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FULL PRESCRIBING INFORMATION

WARNING: CIGARETTE SMOKING and SERIOUS CARDIOVASCULAR
EVENTS

risk of serious events
from combinaton oral conraceptive (COC) use: Tis sk ncresses with
age, parti women over 35 with the number of
Cloarettes smoked. For this resson, COCS are contrandicated n women

years of age and smoke [see CONTRAINDICATIONS
(@)

1 INDICATIONS AND USAGE
1.1 Oral Contraceptive

Norgestimate and ethinyl estradioltablets USP are indicated for use by females of
reproductive potential to prevent pregnancy [see CLINICAL STUDIES (14)].

2 DOSAGE AND ADMINISTRATION

2.1 How to Start Norgestimate and Ethinyl Estradiol Tablets USP.
a bister [see HOW

may be started using ekhr  Day 1 St o a Sunday stat (sce Ttk ), Forthe
3t Eyckof 3 Suny St regimen. n s0dkonal et of contaceptin shewklpe
e Uttt he 587 coneeutie dops f sdmneiration

2.2 How to Take Norgestimate and Ethinyl Estradiol Tablets USP

Table 1 Instructions for Adminis of and Tablets USP

Starting COCs in women using (Day 1 start

reant:
‘Consider the possibilty of ovulation and conception prir to iliation of ths product.

rablet Color:
‘@ Norgestimate and cthinyl estradil tablts USP active tablets are biue (Day 1t Day 21).
@ Norgestimate and ethinyl estradiol tablets USP have green inactive tablets (Day 22 to Day 28).

Switching to USP from another

Start:
Take first active tablet wihout regard to meals on the first day of menses

. for a total of 21 days.

. or 7 days and day were taken
@ Begn each subsequent pack the (ie.

Sunday start:

aiter the onset of menses. Due to the potential risk of becoming pregnant, use additional n
hormonal contraception (such as cnndoms and Spermicide) for the fist seven :days of the patient’s first cycle pack of norgestimate and thiny! estradiol tablets USP.
fay for a total of 21 o
H g 7 days and oyt e

the week as lie.. i the st mactie tabet) nd donal non-

.
Hormonslcontracepthe & ok needed,

Switching from another contraceptive
to norgestimate and ethinyl estradiol tablets USP

® Transdermal patch

® Vaginal ring

® injection

® Intrauterine contraceptive

® implant
Complete instructions to faciitate patient couns
Starting Norgestimate an Ethiny1 Estradiol Tablets USP after Aborton or
Miscarria

First-trimester:

« After

USP may b started immediicy. Anadions method of coniracepton s not
, needed fnorgesimate and thny st abts USP s tarted inmedte

S ars ater
* lemiton o he preanoncy. he potion shouk v seitonal on herrona
Commaecono (oach o canoms 4 Spet e for r ot Soven Gaps. of e st
cycle pack of norgestmate and ethinylestradiol abiets USP.

‘Second-trimester:

= Do not start unti 4 weeks after a second-trimester abortion or miscarriage, due to
the increased rsk of thromboembolc diease. Start norgestimate and ethinyl
estradiol tablets USP, following the instructions in Table 1 for Day 1 or Sunday start,
as desired. (such
s condoms and spermicide) for the irst seven days of the paents frt cyce pack

UsP [see ICATIONS (4),

WARNINGS AND PRECAUTIONS (5.1, and FOA-APPROVED PATIENT LABELING.)

Starting and Tablets USP
. after dewvery,

dsease.
USP following the nstructions In Tabie 1 for women not currently using hormonal
contraception.

« Norgestimate and ethinyl estradiol tablets USP are not recommended for use i
lactating women [see USE IN SPECIFIC POPULATIONS (8.3)].

« Ifthe woman has not

ablts.
usE n sPEc!F!C FOPULATIONS (5.1 974 5.3, and FOA APPROVED PATIENT
ING.

Blister Pack:

SETTHE DAY

o Dyt

. trips of pack in order
o sctammotnte

« ik thecay bl s S sars v lhe s dayof your e pceth doy oo

eprinted

trip over
o the pister

> Each lster has been preprnted whhth deysof the week. startng wkh Suncey. to
facitate 3 Sunday.Start regimen. (Refer figure below)

Seor morgestimate an ki esteadiol taets USP:

@ On the day when next appication would have been scheduled

@ On the day when next nsertion woud have been sc!

. Onmedaywhennextm!(lmnwumﬂhmbeens:hedu\eﬂ

@ Onthe day of re

® iitheln s first day of the patient's ditional non-
ondoms s needed for of

in the day of removal

g on proper tabet usage ars located i the FO Approved Patien Labeling.
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Remove p pushing down on the pil. aholein the
back of the strp.

et 24 ours o Continue to
a1 the pils have been take

 blster s empty, you wilstart a new bister on the day after pil 26, Tne first
il every reflwil always be aken on the same day of the week. no matter whe the
patients next period starts.

2.3 Missed Tablets

Table 2: Instructions for Missed Norgestimate and Ethinyl Estradiol Tablets USP
frished.

@ I one active tablet ' missed in Weeks 1,2, or 3 so0n s posste
@ 1f two active tablts are missed in Week 1 or Week 2 b the next day. finished. Addit ion (such as cond d spermicide) shoukd be used as back-up if the patient has sex within 7 days after missing tablets.

o 1w actve tobetsare misoad i the hi week or three or more actve ablts re missed 1 a row n Weeks 1,2, or 3D L Stat Thiow out the estof the pack and stort a new na(k that same day.
‘Sunday start: Ce

new p: o i on (such as condoms and spermicide) should be used as back-up if the patient has sex within 7 days after missing tablets.

2.4 Advice in Case of Gastrointestinal Disturbances
In case. or diarrhes, absorption nal
Comtencopi ressures Shoukloe taken 1 voring of Sorthes bevurs w3104
hours after taking an active tablet, handie this a5 a missed tablet [see FDA-APPROVED
PATIENT LABELING]

3 DOSAGE FORMS AND STRENGTHS.

Norgestimate and ethiny estradiol tablets are avaiabe i a blister. Each bister contains

28 tablets n the folowing order:

‘@ 21 blue, round, im coated tablts, debossed with "E27" on one side and LU" on the.
other side of

= 7 green round, biconvex, fim coated tablets (non-hormonal placebo) debossed wih
w E2: ther

4 CONTRAINDICATIONS
Norgestimate and ethiny estradiol tablets is contraindicated i females who are known
t0 have or develop the folowing conditions:
+ Ahgh fkcf arerl o venous nromboic dsesses. Exampls nclude wormen who
are know
Smcke 1 ever age 35 [sce BOXED WARNING and WARNINGS AND PRECAUTIONS

B p vein thrombosis or pulmonary embolim, now or n the past (see
wamwss AND PRECAUTIONS (5.1)]

o Have inheried o acquired hypercoaguiopathies (see WARNINGS AND.
PRECAUTIONS (5.)]

1)

o Have

Wwith vaivar dsease, o
et ARG D RECAUTIONS (5 1)

5.9)
iave dabetes meltus wih vascr dease 5ce WARNINGS AND PRECAUTIONS
561
Have headaches with focal neurological symptoms or migraine headaches with
2 5ee WARNINGS AND PRECAUTIONS (57
- ge 35 with any migraine headaches (see WARNINGS AND.
PR ORI

« Liver tumors, benign or malignant, or iver disease (see WARNINGS AND
PRECAUTIONS (5.2)]

* Undagnosed

« Pregnancy, because there i no reason to use COCs durig pregnancy [see
WARNINGS AND PRECAUTIONS (5.9) and USE IN SPECIFIC POPULATIONS (8.1)]

 Current dlagnosis of, o hstory of, breast cancer, which may be hormone-
senstivelsee WARNINGS AND PRECAUTIONS (5.11)]

» Use of Hepatts  drug combinans conaiing ombtasefpartaprevrtonavt, win

r wehout dasabuv, due to the potential for ALT elevatons [see WARNINGS AND.
PRECAUTIONS (5.3

5 WARNINGS AND PRECAUTIONS

51 Disorders and Other
. fan event or

venous thromboembolc (VTE) event occurs.

= Stop norgestimate and ethinyl estradioltablets f there is unexplained loss of vison,
proptosis, diplopia, paplledema, or retinal vascular lesions. Evaluate for retinal ven
thrombosis immediately [see ADVERSE REACTIONS (6.2

« I feasbl, stop norgestimate and ethinyl estradol tablets atleast 4 weeks before and
through 2 weeks after major surgery or other surgeries known to have an levated
tisk of VTE as wel as during and folowing prolonged immobilzation.

= Start norgestimate and ethinyl estradiol tablts no earler than 4 weeks after defvery,
in women who are not breasfeeding. The fisk of postpartum VTE decreases after the.
third postpartum week, whereas the risk of ovuiation increases after the th

3
3
g
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weeks or longer. The risk of thromboemboli dsease due to COCs gradualy
disappears after use s discontnue
» Use of COCs o creases the s of arterl hromboses suchas srokes an
or e ovets

o
increase both
cerbrovasculreverks (trombotic and hemorrhgic strokes) Thi risk creases
vith age, particularly n women over 35 years of age who
= Use COCS wih cation in women wih cardovascar dsease ok factors.

5.2 Liver Disease
Impaired Liver Function
Do not use norgestimate and ethinyl estradiol tables n women wah ver disease, such
o ecuteealhepalts or severe (Gecompensate) crrhoss of er [see

Y] ver functon may

rovt o COC st hok pes exchaden Dacontine horgestinatsond iyl
estradil tablts i pundice develops.
Liver Tumors

Norgestimateand etny estad tablets are contrandicted nwomen with benign and
malgnant Iver tumors (see CONTRAINDICATIONS (4)). Hepati a

eSeed win COE vie An elate of the ATENAAIS FEX & 33 Conei00000 COC
users. Rupture of hepatic adenomas may catise death through ntra-abdorminal

hemarrt

increased risk of
ferm (=8 years) COC users. Towcre e i o e fancae mcOC uaers & et ton
one case per mifon

5.3 Risk of Liver Enzyme Elevations with Concomitant Hepatitis C Treatment
During cinicaltrils with the Hepatiis C combination drug regimen tha conta

ombitasvirlpartapreviirtonav, with or without dasabuvi, ALT elevations greater than 5
times the upper Imi of normal {ULN), including some cases greater than 20 times t

LK, q
medications, such as COCs. Discontinue norgestimate and ethinyl estradiol tables prior
z q therapy regimen

Wi o without dasabuvir (see CONTRAINDICATIONS (4)). Norgestimate and ethinyl
g compie

treatment with the Hepatitis C combination drug regimen.

5.4 High Blood Pressure
n women with
uncontrolled hypertension or hypertension with vascular dsease [see
CONTRAINDICATIONS (4). For women with welkcontrolled hypertension, monitor biood
biood pressure ises.

signifcantly.

n ncrease nood pressare has been reportd n women taking COCs, and this
i older women

hypertension icreases with ncreasing concentrations of progestin.

5.5 Gallbladder Disease
Studies suggest a small ncreased relative isk of developing galbladder disease amang

h 2 hstory of pregnancy.-related chalestasis may be at an ncreased rik for COC
related cholestast.

5.6 Carbohydrate and Lipid Metabolic Effects

c. and women w ethinyl
estradiol tablets. COCs may decrease glcose tojerance.

for
proportion of women wil have adverse Ipid changes whie on COCS.
Women with hypertriglyceridemia, or a famiy history thereof, may be at an increased
isk of pancreats when using COCs.

5.7 Headache

"
thatare recurrent, persitent,or severe evaka the cause o Gecareie
norgestimate and ethinyl estradiol tablets

the case of

or severty of 0C use (which

of  cerebrovascuir event)

5.8 Bleeding Irregularities and Amenorrhea

Unscheduled Bleeding and Spotting

Unschadnd reaough o btrocyck) Hesdig and spotg someivs occur b

patient

e ot prevouin egut £ycn check fo coupes such o pegnancy o

makgnancy. I pathology and pregnancy ar excluded, bleeding reguartes hay resohe
ver time or wth achange to'a different contraceptive product

I clincal rs o duration
of oresrouon beedng ancior spofthg was asseseed i 1,647 mms (21,275
patients (35,546 el A otalof

0 (7
Dot et eeding o petig. Baced on e rom the ekl 14t 45 of
Women using norgestimate and ethinyl estradol tablets experiencs
bleeding per cyc i the first year. The percent of women who experiencs

time.

Amenorrhea and Oligomenorrhea

Women

Some women
€OCs, especialy when such a condition was pre-existent.

If scheduled (withdrawa) bleeding does not occur, consider the possibiky of pregnancy.
If the patient has not adhered to the prescrived dosing schedule (missed one or more.
active tables or started taking them on a day lter than she should have), consider the

diagnostic measures. If the patient has adhered to the prescribed regimen and misses.
two consecutive periods, rule out pregnancy.

5.9 COC Use Before or During Early Pregnancy

Extensive epidemiological studies have revealed no increased risk of bith defects in
women wha have used oral contraceptives prior Lo pregnancy. Studes aso do not

Suggest a teratogenc effect, particularly n 5o far as cardac anomales and imb
ncerned, when inadvertently

ring early pregr
pregnancy s confirmed.
test for

cocs to
pregnancy [see USE IN SPECIFIC POPULATIONS (3.1)].

5.10 Depression

3 history of
©

5.11 Malignant Neoplasms.
[preast Cancer

in femaies who currently

lsee CONTRAINDICATIONS (4]

[Epidemiology studs have not found a consistent association between use of combined
foral contraceptives (COCs) and breast cancer risk. Studles do not show an association
tween ever (current or past) use of COCs and fisk of breast cancer. However, some




tudes report asmal ncrease i the ik of breast cancer amang current of recent
lusers (<6 months s sse) and current users wih longer duration of COC use:
et POSTUARKETIVG EXPERIENCE (6

[cervical cancer

[Some studles suggest that COC use has been assocated with an increase i the risk of
fcervical cancs However,

[about the extent to which such findings may be due to diferences in sexual behavior
Jand other factor

5.12 Effect on Binding Globulins
The stragen comporent of COCs may e th serum concentatons o thyroxine

jobuin, e of
Tepiacement thyroi hormane of Cortsal herapy may need t b Rcreased

5.13 Monitoring

A woman who s taking COCS should have a yearly visit with her heathcare provider for
a blood pressure check and for other indicated heathcare.

5.14 Hereditary Angioedema

In women weh heredgary anghoedema, exogenous etrogens may duce o exacerbate
symptoms of angio

5.15 Chloasma.

Chioasi oy chioas
GravRTUm. Women Wi & endency to chbsEma Shoukd avol exposLre o i sun or

6 ADVERSE REACTIONS
The following serlous adverse reactions wih the use of COC are discussed elsewhere
abeing:

« Serous cardiovascular events and stroke [see BOXED WARNING and WARNINGS
AND PRECAUTIONS (5.1

« Vascular events [see WARNINGS AND PRECAUTIONS (5.1)]

« Lver dsease [see WARNINGS AND PRECAUTIONS (5.2)]

Adverse reactions commony reported by COC users are:
« Irregular uterine bieeding

« Nausea

= Breast tenderness,

« Headache

6.1 Clinical Trial Experience

rates observed i the clnical tras of a drug cannot be diectly compared to rates in the.
clnicaltials of another drug and may not reflct the rates observed i clinical practice
“The safety of norgestimate and ethinyl estradiol tablets was evaliated i 1,647 heathy
‘women of chic-bearing potential who partcipated In 3 clncaltrals and received at least
1 dose of norgestimate and ethinyl estradiol tablets for contraception. Two trals were.
randomize rias an n inal3
trias, subjects were followed for up to 24 cycks.
Common Adverse Reactions (= 2% of subjects)

mon adverse reactions reported by at least 2% of the 1,647 women were.
the following in order of decreasing incdence: headache/migraine (32.9%),

7.8%), %) 8%).
breast issues (including breast pain, discharge, and enlargement) (6.3%), mood
Giorder (ncing Gepression an mood abercd (5 0%, Tocknee (3 5%,

(2.9%), and rash (2.6%).
Adverse Reactions Leading to Study Discontinuation
Over the three rios, between L1 to 21% of subects dscontiued the trl duetoon
adverse reacton. The most common aderse esctons (1% ey to dscontinuation
eadache (4.1%)
g Geresin and 1008 e (3451 prémensiuatoméror (.7
hypertension (1.4%), breast pai (1.4%), nervousness (1.3%), amenorrhea (1.1%),
1%) 1%) 1%).

Serious Adverse Reactions
resst cancer L sublect mood dsorders incuing depresson, rtablty, and oo
swngs (1
events Sech o (v (1
subject).

6.2 Postmarketing Experience
Five studes that compared breast cancer risk between ever-users (current or past use)
of COCs and never-users of COCS reported no assockation between ever use of COC:
and breast cancer risk, wth effect estimates ranging from 0.90 - 1.12 (Figure 1)

tudies compared breast cancer risk between current or recent COC users (<6

studies found an increased risk of breast cancer wih current use of longer duration,
wih relative risks ranging from 1.03 wit less than on year

approxmately 1.4 weh more than 5.10 years of COC

Figure 1: Risk of Breast Cancer with Combined Oral Contraceptive Use.

|

RR = relative risk; OR = odds rato; HR = hazard ratlo. "ever COC" are females wih
currentor

past COC use; "never COC use" are females that never used COCs.
“The follo reactions

are reported voluntarly from a population of uncertain sie, & s not aiays possibk to
frequency or

Infections and Infestations
Urinary tract infection;
Neoplasms Benign, Malignant and Unspecified (incl. Cysts and Polyps)

Breast cancer, benign breast neoplasm, hepatic adenoma, focal nodular hyperplasia,
breast cyst;

Immune System Disorders
Hypersenstity;

Metabolism and Nutrition Disorders

Dysipidenia;

Psychiatric Disorders

Anxiety, insomnia

Nervous System Disorders

Syncope, convulsion, paresthesia, dzziness;

Eve Disorders

Visual mpainment, dry eye, contact kens Intolerance;

Ear and Labyrinth Disorders

Vertgo;

Cardiac Disorders.

Tachycardia, paptations;

Vascular Events

Deep vein thromboss, pumonary embolsm, retinal vascular thromboss, hot flsh;
Arterial Events

accident:

Respiratory, Thoracic and Mediastinal Disorders

Pancreatitis, abdominal distension, dirrhea, constipation;
Hepatobilary Disorders
Hepatis;
Skin and Subcutaneous Tissue Disorders
Anglsdama, syems todosur, PeSULE, NGt swests, hyperiose.
photosensitivey reaction, urticaria, prurtus,
Musculoskeletal, Connective Tissue, and Bone Disorders
Muscle spasms, pain i extremy, myalga, back pain;
Reproductive System and Breast Disorders
Ovarian cyst, suppressed lactation, vuliovaginal dryness:
General Disorders and Administration Site Conditions
Chest pain, asthenic conditions.

7 DRUG INTERACTIONS
Consut the labeling of iy used drugs to
nteractions or

No drug-drug interaction studies were conducted wah norgestimate and ethinyl estradiol
tables,

7.1 Effects of Other Drugs on Combined Oral Contraceptives
Substances decreasing the plasma concentrations of COCs

orvgs o enzymes,incuding 384
(CPaA ¥ CoCs and the
ectenioss o COCS o mctaase breakieough pleading. Some trugs o netal
roducts e

Bhanyton, barbiurates, carbamazepne, bosentan, febamate, grseofun,
oxcarbazepine, rfampkcn, topramate, abut, rfamide,apreptant, and products

ontsinng St Johms wort Inerectons betweer hormonl ontroceptives and other
g% may 16315 breakThTOUG Deng andior ContTaceptve fakure. Counselwomen
{0 Use an akernaiive method of conracepton o a back-up method vhen snzyme
wih COCs, and r 28 days after
9
Colesevelam:

Colesevelam, a bie acid sequestrant, given together wth a COC, has been shown to
EE. The dru

and coleseveiam was decreased when the two drug products were given 4 hours apart.
‘Substances increasing the plasma concentrations of COCs

Coradminstraon of sorvastatn o rosuvasttinand certan COCs contnng iy
stradol (€€)ncrease AUC vakes for EE by pproximaely 20 o 25% Asco

it of
Conjugatin. CYPSA4 Mhbiors such as Araconazok, vorkonazo, huconazok.

Human immunodeficiency virus (HIVYHepatitis C virus (HCV) protease
inhibitors and non-nucleaside

decrease) in estrogen
wih HIV protease

nhibkors (decrease [e.g., nelinavi, tonav, darunavirtonavk,

o ncrease e
ndinavir and (i ocepreii
and telaprevi] or a

e aPee)or erenea 1. Swoveiel

7.2 Effects of Combined Oral Contraceptives on Other Drugs

7COCs contaiing EE may nbk the mexabolsm o other compounds
Syclosporin, preansonne. theophyline, tzandine. and varkonazoe) and ncresse
ther plasma concentrations.

- cocs
CoTre s g ey s mmasepam and Bemorine SanFeont
decrense 1 s concentraton of amatrigne s been show, kel cuets
induction o e therefore,
osage adistments of amatrigine may be necessary:

Women on thyroid hormane replacement therapy may need increased doses of thyroid
hormone because the serum concentration of thyroid-binding globuln ncreases with
use of COCs

7.3 Interference with Laboratory Tests,

e use of of certain
such as coagulaton factors, ipis, glucose tolerance, and binding proteins

7.4 Concomitant Use with HCV Combination Therapy - Liver Enzyme Elevation
o HCV drug

wih or aue
to potential for ALT ckvations [sce WARNINGS AND PRECAUTIONS (5.3)].

8 USE IN SPECIFIC POPULATIONS



8.1 Pregnancy
Toeres Mt or o ncreased ciof it defectsn women who acverterty use COCs

during meta-anal
Increasea ok of genialof non genta b deects (nchadng carda anomaies and
ow dose COCS prior

during early pregnancy.
Do not administer COCs to induce wihdrawal bleeding as a test for pregnancy. Do not
Use COCs during pregnancy to treat threatened or habial abortion.

8.3 Nursing Mothers

Advise the nursing mother to use other forms of contraception, when possibl, untl she
has weaned her chid. COCS can reduce mikk production i breastfeeding mothers. This
s less lkely to occur once breasteeding & wel-estabished; however, t can occur at any.

are present n breast mik.

5.4 Pediatric Use.

Saftyand efficacy of norgestiate and ety tradol tabets have been establshed n
wor acy s expect

cants e i o 15 o o s 18 Yo sk oer Uoe o e product
before menarche s not indicats

8.5 Gerlatric Use

women and are not indicated i thi popuation.

8.6 Hepatic Impairment

s ot been studied
in subects wih heptc mparment However,serod ormones may be pori

i patents with hepati mpaiment. Acute orchronc dsturbances of iver
function ver function
i o mermes snd COC Cagsaton hos e exchle: o CONTAANBICATIONS(9)
and WARNINGS AND PRECAUTIONS (5.2).]

8.7 Renal Impairment

has not been studied
in women wh renal mpairment

10 OVERDOSAGE
‘There have been no reports of serious i effects from overdosage of oral
by chidren

bleeding i females and nausea.

11 DESCRIPTION

Each of the olowing products i @ combination oal contraceptve contonig the
estrogenic compount
desgnated as (18, 17 (acetyioxy)-

3-ethyl, oxime,(170) - (+)) and elhmy\eslraﬂm\rsdesgna\ed 2 (1970170
pregna,1,3,5(10)-tren-20-yne-3,17-d)
« Fach

gl nacine horecnes o anpyehous octose: o 6. bt o, 2 Aumanum
Lak h o magnesim
smarale, microcrystaline celliose, poyethyiene glycol, povidone and tranium

« Eathreen pocebo tabltcontans ol nert gredns,a flows: D & C B No.
2 Aluminum Lake, croscarmelose sodium, fron oxide yellow, hypromelose, ctose

2
HoN Norgestimate Ethinyl Estradiol
12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action
« Oral Contraception

COCs lower the risk of becoming pregnant primarly by suppressing ovulation. Other

and endometril changes that reduce the fkelood of implantation.

12.2 Pharmacodynamics

estradol tablets,
12.3 Pharmacokinetics
Absorption

absorbed NGM
rapidly and completely metabolzed by first pass (ntestinal andor hepatic) mechanisms
o norelgestromin (NGHN) and norgesre (G}, whch ae he mjr ace metabolies
of norgest
Pesk serum concentrations o NGMN and EE are generaly reached by 2 hoursafter
Tollowin
URDE osmo f the 350 oy NI 35 e 2 dose s appreximteh 3 10 o1 o
37 £ compard win snge dozeadminiratn, Toegharmacogets o NG
dose.proportonal folowing NGM doses of 180 mcg to 250 me

i o ready state
concentatons of NGMI and NG areachieve by Day 21 Nordner sccumubti
(approximatey 8 fokl) of NG & observed a5 a resu of high-affinty bindng to SHEG,

R e 1 Sologkalaciviy (Tape 3

Table 3: Summary of NGMN, NG and EE pharmacokinetic parame
Mean (50 PharmacoKinetic Parameters of Norgestimate and Ethiny Esradil Tabets During s Thre Cycle Study
Day

Analyte

Cycle a O

NGMN 1 1 17810.397) Phersen iy
3 2 219 (0.655) 143 (0.680) 181(553)

NG 1 1 0649 (0.43) 142 (0.69) 6.22 (2.46)
3 2 167(132) 182 (205)

3 1 1 922 245) 12(026) 620 (138)
3 2 147 (415) 1210 (294)

ek serum concentration,
I NGMN a0d NG: Crogs = ngimL, AUCnm o= hengim
= po/mL, AUCG 1 24n = h-pa/mi

01024 nours,

Food Effect:

The effect of food on
has not been studied.

Distribution

NGMN and NG are highly bound (>97%) to serum proteins. NGMN is bound to abbumin
and ot to SHBG, whis NG s bound primary to SHBG. EE is extensively bound (>97%)
increase n SHEG.

Metabolism

NGM s extensiey metaboized by it.pass mecharisms i the gastrantestinlract
and/uri/zv NGMS primary actve metabolte & NGMN. Subsequent hep:
NGHN occurs an metaboltes ncide NG, uhih s 3o active,and v
ugh NGMN and s
ey b 453 ey B e i oSoes unde e recommenced 305
jmen, the in vivo concentrations of NGMN and ks metaboltes, even at the peak
Serum level, are relatively low compared to the inhibtory constant (K. EE f a0
metaboized to various hydroxylated products and their ghucuronide and sulfate
conjugates.
Excretion

f NGMN and E ays. Following
imineacon of 14 norgestinate 475 (45 0 45%) and 575 (16 1 4550 ot
adminstered radioactivey was elminated in the urine and feces, respectivel. Unchanged

These nchude 18, 19-Dnor-17-pregn.-4-en-20-yn-3-one, 17-hydroxy.
13-ethyl(172)-(1:18,19-Dnor-58 17-pregnan-20-yn,3a,17B-dihydroxy-13-ethyl(17a),

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertilty
[see WARNINGS AND PRECAUTIONS (5.2, 5.11) and USE IN SPECIFIC POPULATIONS
@n]

14 CLINICAL STUDIES

14.1 Contraception

n X

aged 18 t0 3 years were studed or up o 24 cycs proing o el of 24272 cyces of
exposure. The racil demographic was abou 73 to 86% Caucasian, 8 1o 13% Afrcan-
Rrverkan 5t 14% Hopane wib the remaindes Aslon 6 Other (215 Thae weré o
exclusions on the basis of weight; the welght range for women treated was 82 to 303
s, wth a mean weight of about 135 Ibs. The pregnancy rate was approxmately 1
pregnancy per 100 women-years.

16 HOW SUPPLIED/STORAGE AND HANDLING

16.1 How Supplied

usp & (NDC 68180-
840°71) Contaning 26 bkl packed ' pouch (NDC, 63180-840-71). Such tree
pouches are packaged in a carton (NDC 68180-840-73).
Ench plter (28 tabets) contains 1 the folowng orde

ke, round. i cosed tablts, dbossed it 27" onone e snd L onthe

prbeichies
+ 7 green round, beonier, o cosid s o perronolpocebo) debossed wen
E24 on the other sid

Keep out of reach of chidren

16.2 Storage Conditions

» Slore s 25°C (77°F) excursionspermited 10 15° 0 30°C (59 10 86F). [0 UsP
Contralked Room Temperature]

« Protect from b

= Keep out of the reach of chidren.

17 PATIENT COUNSELING INFORMATION

patent labeling for Use).
Counselpatns sbout the olowng format
s the risk of use,
it momen ahs are ver 5 v o and e shouk ok e COCs e
BOXED WARNINIG)

« Increased rsk of VTE compared to non-users of COCS i greatest after nfial
Starting a COC or restarting (folowing a 4-week or greater pikfrce nterval) the same
or a diferent COC [see WARNINGS AND PRECAUTIONS (5.1)]
and other sexualy transited infections.

pregnancy; i
nstruc

the patient o stop further use [see WARNINGS AND PRECAUTIONS (5.9)).
« Take one tablet daly by mouth at the same time every day. Instruct patients what to
do miss: DOSAGE 22,

10N (7.1)].
Cs may reduce breast mik production; this i less likely to occur  breastfeeding &
ok cotanad soe USE I SPECIIC POPULATIONS (8.1
+ Women uho sart COCs postparum,and who have notye had 3 perid, should use
abet for

oo dovs e DOSACE AND ADVINISTRATION 523

- Amenorthes mayoccur. Conaiierpregnancy e eventof amenorties of te e
of the first missed period. Rule out event of amenorrhes in two or
ore cantaane Cyc Tos WARMINGS AN PRECALTIONS (35

Distributed by:
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Patient Information

Norgestimate and Ethiny| Estradiol Tablets.

(nor JES ti mate and ETH in il es tra DYE ole)

What is the most important information | should know about norgestimate
and ethinyl estradiol tablets?



Do ot use norgestimate and ethinyl estradiol tablets if you smoke
cigarettes and are over 35 years old. Smoking increases your rik of serious

cardiovascular side effects from hormonai brth control pik, including death from heart
attack, blood clots or stroke. This risk increases with age and the number of cigarettes

What are norgestimate and ethinyl estradiol tablets?

by women to prevent pregnancy.
How does. work

Your chanceof gettn aregant depencs on how ey flow thedrecens or
taking your

have of getting pregnant

Based on the resuls of clncal studes, about 1 out of 100 women may get pregnant
during th

The the chance.

methods ofbrthcontrol Eochbox onthechatcontans st o It conizl metfods

i aresimar  efectenes. The mos effecte meihods ae o e top ofth chrt
hance of

o do ot use Brth controand are g B ek regnant

=
» rsvanhwsh\e
Wammen m one year =

Who should not take norgestimate and ethinyl estradiol tablets?
Do not take norgestimate and ethinl estradil tabets  you:

moke and are over 35 yea
had boad cis i your ame, leqs hngs, or eyes
ada that makes &
e o Nt v Broms o Fregui hear bet tht éredses your sk of
havg blod cts

« heda

 had a heart attack

 have i biod ressure tha canot be ontrole by medcine

= have dabetes wih kidney. eye, nerve, or blood vessel dam:

* b certaln ks of sevrs migraine headaches wih aura - pamoness, esknessor
changes in vision, or any miraine hedaches  you are over 35 years of ags

e praser, g hes tmars

T any Hepotes ¢

Vith or wEhout dasabuvr. This may ncrease levels of the ver enzyme "aianine
aminotransferase® (ALT) i the biood.

¢ have any unexplined vagnal beeding

= are pregnan

« had breast cancer or any cancer that s sensitive to female hormones

If any of these conditions happen while you are taking norgestimate and
contraception when you stop taking orgestimate and ethim sstradiol
What should I tell my healthcare provider before taking norgestimate and

ethinyl estradiol tablets:
Tell your healthcare provider if y

o Yoningof your Sk o ey (lundieCovsed oy pregncy (holstsis of
 preanancy)

plan to breastfeed.

v e imate i kgt <t tabes ray s i your braset k. ok s0.

breastfeeding

Tell your heafthcare provider about all the medicines you take, including
'd over-the- . vitamins and

her medicines work, and
other medicines may affect how wel norgestimate and ethinyl estradiol tablets
Know the medicines you take. Keep a st of them to show your heathcare provder and
pharmacst when you get a new medicie.
How should | take norgestimate and ethinyl estradiol tablets?
Read the Instructions for Use at the end of this Patient nformation
nat are the possible serous side efects of nargestimate and ethinyl
estradiol tablets:
- tike pmgn...:y, orusstimate and athiylastadilcabets oy cusse
erious side effects, including blood clots lungs, heart attack, or a
Seran i may laa 1o otk Some & amples of serious blood
Zlots Include bigod clots In the legs or eyes.

Setus oo cots can napoen specly you sk, o bese, o are s than 33
years of age. Serious blood clots are more ikely to happen when

 first start taking birth control p
. for amonth or

Call your healthcare provider or go to a hospital emergency room right away

 leg pain that wi ot go away

« sudden severe shortness of breath

¢ sudden change nvsion o bndness

« chest pa

= Sudden, severe headache unike Jour uainesdaches
= weakness or numbness i your arm or

« trouble speaking

Other serious side effects include:
« liver problems, including:
 areer
*+ undes Choustass) sspecas youprebsly od chlests of pragoaey.
Callyour heathcare provier 1'you have yekowna of you skin

 high blood pressure. You shoid see your heathcare provider for a yearly check
of your biood presst
gallbladder problems

* changes in the sugar and fa (cholesterol and trigycerides) levels i your

- paw or worsering hewdaches inchiding migrsine hasdaches
© iregular or unususl vaginal bleeding and spotting batween your menstrusl
o the st 3 months of taking norges

ryix
* sweling of your skin especial around your mouth, eyes, and in
throat (angloedema). Cal your healthcare provider f you have a swolln face, Ips,
mouth tonoue or thioat, which ay ead 6 G fuky SwaloWNg or breating. Your
chance of having angioedema s higher I you have a history of angioed
« dark patches of skin around your forehead, nose, cheeks and muna your
mouth, especaly during pregnancy (chioasmal. Wiomen ufo tend o o
Chio3sma should avo spending s on e I SURIGH: tanTng hooths, and under
Sun lamps whie taking norgesmaxe and ethinyl estradiol tablets. Use sunscreen f
e to be in the sunigt
What ae the mast common side effects of norgestimate and ethinyl
estradio tabe
" essatne tmirane
« breast pan or tenderness, enlargement or discharge

© oo changes, Pekuding depression

 changes et
- skn

For more information, ask your heathcare provider or pharmacist
youmay

You to the FDA at

effects to Lupin Pharmaceuticaks, Inc. at 1-800-399-2561.

What else should | know about taking norgestimate and ethinyl estradiol

tablets?

= If you are scheduied for any lab tests, telyour heakthcare provider you are taking
norgestimate and ethinyl estradol tablets. Certain bloo tests may be affected by
norgestimate and ethinyl estradiol tablets

and other sexualy transited Infectons.
How should | store norgestimate and ethinyl estradiol tablets?
. 3
0 77°F (20°C to 25°C).

a the reach of

chidren,
« Store away from ight.

ral information about the safe and effective use of norgestimate and
ethinyl estradiol tablets.
edicines are sometimes prescrbed for urposes other than thse ted n  Patert

ondtion
for which t was ot to
e i wvtn ey Nove e s Syt kYo e
“This Patient Information summarizes the most important information about
You ca ol

provder for writen
for heath professionas.

callLupin Inc.at or you can

For p
Vit the Lupin webste at www kipinpharmaceutcals. com.

Does hormonal birth control cause cancer?

It not known # hormonal birth control pis causes breast cancer. Some studies, but
ot al, suggest that there could be a sight ncrease i the risk of breast cancer among
current users with onger duration of use.

Iryou hove breast cancernou,orhavenad & the past o ot use hormonal bt
control because some breast cancers are sensiive t

Women who use birth control pifs may have a slihtly higher chance of getting cervical
cancer. However, this may be due to other reasons such as having more sexual

What if | want to become pregnant?
You may stop takingth il wheneveryou wish,Consiera vk wih yourheatcare
rovider for a pre-pregnancy checkup before you stop taking the pil.
What should 1 know about my period when taking norgestimte snd sthinyl
estradiol tablet:
Your peros may be ghter and shrter tha usual. Some wamen s aperd
Iregur vagialbeeding or Spottng may happen e you e aking
Tl ot e Gurng the Tt fow monire o sse e ey & ht
5 serbus proble. & Importantt Contia tag your pAS on  reguer Scheaue 15
prevent a preg
What are the ingredients in norgestimate and ethinyl estradiol tablets?
Active
Inactive ingredients:
Blue pils: anhydrous lactose, FD & C Biue No. 2 Aminum Lake, croscarmelose sodium,
hypromelose,
polyethylene glycol, povidone and ttanium dioxide.
Green pl D & slueNo. 2 Auminum Lke,croscarmlose sodium,ron xie yelow
hyore
Poeiene yeetand thanur e
Instructions For Use
Norgestimate and Ethiny| Estradiol Tablets.
(nor JES ti mate and ETH in il es tra DYE ole)
Important Information about taking norgestimate and ethinyl estradiol
tablet

= Take 1 pil every day at the same time. Take the pis i the order directed on your
bister.



= Do not skip your pis, even f you do not have sex often. If you miss pils (including
starting the pack lte) you coud get pregnant . The more pils you miss, the more.
Tikely you are to get preg

.

When you

estradiol tablets, spotting or fght bieeding n between your periods may occur.

tact your heathcare provider i this does not go away after a few months
You your stomach (nauseous),

f taking ach,
donotstoptaking he pk. e probem wil sualy 0 T 1 your naueda o nok
0 away, call your heafincare

« i o oo ks chosespotingof Kt lsding, even when you ke the mses
i later. On the days you take 2 pik to make up for missed pis (sce What should
do If 1 miss any norgestimate and ethinyl estradiol tablets pills? below)
you couk o fsla e sick o your stomach
= Itis not uncommon to miss a perlod. However,  you miss a period and have not

en norgestimate and ethinyl estradiol tabiets according to directions, or miss 2
periods i 2 row, or feel ke you may be pregnant, callyour heathcare provider. If

houi stop

you
estradiol tablets
1f you have vomting or diarrhea wEhin 3 to 8 hours of taking your pil,take another

il o the same color from your extra bister. If you do not have an extra bister, take

the next pi in your bister. Continue taking allyour remaining pis n order. Start th
it pAof your nextbistr the day ate (nshing your current bister. T wh be 1
day earfer than originaly scheduled. Conti schedul

o ot rhea for more than 1 day, your birth control pis may not

wark a5 wel. Use an addianal birth control method, ke condoms and a spermicide,
untd you check with your heathcare provider.

 Stop taking norgestimate and ethinyl estraciol tabiets at least & weeks before you
have major surgery and do not restart after the surgery without asking your

Spermicide) during this time period.

Before you start taking norgestimate and ethinyl estradiol tablets:

= Deckie wha tme of day you want to ake your pi. s mportan o take  a the
same time every day and in the order as directed on your bister.

 Have backup contraception (condoms and spermicide) avaiable and if possble, an
extra full pack of plls as needed.

When should I start taking norgestimate and ethinyl estradiol tablets?

If you start taking norgestimate and ethinyl estradiol tablets and you have
ot used a hormonal birth control methor
+ Trere re 2 oy o str takig your it control i Yo can et strt o o

(Day 3 tar. Your neakcare provder Shou tellyou when t start taking your Dith
conrl i
.

condom:
oo ou o et e Sack-u omiocepton oo e e Doy Strt.

1fyou start taking norgestimate and ethinyl estradil tablets and you are
switching from anothe
St your new mergesmare o ehmetradi abletspack o the some day that

. from your previous

If you start taking norgest

ke vaginal g or tansdermal

S v norasmate s ool abltson the day you weuk have
reapplied the next ring or patch.

and ethinyl estradil tablets and previously

If you start taking norgestimate and ethinyl estradiol tablets and you are

implant or on the day when you would have had your next injecton.
1 you start taking norgestimate and ethiny estradiol tabets and you are
switching from an intrauterine device or system (IU

» Strt taking norgestmateand thiny S a0 o th day of removal of your

+ Yau do ot need back up cotraceptn fyour IUD o IUS & removed o the st day
(Day 1) of yuur e, fyour 0D o 1U s removed on oy ather dy. use o,
hormonal back-up contraception such as condoms and spermicide for the first 7
Gaye that you take norgestinae and ety esradil tabce

Keep a calendar to track your period:

I this is the first time you are taking birth control pils, read, “When should I start
imate and ethinyl estradiol tablets?" above. Folow th

instructions for either a Sunday Start or 3 Day 1 Start.

Sunday Start:

Start tod you to take [

day.

" Take 2 on the Sunday after your period starts

o I your period starts on a Sunday. take pil "L " that day and refer to Day 1 Start
indiructons baow

= Take 1 pil every day i the order on the bister at the same time each day for 28
days.

. g paon Day 2 start taking pilfroma

week
i v pack wretnr o ng you e m\mq your perd

and spermicide for the
* st 7 days o

Day 1 start:

You 8 use 2 Day L Startfyour doctor ok ou o tke your frt A (0ay 1) o e

e il ery sy r the order ofthe bister pack, ot the same tm ach day,for

28 days

= After taking the last pil on Day 28 from the bister, start taking the fiest pil from a

same day of the week as the first pack. Take the first pil i the new
pack whether or not you are having your peri

Norgestimata and sty astracal tablts come n bleter pck. Resd the

instructions below for

Instructions for using your i

Each new biister has

= 21 blue pils with hormones, for Days 1 te

« 7 green pis (without hormanes), for Days 22 to 28

step 1.

SET THE DAY on your BLISTER

Sunday Start:

Each bister has been preprinted with the days of the week, starting with Sunday (Sun),

o facitate a Sunday.-Start regimen.

Day 1 start:

pack n order
T sccommodae s Doy 1 St g
= ik theday bl s tha sarts whhthe frst day of your perid. Face s doy oo
strip over
on the bister (Refer figure below )

83t tats with st day of you porio hee.

@* e e we  ww
NS NN
k\/}\)b\/b\/N/\b\)P A

g*/\\ I NEANENENANAY
ERN AN ANE ANPE AR AN AT
R AN NENENENENEY
ERWNPENI 'P\JV\,/bx/“%
‘»,\] N ~ S
2 >\/>\/>\ NORONW,
N A
step2.

Remove pil "1* by pushing down on the pill. The pl wil come out through a hole
the back of the strp.

Step 3.
‘Swallow the pill. You wiltake 1 pil every day, a the same time each day.
Step 4.

Wait 24 hours to take your next pill. Continue to take 1 pil each day unti al the
pils have been taken

Step 5.
‘Take your pil at the same time every day. It is Important to take the correct pil
i day and not mss any pils
To help you remember, take your pil at the same time as another daly activiy, lie
rring off your alarm clock or brushing your teeth.

Step 6.
When your bisteris empty youwilstart a new blster on the da ftr i 20,
Remember to refil o

When your next period starts.
What should I do if | miss any norgestimate and ethinyl estradiol tablets pills?
1f you miss 1 pillin Weeks 1, 2, or 3, follow these steps:
e o 2001 25 youremembs.Take the et il o out reguir e, Th means
you may t
= Then continue taking 1 pil every day unti you finish the p
ot nk mecd 4522 bk et comol meinos  you have sex
1f you miss 2 pill in Week 1 or Week 2 of your pack, follow these steps:
 Take the 2 missed pik as saon as possible and the next 2 pik the next day.
 Then continue to take 1 pil every day unti you fnsh the

N (such as
back-up if you have sex during the first 7 days after mising your pils.

If you miss 2 miss 3 or more pils in a row
during Woeks 1, 2, or 3 of the pack, follow these steps:
« If you are a Day 1 Starter:

+ Tofow ou the et ofthe A pack and start  new pack ta same day.

 You may not have your period ths month but ths s expected. He
s your wma ot v, calyou heaicare rovier becasst you
ight be preg

« You coud beceme pregnant  youhavesex durng the st 7 days after you

Condo it Sherk e a2 Back up § 3o haves6x S ne (vt 5 days atr
You restart your pils.

* 1 you are » Sunday start
 Keep taking 1 pilevery day until Sunday. On Sunday, throw out the rest of the.

o Use a non-hormonal bith control method (such as a condom and spermicide) as
aback-up f you have sex during the first 7 days after you restart your pi.

1f you have any questions or are unsure about the information n this leaflet,

call your heathcare provider.
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0.25mg/0.035 mg

Rx Only.
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