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FULL PRESCRIBING INFORMATION

WARNIN

IGARETTE SMOKING and SERIOUS CARDIOVASCULAR

isk of serious.
from combination oral contracaptive (COC) use. This ik increases with
age, particularly in women over 35 years of with the number of
clgarettes smoked. For this resson. CoCs are Contraindicated in women

years of age and smoke [see CONTRAINDICATIONS
o,

1 INDICATIONS AND USAGE

1.1 Oral Contraceptive
Norgestimate and ethinyl estradiol tablet i indicated for use by females of reproductive
potentialto prevent pregnancy [see Cinical tudies (14)l.

2 DOSAGE AND ADMINISTRATION

2.1 Recommended Dosage and Administration

Take day with Table 1
instructions

ovides
and ethinyl estradiol tabets

Table 1: nstructions for Adminstration of Norgestimate and Ethiny Etradiol

Tablets.

Sraring COCs n women not gurently Doy 1 se
®

using
Start or Sunday Start) meals on the first day of menses.
Important: @ Take subsequent active tablts once daly at
Consider the possibity of ovulaton and the same time each day for a total of 21 days.
onception prir to itiation of ths product. @ Take one green inactive tablt daly for 7
days and at the same time of day that active
Tablet Color: tablets were
@ Begin exct the same
active tablts are blue (Day 1 to Day 21) day of the week as the first cycle pack (L., on

e last inactive tablet)
has green nactive tabiets (Day 22 to Day 28)
Sunday Star

 Tokd st actietabe wihout regard to
mess on the st Sundayafter the ansetof
menses. Due to the potentl of

Pregnant; use addkonal non-
hormonal contraception (such as

and addtional non-hormnal contraceptive s

Switching to norgestimate and ethinyl  Start on the same day that a new pack of the

estradiol tablets from another oral previous oral contraceptive would have started.

contraceptive

Switching from another start

method to norgestimate and thinyl  tablets:

estradiol t

o Transdermal patch @ On the day when next appication would
have been scheduer

® Vaginal ring @ On the day when next insertion would have
been sch

® Injection ©_On theday when next jcton would have
been sched

® Intrauterine contraceptive  “Onthe day of remova

Ifthe UD s notremoved anfrst dayof the

Rormonal conracepte (such a condoms and

permic ded for the first seven days
of the frst cyck
o implent @ Onthe day of removal

instructions to faciltate patient counss
located n the FDA-Approved Patient Labelng.

proper tablet usage

Starting Norgestimate an Ethiny1 Estradiol Tables after Abotion or
Miscarria

First-trimester:
« After

{3bkts may b sarted mmediiey. Anadiional method o coniracepton s not

needed If norgestimate and ethinyl estradol tablets is started immediately

« It orgestinate and ety etrodh tabes & notstaried wihi 5 Gays after
termination of the pregnancy, the patient should use additional non-hormonal
contraception (such s condoms and spermicide) for the first seven days of her first
cycle pack of norgestimate and ety estradil ablets.

‘Second-trimest
D0 ot start unth 4 weels aftr a second-trimests abortion or scaage dueto
the ncreased rsk of thromboembolc discase, Start
i st olowig the astcsbns i Tavk 1 Tor bay o St Sir. a5
desired. If using Sunday start, use addtional non-hormonal contraception (such as
P the patient's

]
Z

and
precautions (5.1)]

starting and Tablets

. after dewvery,
disease.
following the mstructions n Table 1for women not currently using hormonal

aception.
. are lactating

men [sce Use in Speciic Populations (8.2)
« Ifthe woman has not yet had a period postpartum, consider the possbiky of

tablets [see Contraidications (4), Warnings and Precautions (5.1), and Use
S papabrons 61 ord 591
2.2 Recommendations Regarding Missed Doses
ontraceptive fallre may occur when active tablets are missed. Table 2 describes
et for Poretstnaes ant it s U o st of



Tsuch as condoms)
missed

@ I one active tablet i missed in Weeks 1,2, or 3
@ i s s st mssed ek 1o ack 2
i re missed orthreeor

2.3 Dosage Recommendations if Vomiting or Diarrhea Occurs.
I case of severe vomiting or diarrhea, absorption may not be complete and additonal
contraceptive measures shouid be taken. If vomiting or diarrhea oceurs wehin 3 to 4
hours after taking an active tablet, handie this as a missed tablet.

3 DOSAGE FORMS AND STRENGTHS.

Norgestimate and ethinyl estradiol tablets USP are avaiable n a blster. Each bister

contains 28 tabits in the folowing order:

21 ble, round, im coated tablets, debossed with "E27" on one side and LU" on the.
other side of m

= 7 green round, biconvex, fim coated tabets (non-hormonal placebo) debossed wih

w "E24" on the other

4 CONTRAINDICATIONS

Norgestimate and ethiny estradiol tablets is contraindicated i females who are known
t0 have or develop the folowing conditions:
« Ahigh rik of arteralor venous thrombotic diseases. Examples Include women who.
are known to
Smoke. aver age 35 see Boxed Warning and Warnings and precautons (5]
* Havedasp vh tromgssis o pumorary embolem now or b the st 59
Warning s receutons (5.1
B [see Warnings
)

disease 51
o Have coronary artery disease [see Warnings and Precautions (5.1)]

with vaivuar dsease,

e,
[see Warnigs and Precautions (5.1)]
o hypertension

o Have dlabetes melus with vascur dsease [see Warnings and Precautions (5.6)]
o with

aura [see Warnings and Precautions (5.7))
= Women over age 35 with any migraine headaches|see Warnings and Precautions
671

» Ly tumors, benn o makant, o Wer dsease s Warnhgs and recautons

« ooy [see Warr )
 Current dognosis o, or hitory of, reast cancer whkh may be hormone.
g5 and Precaitions (5.10)]
+ Use of epatts g combrnatons contanng ambtesyeartapreeonvr, win
wihout dasabuvr, due to the potential for ALT elevations [see Warnings and
Precautons (5.3)]

5 WARNINGS AND PRECAUTIONS

51 Disorders and Other

venous thromboenboi (VTE) event occurs.

= Stop norgestimate and ethinyl estradiol tablets  there is unexplained loss of vison,
proptosis, diplopia, paplledema, or retinal vascular lesions. Evaluate for retial vein
hrombosis inmediiely [see Adverse Resctns (6

I feasbe, stop norgestimate and ethinyl estradol tablets atleast 4 weeks before and
Uhrougih3 week after mar surgery o other urgeries known to have an devated

risk of VTE a5 wef as during and folowing prolonged immobilzation.

« Start norgestimate and ethiny! tablets no earler than 4 weeks after defvery,
in w teeding, The risk of postpartur ses after the
third postpartum week, whereas the risk of ovulation increases after the third

postpartum week.
» Theuse o COCs ncreases the risk o VTE However,pregnancy rcreases the ik of
VTE as much or more than the use of COCs. The risk of VTE in women using COCs.
310 9 cases per 10,000 woman-years. emkm\ﬂ(shljhestdumqmaﬂvstyaar
of use of COCs and when restarting hormonal contraception after a break o
weeks or longer. The risk of thromboembolk disease due to COCs gradualy
disappears after use 5 discontiued.
+ Use of COCs a0 cresses the s o arerl romboses sucha srokes and
ity in women wi for these cvents

ocs
cerebrovascular evens (ombotc and hemorrhagec strokes). T sk cresses
with age, particularly n women over 35 years of age who smol
e i cauton i wamen weh casbeatcai desterek actrs
5.2 Liver Disease
Impaired Liver Function
n women wih lver
dease,such s actevealhepaiis o sevre (decompensated) cirhosis of et [see

P fancion s
Cosaton s peen exclGed Dotontine norgesiimate and cni et radl et
Jaundice develops.

Liver Tumors

and

malnant ver tumors
o skt f tns At ok & 33 o 100,000 €O uaers Rt
of hepate adenomas may cause death thruugh intra-abdominal hemorrhage.

Studes increased risk of
i (28 years) COC st Homeve the ok o et Lancas i COC uoers & s thon
one case per i

5.3 Risk of Liver Enzyme Elevations with Concomitant Hepatitis C Treatment
Durng clical s wihthe Hepats C combination crug regmen tht

ot paTRapreUFFRonave Eh or WEROu: Gasabuvi, ALT dlevatons o estr than 5
imes the upper i of normal {ULN). Inckidng sor cases greater han 20 tms th

ity
medications, such s COCs. Discontnue norgestimate and ethinl estradiol tablets prior
o starting therapy regimen

with or [see @1
tablets g compietion
the Hepattis C combination drug regmen.
5.4 High Blood Pressure
n women with

uncontroled
). For women weh wel controled erensn, monkor b preseure s iop
ntly.

n ncrease nbood pressare has e repored n women bakmg €OCs, and ths
Fypertension ncreases wh icreasing concentrations of rogestn

5.5 Gallbladder Disease
Studies suggest a small ncreased relatve isk of developing galbladder disease among
COC users. Use of COCs may worsen exiting galbladder diease. A past history of
COC-related cholestasis predicts an increased risk wth subsequent COC use. Women

Wi astoryofpregnancy eted cholstasis oy be ot an ncreased ik for COC
relted cholestas:

5.6 Carbohydrate and Lipid Metabolic Effects
Carefully montor prediabetic and diabetic women who take norgestimate and ethiy
estradol teblets. COCs may decrease glicose tolerance.

Asmal

for
proportion of women wil have adverse Ipid changes whie on COC.

Women with hypertrighyceridemia or a famiy history thereof, may be at an increased
isk of pancreatits when using COC:

5.7 Headache
2 woman develp
persistent, or severe,
norgestimate and ethinyl estradiol tablets  ndicated.
Consider the case of
or severy of 0C use (which P

of  cerebrovascuir event)

5.8 Bleeding Irregularities and Amenorrhea
Unscheduled Bleeding and Spotting

Unscheued reskthvough o racyck) teedngand spttng sometines occur
patients on

i s ey e o i Tor Chot Sueh & e

agnancy. | pathaogy and prednancy are excudes, Secding FHeguATIES may resole
over time or with a change to a diferent contraceptive product.

In clinical tria of duration
o braichrough besdarcorsp0thg s wsesed 1,647 paﬂmws (21,275
s (35, ectuey. A ot of
100 (7.5%) leastin

part, due o beeng or Spoing. Baced on data o the Cical Uias, 14-34% o
oren using norgestemate and e estrads tabkets experenced unscheduled
bleeding pe

o decre tme.
Amenorrhea and Oligomenorrhea
Women

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

If schedued (withdrawal) 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 tablets or started taking them on a day lter than she should have), consider the
possbitty of pregnancy at the time of the frst missed period and take appropriate.
diagnostic measures. If the patient has adhered to the prescribed regimen and misses
two consecutive periods, rule out pregnancy.

5.9 Depression
c. 3 history of
n

[5.10 Malignant Neoplasms
[preast Cancer

5 n females who currently

Ihave or
[see Contraindications (4)].

etween use of combined

lora contraceptives (COCs) and breast cancer risk. Studies do not show an assocation

tween ever (current or past) use of COCs and risk of breast cancer. However, some
tuch

lusers (<6 months since last use) and current users wih longer duration of COC use
[see Postmarketing Experience (6.2))

cervical cancer

Some stude suggest that COC use has been assocted wih an ncrease i the sk of
cervical

such findings may

Jand other factors.

5.11 Effect on Binding Globulins

“The estrogen companent of COCS may raise the serum concentrations of thyroxine-
sex 3 The dose of

be ncreased

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

5.13 Hereditary Angioedema

In women with herediary angioedema, exogenous estrogens may induce or exacerbate
symptoms of angieds

5.14 Chloasma.

Chioasma may occasionaly occur, especialy in women with a history of chioass
Gravilara. Women wkh & endency to chioasa Shoukd aved expasLre o i sun or

6 ADVERSE REACTIONS

“The following serious adverse reactions wih the use of COC are discussed elsewhere i

abelng:

. dovascu and Warnings and
precautions (5.1)]

« Vascular events [see Warnings and Precautions (5.1)]

= Lver disease [see Warnings and Precautions (5.2)]

6.1 Clinical Trial Experience

rates observed i the clncal trals of a drug cannot be diectly compared to rates in the.
clncaltrials of another drug and may not reflct the rates observed i clinical practice

Norgestimate and Ethinyl Estradiol Tablets

The safety of norgestimate and cthinyl estradiol tablets was evaluated in 1,647 heakhy
‘women of chic-bearing potential who participated In 3 cliicaltrals and received at least

are missed i a row in Weeks 1,2, or 3Day 1 start:

Tabl 2: Instructions for Missad Norgestimate and Ethin Estradiol Tablts USP
Takethetabl s soon 2 possble.Contus aking ane bl  day utl e pack s ishes

e neet o finshed.

b Sk Continue toing one tapt o oy unt Sundey, e trow oot e rest o new

(such as cond \d spermicide) should be used as back-up If the patient has sex within 7 days after missing tablets.

(such as condoms and spermicide) should be used as back-up If the patient has sex within 7 days after missing tablets.



1 dose o norgestimate and ety estradil abes for controception, Tuo tris were
randon a3
e e olowe for a0 24y
Common Adverse Reactions (= 2% of subjects)

e reactions reported by at least 2% of the 1,647 women were.
the following n order of decreasing incidence: headache/migraine (32.9%),

(7.8%),
breast issues (including breast pain, discharge, and enlarqemem] (63%), mood
dsorders (5.0%),
nervousness (2.9%), and rash (2.6%).
Adverse Reactions Leading to Study Discontinuation
Over the three trias, between 11 to 21% of subjects dscontinued the trial due to an
(21%) leading

%),

(including depression and mood akered) (2.45%), premenstrual syndrome (1.7%),
hypertenson (143) breastpan (1.4%), nevousnese (13%) amenorthes (1%
%) 1%) 1%)

Serious Adverse Reactions

breast cancer (1 subject), mood dsorders Including depression, itabity, and mood
1 subject), Subject), and venous

events subject) and ©vn o

6.2 Postmarketing Experience

Five studies that compared breast cancer risk between ever-users (current or past use)
960C3 nd nevr.usasof Cocs rporsd o ssocitn b avr use o COCs
and breast cancer risk, wth effect estimates ranging from 0.90 - 1.12 (Figure 1),

e st compar reast coeet 1k b et o recert Ot vers (<5
months since kst use) and never users of COCs (Figure 1). One of these studies
reported no association between breast cancer risk and COC use. The ather two studies
found o nreasedrelave i of 119 - 133 weh clrnt o recent e Bt of these

i ratve Lok rangh from .03 whh Kae e one e
Figure 1: Risk of Breast Cancer with Combined Oral Contraceptive Use

RR = relative risk; OR = 0dds rato; HR = hazard ratio “ever COC are females with
currentor

past COC use; "never COC use" are females that never used COCs.
e

are reported voluntarly from a population of uncertain size & s not ahvays possibi to

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
Anaphylctic reaction, hypersensitivty
Metabolism and Nutrition Disorders
Dysipidernia;

Psychiatric Disorders

Anxity, insomni;

Nervous System Disorders

Syncope, convulsion, paresthesia, dizziness:

Eve Disorders

Visual mpairment, dry eye, contact kens Intokerance;
Ear and Labyrinth Disorders

Vertigo;

Cardiac Disorders.

Tachycardia, paptations;

Vascular Events

in thrombosss, pukmonary embolism, retial vascuar thrombosss, hot flush:
e trombose. (reudng Budd Chor Symdrome and gt e ShomboSE)

Arterial Events

accident;
Respiratory, Thoracic and Mediastinal Disorders

Dyspnea;

Gastrointestinal Disorders

Pancreatits, abdominal distension, dirrhe, constipation;

Hepatobiliary Disorders

Hepatis

Skin and Subcutaneous Tissue Disorders

josdema, nyiems nodosury RESULET, ght sweats, hyperirose,
Bhotosenstiey reaction, urteart, prus.

Musculoskeletal, Connective Tissue, and Bone Disorder
Muscle spasms, pain in extremiy, myalga, back pain;
Reproductive System and Breast Disorders

Ovarian cyst, suppressed lactation, vuliovaginal dryness:
General Disorders and Administration Site Conditions

@

Chest pain, asthenic contions.

7 DRUG INTERACTIONS
g of drugs to obtain about
or

«
nteractions.
No drug-drug interaction studies were conducted wih norgestimate and ethinyl estradiol
tablets

7.1 Effects of Other Drugs on Combined Oral Contraceptives

‘Substances decreasing the plasma concentrations of COCs

Drugs or enzymes,incuding 3
(CrPIAY), 0Cs and the
ffectiveness of COCs o ncrease breavouh | Tcding,Some dhuge or netal
products that lude

Prerytop, armear s, Cooamaseppe. pocerean abaete, et
epine, riampici, topkamate, rifabutin, rufinamide, apreptant, and products

rugs may lead to breakihrough bleeding and/or contraceptive faiure. Counsel women
o use an akermatve method o cotracepton o beckcup method when enzyme
il or 28 days after

canthan e criyme psca 1 Sxoure comtcepie e1Somy:
Colesevelam:
Colesvelam, 2 bleacd sequestrant. gien together wih 2 COC, has been shoun to

) EE. The drug
and coksevelam was decreased when the two drug products were given 4 hours apart,
‘Substances increasing the plasma concentrations of COCs

« of at
stradol (€€) creaso AUC akis fo EE by approxma!eN zu 35 Jacorsk ace

Coniogaton, CYPSAd oRors Sutn = raconagol, varkoresoe,Tuconrol.
grapefrut jue, or
Human immunodeficiency virus (HIV)/Hepatitis C virus (HCV) prot
and nom-nucleosid reverse transcriptass inhibitors, and iviaios
medications containing strond ittors-of nccers of CYPS
Significant changes (ncrease or dezvtese) In the plasa concentrations of estrogen
wih HIV protease

nhibeors (decrease [e.g., neffinavir, ritonavr, darunavirrtonavr,
and Tor crese e
indinavir and o boceprevi

rapoetor bersase e, Seoviine o wih HVIAIDS medtatons cariameg Stona
aniokors (a3, Copeistat and rionav) or ducers of CYP3A

7.2 Effects of Combined Oral Contraceptives on Other Drugs

<"C0Cs containig EE may inhib the metabolsm of ather compounds (€..
yclosponie, preanisoine, theophyline, tzankine, and vorconazole) and ncrease
ther plasma concentrations.

- cocs f
Clofibric acid, morphine, salcylk acd, temazepam and motrigine. Sgnficant
Gecrease in plasma concentration of lamatrigine has been shown, ikely due to
induction of This may therefore,
dosage adjustments of lamotrigine may be necessary.

Women on thyroid hormone replacement therapy may need increased doses of thyroid
hormone because the serum cancentration of thyroid-binding globulin inreases wi
use of COCS

7.3 Interference with Laboratory Tests,

The use of contraceptive steroids may influence the results of certain aboratory tests,
such as coagulaton factors, ipis, glucase tolerance, and binding proteins

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

wih or aue

to potential for ALT ekvations [see Warnings and Precautions (5.3)).

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk Summary

There s no use for contraception i pregnancy, therefore, norgestimate and ethiny!
should pregnancy. and

meta-analyses gental or
imb reduction g exposure to CHCs

eiore Eonceptin o dutog eay pregaancy

Inthe U.S. general popuation, the estimated background risk of major birth defects and

miscarriage in clincaly recognized pregnancies s 2 to 4 percent and 15 to 20 percent,

respectiely

8.2 Lactation

Risk Summary

Contraceptive hormones and/or metaboltes are present in human mik. CHCs can

reduce mik production in breastfeeding females. This reduction can occur at any time

buts less lkely to occur once breastieedig & wel-estabshed. When possibie, advise

the nursig femae o useather forms of colraceptn urishe discontnues breast:
ing.

any potentaladverse effects on thebreastfed chk fom norgestimte and Ervie
estradol tabits or from the underlying maternal condit
8.4 Pediatric Use.
afety and efficacy of norgestimate and ethinyl estradiol tabits have been established i
women of reproductive age. Efficacy is expected o be the same for post pubertal
adolescents under the age of 18 and for users 18 years and okder. Use of this product
before menarche s not indicat
8.5 Geriatric Use

has not been studied in
women and are not indicated i this popuation.

8.6 Hepatic Impairment

meublects wih heptc mparmer. Howeve, siero ormones ey e poury
e patents Wi hepatc ImpaTment. Acute or choric deturbances of e

functir
et to nofmaland COC causaron has baen exchudea (ee Contranacatons (4) and
Warnings and Precautions (5.2).]

8.7 Renal Impairment

has not been studied
in women wth renal mpairment.



10 OVERDOSAGE

o reports of oral
by chidren

bleeding i females and nausca.

11 DESCRIPTION
Each of the folowng producs . combination oal contraceptive contanig the
rogenic compoun
Rorpestmate & Getanes oo (515 Door 17 pregnck onSoym 3 one T locatyony)
13-ethyk, 0xime,(17) - (+)) and ethiyl estradiol s designated as (19-nor-17a.
Firena0 e 317,

A iyl
fribroyeoridvobriin mdudz anhydmus lactose, FD & C sm Nu o A\ummum

Lake, el

stearate, mcrocrystabine Ceniose, poethsiene Gycol povone and ctamun

o reen plcebo tabe contans ol ert ngredents, s olows: FD & C B o
2 Aluminum Lake, croscarmelose sodium, fron oxide yellow, hypromelose, actose
monohydrate,

thanium dioxide.

CHy

2
HON Norgestimate Ethinyl Estradiol
12 CLINICAL PHARMACOLOGY

123 Mechimom ot iction
ral Contra

COCs lower the fisk of becoming pregnant primariy by suppressing ovulation.

12.2 Pharmacodynamics

estradol tablets.
12.3 Pharmacokinetics
Absorption

absorbed NGM s
rapidy and completely metaboized by first pass (ntestinal andor hepatic) mechanisms
to norelgestromin (NGMN) and norgestrel (NG), which are the major active meta
of norgestimate.
Pesk serum concentratons o NGMN and EE are generaly reached by 2 hoursafter

folow
mukipl dosing of the 250 mag NG 35 g €€ dose s approximat e 300 for o
and EE compared with sngle dose adminitration. The pharmacokinetics of NGMN
dose roportonl clowng NGM doses f 180 még o 250 mcy Seady state

[ state

Concentrations of NG o NG are acheved by Day 21. Norineer sccomulation
(aporoximatey § fod) of NG & Gbserved 25 3 resuk of gh-affinky pidig to SHBG,
which fmits ts bioogical actity (Table 3

Mean (D) Parameters of and Tablets

During a Three Cycle Study

Analyte Gycle Day  Cmax tmax () AUCo i ()

NGMN 1 178(0397)  119(0250) 990(325) 18.4(591)
3 B disoss  iasloen 151(353 249000k

NG 1 1 0649(049)  142(069)  622(246) 37.8(14.0)
3 21 265(11)  167(132)  482(205) 45.0(204)

£ 1 1 %2245  12(026) 629038 101(190)
3 noowey o 1303 DG 150030

peak serum concentration, tr reach peak serum concentration, AUC.24,
T e et oyt vs o curue rom 1034 Nouter s = ehmoator Wt e

gimL, AUCh 241 = hengiml

max = PAIML. AUCo 341 = hpaimt.

Food Effect:

The effect of food on

has not been studied.

Distribution

NGMN and NG are highly bound (>97%) to seru proteins. NGMN is bound to albumin

and not to SHBG, whi NG s bound primary to SHBG. EE is extensively bound (>97%)
increase in SHEG.

Metabolism
NGH s xtensiey metaboized by it pass mecharisms i he gstrontestinlract
andor iver. NGMS primary active metabolte & NGMN. Subsequent hep:

of NGMN occurs and metabolites include NG, which i also active, and various
Fycroxylated and conjugated metabolkes. Akhough NGHN and ks Metabales ik a
variety of P450 enzymes in human Iver microsomes, under the recommended dosing
egimen, the Iy vivo concentrations of NGMN and its metaboltes, even at the peak
Serum levels, are reitively low compared to the inhibitory constant (K). EE & a0
metaboized to various hydroxylated products and their ghucuronide and sulfate
conjugates.

Excretion

e ays. Folowing
adminstration of 14C-norgestimate, 475% (43 o 49%) and 37% (16 1o 49%)of the

was not detected n the urine. In addion to 17-deacetyl norgestimate. a
metaboltes of NGM have been ientfied in human urine following adminstration of
radiolabeled NGM. These nclude 18, 19-Dinor-17-pregn-d-en-20-yn-3-one, 17-hydro)

13-ethyl(17a)-()/18,19-Dinor-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, 5.10).]

14 CLINICAL STUDIES

14.1 Contraception

ged 18 to 38 years were studied for up to 24 cycles, proving a total of 24,272 cycles of
exposure. The racial demographic was about 73 to 86% Caucasian, 8 to 13

with 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 28 bkl packed ' pouch (NDC 65180-840-71). Such tree
pouches are packaged in a carton (NDC 68180-840.73).
Each lter (28 tabets) contains 1 th folowng orde
e, round fim coned tablets, dbossecd weh 27" on one sdeand 1" on the

o 3 reen: . beonven Timcosted ekt o heronelpocebe) debossed wih
“LU" on one side and "E24" on the other side cantains mert ngredients

Keep out of reach of chidren.

16.2 Storage Conditions
» Sloreat 2010 25° (6810 77 excursons peited 1 15° 10 30°C (59" 10 86°F)
e USP controled room temperature]
« Protect from o
 Keep out of the reach o chidren.

17 PATIENT COUNSELING INFORMATION
patient labeling for Use).
Counselpatns sbout the olowng formatr
of

oC use,
Gt warn ah s ove 35 yeos o1 ok shoulnek use COCs e
Boxed Warnin
« Increased risk of VTE compared to of COCs s greatest ater intal
Storing a COC or restartig (folowing a &-vieek or  arste pbire nteul e same
o diferent CoC s WarnigsandFrecautons 6.1

foes HIV infection

 AIDS) and otner sexualy transmited nfectons

pregnancy;
instruct

the patient o stop further use [see Use i Speciic Popuiations (8.1)].
« Take one tablet daly by mouth at the same time every day. Insiruct patients what to
do miss: (21,2.2).

(2

. s less ey to g
lcoamiened oee Use n Specte Popoltons 5.3

+ Women uho sart COCs postparum,and who havenotye had a perig, should use

Coreetute dors lce Dosape ot Adminkroeon 3 11

« Amenorrhea may occur. Consider pregnancy in the event of amenorrhea at the time
of the first missed period. Rule out pregnancy in the event of amenorrhes in two or
more consecutive cycles [see Warnings and Precautions (5.8)).

LUPIN and the g are registered trademarks of Lupin Pharmaceuticals, Inc.
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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 othinyt estradiol aplets?

stimate and ethinyl estradiol tablets if you smoke

coarattes anc ara ovar 38 yaars ok Smokhg creter v ik of sws

o, pood ot of steke. T P hérepets wih 290 rd tne s of Cgaraties
you smoke.
What is norgestimate and ethinyl estradiol tablets?

by women to prevent pregnancy.
How does. work for

Your chance of getting pregnant depends on how wel you follow the directions for
taking your birth control pils. The better you follow the drectons, the less chance you
have of getting preg

a of clical stud 1 out of
during the first year they use norgestimate and ethiny! estradiol tablets.

i f

methods of birth control. Each box on the chart contains a st of birth control methods.

thataresimar e chart.
the chance of

et v e i ot e g 5 30 pegnon




Fower pragnancies

pregnancy par 190 1 e
Somen i ane yesr © Inmunene davcss
1 fimes

FE

L S

e g o
o o veor oo ot

3.":.2“ 9

pregnances er 100 pare pregnancies - Nobith control
S one s "~

Who should not take norgestimate and ethinyl estradiol tablets?
D0 not take norgestimate and ethin estradil tablets i you:
ke and are over 35 yers
© hat b e your . g s, o e
= hd 2 problem wih your boo that makes & clot mre than normal

Jor

your risk of

mmg o clts

o hada

© b2 e atack

 have high bload pressure that cannot be controled by medicine

= have diabetes with kidney, eye, nerve, or biood vessel damage

« have certain kinds of severe migraine headaches wih aura, numbness, weakness or
changes in vision, or any migraine headaches  you are over 35 years of age

+ have er problers, ncludng Iver mars

o take <
Wt or wihout dasabuve: Ths Iy ncease ves o theIver enzyme ‘drine
aminotransferase® (ALT) in the b

- have sy unexplaned agnalesiing

- are pr

Do e cancer o any cancr that & senstie to female hormones

If any of thes

conditions happen while you are taking norgestimate and
5 , stop taking imate and ethi i
tablets right away and talk to your healthcare provider. Use non-hormonal
contraception when you stop taking norgestimate and ethinyl estradiol

1y healthcare provider before taking norgestimate and
Cthinytcctradiottamet?

Tell your healthcare provider if

. amnragnantuvmmk youmay bepregrant

« are depr

« had y!lnwmg oo it eyes (oundce <ol by pregnancy chokestass of
pregnar

. pln to breastfeed.
my decreas the amount o breast mbk you make, A smalomountof the homanes

nto Tak to

breastfeeding

provider about all the medicines you take, including
prescription and over-the.counter medicines, vitamins and herbal supplements

edicines work, and
Gther medcines may affect how el norgestmate and thinyl esradiol taiets wark:
Know the medicies you take. Keep a st of them to show your heakhcare provder and
pharmacst when you get a new medcine.
How should I take norgestimate and ethinyl estradiol tablets?
Read the Instructions for Use at the end of this Patient Information
rat are the possile serous side efects of norgestimate and ethinyl
estradiol tablet
ke prognancy; norgestimate and ethiny! estradial tabets may cause
serious side effects, including blood clots in your lungs, heart attack, or a
Siroke that may lead to death Some other camples of serious blood
clots include blood clots in the legs o eyes.

S Hood s c e aspecl o moke, rs cbas, o ar ol than 35

years of age. Serious blood clots are more fkely to happen when
= first start taking birth control pils

amonth or

Gallyour heakhcare provider or 9o o a hospial emergency room rignt away
u have:
<3 pan hat wil ot g0 away

« sutden severe shortness of breath

= sudden change i vision or bindness

o chest

= a sudden, severe headache unlke your usual headaches

= weakness o numbness in your arm or leg

= trouble speaking

Other sarioussde ffects ncuc
+ War problems, ncluding:

* e (Cholstass), especily I you peviously had cholestass of pregrancy.
Callyour healthcare provider f you have yelowng of your skin or eyes.

= high blood pressure.You shoud see your heakhcare provider for a yearly check of
your blood pressure.
« galbladder

« changes in the sugar and fat (cholesterol and triglycerides) levels in your
blood

4 Dew or worsening headaches including migraine headaches
irraguiar or unusual vaginal bleeding and spotting betwesn your menstrual

© Parisds, especial during the frst 3 months of taking noroestimate
Syl estradiol tablots.

« depression

= possible cancer in your breast and cervi

« severe allergic reactions that may include swelling of your skin especially

uth, eyes, and in your throat (angioedema). Cal your

heakhcare provier f Jou have 3 swolen foc, I, mouth tongue of thrt,which
may lead to difficuty swalowing or breathing. Your chance of having angoedema is
Raber ¥ you have 3 btory of argoede
» dark patches of skin around your forshead. nose, chesks and around your
mouth, especially during pregnancy (chloasma). Women who tend
hbastia Shals 2400 Spening » ong e n umigh, tanning boothe, and under
Sun lamps whie taking norgestimate and ethiny! estradioltablets. Use sunscreen ff
You have to be n the sunigh.

What are the most common side effects of norgestimate and ethinyl
estradiol tablets?

= headache (migraine)

 breastpain r tendermess, enbrgement or dicharge

= stomach pan, discomfort,

« vaghal nfections and dcharge

= mood changes, ickiding depression

 changes in weight

o sknrash

For more information, ask your heathcare provider or pharmacst

You oy eport side ffects o the FOA ot 1800 F0A-1088 o you may oo repor sde

effects to Lupin Pharmaceuticak, Inc. at 1-800-399-

What slse shoud | know about taking norgestimate and ethinyl estradiol

tal

o ar scheud for any o ets, ol your hokihcre rovider you are taking
norgestimate and ethinyl estradol tablets. Certain bood tests may be affected by
norgestimate and ethinyl estradiol tablets

and other sexualy transmited infections.

How should I store norgestimate and ethinyl estradiol tablets?

oF
t0 77°F (20°C to 25°C).

the reach of
chidren,
« Store away from ight.

General information about the safe and effective use of norgestimate and
ethinyl estradiol tablets

ediches re sometmes prescrived o purposes ther than those ted n  Ptknt

forwhich Ewas notprescried. Do 1ot gve nrgestimato and ety esradel e to

other people, even f they have the same symptoms that you have
e summarizes
You can ot
provider for writen

for heakh professiona.

For callLupin nc.at or youcan
Vi the Lupin webste at www kipinpharmaceutcals.com.

Does birth control pils cause cancer?

It not known  hormonal birth control pis cause breast cancer. Some studies, but not
al, suggest that therecoudbe.sigh ncrease inth ko breast cancer amang
current users with konger duration of u

1150 hove reast cncernou,orhavenad & the past o ot use ormonal it
control because some breast cancers are sensiive to

Women who use bith control pifs may have a slghtly hlghev chance o gettng cenical
cancer. However, this may be due to other reasons such as having more sext

partners.

What if | want to become pregnant?

You may stop taking the pi whenever you wish. Consider a vist with your healthcare
provder for a pre-pregnancy checkup before you stop taking the pl.

What should | know about my period when taking norgestimate and ethinyl
estradiol tablets?

Your periods may be ighter and shorter than usual. Some women may miss a period.
Irrequiar vaginal bleeding or spotting may happen while you are taking norgestiate and
ethinyl estradiol tables, especialy during the frst few months of use. Ths usually s not
a serous problem. It & important to continue taking your pis on a reguiar schedue to
prevent a pregnancy.

What are the ingredients in norgestimate and ethinyl estradiol tablets?
Active
Inactive ingredients:

e pls anhydrouscose,FO & CBhe o, 2 Aminum Lk, croscarmelose sodum,
romelose,
Do eimene dhes: poviane o dovie

Green pils: FD & C Blue No. 2 Aluminum Lak, croscarmelose sodium, ron oxide yellow,
hypromeo

polyethykene ghycol and tanium dioxide.

Instructions For Use

Norgestimate and Ethiny| Estradiol Tablets.

(o JES ti mate and ETH in il es tra DYE ole)

tmpartant information sbout taking norgestinate and ethinyl estradiol

. Yake 20 every dayat th sametine. Take the ps nthe order diected on your
bl

= Dot skip your pis,even  you do ot have s ofen. I you mis is ncluing
Starting the pack late) you could get pregnant. The more pis you miss, the more.
fikely you are 1o get pregnant.

if you

tak to you When
estradiol tablets, spotting or Ight bieeding In between your periods may occur.
‘Contact your healthcare provider f this does not go away after a few months.

- You your stomach (nauseous),
of taking norgestimate and ethinylestradiol tablets. If you feelsick to your stomach,
o not stop taking the pi. The problem wil usualy go away. If your nausea does not
g0 away, callyour healtncare provide

 Missing pils can akso cause spotting or lght bleeding, even when you take the missed
il later. On the days you take 2 pils to make up for missed pils (see What should
1do if 1 miss any norgestimate and ethinyl estradiol tablets pill?oelm), you

« Itis not uncommon to miss  period. However, f you miss 3 period and have not
taken norgestiate and thiny estradiol tabets according to orectons, o mss 2
periods i a row, or feel ke you may be pregnant, call your heatthcare provider. If

p

you ¥

stradiol tables.

If you have vamiting or diarrhea wEhin 3 to dhours of taking your il take another
pil o the same color from your extra bister. If you do not have an exira bister, take
the next pi in your bister. Continue taking allyour remaining pis n order. Start the



first pil of your next blister the day after finshing your current bister. This wil be 1
ay earfer than originall scheduled. Continue on your new schedule.

 If you have vomiting or dirrhe for more than 1 day, your birth control pis may not
viork 1 wel Usean addtonal it cotral metho, ke condors and a spermiile,
unti you check with your heatthcare pr

+ Stoptakin nogestnet ool vyl <t tabs t et Aweeks before you

forms of and
spermicide) during this tme period.

Bafore you start taking norgastimate and ethinyl estradil tablets:
. i e
Oame fme vy a6 ot 2 5108 1 yor e
up contraception condoms and spermicide avalabe and F possble, an
extra fullpack of pils a5 nee

When should I start taking norgestimate and ethinyl estradiol tablots?

If you start taking norgestimate and ethinyl estradiol tablets and you have
ot useda hormonal birth control metho before:

‘» There are 2 ways to start taking your birth control pls. You can efther start on a
Sy (Sunday Sar) o on (e st day (Day 1 of your natura menstrial perd
(Day 1 start). tellyou when to
control pl

iy

1 and Spa Ll o e Tk 3 Govs hat o ok mergetimts an
ol et o do not need beck-v contasepton  you soe e Day L Star

H fou star aking nergestinace and sty ssraaiol oot you w0

switching from another birth c

* Satyou now orgesirte ‘s i stadioltblts pack on the same day that

- from your previous

1 you start taking norgestimate and ethinl estradiltabets and previously
ina ing or transderma p

o v norgmtmste st ool talets on the doy you wouk have

ol e et ring o pach.

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

switching from a progestin-only method such as an implant or injectior

= str taking norgestmateand ity etrdil tablets on the day of removal ofyour
implant or on the day when you would have had your next infection.

1fyou start taking norgestimate and ethinyl estradil tablts and you are

switching from an intrauter m (1UD or

* Strt taking norgestimate end ety el s o te do o emoval fyour
1UD or IU
 You do not need back.up cantraception If your 1UD or IUS s removed on the first day
(Day 1) of your perkod. If your IUD or 1US is removed on any other day, use non-

and sp
ays that you take norgestimate and ethinyl estradol tablets.

Keep a calendar to track your period:

1 this i the fest time youar takng ith contol s, red. “When shoud | start

mate and ethiny| estradiol tablets above, Folow ths

netructions for cther 3 unday Start or 3 Day 1 Sta

Sunday Start:

You wil use @ Sunday Start i your heathcare provider tokd you to take your frst pilon

a Sunday.

« Take pil 1on the Sunday after your periot

= If your period starts on a Sunday, take pil "
instructons beb

« Take 1pil order on for

tarts.
hat day and refer to Day 1 Start

tays.
At taking the last pil on Day 28from the bister, start taking the fist pi rom a
new pack, on the same day of the week as the firt pack (Sunday). Take the first pil
in the new pack whether or not you are having your perk
- and sp

first 7 days of

Day 1 start:

You wil use a Day 1 Start if your doctor tod you to take your frst pil (Day 1) on the

first day of your period.

= Take Ll every day in the order of the blster, a the same time each day, for
28days.

] p 3 9 pilfrom a
new pack, on the same day of the week as the first pack. Take the first pil i the new
pack whether or not you are having your period.

estimate and ethinyl estradio tablets come inbister pack. Read the
instructions below for

Instructions for using your bister:

Each new biister has 28 pills

=21 e pls wit hormones.fo Day

T aretn o ok nermanes. o Days 22 t0 28

Step 1.

SET THE DAY on your BLISTER

Sunday Start:

Each blter has been preprinted wihthe doys o the week strtng wih Sundy (Sum)
to facitate a Sunday.Start regi

L deerent day e stros of the week have been provided withtis pck norder
modate
*+ Pk the day bl sttt starts e the st day o your g, ac i day e
printed

21 the bister (Refer fgure beiow)

W ysopro s o dy et Suny,pce ey s s
R et o i e,

MON TUE WED THU FAI SAT \
WED TR ERL
WO

Py
e
e

)ff)(

1400000

[ AR AL AN AL SNDE AN |

e NaNaNaNaNa)
S OO

OO »O»«u OO0,

.
OO0

5

&
D)
»

step 2.

e pil "1° by pushing down on the pill. The pil il come oLt through a hole i
the back of the strp.

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

Walt 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 pill at the same time every day. It is important to take the correct pil
each day and not mss any s

To help you remember, take your pil at the same time as another daiy activey, ke
ot STyt s itk o braahig your vt
step 6.

When your blister is empty, you wil start a new biister on the day after pil 28."

Remember to takeyuur 15 i 1 every el o the same dy ofth week, nomtter

when your next pe

What should 1 do if | miss any nurgesllmate and ethmyl estradiol tablets pills?

1f you miss 1 pillin Weeks 1, 2,

 Take t as soon as. yuu(smmhﬂ Take et i o o egur time. T means
you may take2 ps i 1 day

 Then continue taking 1 pil every day untllyou finish the pack.

 You do not need to use a back-up birth control method f you have sex.

1f you miss 2 pills in Week 1 or Week 2 of your pack, follow these steps:

« Take the 2 missed pis as s0on as possible and the next 2 pils the next day.

 Then continue to take 1 pill every day unti you fnsh the

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

1f you miss 2 pils in a row in Week 3, or you miss 3 or more pills in @ row
during Weeks 1 2, or 3 of the pack. foBow these steps

< Mhow ot theres o th plpack and strt  new pack tht same dy:
You may not have your period this month but this & expected, However, f you
s your peri 2 months in 0w callyour helihcare provier because you
might be pregna
o Yoo Cout bevome pregnant  you hve sex durng the st 7 doys afer wou
ST

(suchas a
Comaoryahd STk 2 oo T 0 e S dui he ok 3 oy s
You restart your pis
« If you are a Sunday Starter:
< Keep taking 1 pi very cay unti Sunday. On Sunday, teow ot th et of the
pack and start a new pack o pls that
o B amorhormanal o cotrol method (s0ch 2 a condom and spermcide) o5
a back-up f you have sex during the first 7 days after you restart your pls.

u have any questions or are unsure about the information in this leaflet,
Caliyour heakheare proviter

LUPIN and the %§ are registered trademarks of Lupin Pharmaceuticals, Inc.
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