A contains the Stability Summary Reports for Norgestimate/Ethinyl
Estradiol Tablets, 0.180 mg/0.035 mg, 0.215 mg/0.035 mg and 0.250 mg/0.035 mg
with up to 12 month dated for the on-going controlled room temperature study.

4. The review of the Bioequivalency section of this application is pending. Any
deficiencies found will be sent to you under separate cover.

Watson acknowledges that the bioequivalency section of this applicatioh is under
review and agrees to resolve any deficiencies, if observed.

5. The review of the Labels and Labeling of this application id pending. Any
deficiencies found will be sent to you under separate cover.

Watson acknowledges that the Labels and Labeling of this application are under
review and agrees to resolve any deficiencies, if observed.

One archival and one review copy of this amendment is included. In accordance with 21
CFR 314.96(b), a field copy of this correspondence will be forwarded to Peter Rickman,
Director, Division of Labeling and Program Support. OGD will forward the field copy to the
International Group at FDA. Watson Laboratories, Inc. certifies that the Field Copy is a true
copy of the technical sections contained in the archival and review copies of this amendment.

We believe we have responded to all of the questions as outlined in the FDA facsimile dated
June 25, 2003. If1 can assist with the review of this amendment, please contact me by
telephone at (909) 493-5514, or by facsimile at (909) 493-5806.

Sincerely,

C;} (/Wﬂ‘ot\@l@ wid )

Theresa L. Greaves, RAC
Manager, Regulatory Affairs

MCltg/atc.
Enc.

V:\Regulatory Affaits\ANDAs-Corona M-P\Norgestimate_EE\Minor Amend_06.25 -03\Tricyclen\Final_CL _07.30.03 TRIC.doc



ARCHIVAL COPY
@WATSON Laboratories, Inc.

A Subsidiary of Watson Pharmaceuticals, Inc.

RECEIVED
AUG 0 5 2003
OGD/CDER

August 4, 2003

Gary Buehler, Director
OGD, CDER, FDA »
Metro Park North IT Telephone Amendment
7500 Standish Place, Room 150 :

Rockville, MD 20855-2773

RE: ANDA #76-626
Norgestimate and Ethinyl Estradiol Tablets, 0.180 mg/0.035, 0.215 mg
/0.035 mg, 0.250 mg/0.035 mg and Placebo Tablets -28 Count

Dear Mr. Buehler:

Watson Laboratories, Inc. is submitting a Telephone Amendment to our December 30, 2002
original Abbreviated New Drug Application (ANDA #76-626) for Norgestimate and Ethinyl

- Estradiol Tablets, 0.180 mg/0.035 mg, 0.215 mg/0.035 mg, 0.250 mg/0.035 mg and Placebo
Tablets.

This Amendment is in response to a telephone request on July 29, 2003 from Steven
Mazzella, Project Manager, OGD requesting that Watson provide a copy of
SOP (No. 53-01-002). Also, clarification was requested on an apparent lot number
discrepancy between page 0144 in Section VI.5.a. Introduction to F. ormulation Data of the
ANDA which references Lot No. F1122A002 and the Clinical Study Report (Protocol R02-
123) included in Section XXT which references Lot No. F1122A001.

With this amendment, Watson is providing documentation confirming that
sent the requested SOP f——— SOP 53-01-002) to Mr. Mazzella’s attention on July 30,
2003. Refer to Exhibit 1 for a copy of the letters sent by with the requested
SOP. Please note that it is = practice to send responses to FDA requests
directly to the Agency.

The lot number used in the clinical study was Finished Packaged Product Lot. No.
F1122A001, and is correctly noted in the Clinical Study Report. The exhibit batch bulk
tablets were packaged in two separate Packaging runs as outlined below:

Bulk Tablet Lot Nos. Finished No. of Usage
Packaged Blisters

Product Packaged

Lot No.
F1108002 (0.250/0.035 mg) F1122A001 -_— Clinical Study
F1107001 (0.215/0.035 mg) F1122A002 _—_ Stability Study
F1106001 (0.180/0.035 mg) and Warehouse

L F1105001 (Placebo)

311 Bonnie Circle, Corona, CA 92880 e Tel: 800/249-5499 ¢ Website: www.watsonpharm.com



: Mr. Gary Buehlér
' ® ' RE: ANDA 76-626: Telephone Amendment

August 4, 2003
Page 2 of 2

Both of the Finished Packaged Product Lots were packaged using the same bulk tablets with
the same packaging materials. The packaging run had to be stopped after the firgt —
blisters were packaged and it is Patheon’s (Contract Manufacturer) practice to assign a
separate lot number when a packaging run has been stopped and then resumed at a later
date. Please note that both Packaging Lots (F1122A001 and F1 12A002) were released on
the same results obtained from the testing that was performed on the bulk tablets.

We have revised the Introduction to Formulation Data (page 0144 of the original ANDA)
to reflect the two Packaging lot numbers. Please refer to Exhibit 2 for a revised Section
VI.5.a. Introduction to Formulation Data, which includes both lot numbers. Additionally,
we have revised Section VI.1 Introduction to the Bioavailability/Bioequivalence Sections

~ (page 0113 in the original ANDA) and Section XXT Other (page 1926 in the original
ANDA) to reflect Lot No. F1122A001 (refer to Exhibit 3).

We have enclosed one (1) archival, and one (1) review copy of this Telephone Amendment
for your files. In accordance with 21 CFR 3 14.96(b), one (1) field copy of the application
will be forwarded to the International Group at FDA. Watson Laboratories, Inc. certifies
that the Field Copy is a true copy of the technical section contained in the archival and
review copy of this amendment.

We trust the information submitted is sufficient for this Amendment to be reviewed. Please
contact me by phone at (909) 493-5475 or by fax at (909) 493-5806 if you have any questions
or if I can assist you with the review of this application.

Sincerely,

Margaret Choy, BSc., RAC
Director, Regulatory Affairs

Fax sent on 08/04/03 to Steven Mazzella, Regulatory Project Manager, OGD at 301-594-0181

V:\Regulatory Affairs\ANDAs-Corona M-P\Norgestimate_EE\Telephone Amend07.29.03\CL Tele Amend 08.04.03.doc



@WATSON Laboratories, Inc.

A Subsidiary of Watson Pharmaceuticals, Inc.

ARCHIVAL COPY

November 6, 2003

Gary Buehler, Director

Office of Generic Drugs
CDER, FDA CMC Amendment
Metro Park North II
7500 Standish Place

wiyees AR MNE
Rockville, MD 20855 oG AMENLME

Re:  ANDA #: 76-626 N [AM

Norgestimate and Ethinyl Estradiol Tablets
0.180 mg/0.035 mg, 0.215 mg/0.035 mg and 0.250 mg/0.035 mg
and Placebo Tablets — 28 Count

Dear Mr. Buehler;

Watson Laboratories, Inc. is submitting a CMC Amendment in response to a telephone
contact on October 30, 2003 from Ms. Sara Ho, OGD Project Manager pertaining to
Norgestimate and Ethinyl Estradiol Tablets, 0.180 mg/0.035 mg, 0.215 mg/0.035 mg,
0.250 mg/0.035 mg and Placebo Tablets (ANDA #76-626).

Ms Ho informed Watson that our amendment dated July 31, 2003 would not be reviewed
until ———— DMTF Holder of responds to the FDA’s comments.

as the US Agent for————— has notified Watson that has
submitted the response to FDA’s comments of July 1, 2003 for ————— DMF # ——
to the Agency on October 28, 2003 (See Exhibit 1 for the correspondence).

In addition, we have included a copy of our cover letter for the Minor Amendment dated
July 31, 2003 for your reference as requested by Ms. Ho (See Exhibit 2).

We have enclosed one (1) archival, and one (1) review copy of this CMC Amendment for
your files. In accordance with 21 CFR 314.96(b), one (1) field copy of the application will

- be forwarded to the International Group at FDA. Watson Laboratories, Inc. certifies that the

Field Copy is a true copy of the technical section contained in the archival and review copy
of this amendment.

We trust the information submitted is sufficient for this Amendment to be reviewed. Please
contact me by phone at (909) 493-5475 or by fax at (909) 493-5806 if you have any
questions or if I can assist you with the review of this application.

Sincerely,

M. d~oj | .
Margaret Choy, BSc., RAC RE‘C FIVET)
Director, Regulatory Affairs NOV 0 7 2003
MCltg/atc -

Enc. ' OGD/CDER

311 Bonnie Circle, Corona, CA 92880 e Tel: 800/249-5499 o Website: www.watsonpharm.com



AINOR AMENDMENT

ANDA 76-626

OFFICE OF GENERIC DRUGS, CDER, FDA
Document Control Room, Metro Park North I
7500 Standish Place, Room 150

Rockville, MD 20855-2773 (301-594-0320)

APR 23 200%

TO: APPLICANT: Watson Laboratories, Inc. TEL: 909-493-5475
ATTN: Margaret Choy FAX: 909-493-58¢5
581 G
FROM: Sarah Park : ‘ PROJECT MANAGER: 301-827-5725
Dear Madam:

This facsimile is in reference to your abbreviated new drug application dated December 30, 2002, submitted
pursuant to Section 505(j) of the Federal Food, Drug, and Cosmetic Act for Norgestimate and Ethinyl Estradiol
Tablets, 0.180 mg/0.035 mg, 0.215 mg/0.035 mg, and 0.250 mg/0.035 mg (28-day regimen).

Reference is also made to your amendment(s) dated: July 31, and November 6, 2003.

The application is deficient and, therefore, Not Approvable under Section 505 of the Act for the reasons provided in
the attachments ( pages). This facsimile is to be regarded as an official FDA communication and unless
requested, a hard copy will not be mailed.

The file on this application is now closed. You are required to take an action described under 21 CFR 314.120
which will either amend or withdraw the application. Your amendment should respond to all of the deficiencies
listed. Facsimiles or partial replies will not be considered for review, nor will the review clock be reactivated until
all deficiencies have been addressed. The response to this facsimile will be considered to represent a MINOR
AMENDMENT and will be reviewed according to current OGD policies and procedures. The designation as a
MINOR AMENDMENT should appear prominently in your cover letter. You have been/will be notified in a

|| scparate communication from our Division of Bioequivalence of any deficiencies identified during our review of
your bioequivalence data. If you have substantial disagreement with our reasons for not approving this application,
you may request an opportunity for a hearing.

SPECIAL INSTRUCTIONS:

Chemistry comments provided. Labeling comments will be provided under separate cover.

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND
MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, OR PROTECTED FROM
DISCLOSURE UNDER APPLICABLE LAW.

If received by someone other than the addressee or a person authorized to deliver this document to the addressee, you are hereby notified that any disclosure,
dissemination, copying, or other action to the content of this communication is not authorized. If you have received this document in error, please immediately
notify s by telephone and retum it to us by mail at the above address. ’




Redacted 2 page(s)
of trade secret and/or
confidential commercial
information from

APRIL 24 2003 FDA FAX




14. Please revise the dissolution testing in drug product
release and stability program to incorporate as
recommended by the Division of Bio-equivalence:

The dissolution testing should be conducted in 600

mL of 0.05% Tween 20 using Apparatus II (paddle) at
75 rpm. The test product should meet the following

in interim specifications:

“Not less than —% (Q) in 20 minutes”

Please provide the revised specifications.

B. In addition to responding to the deficiencies presented
above, please note and acknowledge the following comments in

your response:

1. Please provide all available room temperature stability
data.
2. The review of the Labels and Labeling of this

application is pending. Any deficiencies found will be
sent to you under separate cover.

Sincerely yours,

RN

QﬂfVilayat A. Sayeed, Ph.D.
Director
Division of Chemistry III
Office of Generic Drugs
Center for Drug Evaluation and Research




@ WATSON Laboratories, Inc. ARGHIVAL CORY

A Subsidiqry of Watfson Pharmaceuticals, Inc.

ORIG AMENDMENT
August 5, 2004 | N | AV

Gary Buehler, Director

Office of Generic Drugs }

CDER, FDA Minor Amendment- Electronic Labeling
Metro Park North II

7500 Standish Place

Rockville, MD 20855

Re: ANDA 76-626:
Norgestimate and Ethinyl Estradiol Tablets, 0.18 mg/0.035 mg, 0.215 mg/0.035 mg
and 0.25 mg/0.035 mg and Placebo (Tri-phasic) 28 Day Regimen

Includes Electronic Final Printed Labeling

Dear Mr. Buehler:

Watson Laboratories, Inc. is submitting this labeling amendment to provide a complete response
to the comments included in the FDA original facsimile dated May 19, 2004 (copy of cover letter
is attached) pertaining to the above product (ANDA #76-626). For convenience of review, your
comments are provided in bold face type followed by our responses.

Labeling Deficiencies:
1. GENERAL COMMENT:

a. Revise the storage temperature statements on all labels and labeling to read:
Store at 20-25° C (68 - 77° F) [see USP Controlled Room Temperature]

We have revised the storage statement found on all labels and labeling (inserts and
carton). Refer to the Table of Contents contained on the enclosed CD for file names
and directory pathways.

b. Revise “e=—— ” to “monophasic” and “—ee—ou—__. ’ to “tri-phasic” on
all affected labeling pieces. :

We have revised =" t0 “monophasic” and “ —————————." to “tri-
phasic” on all labels and labeling (inserts, carton and blister). Refer to the Table of
Contents contained on the enclosed CD for file names and directory pathways.

- _ . RECEED
AUG 0 6 2004
311 Bonnie Circle, Corona, CA 92880 o Tel: 800/249-5499 o Website: W'W°t5°nph00@9 |COER



Norgestimate and Ethinyl Estradiol Tablets

0.18 mg/0.035 mg, 0.215 mg/0.035 mg and 0.25 mg/0.035 mg and Placebo (Tri-phasic)
. 28 Day Regimen

ANDA 76-626

August 5, 2004

Page 2 of 4

c. Your proposed proprietary name “Trinessa™” is under review.

Watson acknowledges that the proposed proprietary name “Trinessa™” is curreritly
under review.

BLISTER PACK DISPENSER
Satisfactory in final print labeling.

We have included Final Printed Labeling of the blister dispenser which incorporates the
changes requested in FDA Comment #1b. Refer to the Table of Contents contained on the
enclosed CD for file names and directory pathways.

BLISTER PACK DISPENSER OUTER CONTAINER

We note your application does not mention an outer container for the blister pack
dispenser. If you plan to use such an outer container i.e. compact, vinyl, pouch,
cardboard sleeve, etc., please provide its specifications.

Watson intends place the blister pack into a plastic compact in commercialization. Refer
to Exhibit 1 for a copy of the engineering drawings.

START DAY STICKERS

Your application does not include day stickers for patients who choose to follow the
“Day 1 Start” regimen, instead of the “Sunday Start” regimen. Please provide
stickers or some other method to accommodate both regimens.

Watson intends to use “day of week” stickers in commercialization and we have
included an electronic copy for your review. Refer to the Table of Contents contained on
the enclosed CD for file names and directory pathways.

CARTON
a. See GENERAL COMMENT 1a and 1b.

We have revised the carton as requested in FDA Comments #1a and 1b. Refer to the
Table of Contents contained on the enclosed CD for file names and directory
pathways.

b. Please increase the prominence and readability of the tablet strength statements
by increasing the font size and choosing an alternative contrasting color.

The font size in the red box has been changed to increase the prominence and
readability of the tablet strength statements. Refer to the Table of Contents contained
on the enclosed CD for file names and directory pathways.
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¢. See the attached mocked-up copy of your carton for requested revisions.

All changes requested by FDA have been made to the carton. Refer to the Table of
Contents contained on the enclosed CD for file names and directory pathways.

6. PHYSICIAN INSERT

a. See GENERAL COMMENT 1a and 1b.

We have revised the physician insert as requested in FDA Comments #lg and 1.
Refer to the Table of Contents contained on the enclosed CD for file names and
directory pathways. '

b. See the attached mocked-up copy of your insert for requested revisions.

All changes requested by FDA have been made to the insert. Refer to the Table of
Contents contained on the enclosed CD for file names and directory pathways.

7. DETAIL PATIENT LABELING AND BRIEF SUMMARY INSERTS

Your application did not include and patient inserts (single or combined). Please
submit the DETAILED PATIENT LABELING AND BRIEF SUMMARY PATIENT
inserts.

The DETAILED PATIENT LABELING AND BRIEF SUMMARY PATIENT PA CKAGE
INSERT were included as part of the complete package insert (combined). However, the
single patient labeling insert was inadvertently omitted. We have included a separate file
that contains the DETAILED PATIENT LABELING AND BRIEF SUMMARY PA TIENT
PACKAGE INSERT as final printed labeling (combined patient labeling). The patient
labeling has been revised as requested in the full prescribing information. Refer to the
Table of Contents contained on the enclosed CD for file names and directory pathways.

Please revise your labels and labeling, as instructed above, and submit 4 draft copies for a
tentative approval or 12 final printed copies for a full approval of this application. If draft
labeling is provided, please be advised that you will be required to submit 12 final printed
copies of all labels and labeling at least 60 days prior to full approval of this application. In
addition, you should be aware that color and other factors (print size, prominence, etc.) in
final printed labeling could be found unacceptable and that further changes might be
requested prior to approval.

We have included all final printed labeling in electronic format. Please refer to the enclosed
computer CD.

Prior to approval, it may be necessary to revise your labeling subsequent to approved
changes for the reference listed drug. In order to keep ANDA labeling current we suggest
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that you subscribe to the daily or weekly updates of new documents posted on the CDER
web site at the following address -

http:/www.fda.gov/cder/cdernew/listserv.html

Watson acknowledges that further revisions may be necessary upon approved changes for the
reference listed drug.

To facilitate review of your next submission, and in accordance with 21 CFR
314.94(a)(8)(iv), please provide a side-by-side comparison of your proposed labeling with
your last submission with all differences annotated and explained.

The side-by-side comparisons of Watson’s proposed final printed labeling comparing with the
last submitted version of proposed labeling (dated 10/02) with all differences annotated and
explained are provided. Refer to the Table of Contents contained on the enclosed CD for file
names and directory pathways.

We have enclosed one (1) archival, and one (1) review copy of this Amendment for your files.
We believe we have responded to all of the questions as outlined in the FDA facsimile dated

May 19, 2004. If I can assist with the review of this amendment, please contact me by telephone
at (951) 493-5514, or by facsimile at (951) 493-4581. '

Sincerely,

Theresa Greaves, RAC
Associate Director, Regulatory Affairs

‘Desk Copy (Cover Letter only): Postelle Birch, Labeling Reviewer, OGD

TG/l
Enc.
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February 24, 2006

Gary Buehler, Director CMC Minor Amendment
OGD, CDER, FDA

Metro Park North I ' ‘

7500 Standish Place, Room 150 RECEIVED

Rockville, MD 20855-2773 FEB 2 7 2008

RE: ANDA #76-626 OGD/CDER
Norgestimate and Ethinyl Estradiol Tablets
0.180 mg/0.035 mg, 0.215 mg/0.035 mg and 0.250 mg/0.035 mg - 28 Day

- Dear Mr. Buehler:

Watson Laboratories, Inc. is submitting this Minor Amendment to provide a complete
response to the comments included in the FDA facsimile dated April 23, 2004 (copy
attached) pertaining to the above product (ANDA #76-626). For convenience of review,
your comments are provided in bold face type followed by our responses.

A. Deficiencies:
1. Please note that DMF for -is currently inadeqliate. The
. DMF holder, »» has need notified. Please do not respond to this

MINOR amendment until you have been informed by stating that a
satisfactory response to the DMF deficiencies has been submitted.

The DMF holder, , responded and submitted their DMF amendment
the agency on June 2, 2005. Please see Exhibit 1 for correspondence.

2.
— —_— ]

311 Bonnie Circle, Corona, CA 92880 e Tel: 800/249-5499 & Website: www.wofﬁonpharm.com
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A Subsidiary of Watson Pharmaceuticals, Inc.

August 7, 2006

Gary Buehler, Director OR , G AMEN DM ENT

OGD, CDER, FDA

Metro Park North II AfME
7500 Standish Place, Room 150
Rockville, MD 20855-2773 Telephone Amendment

RE: ANDA #76-626
Norgestimate and Ethinyl Estradiol Tablets
0.18 mg/0.035 mg, 0.215 mg/0.035 mg, 0.25 mg/0.035 mg and
Placebo Tablets— 28 Day

Dear Mr. Buehler:

Watson Laboratories, Inc. is submitting a Telephone Amendment based upon the
telephone conversations with Mr. Martin Shimer, OGD, on August 3, 2006, and
Ms. Jeannie Skanchy, PM, OGD, on August 4, 2006, regarding ANDA #76-626,
Norgestimate and Ethinyl Estradiol Tablets, 0.18 mg/0.035 mg, 0.215 mg/0.035 mg,
0.25 mg/0.035 mg and Placebo Tablets — 28 Day.

Mr. Shimer had requested that Watson update their labeling and exclusivity statement

for Norgestimate and Ethinyl Estradiol Tablets, 0.18 mg/0.035 mg, 0.215 mg/0.035 mg,
0.25 mg/0.035 mg and Placebo Tablets — 28 Day, as the brand had been updated in the
Electronic Orange Book (copy attached). Upon further review, Watson has determined
that our current labeling does not include any verbiage pertaining to the new exclusivities,
and as such, does not require updating and resubmission. We will not include
information related to the exclusivities in our labeling until the pediatric exclusivity
expires in November 2008. At such time, Watson will revise our labeling accordingly.

As requested, we have included in this Amendment a revised Exclusivity Statement.

One archival and one review copy of this amendment is included. In accordance with

21 CFR 314.96(b), a field copy of this correspondence will be forwarded Peter Rickman.
Watson Laboratories, Inc. certifies that the Field Copy is a true copy of the technical
sections contained in the archival and review copies of this amendment.

We trust the information submitted is sufficient for this telephone amendment to be
evaluated. Please contact me by phone at (951) 493-4543 or by fax at (951) 493-4581 if
you have any questions or if I can assist you with the review of this application.

Sincerely, -
d RECEIVED
e 0 8 2006
Jahie M. Gwj AUG
irector, R€gulatory Affairs OGD / COER
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