LEVONORGESTREL AND ETHINYL ESTRADIOL - evonorgestre! and stiny!
estrad
Cabin Prarmaceuticals, Inc.

Levonorgestrel and Ethinyl Estradiol Tablets USP, 0.1 mg/0.02 mg
Rx only

Pationts shoul bo counssled that ora contraceptives do not protect against
transmisson of HIV (AIDS) and other sexualy transmeted dsanses (STDs)
Such a5 chiamydia, genital herpes, genital warts, gonorrhea, hepatis B, and
“yohie,

DESCRIPTION

Each active, whie tablet (21) contains 0.1 mg of levonorgestrel, d(-)-13g- ethyt17a-

eyt 175 ycroxygor-d-en one,a oty synnet progestogen, and 0.02 g of
| 17aethiny+13,5( 17B-diol.

microcrystaline celliose and povidone.

Each inert, orange tablet (7) contains the folowing inactive ingredients: croscarmelose
Sodium, FD&C Yelow #6, lactose monohydrate, magnesium stearate, and
microcrystaine celuiose.

Levonorgesrel Ethiny| Estradiol
2H0r  MW.31245 CaHa0r  MW.296.4

CLINICAL PHARMACOLOGY

Mode of Action

Combination hough the
ity e f T 20 & Sk of SVt ot Eerstons mcavie
changes in the cervical mucus (which increase the dfficulty of sperm entry into the

s o e e (i taduce e Belinood s rmpmaton)

PHARMACOKINETICS

Absorption
No spectic nvestigatin o the absolte bioavaiabity of evonorgesteland ety
estradiol in humans has been conducted. However, iterature indicates
evonargetra® rapkly and ol fbsorbed ot o8t aminEis st kbmavawabmy
about 100%) and & nok sunlec t frst pass metabolsm. Ethinyl etradiol s rapily an

but, rst-pass
metabolem i gut mucosa and ver, th bioavalaby of ethinyf estradiol s between 38%

after to 22 women under

ng/ml (mean = SD) at 1.6 = 0.9 hours. At steady state, attained from day 19 onwards,
wimum 0f 6.0+ 2.7 ngiml hedat 15 + 0.5

nours afte he daly dose levels of
ng/mL Obser orgestrel concentrations increased fro
i dose) t days & and 31 okl Soses) by S35 and SEr.respectuer e 1.
Unbaund levonorgetrel oncentratons icreased fom day 110 days 6 and 21 by 25%
and 83%,respectivly. e ket o otalievono

nerease nbing ofevonorgestrel o o rormane g gebuln H0)

Bt o renced SHBG v hot are mGuted by e daly admiErauen of they!
fetee
Folowing a single dose, maximum serum concentrations of ethinyl estradiol of 62 + 21
pg/mL are reached at 1.5 + 0.5 hours. At steady state, attained from at least day 6
‘onwards, maximurm concentrations of ethinyl estradiol were 77 = 30 pg/mL and were
reached at 1.3 0.7 hours after the daly dose. The minimum serum kevels of ethinl
estradiol 5+5.1pg/m did not
increase from days 1 to 6, but did increase by 19% from days 1 to 21 (FIGURE I).
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TABLE | provides a summary of levonorgestrel and ethiny estradiol pharmacokinetic
parameters.

BLE I: MEAN (SD) PHARMACOKINETIC PARAMETERS OF
LEVONORGESTREL and ETHINYL ESTRADIOL TABLETS OVER A 21-DAY

Headers Levonorgestrel
Cmax  Tmax uC  CUF  VAF  SHBG

Day  ngimL

1 275(088) 16(09) 352(12.8)537 (20.8)2.66 (109) 57 (18]

6 452(179) 15(0.7) 46.0(18.8) 40.8(14.5) 2.05 (0.86) 81(25)

21 6000265 15(05) 68.3(325)284(10.3)143(0.62) 93 (40)

pgimL h o pgrhuml  Unkg kg 3
1 512(129) 16(09) 654(201) 279(0.97) 1353 192(030)

6 77.9220) 15(0.7) 794(240) 224(059) 1124 180(0.24)

2 1036 15(05) 1177 (452)157 (0.49) 786 (20.7) 1.78 (0.19)
(369)
Ethinyl Estradiol
h 2 kg

1 620(205) 15(05) 653(227) 567 (204) 14337)

6 767(299) 13(0.7) 604(231) 610(196) 155(4.0)

21 823(332) 14(06) 776(308) 486 (179) 1244.1)
Distribution

serum s primarily to SHBG, about 97%.
bound to plasma abumin. Ethinyl estradiol does not bind to SHBG, but induces SHBG

Metabolism

rsin the
44-3-0x0 group and hydroxylation at positions 2a, 18, and 168, followed by
coniaaton, Most o tne metabolies that ccste n the bood ae suftes of 32 3
tetrahydro-levonorgestrel, whie excretion occurs predominantly i the for
curonies: Soma st the et vonor et oo creLimes o 175 outie. Hetabolc
learance rates may diferamong ndiiuals by severakfakd, and this may accoun

g users

Ethiny| estradiol: Cytochrome P450 enzymes (CYP3A4) i the iver are responsible for
& the mapr 2

further transformed by methyation and ghcuronilaton prir to urinaryand fc
o Coocnome 450 (PSR vy wiy o hehicuss ard can
ol rates of
ed in the urine and feces as glucuronide and suffate conjugates, and undergoes
enterohepatic circulation.

Excretion
“The elimination half-Ife for levonorgestrel is approximately 36 13 hours at steady.

tabolltes are primarly excreted in the urine (40% to
68%) and about 16% to 48% are excreted in feces. The elmination hal-ife of ethiny!
SPECIAL POPULATIONS

Race

Based on study with there are
no apparent differences in pharmacokinetic parameters among wornen of different
races.

Hepatic Insufficiency

No formal studies have evaluated the effect of hepatic disease o the disposition of
norgestrel and ethinyl estradiol. However, steroid hormones may be poorly

metabolzed in patients with impaired fver function.

Renal Insufficiency

No formal studies have evakuated the effect of renal disease on the disposiion of

levonorgestrel and ethinyl estradiol

Drug-Drug Interactions

See PRECAUTIONS Section-DRUG INTERACTIONS

INDICATIONS AND USAGE

Levonorgestrel and ethinyl estradiol tablets USP, 0.1 mg and 0.02 mg are indicated for
the prevention of pregnancy in women who elect to use oral contraceptives as a method
of contraception.

are highly e I ists
rates for users of combinaton oral contraceptives and other methods of contraception.
The effcacy of these contraceptive methods, except sterization, the UD, and
Norplant® System, depends upon the reiabiky with which they are used. Correct and
consistent use of Mmethods can resut in lower faire rates.

Table I: Parcentage of Women Expsriencing an Unintended Pregnancy

During the First Year of Typical Use and the First Year of Perfect

of Comtraception and the Bercentage Continuing Use at the End of the
Year. United State:

Headers% of Women

% of Women
periencing an Continuing
Unintended Pragnancy  Use at One Yaar 3

" Year
Method Typlta\ use oo use
u» ) @
Chance * & 85
Spermicides 5 26 6 a0
Periodic abstinence 25 63
v 9
Ovulation Method 3
to-Thermal & 2
Post-Ovuiation 1
cap’
Parous Women a0 2 a2
Nuliparous Women 20 9 56
Parous Women a0 20 a2
Nuliparous Women 20 o 56
Diaphragm 7 20 6 56
Withdrawal 19 4
Condom
Foms (Resky) 21 5 56
1 3 61
oy 5 n
Progestn only 0s
Combined 01
wp
Progesterone T 20 15 8
Copper T380A 08 06 8
n 01 01 81
Depo-Provera™ 03 03 70
lmnurqeslre\ Impnts 0,05 005 88
(Norpiant®)
Female Steriization 05 05 100

Male Sterization 015 0.10 100
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3 Fooms,creams, ges, aghalsuppos ories, and vaginal fim

basal body temperature I the post.owatory phases
7 ith spemicdalcream or ey
Wt spemcides

9 The treatme:
TeCond doce 15 houts et the et dose. The FOA hos decred te ioMowing Gosape.
fecty
fabits containng 50 mcg of eihinyl estradialand 500 g of norgestre 1 dose s 2

biat; for tablels containng 20 e of st estradial and 100 mcg o evonorestrel 1
dose & 5 ablets; fortablets containing 30 meg of ethiny estradioland 150 meg of
evonorestrei 1 dose i 4 tabets

10 However,to maintai effecthe protection against pregnancy, another method of

Ofbresstieeds & reducea, e
208

in 147 sutjects had
7,720 cycks of use and s fotal of 5 pregnancis were reparted. T represents
Gveral pregnancy rate of 0.84 per 100 woran-years. T rate icludes patnts who dd
not take the drug correctly. One or more pis were missed during 1,479 (18.8%) of the
cles; thus al tablets were taken during 6,391 (81.2%) o the 7,870 cycks. Of
the total 7,870 cycles, a total of 150 cycles were excluded from the caiculation of the
Pearl index due to the use of backup contraception andjor missing 3 or more
consecutive p

CONTRAINDICATIONS
n females who are

known to have or develop the folowing conditions:
Thrombophiebitis or thromboembolk disorders

A history of deep-vein thrombophiebis or thromboembolc disorders.
Cerebrovascular or coronary artery disease (current or past history)

Valvular heart disease with thrambogenic complcations

Thrombogenic rhythm disorders

Heredtary or acquired thrombophias.

Major surgery with prolonged immobilzation

Diabetes with vascular involvement

Headaches with focal neurological symptoms

Uncontrolled hypertension

Current diagnosis of, or history of, breast cancer, which may be hormonesensitive:

Carcinoma of the endometrium or other known or suspected estrogen-dependent
neoplasia

Undiagnosed abnormal gental bleeding

Cholestatic jaundice of pregnancy or jaundice with prior piluse

Hepatic adenomas or carcinomas, or active iver disease Known or suspected pregnancy

to iny of of

Are receiving Hepati
o wihgut dosabovt doe 1o the potentolfor ALT vatens (ot

WARNINGS, RISK OF LIVER ENZYME ELEVATIONS WITH CONCOMITANT

HEPATITIS C TREATMENT).

WARNINGS

Cigaratte smoking icrasses the risk of sarious cardiovasculr side
sffects from oral-contraceptive use. This rk Increases with

h heavy smoking (15 or more cigarettes per day) and s quke. mrked
i women who use oral contraceptives
should be strongly advised not to smoke.

e use of 3 of
conditions including venous and arteril thrombatic and thromboembolc events (such
25 myocardil nfarction, thromboembolsm, and stroke), hepatic neopiasia, galbladder
disease, and hypertension, although the risk of serious morbidiy or mortaky i very
o ety wormer ot g X actors. e e of morbty ana
santiny sk factors such as

certain inherked
Gatea, ) sty o e Wit s (K of trombost (hee
CONTRAINDICATIONS).

Practiioners prescrioing oral contraceptives should be famiar with the folowing
information relating to these risks.

contained i this studes carrea
out in patients who used oral conlraceptes wkn igher dotes of estrogen
progestogens than those in common use today. The effect of long-term useef(heum\

Contracepives wih lower doses of hoth estrogens and progestogens remains to
ermined.

Toroughout e whekg.apdamilopcalstues apored ceof e types:
Case contral
Cvaas ovie a méseare of the e Fa of gcase, amely. 5 1845 of the mesionce
ofa disease among orakcontraceptive users to that among nonusers. T relathe s
a disease. Cohort
Siucios provide a Meseure of akbutabk ik, which & he diference i the nckience of

it niormaton, e resder  rfetred s a ot o cpBaIBRGKA méiTods.

1. Thromboembolkc Disorders and Other Vascular Problems

2. Myocardil infarction

ncreased 1o myocndal farctn s been bt 0o se
< primriy or women o

as hypertension, 3
and diabetes. of has.
been estimated to be two to six. The rik is very low under the age of 30.

moking in combination with orakcontraceptive use has been shown to contribute
Substartialy t the clence of yocarcdal Infarction  wormen n thee mi-thtes or

fe with smoking accounting for the majority of excess cases. Mortaity rates

ciated with circulatory disease have been shown to increase substantily in
Smokers over the age of 35 and nonsmokers over the age of 40 (FIGURE ) among
women wha use oral contraceptives.
CIRCULATORY DISEASE MORTALITY RATES PER 100,000 WOMAN YEARS BY
AGE, SMOKING STATUS AND ORAL-CONTRACEPTIVE US|

VR U
mam e

TABLE II. (Adapted from P.M. Layde and V. Beral, Lancet, 1:541-546, 1981.)
vl comroceptes may compound e effectsof weknaun 1ok factors, such 35

n, diabetes, hyperipidemas, age. esty. I particular,
o paetgons areknowm o Seorcasa HOL chakstere snd Cose gocese mokrance,
while estrogens may create a state of hyperinsuinisr. Oral have been
shown to increase blood pressure among users (see section 10 it WARNINGS).
‘Simiar effects on risk factors have been associated with an ncreased risk of heart
doesse Oral coniracepives must beused wih cauton n women wih cardovascular
disease risk fac
b. Venous Thrombosis and Thromboembolism
An increased risk of venous thromboemboli and thrombotic disease associated with
the useof s c. have found the
relatve risk of users compared to non-users to be 3 for the fist episode of superficial
venous thromboss, 4 to 11 for deep-vein thrombosis or pulmonary embolism, and 1.5
t0 6 for women with predisposing conditons for venous thromboembo di

Cohort studies have shown the relative risk to be somewhat lower, about 3 for
o nd sbout 5 o e coses requrog ospraization, The spproximate ncdence
of deep-ven thrombosis an of low dose

estrada) combinatlon ol contracepties & up to 4 per 10,000 woman-years compared
t00.5-3 per 10,000 woman-years for non-users. However, the incidence i less than

thromboembolsm may be fatal. The risk of thromboemboic disease due to
Comracom & hokrebeed 1o amgth 1 e o roduat dsappens ater pRuse s

A two- to four-fold increase in relative risk of postoperative thromboembolic
complcations has been reported with the use of oral contraceptives. The reative risk of
venous thrombosis in women who have predisposing conditons & twice that of women
wEhout such If feasible,
ot et four weeks pror 10 and for b weeks after cctive sugeryof 2

iated

an increased risk of thromboembolsm, oral contraceptives shoukd be started no earler
than four weeks after delvery in women who elect not to breast.-feed or after a
midtrim egnancy termination.

c. Cerebrovascular Diseases

to increase both

b ough, in general,
the ik s greatestsmong okler (>35 yers.| hyvevlensrve ornh who st Soke
Hypertension was found o bea is factor for both users and nonusers, o both types

o irakes, whi smoking nteracted o incroase the fek o1 nemorrhag
n alarge study, the relative risk of thrombotic strokes has been shown to range from 3
to s

hemorthag stroke s reported t be 12 for onsmokers who used oralontraceptives,
i nok useorlconraceptives, 7.6 forsmokers who used o

contraceptives, 1.8 for normotensive users and 25.7 for users with severe

hypertension. The atrbutable sk s 360 areater oker women. Oralcontraceptives

also increase the risk for stroke  women with other underlying risk factors such as

certain inherited or aca

who take combination oral contraceptives may be at an ncreased risk of stroke.

d. Risk From

A postive association has been observed between the amount of estrogen and
rogestogen n oral contraceptives and the risk of vascular disease. A decine n serum
Mat-denshy poprteins (HDU) has been repoted wih many progestatonal gents. A
fecine in serum high-density poprotens has been associated with an increased
incidence of ichemic heart discase. exausemmgens ncrease HOL choksterol the

ehrogen and proqesiogén and the rture ond a5s0ute ambontof sregestogen desd i
the contraceptive. The amount of both hormones should be considered In the choice of
an oral contraceptive.

Minimizing exposure to estrogen and progestogen is in keeping with good principks of

z
g
s
g
H
g
&
3

acceptors of orak contraceptive agents shouid be started on preparations contaiing the
content which & for

e. Persistence of Risk of Vascular Disease
tence of risk
e untes f 18 comirocepives. I stidy P ihe Urhed Sttes he e of devnong
myocardil infarction after discontinung oral contraceptives persists for at least 9 years
for women 40-49 years who had used oral contraceptives for five or more years, but
this increased risk was not demonstrated in other age groups.

In another study in Great Britan, the risk of developing cerebrovascular disease
persstedfo o last 6 yearsafter dcontuatn of el conracepties, kfough
excess risk was very smal.

Contracepive formyations contaning 50 meg or Mgher of estrogens.



2. Estimates of Mortality From Contraceptive Use
Onestudy gatherd datafrom a varety of sources whch haveestmated the mortaty
ntraception (TABLE 1)
e sstmares mehde the combime Tk of dest ssocbted i comracetve
methods plus the risk attributable to pregnancy i the event of method faire. Each
method of contraception has its specifc benefits and risks. The study conchuded that
kh the exception ofaracontraceptive users 35 and ode who smoke and 40 and
ke, mortalty associated with all methods of birth control s less
Than et socited i chidbrin. The obsevaton of s possie ncrese n sk of
mortaity with age for orak-contraceptive users is based on data gathered n the 1970's-
the use of lower

estrogen with
to women who do not have the various risk factors isted i this labeling,

Because of these changes in practice and, aiso, because of some mited new data wi
suggest that th sk of cardovascuar dsase wih th useof orl cotracepies may

e Fertin
Commiten W a0k 6 oo the e 1035, e Commie conchuden tha
athough cardiovascular disease risks may be ncre J-contraceptive use after
e 40 i  nonsmoking women (even with the newer low-dose formt ),

With the akternative surgical and medical procedures which may be necessary if such

wormen do not have access to effective and acceptable means of contraception

Therefore, the C¢

heathy nansmoking women over 40 may outwegh th possile ks, O course, et
en 2 o wormen wio tako oral ontraceptivs,should take the owest poss

ose formutation tht s affec

TasLe

ANNUAL NUMBER OF BIRTIYRELATED OR METHOD-RELATED
ASSOCIATED WITH CONTROL OF FERTILITY PER 100,000
P NONSTERILE WOMEN, BY FERTILITY CONTROL METHOD
ACCORDING TO AGE
Headers Mathod of 15-19 20-24 2529 30-34 35-39 4044
controland

utcor
Nolwtyconrol 70 74 91 s 257 282
methods®

Oral contraceptives
nonsmoker 03 05 09 19 138 316
Oral contraceptives

smoker! 22 34 86 135 511 172
ot 08 0z 1o 10 14 14

Comamispermicd 15 12 12 13 23 28

Periodic abstinence’ 25 16 16 17 29 36
sied fom 1 O, Famy Planning ersecives 15:57.63, 1083

*Oeatns are oty

+ Bahs % et e

3. Malignant Neoplasms
Breast Cancer

in females who currently
have of have had breast cancer because breast cancer may be hormonaly senskve
[see CONTRAINDICATIONS. Epidemiology studies have not found a consistent
association between use of combined oral contraceptives (COCs) and breast cancer

bresst cancer among urrentor recent users (<6 months since last use) and current
users with longer duration of COC use [see POSTMARKETING EXPERIENCE]

Cervical Cancer

Some tudes suggest thataralconraceptive use has b assocated wih an ncresse
inthe i some.
Popuiaton of woren. However thers comtinges 1o be comeowiray sbot e extent t
‘which such findings may be due to diferences in sexual behavior and other factors.

I spite of many studies of
not been

establshed.
4. Hepatic Neoplasia

enign hepatic ad: . akhough th
incidence of these benign tumors s rare in the United States. Indirect calculations have
estimated the attributable risk to be in the range of 3.3 cases/100,000 for users, a risk
that ncreases after four or more years of use. Rupture of rare, benign, hepatic
\as may cause death through itra-abdominal hemorrhage:

Studies from Britain have shown an increased risk of developing hepatocelliar
Carcinoma i long-term (8 years) oral-contraceptive users. However, these cancers
are extremely rare in the U.5. and the attributable risk (the excess incidence) of Iver
cancers In orakcontraceptive users approaches less than one per milon users.
5. Risk Of Liver Enzyme Elevations With Concomitant Hepatitis C Treatment
Durig cncal rals wkh the Hepaiis € combinatn drug regimen tht o

lvatons grester than 5
e e upper i of norma LN, ncolng sor coscs greste han 26 tmes the

X equent in women
mesicationssuch s COCs, Dconteue evonargestrl et estrdi tatsprior

iratoltavets com b restrted spproxinatel 2 weeks folowng competon of
treatment with the combination drug regime
6. Ocular Lesions.

ssociated with the use of
oral contraceptives that may lead to partial or complete oss of vision. Oral
contracepives shouklbe dscontinued f there s unexplined partal o complte oss of
lon; onset o proptosis o dipopa paplledema; o rethnlvasculr ek
Approprate dlagnost and theapevt. measures shoukl e undertaken immedatel.
7. Orak-Contraceptive Use Before Or During Early Pregnancy
Extensive epidemiologicalstudies have revealed no increased risk of bith defects in
infants born to women who have used oral contraceptives prior to pregnancy. Studies
also do not suggest a teratogenic effect, particularly insofer as cardiac anomales and

. when taken pr

(sce CONTRAINDICATIONS section).

tould not be

e o ooty o Coriacspives Sheu no bt ceeador Pregnoncy
to treat threatened or habitual abortion.
It ecommended that fo any patent uho has mised two consecutie periods,

ruled out. If not adhere

SChedle, e ossioity of pregnancy Snouk be consieredat i (e of the et
missed period. Orakcontraceptive use should be discontinued If pregnancy is confirmed.
8. Gallbladder Disease

‘Combination oral contraceptives may worsen existing galbiadder disease and may.

accelerate the development of this dsease in previously asymptomatic women. Earlr

s have reporied an nreased etme reptve rk of galbadder surgery i users of
and estrogens. . however,

relative risk o d

il T tacan T of el may ot 16oves 0 he caeof vk
contraceptive formulations containing lower hormonal doses of estrogens and
progestogens

9. Carbohydrate And Lipid Metabolic Effects

percentage of users. Oral (unlrateﬂtwes o areaterthan 73 mca o arogens
while ower doses of
Progestogens ncresse nsuin secreton end create nsuln resstance, ths ffect varyng

Comeacepties sapeat e have na Sfec o fostng blood gcose. Bocause of these
Gemonstrated effects, prediabetic and diabetic women should be carefully observed
Whie 3king oal Contraceptes.

he pil.
e Gkt care (e WARNINGS: 15, on 14 FRECAUTIONS, 3. chanoes i forum
triglycerides and lpoprotei levels have been reported n oral-contraceptive users.
10. Elevated Blood Pressure

increase in blood pressure has been reported in women taking oral contraceptives
and this increase is more ikely n older oral-contraceptive users and with continued use.

ollege of an, tra

have shown tha the incidence of hypertension Increases with increasing quantites of

progestogens.

Women with a history of hypertension or hypertension-related diseases, or renal

dsease should be encouraged to use another method of contraception. If women wih
closely and

blood : shoul
dscontinued (see CONTRAINDICATIONS section). For most women, elevated biood
normal after stopping and there i no

difference in the occurrence of hypertension among ever- and never-users.
11. Headache

e onset or exacerbation of migraine or development of headache with a new paitern
that s recurrent, persistent, or severe requires discontiation of oral contraceptives

¢ and )

12. Bleeding Irregularities
Breakthrough bieeding and spotting are sometimes encountered in patients on oral

progestogen may be important. If bleeding persists or recurs, nonhormonal causes
should be considered and to

or pregnancy in the event of breakthrough bleeding, as i the case of any abnormal
/aginal bleeding. If pathology has been excluded, time or a change to another

formulation Inthe. . pregr

ruled out,

encounter (possily wih
‘anoulation), especialy when such a condtion was preexistent.

13. Ectopic Pregnancy

Ectopic as wel as ntrauterine pregnancy may occur in contraceptive failres.

PRECAUTIONS.
1. General
Patints shoul
s of i (IS and ohes el sansrted getoses (5109 Such
Chiamycd, gental herpes, gentl wart. gonorthea, nepatks 5. and syBhIS,
2. Physkal Examination And Follow-Up

i personatand ity mesicolhstory and compete shysial exameation re

Soroprtt or B women: meAKIng womén g o1 contceptes. T phyakal
examinato, however,may be dfered undftr naon of oral Cortracepives I
requested by the woman and judged appropriate by the cinician. The physical

mpaton sho e spactlreesence ta plsd presasre brescs, shdomen, and

elic organs, including cervical cytology, and relevant laboratory tests. In case of
undiagnosed, persistent, or

measares shoukl be conducted toruk out malgnancy, Worten tha strang faméy
history of breast cancer or who have breast nodukes should be monkored wi

particular care.
3. Lipid Disorders
Women who s beng et for yperpdemies shouk b (okowed chss ¥ ey cck

levels and may render
the contrl of hyperipkieias more GHER. (Se6 WARNINGS. 5. 1d. and 8.
while taking oral
Contraceptves. Nonhormonal contraception should be Consigered h women wih
uncontrolied dysipidemias. Persistent hypertrigh/cerdemia may occur in a smal
pulation of combiation Elevations of pl ot
may lead to pancreatits and other complcations.

4. Liver Function

1f jaundice develops in any worman receiving such drugs, the medication should be
dscontinued. Steroid hormones may be poorly metabolzed in patients with impaired
ver function.
5. Fluid Retention
Oralcontraceptives may cause some degree.of i retentn, They shoud

ton, and only with careful montoring, in patients with conditions
oich ight e sqoravied by Il retenton.
6. Emotional Disorders.
Fatents becoming sgnicantly depressed whie takin o
whether the symmom o crug reted. anen wih 3 htory of depression shou\d be

7. Contact Lenses

Contact-ens wearers. or changes In lens
be assessed by an ophthamologit.

8. Gastrointestinal

vomiting may n decreased serum
concentratians.

9. Drug Interactions

Changes in Associated With of
Other Products:

c are

ntibiot and other drugs
retapatom 1 comrac bt sinae. THE cood resuk . uRPtended preamancy or



Bresktivough e, Exarples ncho farp, butn, baurates, prikine,
febar
oo, grEcutub oafil Insuch cases 2 back up nonhormonal metnod of
brth control shoukd be consider

ral cases of kihrough n
e Rerstre i concormuant sdrmiiration of abaRe sueh 23 smpicinand her
eniciins, and tetracycines. However, cincal pharmacology studies nvestigating drug

Ieractions between combied oralcontraceptves and thase antBlocs have reported
inconsistent resuls.
Several of the anthHIV have been studied with
(increase and decrease)
inthe lssma levels of th estragen and progestn have been noted i some ceses

and effcoc of ool coniracepive products may b afeted wkh coadminsirtion
ST antN pratecke nRors. Heokmeart oV shouk ete o he b

o forther drugedru

Herbal products containing St. John's Wort (Hypericum perforatum) may induce hepatic
enzymes and p-glycoproten

effectiveness of contraceptive steroids. This may akso result in breakthrough bleeding.
Concomitant Use with HCV Combination Therapy - Liver Enzyme Elevation

Do  wah KOV arug
combinations contain: . due
 potentalfo ALT CEvatons (see WARNINGS, RISK OF LIVER ENZYME
ELEVATIONS WITH CONCOMITANT HEPATITIS C TREATMENT).

© In Plasma Levels Associated With Co-Administered Drugs:

c taining ethinyl
i o aases AUC v fo et ehadol vy spooximatey S0 Recorb [

Known patiway of elminato {or etniny estraciol CYP 344 hiokors such as indinar,
itraconazole, ketoconazole, fluconazole, and troleandomycin may increase piasma
intrahepatic cholestasis

Changes in Plasma Levels of Co-Administered Drugs:
Combination hormonal contraceptives containing some synthetic estrogens (eg, ethiny!
stroio) may i the metabolsm f ther compounds. Icressed posma

yclosporin, other and theophyine
have been reported wih (nncemlanl adminstration of oral contraceptives. Deci

mazepar,
ER e morphine. and clbrc ace, doa o recion ol corpgoton {partcuiry
ghcuronidation) have been noted wh these drugs were admnstered wih o
Contraceptiv

information of to gentiy
potentia nteractions.
10. Interactions With Laboratory Tests
Certain endocrine and fuer-functiontets and blood components may be affected by
cral contraceptin
Increased pmlhmmb\n and factors VIl, Vll, IX, and X; decreased antithrombin 3;

ncreased norepinephrine-nduced piatelet aggvegabm
b Incresseg

e a8 measd oy rove bound Dane (P30 Ts by <o o by
radoimmunonssay. Free T resin uptake § Gecreased, reflacting the clevated TBG; ree
T, concentration & unatered.

. Other binding prot ated nserum e cortcosteroid bindng gbuln
G801 5o normone-oring dabains (SH5G) kading to nceases Eves of O
Creuhiig comteoneras and cox tods respaciheh, Fres or Smgtan ocive
hormone concentrations are unchanget

d. Trighycerides may be increased and levels of various other lpds and poproteins may
be affected

& Glucose tolerance may be decreased.

. may “This may be of
2 woman becomes after

contraceptives.
11. Carcinogenesis

‘See WARNINGS section,

12. Pregnancy

‘See CONTRAINDICATIONS and WARNINGS sections
13. Nursing Mothers

andjor metaboites
kot iramg s ane 8 fom agverse ehtchs o the s nawe peen reparee,
ekl In additon, combination
lactation by ntiy
270 qualty of breast ik If possibe, the norsing mother should be adveed not to use
‘combination oral contraceptives but to use other forms of contraception unti she has
.

14. Pediatric Use

afety and eficacy of

in women o Safety and efficacy.

postpbere adokacents under he age of 16 and (or e 16 years and or: e of
is not ndicated.

15. Gerlatric Use
Levonorgestrel and ethinyl estradiol tablet has not been studied in wormen over 65 years.
of age and is not indicated in this popuiation.

16. Information For The Patient

See Patient Labeing Printed Below.

ADVERSE REACTIONS
Post Marketing Experience
Five studies that compared breast cancer risk between ever-users (current or past use)
of COCs and never-users of COCs reported no association between ever use of COCs
and breast cancer risk, with effect estimates ranging from 0.90 - 1.12 (Figure 1)

st cancer risk recent COC users (<6
months since last use) and never users of COCs (Figure 1). One of these studies
reported no association between breast cancer risk and COC use. The other two studies
found an increased relative risk of 1.19 - 1.33 with current or recent use. Both of
studies found an ncressed sk o breast cancerwih current use o bnger duraton,

restie ks ranghg fom 1.03 wkh ss than one year of COC use 0

Spproxmael 14 win more than 610 ears of COC
Figure 1: Risk of Breast Cancer with Combined Oral Contraceptive Use

RR = rebtive risk; OR = odds ratio; HR = hazard ratio. “ever COC* are females with

current or past COC use; ‘never COC use” are females that never used COCs.

An increased risk for
has b ted with the use of

mboembolc and thrombotic disorders and other vascuiar problems (ncluding
vombopniits and venous hrombosis wih or wiout Dulmanary embosm.
mesenter cerebral
hemorrhage, carcinoma of and breasts,
heptcneopesia (cudingHepat o o bengn er W), culr sns
(inclu pid
s, ovaed bood prassore, and héadache l\(\uqu migraine.
The following adverse reactions have be patients receiving oral
Contracepen on e Sesored 1o be g reone (o abeti sy e

Acne

Amenorrhea
Anaphyscte/anaphylactodresctons, noidng urtcra, angoedema,and severe
reactions wih respiratory and Circulatory symptoms

Breast changes: tenderness, pain, enlargement, secretion
Budd-Chiari syndrome

Cervical erosion and secretion, change n

Cholestatic jaundice

Chorea, exacerbation of

Coltis

Contact lenses, intolerance to

Corneal curvature (steepening, change in

Dizziness

Edemalfiud retention

Erythema mukiforme

Erythema nodosum

Gastrontestinal symptoms (such as abdominal pain, cramps, and bloating) Hirsutism
Infertity after discontinuation of treatment, temporary

Lactation, diminution in, when given immedately postpartum
Libido, change in

Meiasmajchloasma which may persist Menstrual flow, change in
Mood changes, including depression

Nausea

Nervousness

Pancreatits

Porphyria, exacerbation of

Rash (alergic)

Scalp hai, loss of

Serum folate levels, decrease in

Spotting

Systemic lupus erythematosus, exacerbation of

Unscheduled bieeding

Vaginits, including candidiasis

Varicose vens, aggravation of

Vomiting Weight or appetite (ncrease or decrease), change in
The following adverse reactions have been reported i users of oral contraceptives:
Cataracts

Cystiis-ike syndrome

Dysmenorrhea

Hemolytic uremic syndrome

Hemorrhagic eruption

Optic neuriis, which may lead to partialor complete loss of vision
Premenstrual syndrome

Renal function, impaired

OVERDOSAGE
‘Symptoms of oral contraceptive overdosage n aduts and chiren may include nausea,
vomting, and drowsnessfatigue; withdrawal bleeding may occur i females. There is no
Specifc antidote and further treatment of overdose, f necessary, & directed to the
symptoms.

Noncontraceptive Health Benefits

The following noncontraceptive health benefts related to the use of oral contraceptives.

are support which largely utiized

formulations containing doses exceeding 0035 mg of ethiny estradiol or 0.05 mg of
ol

Effects on menses:
Increased menstrual cycle regulrity

Decreased biood loss and decreased incidence of Fon-deficiency anemia
Decreased incidence of dysmenorrhea

Effects related to inhibiton of ovuiation:



Decreased incidence of functional ovarian cysts
Decreased incidence of ectopic pregnancies
Effects from long-term use:

ed incidence of fibroadenomas and fibrocystic disease of the breast Decreased
incidence of acute pelic inflammatory disease

Decreased incidence of endometrial cancer
Decreased incidence of ovarian cancer

DOSAGE AND ADMINISTRATION

tablets must be taken exactly as directed and at ntervals not exceeding 24 hours.

“The dosage of 0 for 21
folowed by for7

according to the prescrived schedule

It i recommended that levonorgestrel and ethinyl estradiol tablets be taken at the same

time each day.

During The First Cycle Of Use
The possibityof avulton and conception pror o kst of medicaton shoud be
considred, The paint shouk be nstructedto begh taking levonorgestrland ethiny!
on St the oneet (Sunday
Start) or on Day 1 of menstruation (Day 1 Start).

Sunday sta
et s nstucted to begin taking lvonorgestel and eyl esradl talets o
the st Sunday sfter the onset of manstuaton. i mensruaton begins o 3 Sundey.
s (aken that day. e taken by fo 21
wed by

s S S soomly sccur ko iree doys (oo dcontiunion o
e abkts and may nok have fnehed before the next pack s strtd. Durg he rst

ot b
A a5 wake (et s besn taken daly for 7 consecue Gaver o
amarmona back.p oot o bt contrl ol e vse o those  days

Day 1 star

During the first cycle of medication, the patient is instructed to begn takin
Jevonorgestrel and ethinyl estradol tablets during the first 24 hours of her period (day

Jeeding shouid usualy occur within three days folowing discontinuation of white tablets
may nothave iihed beore the next pack & started f medicatin s begun onday one
sary. I
o storied oter  the first menst

postpartum,

t after the first
emmoranal back MGG of bt comtrelShoVRE be uS6d Gurig those  days.
After the first cycle of use

‘The patient begins her next and al subsequent courses of tablets on the day aft

tablets later than the proper day, she shouid protect hersel agaist pregnancy by using
of taken

for 7 consecutive days.
9 method of

he patient s switching from a 21-day regimen of tablets, she should wait 7 days
e mer et s Srewa

Suring tha week.

ore thon 7 doye pass afte ner provious 21-0ay regmen. When tho patent & swiching

Trom a 26-day regimen o tablets she should str her 5t pack of Jevonorgesteland
on the She should

piland shoud
begh evoncrgestrland thy! eﬂredm\ xamezs the next dy. If Swkehg from an
implant or

anthe day o mpiant remvalor, ¢ g an con. the ooyt et nctn woukd
be due. In swiching fro il infection, or

adviec 1 Use a nonhormanal bac-up menod of eth controlfor the st 7 days of
tablettaking.

If spotting or breakthrough bleeding occurs

If spotting or breakthrough bleeding occur, the patient fs instructed to continue on the.
same regimen. This type of bleeding is usually transient and without significance;
however, f the bleeding is persistent or prolonged, the patient is advsed to consult her

Risk of pregnancy if tablets are missed
Whie there s i only one or

ssed e possiky of ovution ncreases wih cach succesive ey tht schedled
ke tablts are ms36d. Athaugh the occurrence of preanancy & kel

Lavecions,

does not occur, y of pregnancy it
the prescribed e bl o

0 a day later have), ncy

]
should be considered at the time of
measurestaken, I the paten has adherd to the plescnbed e o ey s
consecutive periods, pregnancy should bert
jnancy increases with each active (white) tablet missed. For addtional
patent IStructons 6garding missed tales, s the WHAT TO 0O IF YOU MISS
PILLS scction in the DETAILED PATIENT LABELING
Use after pregnancy, abortion or miscarriage
Levonorgestreland ethiny| estadioltabets may be nkaed o et than day 28
postpartum her or a e to the
WARNINGS,
e adveed to

be
use a non-hormonal back-up method for the first 7 days of tablet taking,
Levonorgestrel and ethinyl estradiol tablets may be nfiated immediately after a frst
trimester abortion or miscarriage. If the patient starts levonorgestrel and ethiny!
estradiol tablets immediately, back-up contraception is not needed.

HOW SUPPLIED
Levonorgestreland sthiny astradiol tabets USP, 0.1 mgf0.02 g are avalabl n 3
bisters, each containing 28 tablets as folow:
Each bister contains 21 white to off white round bevel edged tablets each containing 0.1
1d 0.02 mg ethinyl estrado, debossed with "LU" on one side and
bevel edged inert tablets debossed with

mg
s
on one side and "T22" on the other side.
‘They are suppied as folows:

Levonorgestrel and ethinyl estradiol tablets USP, 0.1 mg/0.02 mg are avaiable in a bister
(NDC 68180-854-71) of 28 tablets, such 3 bisters are packed in a carton (NDC 68180-
854-73),

Store at 25° C (77° F); excursions permitted to 15°- 30° C (59°- 86° F) [see USP
Controlled Room Temperature]

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

Distributed by:
Lupin Pharmaceuticals, Inc.
Naples, FL 34108

United States
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PRhampur (M.P.) - 454 775
INDIA
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BRIEF SUMMARY PATIENT PACKAGE INSERT
Levonorgestrel and Ethinyl Estradiol Tablets USP, 0.1 mg/0.02 mg

This product (ik

gra contraceptives) i ntended to prevent pregnancy.
of HIV (AIDS) and

tner sexualy transmitied diceases (TD3) Such & chiarmyde, Jonikal

herpes, genital warts, gonorrhea, hepatitis B, and syphili.

Oral contraceptives, also known as "birth-control pi” or “the pl,” are taken to prevent

pregnancy, and when taken correctl, have a faiure rate of approximately 1.0% per year

(1 pregnancy per 100 women per year of use) when used wihout missing any pils. The

average faurerae of arge numbers of il users i approxmate 5% per yea (5
pregnancies per 100 women per year of use) when women who miss pils are included
For most women oral contrateptives are a0 froe f serous of unpleasant side ifects.

However, forgetting to take pils considerably increases the chances of pregnar
Forthe maprky of women,
en who are at hqh nsk o1 dewelopng,certan Serous diesses hat ca pelfe
threalﬂw\q or may cause temporary or permanent disabity or death. The
cated win aking oral Comaceptves ncrease sianicanty f you

e igh oo pressure, diabetes, highchokstero, or & endency o form biod
clots

+ have or have had cting dorders, heart ttack,stoke, ngha pectors, cancerof

the breast or sex organs, jaundice, malgnant or benign ver tumors, or major
surgery with probnged immobization.

« have headaches with neurological symptoms.

You should not take the pilf you suspect you are pregnant or have unexplained vaginal
bleeding.
Akhough cardivasculr dsesse ks may be ncressed wih orahcontraceptve use

after age 40 i heathy, nonsmoking women, there are aks0 greater potentia health risks
SSsociated whh pregnancy i oer women,

Cigarette smoking increases the risk effects on the
ar and blowd vessel from oralcontracentive use. Thi rek Icreaces
with age and with heavy smoking (15 or more Cigarettes per day) and is
aurs marked In women over 35 years of age. Women who use orel
contraceptives should not smoke.

e nausea,
vemng, blcdi botwien menstrual Seras o gan, reast tndeness ond
by wearog cotac s, These sl ek, ey s s vorkng

Subside wiin the st three months of use
we serioussideaects o the il occur very frequenty, sspecaly f you re 1 good
ek an do ot smoke However, you shauid know tal the folowing
conditions have been associated with or made worse by

Blood clots n the legs (thrombophiebitis) and lmgs kpmmenavy embolism),
blockage r rptre of 8 ioed vess@ln he el (30ke) Becka0e of Hood vessels

above, smoking increases the risk of heart attacks and strokes and subsequent serius
medical consequences. Women with migraine also may be at increased risk of stroke.
with piluse.

ver tumors, wich may rupture and cause severebleeding. A possle bt ot
Gefinte association has been found with the pil and iver cancer. However, iver c
are exiremel are, The Chance of developing Ier Cancer fr0m Usng e pi & s even

High blood pressure, akhough blood pressure usualy returns to normal when
Thepis Stapped

The symptams associated weh these serious sde effctsare cussed in thedetaled

leaflet given o you with your supply of pils. Notify your heakh-care provider i you
notice any nuSual physkal dSturbances whie taking he bl In addkon. drugs such 2s
rfampn, as wel as

Contaning St John's Wort (Hyperium petoratum), and HIVIAIDS drugs may decresse
orakcontraceptive effectiv
ht increases in the risk of breast cancer among current users of

hormonal birth control pils with longer duration of se of 8 years or more.
‘Some studies have found an increase n the incidence of cancer of the cervix in wom
Wwho use oral contraceptives. However, this finding may be related to factors other than
the use of oral contraceptives.

aking
painful menstruation, less menstrual blood loss and anemia, fewer pelic infections, and
fewer cancers of the ovary and the ining of the uterus.

your
Your willtake a ral
may be delayed to
another tmef you request  and the heakhcare proviler befeuesthat s sppropriate
ostpone i, You should be reexamined at keast once a year whie taking oral

Coracaptits. e detled paven plormotio Ko g you further oformation
which you shouid read and discuss wih your health-care provide

HOW TO TAKE LEVONORGESTREL AND ETHINYL ESTRADIOL TABLETS
IMPORTANT POINTS TO REMEMBER.



BEFORE YOU START TAKING LEVONORGESTREL AND ETHINYL ESTRADIOL TABLETS:
1. BE SURE TO READ THESE DIRECTIONS:
Before you start taking levonargestrel and ethinyl estradiol tablets.
And
Anytime you are not sure what to do.
2 THE RIGHT WAY TO TAKE THE PILL IS TO TAKE ONE PILL EVERY DAY AT THE
SAME TIME,
1t g ms ey cout get regrant, T nchces statg thepack st T rore
. the more liely you are to get pregnant. See "WHAT TO DO IF YOU MISS

PiE o
3 MANY WOMEN HAVE SPOTTING OR LIGHT BLEEDING, OR MAY FEEL SICK TO
THEIR STOMACH DURING THE FIRST 1.3 PACKS OF PILLS.
1f you feel sck to your stomach, do not stop taking levonorgestrel and ethiny estradiol
tablets. The problem wil usually go away. If t doesnt go away, check with your healh-
care provider.

MISSING PILLS CAN ALSO CAUSE SPOTTING OR LIGHT BLEEDING, even when
Jou make up hese misse p.
O the days you take 2 piss to make up for missed pils, you could also fee!a it sick to
your stomach.
5 IF YOU HAVE VOMITING (within 4 hours after you take your pil), you shoukd
folow the instructions for WHAT TO DO IF YOU MISS PILLS. IF YOU HAVE DIARRHEA or
IF YOU TAKE SOME MEDICINES, including some antibiotcs, your pils may not work as.
el

Usea (such as condoms or check
Wi your health-care provider.
IF YOU HAVE TROUBLE REMEMBERING TO TAKE THE PILL, tak to your heakh-care
provider about how to make pik-taking easier or about using another method of birth
trol,

U HAVE ANY QUESTIONS OR ARE UNSURE ABOUT THE INFORMATION IN THIS.
LEAFLET, call your health-care provider.

'BEFORE YOU START TAKING LEVONORGESTREL AND ETHINYL ESTRADIOL
L, DECIDE WHAT TN OF DAY YOU WANT O TAKE YOUR PIL 5 mporant o take
at about the same time every

2. LOOK AT YOUR PILL PACK.

The i pack has 21 "active” whte plks (wth harmones) totake fo 3 weeks, olowed by
ek of reminder orange pils (wihout hormanes).

3.FIND:
1. where on the pack to start taking pis, and
2.in what order to take the pis (follow the arrow)

25,000,000
*@Q 0,0,0,0,08

0,0,0,0,0,0,0%
0,0,0,0,0,0,0°

Week2

Y SELFBREAST B

Week :

Weeka

4. BE SURE YOU HAVE READY AT ALL TIMES:
ANOTHER KIND OF BIRTH CONTROL (such as condoms or spermicide) to use as  back-
up i case you miss pi

AN EXTRA, FULL PILL PACK.

*For use of day labels, see WHEN TO START THE FIRST PACK OF PILLS below.

WHEN TO START THE FIRST PACK OF PILLS

You have a choice of which day to start taking your first pack of pis.

With your health-care provider which & the best day for you. Pick a time of day
Wi wil e casy t femember.

hite pil of the first pack during the first 24 hours of your

2. You wil not need to use a back-up nonhormonal method of birth control, since you
are starting the pil at the beginning of your period.

SUNDAY START

S, cven f you ar Sl bt 1 yoofpeiod beghn on Sunden, st ehe pack
that same day.

2. Use a nonhormonal method of birth control (such as condoms or spermicde) a
back up Mechod I you have sex amytme from the Sunday you Star your st pack
unti the next Sunday (7 days)

WHAT TO DO DURING THE MONTH

1 Take one pll at the same time every day unti the pack s empty.

Do,not st pls aven fyou re spoteng o beedng beteen morthy perids or fee
sick to your stomach (nausea).

Do ot skip pils even if you do not have sex very often
2 When you finish a pack

Start the next pack o the day after your lst
between packs.
IF YOU SWITCH FROM ANOTHER BRAND OF COMBINATION PILLS.

it your prevous brand had 21 pik Wak 7 days tostat taking evonorgestrel and ethinyl
i aete You Wil probanl have your beiod durng that week. 56 surc hat no
more than 7 days pass between the 21-day pack and taking the frst whte
levonorgestrel and ethinyl estradil tablets (‘active" with hormone).

reminder" pil. Do not wait any days.

% 28 pits: Start taking ethinyl
estradiol tablets ("active" with hormone) on the day after your last reminder pil. Do not
waitany days between packs.

WHAT TO DO IF YOU MISS PILLS
Levonorgestrel and ethinyl estradiol tablets may not be as effective If you
s, and particularly f you miss the first few or the last few white

iss white
ctive” pis in

you MISS 1 whke scthe”pi
1 s you remember. Take the next pil at your regular time. This means
Vou may ke pib o1 gy
You COULD BECOME PREGNANT f you have sex in the 7 days after you restrtyour
. You MUST use  nonhormonal bt control method (such ascondoms o
permicide) as a back-up for those 7 day;

1you MISS 2 white"actve’ i 12 row 1 WEEK 1 OR WEEK 2 ofyour pack
and 2 pils the next day.

Then e 1 58 day orilyou e (he pach

You COULD BECOME PREGNANT if you have sex i the 7 days after you restart your

pik. You MUST use s nonhormonalbrti-control metho (such as condoms or

Spermicide) as a back-up for those 7 days.

If you MISS 2 white “active” pils n a row in THE 3rd WEEK:

1 If you are a Day 1 Starter:

THROW OUT the rest of the pil pack and start a new pack that same day.

If you are a Sunday Starter:

Keep taking 1 pil every day unti Sunday.

On Sunday, THROW OUTthe rest o te pack andstart a new pack of pls that same
ay.

2 You may not have your period this month but this s expected

Haweser i ou s yourperid 2 a0, clyour heak-cre provder
because you might be p
U COULD BECOME PREGNANT if you have sex in the 7 days after you restart

yew pils, You MUST use a nanhormonal bith-control method (such s condoms or

micide) as a back-up for those 7 days.
If you MISS 3 OR MORE white
1.1f you are a Day 1 Starter:
THROW OUT the rest of the pil pack and start a new pack that same day.
If you are a Sunday Starter:
Keep taking 1 pil every day unti Sunday.
On Sunday, THROW OUT the rest of the pack and start a new pack of pils that same
day,

ctive” pis in a row (during the first 3 weeks).

2 You may not have your period this month but this s expected.

Haweser I ou s yourperid 2t . o, clyour heak-cre prover
because you might be p

You COULD BECOME PREGNANT if you have sex in the 7 days after you restart
Your o,

You MUST use a nonhormonal bisth-control method (such as condoms or spermicide) as
2 back-up for those 7 days.

If you forget any of the 7 orange "reminder" pills in Week 4:
THROW AWAY the pis you missed.
Keep taking 1 pil each day unti the pack is empty.

dore f you start your next
pack on time.

FINALLY, IF YOU ARE STILL NOT SURE WHAT TO DO ABOUT THE PILLS YOU
HAVE MISSED

Use @ BACK-UP NONHORMONAL BIRTH.CONTROL METHOD anytime you have sex
KEEP TAKING ONE PILL EACH DAY unt you can reach your health-care provider.
BIRTH CONTROL AFTER STOPPING THE PILL
1you donot wishto becorme pregnantalte stopping the i spea toyour hatcare
provider about another method of birth control
DETAILED PATIENT LABELING
This product (Be alloral ontraceptives) i intended to prevent pregnancy.
rotec of HV (AIDS) and

ther sexualy transmitiod diceasas (STD3) Such 2 charmydia, Jonk
herpes, genital warts, gonorrhea, hepatitis B, and syphili.
INTRODUCTION

man who considers using oral contraceptives (the "bith-control pi”or “the pil’)
Should understand the benefis and risks of sing ths form of bith control, Th

or her, both when you frst start taking the pil and during your revists. You should akso
olow Yo hasEhcaraprovilrs B VAR 4G pulrchack 45 Whla Yo ra

zrr:cnvmzss OF ORAL CONTRACEPTIVES

e pi* are used to
S sre e fectve than most oer nansurges meods oforeh conrol ihen.
they are taken correctly, wthout missing any pils, the chance of becom
approximatel 1% per year (1 pregnancy per 100 wamen per year of uees ke fokre
ates are approximately 5% per year (5 pregnancies per 100 women per year of use)

52 ik bre huded. The chance of becoming pregnant ncreases
with each missed pil during each 28-day cycle of use.

In comparson,aveage fakre rtesforathermethods ofbith conirol during the st
year of use aré as folowis

w0: 01.2% Female condom aone: 21%
Depo-Provera® (njectable progestoger Cenvcalcap
Norgint Syt Gevanctacsid mponts: 0.05% v gen bt 20%
Diaphragm with spermicides: 20% Given birth: 40%

rmicides done: 26% Perodic abstinence: 25%
Male condom alone: 14% No methods: 85%

WHO SHOULD NOT TAKE ORAL CONTRACEPTIVES

Cigarette smoking increases the risk of serious adverse effects on the heart and blood ve:

from orak-contraceptive use. This risk increases with age and with the amount of smoking (15 or more cigarettes per day has been associated with a significantly increased risk) and is quite marked in women over 35 years of age. Women who use or:

contraceptives should not smoke.



‘Some women should not use the pill. For exampie, you should not take the pil  you

ve any of the folowing conditions:
Hstory ofheart atack orsroke

ood clots in the legs (thrombophiebiti), lungs (pulmonary embosm), or eyes.
Anitory of Mo <ot n the deep ven of oot 0
Chest pain (angina pectoris)
Known orsuspected breast canceror cancer of theing ofthe uterus, corve or
vagina, or certain hormonalysensttive cancers
Unexpiane vaginalbeedng (unth a diagnoss  reached by your heakf-care
"),

« Liver tumor (benign or cancerous) or active iver
Take any Hepatits C drug combination containing cmblasw/pivlaprevwr/rkcnavl

weh o wkhout dasabuve. Ty ncreas leves of theer enzyme "l

aminotransferase” (ALT) i t

Tebowing of the whkes of e eye o of the skin (unice) durng pregnancy or

dufng provous use o the pil

3
§
i
i

« Heart vaive or heart rhythim disorders that may be associated with formation of
blood clots.
Diabetes affecting your circulath
Heataches Weh néuraiogca symptoms.
Uncontrolled high blood pressure.
any of

>

9y of ethiny!
estradiol tablets.

Tell your heatth-care provider I you have had any of these conditions. Your heatth-care
provider can recommend another method of birth control

OTHER CONSIDERATIONS BEFORE TAKING ORAL CONTRACEPTIVES

Tehyour heaticare providr I you o any famby member has eve had:
« Breast nodules, fbrocystic disease of the breast, an abnormal breast X-ray or
mmogram.

Diabetes.
Bleatedchoesterolor tgcerdes.
High blood pres:

A tendency o form bood clts

Wran r othe headaches orepepsy

+ ot wer,neart, o kianey
oy o santy o Freo menstl prids
Women withany ofthese condtions shou bechecked afen by the hel core
provider if
o prerier b you Smave o sy ociatone.
Ahough cardiovascular disease risks may be ncreased with oral contraceptive use in
over 40 (even with the newer low-dose formulations),
there are also greater potental heakh risks associated with pregnancy in okder women
RISKS OF TAKING ORAL CONTRACEPTIVES
1. Risks Of Developing Blood Clots
Blood clots and blockage of blood vessels are the most serious side effects of taking
oral contraceptives and can cause death or serious dabiity. In particular, a clot i the
s can and a o the ings
blocking o e vessel cartying oo o thengs, Rarel. clts occur n he bood
vessels of the eye and may cause bindness, double vision, or impaired
Users of combinatin el conracaseshave 8 igher ik of devaop bbod cts
ared to non-users. This risk & highest during the first year of combiation oral-
Comtraceptive use.
1f you take oral contraceptives and need elective surgery, need to stay in bed for a
prolonged finess or ijury, or have recently delvered a baby, you may be at
eveloping blood clots. You should consult your health-care provider about stopping oral
contraceptives three to four weeks before surgery and not taking oral contraceptives
for twio weeks after surgery or during bed rest. You should aiso not take oral
contraceptives soon after delvery of  baby or after a midtrimester pregnanc
ton. It & advisable to walt for at least four weeks after deivery f you are not
breaseading, I you are breast eedng, you should wak undyou have wesned your
il (See ako the section in GENERAL

PRECAUTIONS.)

e ris of bloodcs i reaer i users of combinatien oral ontraceptives compared

to nonusers. This risk may be higher in users of high-dose pis (those containing 5

o f more of 5ir0gony ah Ty a0 be reste Wi Brr 15 I addRon, some of

these increased risks may continue for a number of years after stopping combination

oralcontracepives T risk o abnormalbood clttngncreases wih age n bath users
Tonistesof comsiratn oralcoracapties, byt e ncraed s fam hecra

Coniraceptve appears t be present o ol

The excess risk of blood clots is highest amng the first year a woman ever uses a

‘combined oral contraceptive. This ncreased risk i lower than blood clots associated

Weh pregnancy. The use of combination oral contraceptives also increases the rik of

other cttng diorders, ncuding hesrtatack and sroke, Bbod cls n vens cause

eath in 1% to 2% of cases. The risk of clotting s further increased in women with other

condtons. Exampes nclude: smoking, igh b6od presscre, bnormalIpa Ve,

Gertain nherted o acquied clting dscrders, obesty surgery or Iy, recent devery

d trimester abortion, prolonged inactiiy or bedrest. If possle, combin
nra\ contacepties shouk bestopped before surgery and drig proonged acty o

Goots s cresses the o srous cardousculr avnt. T
icresses wih ageand amount of ok and = e ronounced  woren over 35

not to
smoke,f you smoke you should tak to your et cre professonsl blore aeig
combination oral contracep!

2. Heart Attacks And Strokes

or transient ischemic

attacks (blockage o rupture of blood vessels i the brain) and angina pectoris and heart

attacks (blockage of biood vessels in the heart). Any of these conditions can cause

eath or serous disabitty.

‘Smoking greatly increases the possibity of suffering heart attacks and strokes.

Furthermore, smoking and the use of oral contraceptives greatly ncrease the chances

of developing and dying of heart disease.

Women with

take oral contraceptives akso may be at higher risk of stroke and must not use
‘combination oral contraceptives (see section WHO SHOULD NOT TAKE ORAL.

CONTRACEPTIVES).

3. Gallbladder Disease

Orabcontracepive usrs probably have a greser ik han ronusers of navin

‘galbiadder disease. akhough this risk may be related to pils containing high doses of

rantns, Orak ontTacepies may worsen Xkt oabadie Gstase of Scrakrate
the development of galbiadder disease in women previously without symptoms.

4. Liver Tumors
Inare cases, ralconraceptves can cause berign but dangerous iver tumors. These
benign Iver tumors can rupture and cause fatal nternal bleeding. In addition, a possble
bt ot defint associton nas been found wih the Bl and s cancers n
in which a few women who developed these very rare cancers were found to have used
oral contraceptives for long periods. However, iver cancers are extremey rare.

\ce of developing Iver cancer from using the pil & thus even rarer.
5. Risk of Cancer
It not known If hormonal bith control pis causes breast cancer. Some studies, but
not al, suggest that there could be a sight increase in the risk of breast cancer among
current users with longer duraton of use.
1f you have breast cancer now, or have had it n the past, do not use hormonal birth
control because some breast cancers are sensitive to hormones.
‘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 related to factors other than
the use of oral contraceptives.
6. Lipid Metabolism And Pancreatitis
There have been reports of increases of blood cholesterol and trighycerides in users of
‘combination oral contraceptives. Increases in trighycerides have led to inflammation of
the pancreas (pancreatits) in some cases.
ESTIMATED RISK OF DEATH FROM A BIRTH-CONTROL METHOD OR
PREGNANCY

Allmethods of birth control and pregnancy are associated with a risk of developing

ertain dseases wich may lead 0 dabiey o deat. Anestimte of the number of
eaths assaciated with diferent methods of birth control and pregnancy has beer
calculated and is shown i the following table

ANNUAL NUMBER OF BIRTH-RELATED OR METHOD-RELATED DEATHS ASSOCIATED
WITH CONTROL OF FERTILITY PER 100,000 NONSTERILE WOMEN, BY FERTILITY-
HOD AND ACCORDING TO AGE

HeadersMethod of 15-19 2024  25-20 30-38 3539  40-44

control and

outcome

Nofertity-control 7.0 74 91 s 257 282
ethods”

Oral contraceptives
+

nonsmoker 03 0s 09 19 138 316

Oral contraceptives

Smoker! 2 34 66 135 511 172

sy o8 08 10 10 14 14
16 07 02 03 04

Capmragmispermicde' 13 12 12 13 22 28

perodc abstnence’ 25 16 16 17 29 36

+ Deaths are bitn e
+ D e metnod el

Inthe above tale,the sk o death fom any it-contrl method s less than the rsk
of chidbeth, except for q
0% o 40 v Shes o ot moke 1 an be s the 13tk (0
e 2060 4 40 3, he 1k of A2 wes MQHeSt it pregmaney (7 6 26 desthe per
100,000 women, depending on age). Among il users who do not smoke, the risk o

th was always lower than that associated with pregnancy for any age group, except
for those women over the hen the risk increases to 32 deaths per 100,000
omy pregnancy at that age. However, for pil users

iho 5, the estimated number of deaths exceeds thos

for other methods of birth control.If a woman is over the age of 40 and smokes, her
estimated risk of eath & four times higher (117/100,000 women) than the estimated
isk associated with pregnancy (28/100,000 women) in that age group.

estion that women over 40 who do not smoke should not take oral
contraceptives is based on information from older high-dose pis. A Advisory.
Commitee of the FDA discussed this ssue in 1989 and recommended that the benefts

should take an oral contraceptive which contains the least amount of estrogen and

progestogen that is compatible with the indvidual patient needs.

WARNING SIGNALS

If any of callyour

heakicare provider mmediatel

. coughing of blood, or of breath (indicating a

possble clot in the lung).

« Pain i the caff (indicating a possie clot in the leg).

+ Crishing chest panor heavines nthe chest (ndcatng a ossil heat atackl

*+ Suddensevre eadache o vomiin,diiness o et drbances of o of

eech, weakness, or numbness n an arm or keg (indicat Vvqavnssblestmke)

« Suaaen portalor complete loss o veion (ndicathg » possble Lt 1

*+ Breast mps (ndicating possbebresst cancer or fbrocysti sease o the reast
ask your t0 show you

*+ Severe panor tenderness nthe stomach area 2 (ndicatng o possioy ruptured iver

. Dm:unynsleepng weakness, lack of energy, fatigue, or change in mood (possbly
tngscver deression)

« gk o 3 yebowig o he sk oreyebals,accomparied freauenty by fever.
Tatue, oss of appetee: ark<obred urne, o lght<obred bowel mo
(indicating possible ver prol

SIDE EFFECTS OF ORAL CONTRACEPTIVES

1. Unscheduled or Breakthrough Vaginal Bleeding OF Spotting

Unscheduid vagnalbeding o speting may occur e you are kg the o

cheduled
breaklhrough bieedng which & a flow much fke a regular perod. Unscheduld blsding

ceurs may also
accur after you have been taking the pilfr some tme. Such bieeding ooy be

porary and usually does not indicate any serious problems. It s important

Contnue kg your bl o Schedui I ing bleeding ceurs . are han ane cyck or

ts for more than a few days, tak to your health-care provider.
2. Contact Lenses
1f you wear contact lenses and notice a change In vision or an inabilty to wear your
lenses, contact your heakh-care provder.
3. Fluid Retention
Oralcontraceptives may cause edera (1 rtenton) wkh swelng of the fngers o

may rise your tood pressure. I 0u experience i rtenton, contact
Jour heakhcare pr
4. Melasma
A spotty darkening of the skin s possible, particularly of the face.
5. Other Side Effects
Other side effects may include nausea, breast tenderness, change in appeti
ncne nervasimess, depresson. d2sens, sk ofscip bk o vogie

infections, inflammation of the pancreas, and alergic reactions.



1f any of these side effects bother you, call your health-care provder.
‘GENERAL PRECAUTIONS
1. Missed Periods And Use Of Oral Contraceptives Before Or During Early
Pregnancy

be times when you may not menstruate reguiarly after you have completed
kg cyce of p I ou havs aken your i egulry nd i ane mensia

peri inform your health-
Eare proveer befora domg sb. I yﬂu have ok aken the pls daly 35 Pstruced and
ssed eriods, you

e praanant. Check Wi your neakh-core prowkies ImmEotey 1o Gt
whether you are pregnant. Stop taking oral contraceptives if You are pregnant.

increase in birth defects, when taken nadvertently during early pregnancy. Prevnus?yr
udies had reported that oral contraceptives might be associated vith birt

cte bt nese sttt have n e confrmcd. s herss, ol contocepie
Shoul ot be used drng preghancy. You Shou check wER your heali-care provider
‘about risks to your unborn chid of any medication taken during pregnancy.
2. While Breast-Feeding
if you . consut yo oral
contraceptives. Some of the drug wil be passed on to the chid i the mik. A few

on eported, 9 g of th

(aundice) and Inadon,

amount and quaity of your mik. If possble, do not use oral contraceptives whie bre:
g Yo houk wse anatmer oo o contacepion S bresct feeding pr pmwu5
only partialp ecomin dec
Signfcanty 2 you breast.fes for bonger perods of tmé, You Shouki Consder Startng
oral contraceptives only after you have weaned your chid compietely

3. Laboratory Tests.

1f you are scheduled for any laboratory tests, tell your doctor you are taking bith-
control pis. Certain blood tests may be affected by birth-control pis

4. Drug Interactions
Certain drugs to eff
Dreverting preghancy or cause an increase it breokihough leeding. Such drugs
include rifampin, drugs used for epiepsy such as barburates (for exampe,

ampiciin and other peniciins, and tetracycines), and herbal products containing .
John's Wort (Hypericum perforatum). You may also need to use a nonhormonal method
of contracepton during any cyck i whih you take rugs tha can make oral
contraceptives less effective

igher risk of a speciic type of ver dysfunction i you take
troleandomyci and oral contraceptives at the same time.

You shoud nform your heati-care provider about ol medicnes youar aking, ncudng
nonprescription prod
5. Sexually Transmitted Diseases
s s ntended o It does ot
smitted diseases such
i, oonka o, oenhal ware, Gonarthes, pepatt 3. and Syl
HOW TO TAKE LEVONORGESTREL AND ETHINYL ESTRADIOL TABLETS
IMPORTANT POINTS TO REMEMBER.
BEFORE YOU START TAKING LEVONORGESTREL AND ETHINYL ESTRADIOL TABLETS:
1. BE SURE TO READ THESE DIRECTIONS:
Before you start taking levonorgestrel and ethinyl estradiol tablets.
And

Anytime you are not sure what to do.
2. THE RIGHT WAY TO TAKE THE PILL IS TO TAKE ONE PILL EVERY DAY AT THE SAME

1y i, s youcoul gt pregnan. T chdesstrtg thepack e Therare
. the more liely you are to get pregnant. See "WHAT TO DO IF YOU MIsS

PiE o
3 MANY WOMEN HAVE SPOTIING O [IGHT BLEEDING, OR MAY FEEL SICK TO THEIR
'STOMACH DURING THE FIRST 1.3 PACKS OF PILL
1f you feel sick to your stomach, do not stop taking levonorgestrel and ethiny estradiol

. The problem wil usually go away. If i doesnt go away, check with your heakh-
care provider
4, MISSING ILLS CAN ALSO CAUSE SPOTTING OR LIGHT BLEEDING, even when you

Up these missed pik.

O the days you take 2 pils to make up for missed pils, you could aso feela it sick to
your stomach.
5. 1F YOU HAVE VOMITING (wihin 4 hours after you take your pil, you shoud folow the
nstructions for WHAT TO DO IF YOU MISS PILLS. IF YOU HAVE DIARRHEA
TAKE SOME MEDICINES, ncluding some antbitics, your pils may not work as wel.

(such as condoms or check
WEh your health-care provider.

6. IF YOU HAVE TROUBLE REMEMBERING TO TAKE THE PILL, tak to your health.care
provider about how to make piktaking easier or about using another method of birth
control

7,1F YOU HAVE ANY QUESTIONS OR ARE UNSURE ABOUT THE INFORMATION N THIS
LEAFLET, contact your heath-care provi

BEFORE YOU START TAKING LEVONORGESTREL AND ETHINYL ESTRADIOL
TABLETS

1. DECIDE WHAT TIME OF DAY YOU WANTTO TAKE YOUR PILL. It s important to take i
at about the same time every day.

2. LOOK AT YOUR PILL PACK

“The pill pack has 21 “active” white pils (with hormones) to take for 3 weeks, folowed by
1 week of reminder orange pils (without hormones)

3.FIND:

1. where on the pack to start taking pis, and

2.1 what order to take the pils (folow the arrow).

won s wo o m s

&5 ,0,0,0,0,0,0
Q ,LO0,0,0,0,0 O§
10,0,0,0,0,0,0
0,0,0,0,0 O O

4. BE SURE YOU HAVE READY AT ALL TIMES:

ANOTHER KIND OF BIRTH CONTROL (such as condoms o spermicide) to use as a back-
up i case you miss pis

AN EXTRA, FULL PILL PACK.

* For use of day labels, see WHEN TO START THE FIRST PACK OF PILLS below

WHEN TO START THE FIRST PACK OF PILLS

You have a choice of which day to start taking your frst pack of pils

K it your skt care provide which s the bestdayfo you. Pk time of cay
which will be easy to rement

DAY 1 START

1. Take th st "actve" whke pof the st pack durng th st 24 nous of your
peri

2. Hou whnot nesd to use a back-up nanhormenal method of bt control since you
are starting the pil at the beginning of your period.

SUNDAY START

1. Take the first "active” white piof the first pack on the Sunday after your period

3 re st bleeding. If your period begins on Sunday, start the pack
that same day.

2. Use a nonhormonal method of bith control (such as condoms or spermicide) as a
backup method  you have sex anytime from the Sunday you start your first pack
unti the next Sunday (7 days).

WHAT TO DO DURING THE MONTH

1. Take one piat the same time every day unti the pack is empty.

Do ot skip pils even if you are spotting or bleeding between monthy periods or feel

sick to your stomach (nausea).

Do not skip pils even if you do not have sex very often

2. When you fiish a pack

Start the next pack on the day after your last ‘reminder” pil. Do not wait any days

acks.

IF You ANOTHER BRAND OF PILLS.

I your prevousbrand had 21 gl Wk ey to st akingevonorgestrl s ety
e sure that no

more than 7 days pass between the 21-Gay fack and takig the frst whte

Jevonorgestrel and ethiny! estradiol tablets ("active* with hormone).

0% 28 pits o ethinyl
estradiol tablets ( with hormone) on the day after your last reminder pill. Do not
wait any days between packs
WHAT TO DO IF YOU MISS PILLS

evonorgestrel and ethinyl estradiol tablts may not be s effective if you miss whie
“active" pi, and particuarly f you miss the first few or the last few whte "active” pils in

1f you MISS 1 white “active” pil:
1. Take ka5 so0n a3 you remember. Take the next pla your reguar tame. s means
i in 1 day
o4 COULD BECOME PREGNANT I you hav sex  th 7 days after you restar your
. You MUST use  nonhormonal bt <ontrolmethod (such as condoms o
permicide) as a back-up for those 7 day;

f you MISS 2 white "active” pils i a row in WEEK 1 OR WEEK 2 of your pack:
“Take 2 pis on the day you remember and 2 pils the next day.
‘Then take 1 pil a day unti you finish the pack.
You COULD BECOME PREGNANT if you have sex i the 7 days after you restart your
pik. You MUST use a nonhormonal birth-control method (such as condoms or
permicide) as a back-up for those 7 days.

If you MISS 2 white “active” pils n a row in THE 3rd WEEK:

1.1f you are a Day 1 Starter:

THROW OUT the rest of the pil pack and start a new pack that same day.

If you are a Sunday Starter:

Keep taking 1 pievery day unti Sunday.

On Sunday, THROW OUT the rest o the pack andstarta new pack of i that same
ay.

2. You may not have your period this month but this is expected

However, f you miss your period 2 months in a row, cal your heath-care provider
because you might be pregnent.

3. You COULD BECOME PREGNANT if you have sex in the 7 days after you restart
yourpils. You MUST use a nonhormonal birth-control method (such as condoms
orspermicide) as a back-up for those 7 days.

If you MISS 3 OR MORE white "active" pils in a row (during the first 3 weeks)

1 If you are a Day 1 Starter:

THROW OUT the rest of the pil pack and start a new pack that same day.

If you are a Sunday Starter:

Keep taking 1 pilevery day unti Sunday.

On Sunday, THROW OUT the rest of the pack and start a new pack of pils that same
day.

2 You may not have your period this month but this is expected.
However, f you miss your period 2 months in a row, cal your heakh-care provider
because you mightbe pregnant
You COULD BECOME PREGNANT I you have sex i the 7 days after you restart
Sour s
You MUST use a nonhormonal bisth-control method (such as condoms or spermicide) as
aback-up for those 7 days.



If you forget any of the 7 orange
THROW AWAY the pis you missed.
Keep taking 1 pil each day unti the pack is empty.

eminder” pills in Week 4:

if you start your next
pack on time.

FINALLY, IF YOU ARE STILL NOT SURE WHAT TO DO ABOUT THE PILLS YOU
HAVE MISSED

Use a BACK-UP NONHORMONAL BIRTH-CONTROL METHOD anytime you have sex.
KEEP TAKING ONE PILL EACH DAY until you can reach your heakh-care provider.
PREGNANCY DUE TO PILL FAILURE
The incidence of pilfaiure resuting in pregnancy is approximately 1 per year (1
pregnancy per 100 women per year of use) i taken every day as directed, but the more
ypialfakrerat s appraximatey 5 per year (5 pregnancies per 100 wornen per year
of use) including women who do not atways take the pil exactly as drected wil
ind I Jou s bacorn braghant he 1o e ekss s moimol DUk you
Should stop taking your pis and discuss the pregnancy with your health-care provider.
PREGNANCY AFTER STOPPING THE PILL
There may be some delay in becoming pregnant after you stop using oral

d irrequiar before you used oral
Contraceptives. It may be advsabie to postpone conception unti you begi
menstruatng reguary once you have Stopped taking the pland desie pregnancy.
There does not appear to be any increase in bith defects in newborn babies when
pregnancy occurs soon after stopping the pil.
BIRTH CONTROL AFTER STOPPING THE PILL
1 you do ot e tobecome pregnant e stopn the i you shuld useartter
method
Tt Spem 1o o heshcarsmrovie Sooutaeune meshad o beth conerol
OVERDOSAGE

and atgueirowsiess i leing oy occer B femate. m o of
josage, contact your health-care provider of pharmacist.

OTHER INFORMATION

Your willtake a oral

and may be delayed to

another time f yourequest an your helfy core proveerbeeves ha s spproprite

10 postpone . You should be reexamined at keast once a year. Be sure to iform you

hedki-Care provier F there §  farmy htory o any of he condtons sted prevbusly

in this leaflet. Be sure to keep all appointments with your heakh-care provider, because

thsisa ly sgns of side effects of

Do not use the drug for any condition other than the one for which it was prescribed.

This drug has been prescribed specifical for you; do not give & to others who may.

want birth-control pils.

HEALTH BENEFITS FROM ORAL CONTRACEPTIVES

i additon to preventing pregnancy, use of oral contraceptives may provide certain
They are:

« Menstrual cycles may become more regula
Blood flow during menstruation may be ighter, and less iron may be lost. Therefore,
anemia due to iron deficiency s less fkey 1o occur.

Pain or other symptoms during menstruation may be encountered less frequently.
ty.

ntly.
Noncancerous ¢yets or mp Inthe breast may occur ks frequenty

Acute petic inflammatory disease may occur

Grakciracepie voe i provile sy protecion sgaet developng two forms of
cancer: cancer of the ovaries and cancer of the inng of the uter

g
Fl
T

iy They have  moretechnical el cale e Prafessinal Lobeing whih you
may wish to

ethiny!
estraﬂn\ Talets, tak to your heakicare provide or pharmacit. adaress medeal
to www birthcontroheath com or at 1-800-399-2561
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