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(desogestrel and ethinyl estradiol) Tz

PATIENTS SHOULD BE COUNSELED THAT THIS PRODUCT DOES N
AGAINST HIV INFECTION (AIDS) AND OTHER SEXUALLY TRANSMITTE

DESCRIPTION

Apri 28 and 21 Day Reqimm biister cards for desogestrs! and ethinyi estradiol tablets

provide an orat contraceptive regimen of 21 round rose-colored tablets. Each rose-

colored “active” desogastrel and ethiny! estradiol tablet for oral administration con-

13ins 0,15 mg descgastrel (13-ethyl-11- methylene-18,19-dinor-17 alpha-pregn-4-en-
20-yn-17-0l) and 0.03 mg ethinyl estradiol (19-nor-17 alpha-pregna-1,3.5 ;1 0)-trien-

20-yne-3,17-diol). lnactlve ingredients include colloidal silicon dlonda D&c Blue

No. 2 Aluminum Laks, FO&C Red No. 40 Aluminum Lake,

luloss, (actass monohydrats, polyethytane giycol, polysorbaxa 80, povndono pregela-

tinized starch, stearic acid, titanium dioxide, and vitam

Apri 28 Day Regimen blister cards aiso contain 7 whits uacm tablets for oral adatin-

istration, containing the fellowing inactive ingredients: lactose anhydrous, magnesium

stearats, microcrystatiine cekuloss and pregeiatinized starch.

DESOGESTREL ETHINYL ESTRADIOL
¢ oH
Hy
<o CECH
Cotgd - MW:31048 Caota0y MW: 206,41

CLINTCAL PHARMALOLOGY

Pharmacodyssmics

Combination oral contraceptives act by suppression of gonadotropins. Although the pri-
mary mechanism of this action is inhibition of ovulation, other atterations include
changes In the cervical mucus, which increase the difficulty of sperm entry into the
uterus, and changes in the endometrium which reduca the likefihood of implantation.
Rg::aptof binding studies, as well as studies in animals and humans, have shown that

progestational activity with minimai intrinsic androganicity (91,92). D B, in
combination with ethimyl estradicl, does not countaract the estrooen-mduced increase
in SHBG, resulting in lower serum lavels of fres testosterone (96-99).

Pharmacokinstics

Desogastret is rapidly and almost compietely absorbed and converted into 3-keto-
desogestral, its biolagically active metabolite. Following oral administration, the relative
bioavailability of desogestrel, as maasured by serum levels of 3-kato-gesogestre, is
approximately 84%.

In the third cycle of use after a singla desogestrel and ethiny! estradiol tablet, maximum
concentrations of 3-keto-desogestrel of 2,805 + 1,203 pg/mL (mean:S0) are reached
at 1.410.8 hours. The area under the curve (AUC,..) is 33,858211,043 pg/mL » hr atter
a single dose. Al steady state, attained from at least day 19 onwards, maximum concen-
trations of 5,840+1,667 pg/mL are reached at 1.420.9 hours. The minimum plasma lev-
els of 3-keto-dasogestrel at steady state are 1,400£560 pg/mL. The AUCo.o4 2t steady
stata is 52,299+17 878 pg/mL « hr. The mean AUC,.. for 3-keto-desogestrel at single
dose Is significantly lower than the mean AUCq.» at stasdy state. This indicates that the
kinetics of 3-keto-gesogestrel are non-linear dus 1o an increase in binding of
3- to sax hormonse-binding in the cycla, attributed to increased
sex hormone-binding globuin levels which are induced by the darly administration of
athiny! estradiol. Sex hormone-binding globulin levels incraased significantly in the third
treatmant cycle from day 1 ww:sumvmu day 21 (230+59 nmolL).

The elimination hatf-iife for is approximatety 38+20 hours at steady
state. In addition to 3-keto-desogestrel, other phase | metabolites are 3a-OH-deso-
gestrel, 38-0H-desogestrel, and 3a-0H-5a-H-desogestrel. These other metabolites are
not known to have any pharmacologic sffects, and are further converted in part by con-
jugation (phass Il metabolism) into potar metabodites, mainty sulfates and glucuronides.
Ethinyt estragiof is rapidly and almost compistely absorbed. In the third cycle of use
after a single desogestral and ethiny! estradiol tablet, the relative bioavarabiiity is
approximately 83%.

In the third cycle of usa after a single desogestre! and ethinyl estradiof tablet, maximum
concantrations of ethinyl estradiol of 95234 pg/mL are reached at 1.5:0.8 hours. The
AUCq... Is 1,471£268 pg/mL « hr after a single dose. At steady state, attained from at
least day 19 onwards, maximum ethiny! estradiol concentrations of 141148 pg/mL are
reached at about 1.4¢0.7 hours. The minimum serum fevels of ethinyl estradiof at
steady state are 24:8.3 pg/mL_ The AUCq.q, at steady state Is 1,117+302 pg/mL » hr,
The mean AUC,., for ethinyl estradlol foRowing a single dose dunno treatment cycle 3
does not significantly difer from the mean AUCo.. at steady state. This finding indi-
cates linear kinstics for athinyl estradiol.
Thaelsrmnaﬁonnammnzszsshoursnmaoym Ethinyl estradiol is subject 10 a Sig-
nificant degres of presystemic conjugation (phasa || metabatism), Ethinyl estradiol escap-
ing gut wall conjugation undergoes phass | metabolism and hepatic conjugation (phase Il
metabotism). Major phase | metabolites are 2-OH-ethinyt estradiol and 2-methoxy-ethimyl
estradiol. Sulfataandgruwmnmwiuuatasulbomeﬁﬂnyvmadioundphasa ( metabo-
lites, which are excreted in bils, can undergo enterohepatic circulation.

INDICATIONS AND USAGE
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Apri (desogestret and ethinyl estradiol) Tablets are indicated for the pravention of preg-
nancy in women who elect 10 use oral contraceptives as a method of contraception.
Oral contraceptives are highly effective. Tabte | lists the typical accidental pregnancy
rates for usars of combination orel contraceptives and other methods of contraception.
Tha efficacy of thesa contraceptive methods, except sterilization, depends upon the reli-

ability with which they are used. Corrwanumnsismmwofmasememausmresun :

in lower faiture rates.
TABLE I: LOWEST EXPECTED AMD TYPICAL FMI.URE HATES DI.IHINB

THE FIRST YEAR OF CONTINUOUS USE OF
% of Woman Experiencing an mmml
InﬂuHmedemlm
Mathed . eqeener _ Typlcal*®
(No Contraceptive) (85) (85)
Oral Contraceptives 3
cornmnsd 0.1 NA*"*
astin only 05 NA**
Dlaphraom with spermicidal .
cream or jefly : 8 18
Spermicides alone (foams,
creams, gets, joilies,
supposﬂones and vaqmal film) 6 bal
Vagina Sponge
nutliparous 9 . 18
20 36
Implant 0.09 0.09
{njection: depot
w0 medroxyprogesterone acetata 03 03
progesterone 15 20
copper T 06 038
Condom without spermicides
famale 5 2;
3 1
Cervical Cap with spermicidad
cream or jelly
nulflparous 9 18
parous 26 38
Periodic abstinencs
© (all methods) 1-9 20
Femala sterilization 04 04
Male sterilization 0.10 0.15

Mapmdfmmﬂ‘ﬂatdma&l Table 5-2,(1994) ref. #1.

** This term rep mmw'mpmmwmmmamcmrsnmnmssamy

for the first urneg who experiencs an accidertal pregnancy dwring the
do not stop usa for any other reason.

*** N/A — Data not available.

In a clinical trial with desogestrel and ethinyl estradiol tablets, 1,195 subjects complet-
od 11,656 Cycles and a total of 10 pregnancies were roported. This represents an over-
alt user-sfficacy (typical user-efficaty) pragnancy rate of 1.12 per 100 women-years.
This rate includes’ patients who did not take the drug corractty.

CONTRAINDICATIONS
Oralcomeepﬁmnkupntaumshouldnotbeusedmwcmnwmmmnwm
the follovnnq conditions:

« Thrombophigbitis or thromboambatlic disordars

A past history of desp vein thrombophiebitis or thromboambolic disorders
Carebral vascular or coronary artery dissasa

Known or suspectsd carcinoma of the breast

“dent neoplasia

Undiagnosed abnormal genital bleeding

Cholestatic jaundics of pregnancy or jaundice with prior pill use
Hepatic adenomas or carcinomas -

Known or suspected pregnancy

WARNINGS

Clgaretts smoking increases the risk of serious cardiovasculsr sids effecis
from oral contraceptive use. This risk Incrasses with age and with heavy smok-
Ing {15 or more cigareties per day) and is quite marked in women over 35 -
yoars of ags. Women wio use oral contraceptives should be strongly advised
not to smoke.

The usa of oral contraceptives is asSociated with increased risks of severat serious con-
ditions including myocardial infarction, thromboembolism, stroke, hepatic neoplasia,
and galibladder dlseass, although the risk of serious morbidity or mortality is very smail
in heaithy women without undertying risk factors. The risk of morbidity and mortality
increasas sig ntly in the p of other ving risk factors such as hyper-
tension, hyperlipidemias, obesity and diabetes.

Practitioners prescribing oral contraceptives shoutd be famillar with the foltowing infor-
Mation relating to thesa risks.

The information.contained in this package insart is principally based on studies carried
out in patients who used oral contraceptives with formulations of higher doses of astro-
gens and progestogens than thasa in common use today. The effect of long term use of
the oral contraceptives with formulations of lower doses of both estrogens and
progestogens remains to bs determined.

Throughout this labeting, epidemiological studies reported are of two types: retrospec-
tive or casa control studies and prospective or cohort studies. Case control studies pro-
vide a measure of the refative risk of a diseass, namely, a ratio of the incidence of a dis-
8ase among oral contraceptive users to that among nonusers. The relative risk does not
provide information on the actual clinical occurrence of a disease. Cohort studies pro-
vide a measure of attributable risk, which is the difference in the incidence of disease
betwean oral contracsptive users and nonusers. The attributable risk does provide
information about the actual occurrence of @ disease in the population (Adapted from

Carcinoma of the endometrium or other known or suspected estrogen-depen-
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efs. 2and3wnhtMauﬂnr’xpannB§on) For further information, the reader is
eferred to a text on epi

1.

THROMBOEMBOLIC DiSORDERs AND OTHER VASCULAR PROBLEMS
. Myocardial infarction

An increzsed risk of myocardial infarction has bsen attributed to oral contra-
ceptive use. This risk is primarlly in smokers or women with other undertying
risk factors for coronary artery diseass such as hypertension, hypercholes-
terolemia, morbid obesity, and diabetes. The relative risk of heart attack for cur-
rent oral contraceptive users has besn estimated to be two o six (4-10). The
risk I3 very low in women undar tha ags of 30,
Smoldngnncomblmﬂonwtﬂ!oralmracepﬁveusernsbmnsnownmcon-

tribute substantially to the inci of in women in_

their mid-thirties or oldsr with smoking accaunﬂno for the majority of excess
cases (11). Mortafity rates associated with circulatory dissase have besn

shown to increase substantially in smokars, especially in thosa 35 years of ags’

and older among women who usa ofal contraceptives. (Ses Table II)

TABLE Ui; Clrcutstory disssss mortality rates per 100,000 womsn-ysars by -
contraceptive uss

age, smoidng states and orsl

MORTALITY RATE

(NO. OF DEATHS/100,000 WOMAN-YEARS)

(222 EVER-USERS (NOW-SMOKERS)  [722] CONTROLS (NON-SMOKERS)

50 I £VER-USERS (SMOKERS) SSSSJ CONTROLS (SMOKERS)
2
200 =
150 -
100
50
0 - bod
15-24 25-34 35-44 45—
ABE

(Adapted‘fmm PM. Layda and V. Be:al. ref, #12.)

Oral contrageptives may eommmeﬂectsufweumwnﬁskfaaors.sum
as hypertension, dhbms ipidemnias, age and obesity (13). Inparticulas,
some progastogens are lavown to decrease HOL cholesterol and cause glucose
intotarance, white estrogens may creats a stata af hyperinsulinism (14-18).
Oral contraceptives have been shown to increase blood pressure among users
(sea saction 9 in Wamings). Similar effects on risk factors have been associ-
ated with an increasad risk of heart disease. Oral contraceptives must be used
with caution in women with cardiovascular disease risk factors.
Desogestrel has minimal androganic activity (Ses CLINICAL PHARMACOLO-
GY), and thers is some evidence that the risk of myocardial infarction associ-
ated with oral contraceptives is lowss when the progestogen has minimal
androganic activity than when the activity is greatsr (100).

b. Thromboembolism .
An increased risk of thromboembolic and thrombotic disease associated with
the use of oral contraceptives is well established. Data from cass-contro! and
cohort studies report that oral contraceptives containing desogestrel (Apri
{dasogestrel and ethiny! estradiof) Tablets contain desogestrel) are associated
with a two-fold increase in the risk of venous thromboembotic disease as
compared to other low-dose (containing less than 50 meg of estrogen) pills
containing other progastins. According to these studies. this two-foid sk
increases the yearly occurrence of venous thromboembolic disease by about
+10-15 cases per 100,000 women.
Earller casa control studies on older formutations have found the relative risk
of usars compared o nonusers to be 3 for the first episode of superﬂczal
venous thrombosis, 4to11'ordeepvem is or pul
and 1.5 to 6 for women with pred| conditions for venous thromboem-
bollc dissase (2,3,19-24). Cohort studies have shown the relative risk to be
somewhat lower, about 3 for new cases and about 4.5 for new cases requinng
hospitalization (25). The risk of thromboembotic disease associated with oral
cont?.%epgves is not related to length of use and disappears atter pill use 1S
stopped (2).
A two- to four-fold increasa in relative risk of post-operative thromboembolic
complications has been reported with the uss of oral contraceptives (9). The
relative risk of venous thrambosis in women who have predisposing condi-
tions is twice that of women without such medical conditions (26). If feasible.
oral contraceptives should be discontinued at least four weeks prior to and for
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two weeks after slectfve surgery of a type associated with an increase in risk of
thrombosmbolism and during and foltowing prolonged immobilization. Since
the immediate postpartum period is also associated with an increased risk of
thromboembeism, oral contraceptives should be started no eartier than four
weeks aftar deilvery in women who elect not to breast feed.
Cerebrovascutar diseases
Oral contraceptives have been shown to increass both the retative and attrib-
utabts risks of carebrovascular events (thrombotic and hemorrhagic strokes),
although, in general, the risk is greatest among older ( > 35 years), hyperten-
sive women who also smoke. Hypertension was found to be a risk factor for
both users and nonusers, for both types of strokes, and smoidng intsracted to
increase the risk of stroks (27-29).
In a large study, the refative risk of thrombotic strokes has besn shown fo
rangalmma!ornonnm!veusersmufotusorswnﬁsmmhypenu\sm
(w)mrelaﬁvonskofhemonmoicstrmlsmponedtobe .2 for non-
smokars who used oral contraceptives, 2.6 for smoksrs who did not use oral
contraceptives, 7.6 for smokers who used oral contraceptives, 1.8 fo nor
motensive users and 25.7 for users with severe hypertension (30). Th
utabte risk is aiso greater in oider women (3).
d. Dose-related risk of vascular diseass from oral contraceptives
A positive association has been observed betwsen the amount of estrogen and
prooastooa\inwaimnummmeﬂsldvasculardm@%nyA
decline in serum high density lipoproteins (HOL) has been reparted with many
progestational agams(u-w) A decting in sarum high density Hpoproteins has
been associated with an increased incidence of ischemic heart diseasa.
Because estrogens increass HOL cholesterol, the net effect of an oral contra-
ceptive depends on a balance achieved between doses of estrogan and
progestogen and the nature and absotute amount of progestogens used in the
. contraceptives. The amount of both hormones should be considersd in the
&n&mwolanomwmm
m mmmmmmmnmmmbinmnummqowpm
of therapeutics. For any particutar estrogen/progestogen combination, the
ammmpmmmummmmmmmmm
estrogen and progestogen that is compatibia with a low failure rate and the
needs of the individual patient. New acceptors of oral contraceptive agents
should be startnd on preparations containing 0.035 mg o tess of estrogen.
e. Persistence of risk of vascular dissase
There ara two studies which have shown persistance of risk of vascular disaase
for ever-users of oral contracaptives. In a study in the United States, thenskuf
developing myocardial infasction after discontinuing oral contraceptives per
sststnrathymnmrwmmmsyeamoumhadusedoraIcon—
tracsptives for five or mora years, but this increased risk was not damonstrat-
ad in other age groups (8). In another study in Great Britain, the risk of devet-
oping carebrovascular disease parsistad for at least 6 ysars aftar discontinua-
tion of oral contraceptives, although axcass risk was very smail (34). Howevar,
both studies wera performed with oral contraceptive formulations containing
0.050 mg or higher of estrogens.

ESTIMATES OF MORTALITY FROM CONTRACEPTIVE USE
Onesmdyoaﬂnraddmﬁmnammyoisoummmrnwesﬂmamdmmr-
tafty rats associated with different methods of wmpﬁonaldlﬂemagas
(Table 1H). These estimates includs the combinad risk of death associated with
contraceptive methods plus the risk attributable to pregnancy in the event of
method failure. Each method of contraception has its specific benefits and risks.
The study concluded that with the exception of oral contraceptiva users 35 and
ofder who smoke and 40 and older who do not smoke, mortality associated with
all methods of birth controd is low and below that associated with chitdbirth.
The obsarvation of an increass in risk of mortality with age for oral contracep-
tive users is based on data gathered in the 1970's (35). Current clinical recom-
mendation involves the use of fower estrogen dose formulations and a careful
consideration of risk factors. In 1989, the Fertility and Matemal Health Orugs
Advisory Committse was asked to review the use of oral contraceptives in
wamen 40 years of age and over. The Committee concluded that aithough car-
diovascular diseass risk may be increased with oral contraceptive usa after age
40 in healthy nen-smoking women (even with the newer low-dose formula-
tions), there are also greater potential heatth risks associated with pregnancy in
older women and with the attsmative surgical and medical procedures which
may be necessary if Such women do not have access to effective and acceptable
means of contraception. The Committas recommended that ths benefits of low-
dosa oral contraceptive use by heaithy non-smoking women over 40 may out-
weigh the passibie risks.
Ot course, okier women, as all women who take oral contraceptives, should taka
an oral contraceptive which contains the least amount of estrogen and progesto-
gen that is ?osnpatible with a tow failure rate and individual patient needs. [Sea

[ad

table betow.

TABLE 1Il: ANNUAL NUMBER OF BIRTH-RELATED OR METHOD-RELATED

OEATHS ASSOGIATED WITH CONTROL OF FERTILITY PER 108,000 NON-STERILE

WOMEN, BY FERTILITY CONTROL METHOD ACCORDING TO AGE

Method of control aad cutcome  15-18 20-24 25-29 30-34 35-39 40-M4
No fertility control methoads* 70 74 91 148 257 282
Oral contracaptives non-smoker** 03 05 0.9 1.9 138 316
Orat contracaptives smoker** 22 34 68 135 511 1172
up** 08 08 1.0 1.0 14 14
Condom* 1.1 16 07 02 03 04
Diaphragm/spermicide* 1.9 12 1.2 1.3 22 28
Periodic abstinenca* 25 18 16 17 29 36
* Deaths are birth related
** Deaths are method related

{Adapted from H.W. Ory, ref. #35.)

3.

CARCINOMA OF THE REPRODUCTIVE CRGANS AND BREASTS

Numerous epidamiological studies have besn performed on the incidence of
braast, endometrial, ovarian and cervical cancer in women using ora! contracep-
tives. Whils there are contlicting reports most studies suggest that the use of oral
contraceptives is not associated with an overall i in the risk of developing
breast cancer, Some studles hava reported an increased relative risk of dovelop-
ing breast cancer, particularly at a younger age. This increased relative risk
appears 1o be related to duration of use (36-43, 79-89).

N
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Soms studies suggest that oral contraceptive use has been associated with an
increass in the risk of cervical intraspithelial neoplasia in soma populations of
women (45-48). However, there continues to be controversy about the extent to
which such findings may be due to ditferances in sexual behavior and other fac-
tors.

HEPATIC NEOPLASIA -

Benign hapatic adenomas are associated with oral contraceptive use, aithough
the incidence of benign tumors is rare in the United States. indirect catculations
hava estimated the attributable risk to be in the rangs of 3.3 cases/100,000 for
users, a risk that increases after four or mors years of use especiaily with oral
contraceptives of higher dosa (49). Rupture of rare, benign, hepatic adengmas
may causa death through intra-abdominal hemorrhage (50.51).

Studies from Britain have shown an increased risk of developing hegatocellutar
carcinoma (52-54) in long-term (>8 years) oral contracsptive users, Howaver,
these cancers are rare in ths U.S. and ths attributable risk (the excess incidence)
of liver cancers in oral contraceptive users approaches less than ons per mitlion
usars,

OCULAR LESIONS

There have besn clinical case reports of retinat thrombosis associated with the
use of oral contraceptives. Oral contraceptives should be discontinued if there is
unexplained partial or completa loss of vision; onset of proptosis or diplopla;
papilledema; or retinal vascular lesions. Appropriats diagnostic and therapeutic
measures should be undertaken immediati

ORAL CONTRACEPTIVE USE BEFORE OR DURING EARLY PREGNANCY
Extensive epidsmiological studies have revealed no increased risk ot birth defects
in women who have used oral contraceptives prior to pregnancy (56-57). Tha
majority of racent studies also do not indicate a teratogenic effect, particulady In
s far as cardiac anomalies and limb reduction defects are concermed (85, 56, 58,
59), when oral contraceptives are taken inadvertently during early pregrancy.
The administration of oral contraceptives to induce withdrawal bleeding should
not be used as a test for pregnancy. Oral contraceptives should not be used dur-
ing pregnancy to treat threatened or habitual abortion.

1t is recommended that for any patient wha has missed two consecutive pariods,
pregnancy should be ruled out befors continuing cral contraceptive use. if the
patient has not adhered to the prescribed schedute, the powblmy of pragnancy
should be considered at the time of the first missed pertod. Oral contraceptive use
should be discontinued until pregnancy is ruled out:-

GALLBLADDER DISEASE

Eariter studies have reported an increased Efetims refative risk of galibladder
surgery in usars of oral contraceptives and estrogens (60,61). More recant stud-
ies, however, have Shown that the relative risk of developing galibladder disaase
among oral cantraceptive usars may be minimal (62-64). Ths recent findings of
minimal risk may be related to the use of oral contraceptive formulations con-
taining lower hormonal doses of estrogens and progestogans.’
CARBOHYDRATE AND LiPID METABOLIC EFFECTS

Oral contracepti®® have been Shown to cause a decreass in glucose tolsrancs in
a significant percentage of usars (17). This effect hes besn shown to be diractly
refated 10 estrogesndosa (65). Inosnsml progastogens incraasa insulin secretion
and creats insulin resistance, this effect varying with different progestational
agents (17,66). Inmanondlabeﬁcwonm oral contraceptives appear to have no
effect on fasting blood ghucoss (67). Because of thesa demonstrated effects, pre-
diabatic and diabeft women shouid be carstully monitored while taking oral con-

tragepiives, .

A small proportion of women will have parsistent hypertriglyceridemia whils on
the pill. As discussed eartier (see WARNINGS 1.a. and 1.d.), changes in serum
trigtycerides and tipoprotein levels have been reported in oral contraceptive users,
ELEVATED BLOOD PRESSURE

An increasa in blood pressure has besn reported in women taking oral contra-
ceptivas (68) and this increase s more Hkaly in cider oral contraceptive users (69)
and with extended duration of use (61).
DatatmmmeRoyalCoﬂsoeofGeneraleﬂWm(‘Z)andsubsmmm
domized trials have shown that the of hyp with
increasing progestational activity.

Wornen with a history of hypertansion of frypertension-relatad diseases, or renat
dissass (70) should be encouraged to uss another method of contraception. it
wormen elect to use oral contraceptives, they should be monitored ctosely and it
significant slevation of biood p! occyrs, ofal ptive should be dis-
continued: For most iwomen, clovated blood pn:ssurs will return to normal after
stopping oral contraceptives (69), and there is no difference in the occurrence of
hypertension among former and never users (68,70,71).

HEADACHE

The onset or- exacerbation of migraing or davelopment of headache with a new
pattarn which is recurrent, persistent or severe requires discontinuation of oral
contraceptives and evaluation of the cause. _

BLEEDING IRREGULARITIES

Breakthrough bleeding and spotting are sometimes encountered in patients on
oral contraceptives, especially dusing the first three months of use. Nonhormonat
causes should be considered and adequats diagnostic measures taken to rule out
malignancy or pregnangy in the event of breakthrough bleeding, as in the case of
any abnormal vaginal bleeding. f pathology has been excluded, tims or a change
to another formulation may sotve the problem. In the event of amenorrhea, preg-
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j 12, ECTOPIC PREGNANCY

L

. ‘?s.ﬁwommrmay ter post-pil rthea or otigomanarrhea, especial-
when such a condition was pre-existent.

Ectopic as wall as intrautering pregnancy may 0cour in o ptive failures.

mzuunm

PHYSICAL EXAMINATION AND FOLLOW UP
it is good medical practice for all women to have annual history and physical
examinations, including women using oral contraceptives. The physical examina-
tion, howsver, may be deterred until after initiation of oral contraceptives if
requested by the woman and judged appropriate by the clinitian. The physical
examination should include special reference to blood pressure, breasts,
abdomen and peivic organs, including cervical cytology, and relgvant laboratory
tests. In case of undiagnosed, persistant or recurrent abnormal vaginal bigeding,
appropriate measures should be conducted to rule out malignancy. Wemen with
asﬁonqtarmtyhlsiorydbmastmormhmbmslmduhuhouhbo
monitored with

2. LIPID DISORDERS
Women who are being treated for hyperiipidemias shouid be followed closely if
they elect to use oral contraceptives. Soma progastogens may elevate LDL fevels
and render the control ot hyperiipidamias more ditficult.

3. LIVER FUNCTION
it jaundice devetops in any woman receiving such drugs, the medication should
be discontinusd, Sterotd hormones may be poorly metabolized in patisnts with
impaired liver function.

4. FLUIO RETENTION
Omlcomrampuvesmaymsomadeomoiﬂuhmtanuon They shouid be
prescribed with caution, and oniy with caraful monitoring, in patierts with condi-

. tions which might be aggravated by fuld retention.

5. EMOTIONAL DISORDERS
Women with a history of dapression should be carefully obsarved and the drug

discontinued i depression recurs to a serious degres:

6. CONTACT LENSE :

Contact lens wearers who dsvelop visual changes or changes in lens tolsrance

should be assassed by an aphthaimologist.

7. DRUG INTERACTI
Reduced etficacy and increasad incidence of breakthrough bleeding and men-
strual irreguiarities have been associated with concomitant use of rifampin. A
similar association, though tess marked, has besn suggested with barbiturates,
phenylbutazone, phanytoin sodium, carbamazepine and possibly with griseotul
vin, ampicillin and tetracyclines (72).

8. INTERACTIONS WITH LABORATORY TESTS
Certatn endocring and liver function tests and blood components may be aftect-
ed by oral contraceptives: .
a. Increased prothrombin and factors VI, VI, IX and X; decreased antithrombin

3; increased norepinephrina-induced platelet aggregabikty.
b. Increased thyroid binding globulin (TBG) lsading to increasad circulating totat
hormons, as measured by protain-bound iodine (PBY), T4 by column
or by radicimmunoassay. Free T3 resin uptake is decreasad, reflecting the eie-
vated TBG; fres T4 concentration is unattered.

c. Other binding proteins may be elevated in serum.

d. Sex-hormons binding globuling are increased and resuft in elevated levets of
total circulating sex steroids; however, free or biologically active levels aither
decrease or remain unchanged.

e. Hlnh—dansity lipoprotein cholesterol (HOL-C) and trigycerides may be
increased, while low-density lipaprotein cholesterol (LDL-C) and total choles-
tero! (Total-C) may be decmased or remain unchanged.

1. Glucosa tolerance may be decreased.

¢. Serum folate levals may be depressed by oral contraceptive therapy. This may
be of clinical stgnmmncontawomanbeconmpreqnarnsmnwaﬂardiscon-
tinuing oral contracaptives,

9. CARCINOGENESIS
Ses WARNINGS section,

10. PREGNANCY

Catsgory X. Ses CONTRAINDICATIONS and WARNINGS sections.

11. NURSING MOTHERS
Smail amounts ot oral contracaptive steroids have been identified in'the mifk of
nursing mothers and a few adverse effects on the child have been reported,
including jaundice and breast enlargsment. |n addition, oral contraceptives given

. In the pastpartum period may interfere with lactation by decreasing the quantity
and quality of breast milk. If possible, the nursing mother shoutd be advised not
to use oral contraceptives but to usa other forms of contraception unti! she has

compietedy waaned her chiid,

12. SEXUALLY TRANSMITTED DISEASES
Patients should ba counssied that this product does not protect against HIV infec-
tion (AI0S) and other sexually transmitted diseases,

INFORMATION FOR THE PATIENT
See Patient Labeling Printed Betow

ADVERSE REACTIONS
An increased rigk of the following serious agversa reactions has been assoclated with
the use of oral contraceptives (see WARNINGS section):
« Thrambophiebitis and venous thrombosis with or without embolism
« Arterial thromboembotism
« Pulmonary embolism
« Myocardial infarction
= Cerebral hemorrhage
« Cerebral thrombosis
« Hypertension
* Gallbladder disease
* Hepatic adenomas of benign liver tumors
The following advarse reactions have been reported in patients receiving oral contra-
ceptives and are balieved to be drug-related:
» Nausea
* Vomiting '
« Gastrointestinal symptoms (such as abdominal cramps and bioating)
« Breakthrough bleeding
* Spotting
+ Change in menstrual fiow
» Amenorrhea
. Eemporary infartility after discontinuation of treatment
* Edema
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« Metasma wiich may persist

« Breast changes: tendermess, enlargement, secretion

« Change in weight {increass or decreass)

. in cervical erosion and secretion

« Diminution in lactation when given immediately postpartum
» Cholestatic jaundice

* Migraine

« Rash (allergic)

« Vaginal candidiasis

 Change in corneal curvature (mmno)

* [ntolerance to comact (enses
Thetolbmnammacﬁomhmbeanmpommsmduralwnuwwﬂmm
the associaticn has been neither confirmed nor refutad:

* Pre-menstrual syndrome -

» Cataracts

« Changes in appetita

« Cystitis-tike syndrome

+ Headache

* Hemorrhagic sruption

* Vaginitis

* Porphyria

* impaired nand function ‘
. Hemom uremic syndrome

Chanqas in libido
. Budd-Chiaﬂ Syndrome

OVERDOSAGE

Serious ill effacts have not been reported following acute ingestion of largs doses of orat
contraceptives by young chitdren. Overdosage may Cause nausea, and withdrawal
bleeding may occur in females.

NON-CONTRACEPTIVE HEALTH BENEFITS:
Tha following non-contraceptive health benefits ralated to the usa of oral contraceptives
are supported by epidemiological studiss which largely utilized oral contraceptive for-
mulations coma:mnoestmomdosessxmdimb%moovmlnyi estradiol or 0.03
mg of mestranoi (73-78).
Etfects on menses:
«increased manstrual cycls reqularity
'decreasadmooaloso?mdecmaswmnmomunwidmymn

Effects related to inhibition of ovulation:
« decreased incidencs of tunctional ovarian cysts
» decreased incidence of ectopic pregnancies
Etfects from long-tarm use:
« decreased incidence of fibroadenomas and fibrocystic disaase of the braast
« decreased incidenca of acute pelvic inflammatory diseasa
« decreased incidence of endometrial cancer
* decreased incidence of ovarian cancer

DOSAGE AMD ADMINISTRATION

To achieve maximum contraceptive effectivensss, Apri (desogastrel and ethinyl estradk
ol) Tablets must be taken exactly as directed and at intervals not axceeding 24 hours.
Apri tabtets may be initiatad using either a Sunday start or a Day 1 start.

NOTE: Each cycie pack blister card dispenser is preprintad with the days of the woek,
starting with Sunday, to facilitate a Sunday start regimen. Stx different “day tabed strips”
are provided with each cycle pack blistsr card in order to accommodats a Day 1 start
regimen. In this cass, the patient should placs the seif-adhesive “day labei strip” that
corrasponds to her starting day over the praprinted days.

21-Day Regimen (Day 1 Start) . . '

The dosags of the Apri Tablst 21-Day Regimen for the initial cycis of therapy is one tabist
administered daily from the tst day through tha 215t day of the menstrual cycte, count-
ing the first day of menstrual flow as “Day 1.” For subsequent cycles, no tablets are
taken for 7 days, then a new course is started of one tablet a day for 21 days, The dosage
regimen then continues with 7 days of no medication, followed by 21 days of medica-
tion, instituting a three-weeks-on, one-week-oft dosage regimen.

The use of the Apsi Tablet 21-Day Regimen for contraception may be initiated 4 weeks
postpartum in womean who ect not to breast {eed. When the tablets ars administered
during the postpartum period, the increased risk of thromboembolic diseass associat-
ed with the postpartum period must be considared. (Seo CONTRAINDICATIONS and
V!ARNINES conceming thromboembolic disease. Se¢ aiso PRECAUTIONS for “Nursing
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traception until a rose-cotored tablet has been taken daily for 7 days. Tha possibility of
ovulation and conception prior to intiation of medication should ba considered. If the
patient misses one (1) active tablat in Weeks 1, 2, or 3, the tablet should ba taken as
soonasshammambmnmepaﬂemnﬁssesM(Z)mtablmmwmlorwm
2, the patient should take two (2) tablats the day she remembers and two (2) tablets the
next day; and then continue taking ons (1) tablet a day until she finishes the pack. Tha
patient should be instructed to use a back-up method of birth control if she has sex in
the seven (7) days after missing pilis. it the patient misses two (2) active tabists in the
third week ar misses thrae (3) or more active tablets in a row, the patient should throw
out the rest of the pack and start a new pack that same day. The patient should be
mstruciadtouseaback—upmemodofhlmcomnlufsmnassaxlnmsam(7)days
aftar missing pills.

nonnewm (Sunday Start)

When taking the Apri Tablst 21-Day Regimen, the first rose-colored tablst should be
taken on the first Sunday after menstruation begins. If period begins on Sunday, the first
rose-colored tablst is taken on that day. it switching diractly from anather oral contra-
ceptive, the first rose-colored tabiet should be taken on the first Sunday aftar the last
ACTIVE tablet of the pravious product. One ross-cotored tabiat ts taken daily for 21 days.
For subsequent cycles, no tablets are taken for seven days, then a new coursa is stan-
d of one tablet a day for 21 days instituting a 3-weeks-on, one-week-off dosage regi-
men. When inittating a Sunday start regimen, another method of contraception stould
be usad until after the first 7 consecutive days of administration.

The usa of the Apri Tablet 21-Day Regimen for contraception may be initiated 4 weeks
postpartum in woman who elsct not to breast feed. When the tablets are administered
during the postpartum period, the increasad risk of. thromboembolic diseass associat-
ed with the postpartum perfod must be considered. (See CONTRAINDICATIONS and
WARNINGS concarning thromboembotic diseass, See also PRECAUTIONS for “Nursing
Mothers.”) If the patiant starts on the Apri tablats postpartum, and has not yet had a
period, she shouid be instructed to usa another method of contracaption until a rose-
colored tablet has been taken daily for 7 days. The pessibility of ovulaticn and concep-
tion prior to inftiation of medication should be considered. If the patient misses one (1)
active tablet in Weeks 1, 2, or 3, the tablet shouid be taken as soon as she remembers.
nmspammissustwo(zncﬂvetam;nm‘ or Week 2, the patient should take
two (2) tablets the day she ramembers and two (2) tablets the next day: and then con-

3 a day until she finishes the pack. The patient shoukd be
instructed to use backwmmodoibirmoommmmmswlnnmsevmmdays
after missing pills. f the patient missas two (2) active tabiets in the third week or miss-
es thres (3) or more mumamw.ﬂwpaﬂommouidmmu\owmmm
day until Sunday. On the patient should throw out the rest of tha pack and start
a new pack that same day. The patent shoutd be instructsd to use a back-up msthod of
birth contro! if she has sax in the savan (7) days after missing pills. -

28-Duy Regimen (Day 1 Stast) )

The dosage of the Apri Tablet 28-D2y Regimen for ths initial cycls of therapy is one tablet
administered daily from ths 15t day through 21st day of the menstruat cycle, counting
the first day of menstrual fiow as “ Day 1.” Tablets ars taken without interruption as o~
lows: One rose-cotored tabtet dally for 21 days, then one white tablet dajly for 7 days.
After 28 tablets have been taken, a new courss is startsd and a rese-colored tablet is
taken the next day.

The usa of the Apri Tablet 28-Day Regimen for contraception may be initiated 4 wesks
postpartum in women who slect not to breast fesd. Whan the tablets are administersd
during the postpartum period, the increasad risk of thrombosmbolic disease associat-
od with the postpartum period must be considered. (See CONTRAINDICATIONS and
WARNINGS conceming thromboembolic disease. Sea aiso PRECAUTIONS for “Nursing
Mothers.") I tha patient starts on Apri tablets postpartum, and has not yet had a per-
0d, she should be instructed to use another method of contraception until a rose~col-
ored tablet has been taken daily for 7 days. The possibiiity of ovulation and conception
prior 10 initiation of medication should ba considsred. If th patient misses one (1)
active tablet in Weeks 1, 2, or 3, the tablet should be taken as 00N as she remembers.
If the patient misses two (2) active tablats in Week 1 or Week 2, th patient should take
two (2) tablets the day sha remambers and two (2) tablets the naxt day; and then con-
tinus taking ona (1) fablet a day until she finishes the pack. The patient should be
instructed to use a back-up method of birth control if she has sex in the seven (7) days
after missing pitls. If the patient misses two (2) activa tablets in the third week or miss-
es three (3) or more active tablats in a row, tha patient should throw out the rest of the
pack and start a naw pack that same day. The patisnt should bs instructed to use a back-
up method ot birth cantrol it she has sex in the seven (7) days after missing piils.

28-O2y Regimen (Sunday Start)

When taking the Apni Tablet 28-Day Regimen, the first rosa-colored tablet shoutd be
taken on the first Sunday after menstruation begins. If period begins on Sunday, the first
rose-colored tablet is taken on that day. if switching directty from ancther oral contra-
captive, the first rose-colored tablet should be taken on the first Sunday after the last
ACTIVE tablet of the pravious product. Tablets are taken without intarruption as follows:
Ona rose-cotored tablet daily for 21 days, then one whits tablet dally for 7 days. After 28
tablets have besn taken, a new coursa is started and a rose-colored tablat is taken the
next day (Sunday). When initiating a Sunday start regimen, another method of contra-
ception should be used untit atter the first 7 consecutive days of administration.

The uss of the Apri Tahlet 28-Day Regimen for contraception may be initlated 4 weeks
postpartum. WhenmetaMareadnumsteredduﬂngmepostpanumpemu the

risk of thromb diseasa associated with the postpartum pertod must
be consldmd (See CONTRAINDICATIONS and WARNINGS concerning thromboam-
bofic diseasa. Ses also PRECAUTIONS for “Nursing Mothers.”) If the patient starts on
Apri tablets postpartum, and has not yet had a perlod, she should be instructed to use
another method of contraception untfl a rose-colored tablet has been taken daily for 7
days. The possibility of ovulation and cancaption prior to initiation of medication should
ba considered. If the patient misses one (1) active tablet in Weeks 1, 2, or 3, the tablet
should be taken as soon as she remembers. If the patient missas two (2) active tablets
In'Week 1 or Wesk 2, the patient should take two (2) tablsts the day she remembers and
two (2) tablets the next day: and then continue taking one (1) tablet a day until she fin- .
ishes the pack. The patient shouid be instructed to use a back-up method of birth con-
trel if she has sax in the seven (7) days atter missing pills. If the patient misses two (2)
active tablets in the third week or misses threa (3) or more tablets in a row, the patient
should continus taking one tabiet every day until Sunday. On Sunday, the patient should
throw out the rest of the pack and Start a new pack that same day. The patient should
be. instructed to uss a back-up method of birth control if she has séx in the saven (7)
days after missing pills.

ALL ORAL CONTRACEPTIVES
Breakthrough bleeding, spotting, and amenorthea are trequent reasons for patients




disc g oral ¢ p In breakthrough bleeding, as in all cases of irreQu-
lar bleedznq from the vagina, nonfunctional causes should be borne i mind. In undi-
agnosed persistent or recurrent abnormal bleading from the vagina, adequate diag-
nostic measures are indicated to rule out pregnancy or malignancy. If pathology has
been excluded, tims or 3 change to another formulation may soive the problem.
Changing 10 an oral contraceptive with a higher estrogen content. while potentially
useful in minimizing menstrual irreguilarity, should be dons only if necessary since
this may increass the risk of thrombosmbolic diseass.
Usaofom!commepﬂmmﬂnmnofamissed manstrual period:
It tha patient has not adhared to the prescribed schedule, the possibiiity of preg-
nancy should be considered at the tims of the first missed period and oral con-
tracaptive use should be discontinued until pregnancy is ruled out.
2. itthe patient has adhered to the prescribed regimen and misses two consecutive
periods, pregnancy should be ruled out betore continuing oral comraceptive use.

HOW SUPPLIED

Apri (desogestrel and ethiny! estradiol) Tablet 28 Day Regimen biister cards contain 21

round, unscored, rose-colorad tablets and 7 round, unscored white tabiets, Each rose-

colored tablet (debossed with "¢ ” on one side and “575” on the other side) contains

0.15 mg desogestrel and 0,03 mg ethinyl estradiol. Each whits tablet (debossed with
Ky on ong sids and “570" on the other side} contains inert ingregients.

Cartons of 6 blister cards NDC# 51285-578-28.

Apri {desogestret and ethinyl estradicl) Tablet 21 Day Regimen blister cards contain 21
round, unscored rose-Cofored tabiets, Each rose-cofored tablet (debossed with “$ " on
one side and “575" on the other sida) contains 0.15 my desogestrel and 0.03 mg ethinyl

estradiol.
Cannns of 6 blister cards NDC# 51285-575-21.
STORASGE: Store at controlied room temperature 15°-30°C (59°-86°F).
B ony ‘

OURAMED PHARMACEUTICALS, INC.
CINGINWATI, GHIO 45213 USA
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Brief Summary Patient Backage Insent

Apri™
(de;ogestrel and ethinyl estradiol) Tablets
B only

Oral contraceptives, atso known as “birth control pills™ or "the pil,” are taken to prevent

" pregnancy, and when taken correctly, have a faiture rats of about 1% per year when used

without missing any pills. The typicai fatiure rats of large numbears of pi¥l usars is less
than 3% per year when women who miss pilts are included. For most women, oral con-
tmmoﬂmmaﬂo!mdseﬂomormﬂmﬂsmmmHomfoqum

- take piits considerably increases the chances of pragnancy.

For the majority of women, oral contraceptives can be taken safely. But thare are some
mmmanmmmmmmw‘opu&mmlmmm

Although cardiovascular disease risks may be increased with oral contraceptive uss
after age 40 in haalthy, non-smoking woman (even with the newer low-doss formuta-
tions), there are also greatar potential heaith risks assoclated with pregnancy in older
women.

:;ub‘s:ggidnmmmmwywsuspeaymmpmgmmhmumpww
ing.

Clgarette smoking incresses the risk of terigus cardiovascular side offects from
oral contracaptive tse. This risk incrasses with age and with haavy smoking (15
wmmdmmwﬁv)muwhmmdhwmmammm

MustsldeeﬁemotmapiuamnotsaﬂmTMMmmmsmmaasmmusu.
vomiting, bleeding between manstrual periods, weight gain, breast tenderness,
headache, and difficulty wearing contart lenses. These side effects, especially nausea
and vomiting, may subside within the first thres months of uss.

The serious side effects of the pill occur very infrequently, espaciaily it you are in good

heatth and are young. However, you shouki know that mo'lonomtg medical conditions

have besn associated with or made worse by the pill:

1. Blood ciots in tha logs (thrombophlebitis) or Jungs {puimonary embokism), stop-
paooampmmofabloodwdinﬂnbmh(moke)blodaoooibmdvassels
in the heart (heart attack or angina pectoris) or ather organs of the body. As men-
tioned above, smoking increases the risk of heart attacks and strokes, and sub-
sequent serious medical consegqusnces.

2. Liver tumors, which may rupture and causs savers bleeding. A possible but not
definits association has besn found with the pill and [iver cancer. However, liver
cancers are extremaly rare, The chance of developing liver cancer from using the
pill is thus even rarer.

3 Hiqhbloodprnssumamvouohbeoodpmsumusmlb/mmmmnummnme
pill is stopped.

The symptoms associated with these serious side sffacts are discussed in the detailed
patientlabelhgqivmmyouMyoursunnlyafpdl&nwfyyourdocmfordm:cﬂyou
notice any unusual prysical disturbances while taking the pill. In addition, drugs such
as ritampin, as well as soma anticonvulsants and seme antibiotics may decrease oral
contraceptive effectivenass.

There is confiict among studies regarding breast cancer and oral contraceptive uss.
Some studiss have reported an increass in the risk of developing breast cancer, partic-
ularty at a youngar ags. This increased risk appears to be relatad to duration of use. The
majority of studies have found no overall increase in ths risk of developing breast can-
cer. Some studies have tound an increase in the incidence of cancer of the cervix in
women who use oral contraceptives. However, this finding may be relatad to factors
other than the use of oral contraceptives. There is insufficient evidence to rule out the
possibitity that pills may cause such cancers.

Taking the pill provides some important nan-contraceptive banefits. Thesa inciuds less
painful manstruation, less menstrual biood loss and anemia, fewer petvic infections, and
fewer cancers of the ovary and the lining of the uterus.

Be sure to discuss any medical condition you may have with your doctor or clinic. Your
doctor or clinic will take a medical and family history before prescribing aral contracep-
tives and will examina you. The physical examination may be delayed to another time it
you request it and your doctor or clinic belisves that it is a good medical practice to
postpane it. You should be reexamined at least ance a ysar whila taking aral contracep-
tives. The detailed patient information labeling gives you further infarmation which you
should read and discuss with your doctor or clinic.
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PREGMANCY. IT DOES NOT PROTECT AGAINST OF HIV (AIDS) AND
OTHER SEXUALLY TRAMSMITTED DISEASES SUCH AS CHLAMYDIA, GEMITAL HER-
PES, GENITAL WARTS, GONGARHEA, HEPATITIS 8, AND SYPHILIS

DETAILED PATIENT LABELING

mmwllmumwmmuummwmml

on bacomss avaiisiite. Therefore, pisssa review this labeting caretuily.
Tha followmu oral contraceptive products contain a combination of progestogen and
estrogen, the two kinds of femals hormones:

Apri (desogestrel and ethioyl estradiol) Tablet 28 Oay Regimen Blister Card
Each rose-colored tabiet contains 0.15 mg desogestrel and 0.03 mg ethimyl estradiol.
€ach whita tablet contains inert ingredients.

Apri (desogeatre! and ethinyl estradiod) Tahlet 21 Day Rogiman Blister Cerd -
£ach rose-colored tablet containg 0.15 mQ desogestrel and 0.03 my ethinyl astradiol.

INTRODUCTION

Any woman who considers using oral contraceptives (the birth contro) pill or the pilf)
should understand tha benefits and risks of using this form of birth control. This
patient fabeling will give you much of the information you will need to make this deci-
sion and wifl also help you determine it you are at risk of developing any of the seri-
ous side effects of the pill. it will tell you how to usa the pill property 3o that it will be
as effactive as possible. However, this labaling is not a replacement for a caretul dis-
cussion between you and your doctor of clinic. You should discuss the information
provided in this labeling with him or her, both when you first start taking the pill and
during your revisits, You should also follow your doctor's or clinic's advica with
regard to regular check-ups while you are on the pill,

EFFECTIVENESS OF ORAL CONTRACEPTIVES

Oral contraceptives or “birth control pills” or “ths pil™ ars used to prevent pregnancy
and are more effective than gther non-surgical methods of birth contro). When they are
taken correctly, the chance of becoming pregnant is less than 1% (1 pregnancy per 100
women per year of use) when used perfectly, without missing any pifis. Typical faiture
rates are actually 3% per year. The chance of becoming pregnant increases with sach
missed pill during a menstrual cycls.

In comparison, typical faifure rates tor other non-surgical methods of birth ‘control gur-
ing the first year of use are as fotlows:

Implant: <1%
Infection: <1%

UD: 1102%
Diaphragm with spermicides: 18%
Spermicides alone: 21%
Vaginal sponge: 1810 36%
Carvical Cap: 1810 36%
Condom alone (mals 12%
Candom alone {femata): 211%

Pe abstinence: 0%

No methods: 85%

WHO SHOULD NOT TAXE ORAL CONTRACEPTIVES

Clgaretta smoking increases the risk of ssricus cardiovasceiar side effacts
from orsi contracaptive ess. This risk Increases with age and with heavy smok-
Ing (15 or more cigarsttes per dsy) and is quite marked in women over 38
yuars of age. Women who use oral contraceptives are strongly advised not to

Soma women should not use the pill. For example, you should not take the plil if you
are pregnant or think you may be pregnant. You shoutd also not use the pill if you have
any of the following conditions:

* A history of heart attack or stroke

« Blood ciots in the legs (thrombophiebitis), lungs (p y embolism), or eyes
-Ahlstoryofbiooddomnmueepvelmo(youmos -

+ Chest pain (angina pectoris) ) )

« Known or suspecied breast cancer or cancer of the lining of the uterus, cervix or

- vagina

* Unexplained vaginal bleeding (until a diagnosis is reached by your doctor)

« Yellowing of the whites of the eyes or of the sidn (jaundics) during pregnancy or

during previous usa of the pill

* Liver tumor (benign or cancarous)

* Known or suspected pragnancy
Tell your doctor or clinic if you have ever had any of these conditions, Your doctor or
clinic can recommend a safer method of birth control.

OTHER CONSIDERATIONS BEFORE TAKING ORAL CONTRACEPTIVES
Tell your docter or clinic it you have or have had:
* Breast nodutes, fibrocystic diseass of the brsast, an abnormal breast x-ray or mam-
mogram
* Diabetes
* Elevated cholestarol or triglycerides
* High blood pressure
* Migraine of othar headaches or epilepsy
« Mental depression
* Gallbladder, heart or kidney disease
« History of scanty or imegular menstrual periods
Women with any of thesa conditions should be ¢checked often by their doctor or clinic it
they choose to use oral contraceptives.
Als0, be sure to inform your doctor or clinic it you smoks or are on ary medications.

RISKS OF TAKING ORAL CONTRACEPTIVES

1. Risk of deveioping biood clots

Blood clots and Diockage of blood vessels ars ona of the most serious side eftects of

taking oral contraceptives and can causa death or serious disability. In particular, a clot

in one of the legs can cause thrombophlebitis and a clot that traveis to the lungs can

cause a sudden blocking of the vessel carying blood to tha lungs. These risks are

greater with desogestrel-containing oral contraceptives, such as Apri (desogestred and

ethinyl estradiol) Tablets, than with other low-dasa pills. Rarely, clots accur in the blood
vessels of the sye and may cause blindness, double vision, of impaired vision.

If you take oral contraceptives and need slactive surgery, need to stay in bed for a pro-

longed illngss ar have recently delivered a baby, you may be at risk of developing biood

clots. You should consult your doctor or clinic about stopping oral comraceptives three




10 four weeks befora surgery and not taking oral contraceptives for two weeks after
surgery or during bed rest. You should also not take oral contraceptives soon aftar detiy-
ery of a balyy. It is advisabie to wait for at least four weeks after delivery if you arg not
breast feading Or four weeks after a second trimester abortion. If you are breast feed-
ing, you should wait until you have weaned your child befors using the pil. (Sea aiso
the section on Breast Feeding in Gensral Precautions.)

The risk of circulatory diseass in oral contraceptive users may be higher in usery of
high dose pills and may be greater with longer duration of oral contraceptive uga, in
addition, soma of these incraased risks may continus for a number of years aftar stop-
ping oral contraceptives. The risk of abnormal blood clatting incraases with aga in both
users and nonusers of oral contraceptives, but the increased risk from the oral con-
traceptive appears to be a ages. For women aged 20 to 44 1t is estimated
that about 1 in 2,000 usi ptives will bs hospitalized each year becayse
of abnormal cktting. nonusars in the same age group, about 1 in 20,000 woyld
be hospitalized each y&». For oral contraceptive users in general, it has deen estimat-
ed that in women between the ages of 15 and 34, the risk of death dus to a circulato-
ry disorder ig€hout 1 in 12,000 per year, whereas for nonusers the rats is about 1 in
50,000 per yef I the age group 35 to 44, tha risk is estimated to be about 1in 2,500
per year for@fal contraceptive users and about 1 in 10,000 per year for nonusars,
2. Hesrt sttacks and strokes

Oral contraceptives may increass the tendency to develop strokes (stoppags of rupture
of blood vessels in the brain) and angina pectoris and heant attacks (blockage of biood
vessels in the heart). Any of thesa conditions can cause death or disability.
Smoking greatly increases the possibility of suffaring heart attacks and strokes.
Furthermore, smoking and the usa of oral contraceptives greatly increase the chances
of developing and dying of heart dissasa. -

3. Gallhisdder dixsasa

Oral contraceptive users probably have a greater risk than nonusers of having galibiag-
der dissase, afthough tis risk may be relatad to pills containing high doses of estrogens,
4. Uiver tumors

In rars cases, oral contracaptives can causs benign but dangerous liver tumors. These
benign (iver tumors can rupture and causs fatal internal bleeding. In addition, a possi-
ble but not definite association has been found with the pil and |iver cancers in two
studies, in which a few wamen who developed thess very rars cancers wers found to
have usad oral contraceptives for long perfods. However, ifver cancers are rare.

8. Cancer of the reproductive organs and breasts

There is confiict among studles regarding breast cancer and oral contraceptive uss.
Some studies have reportad an increass in the risk of developing breast cancer, particu-
larly at a younger age. This increased risk appears to be retatad to duration of use. The
majority of studies have found no overall increass in the risk of developing breast cancer,
Some studiss have found an increase in the incidence of cancer of the cervix in women
who usa oral cantraceptives. However, this finding may be related to factors other than
the uss of oral contraceptives. There is insufficient evidences to ruls out the possibility
that pifts may cause such cancers.

ESTIMATED RISK OF DEATH FROM A BIRTH CONTROL METHOD OR PREGNANCY
All methods of birth control and pregnancy are associated with a risk of developing cer-
tain diseases which may iead to disability or death. An estimate of the number of deaths
associated with different methods of birth controd and pregrancy has been calculated
and is shown in the following table. .

ANNUAL NUMBER OF BIRTH-RELATED OR METHOO-RELATED DEATHS
ASSOCIATED WITH CONTROL QF FERTILITY PER 100,000 NON-STERILE
WOMEN, BY FERTILITY CONTROL METHOD ACCORDING YO AGE

Method of coutrol snd outcome  15-19  20-24 25-28 30-34 35-39 40M4

No fertility control methods* 70 74 91 148 257 282
Oral contraceptives non-smoker*® 0.3 05 09 19 138 318

ral contraceptives smokes* * 22 34 66 135 511 172
n** 08 08 1.0 1.0 14 14
Condom* 11 16 07 .02 03 04
Diaphragm/sparmicide* 19 12 12 13 22 28
Periodic abstinanca® 25 18 18 17 29 36

* Deaths are birth retated
“* Deaths are method refated

In the precading tabls, the risk of death from any birth control mathod is less than
the risk of childbirth, excapt for oral contracaptive usars over the age of 35 who
smoka and pilf users over the age of 40 even il they do not smoke. It can be seen
in the table that for women aged 15 1o 39, tha risk of death was highest with preg-
nancy (7-26 deaths per 100,000 women, depending on age). Among pill users who
do not smoke, the risk of death was always lower than that associated with prag-
nancy for any age group, aithough over the age of 40, the risk increasas to 32
deaths per 100,000 women, compared to 28 associated with pregnancy at that age.
Howavar, for pill usars who smoka and ars over the age of 35, the estimated num-
ber of deaths exceeds those for other methods of birth control. If a woman is over
the age of 40 and smokes, her estimated risk of death is four times higher
(117/100,000 women) than the estimated risk associated with pregnancy
(28/100,000 women) in that age group.

The suggastion that women over 40 who do not smoke should not taka oral contracep-
tives is based on information from older, higher-dose pills. An Advisory Committes of
the FDA discussed this issue in 1989 and recommended that the benefits of low-dose
oral contraceptive use by healthy, non-smaking women over 40 years of age may out-
weigh the possibie risks.

WARNING SIGNALS
|lawulﬂnsewwmmmmnwhﬂeywmmmconuamm.ca.llyour

" doctor or clinkc immediataly:

Sharp chest pain, coughing of blood, o sudden shortness of breath (indicating a

possibla clot in t!m
« Pain in the caff (i 0 a possibia clot in the lag)
= Crushing chest pain or heaviness in the chest (indicating a possible heart attack)
« Sudden severs headacha or vomiting, dizziness or fainting, disturbances of vision
or speech, weakness, 0f numbness in an arm or leg (indicating a possible stroks)
Sudden partial or complete loss of vision (indicating a possible clot in the eys)
Breast lumps {indicating possible breast cancer or fibrocystic diseasa of the
breast; ask your doctor or clinic to show you how to examine your breasts)
. Slcgamnainoermmmmm(lndeapossibNmpmm
{iver tumor)
» Qifficulty in sleeping, waakness, lack of energy, fatigue. or change in mood (pos-
sibly indicating severe depression) )
+ Jaundica or a yeHowing of the siin or eyeballs, accompanied trequently by faver,
fatigue, loss of appetite, dark colored urine, or light colored bowet movements
(indicating possible liver problems)

.v



SIDE EFFECTS OF ORAL CONTRACEPTIVES

1. Vaginai bieoding

Ireguiar vaginal blaodinq or spotting may occur while you are taking the pilis. Irmegular .
bleeding may vary hrom slight staining bstween menstrual periods to breakthrough
biseding which is a flow much liks a reguiar period. Irmeguiar bieeding occurs most atten
during the first few months of oral contracaptive uss, but may also occur after you have
been taking the pil for some time. Such bisading betomporaryandusuaﬂydoos
not indicate arny serious probiems. itis imponam to continue taking your pills on sched-
ule. If the bieeding occurs in more than ons cycle or lasts for more than a few days, talk
ta your doctor ar clinic.

2. Coatsct lenses N

It you wear contact lenses and notice a change in vision or an inabllity to wear your lgns-
&s, contact your doctor or clinic.

3. Fluid retentten

Oral contracaptives may causs edsma (fluid retention) with sweiling of the fingars or
ankles and may raisa your blood pressure. H you experience fluid retention, contact your
doctor or ctinic.

4. Msizsma

A spotty darkening of the skin is possibls, particularty of the face, which may persist.
5. Other sids eftects *
Other side effects may include nausea and vomiting, change in appetite, headache, nar-
vousness, depression, dizziness, loss of scalp hair, rash, and vagina infections.

it any of these side effacts bother you, call your doctor or clinic.

GENERAL PRECAUTIORS

1. Wiszsd periods and wes of ora) contraceptives befors or during sarly ney
Thers may be times when you may not manstruate regularty atter you have com-
pleted taking a cycie of pills. If you have taken your pills regularly and miss one men-
strual period, continue taking your pills for the next cycla but be sure to inform your
doctor or clinic before doing so. If you have not taken the pills daily as instructed and
missad a menstrual period, you may be pregnant, It you missad two consecutive .
menstrual periods, you may be pregnant Check with your doctor or clinic immedi-
ately to determine whether you are pregnant. Do not continue to taks oral contra-
ceptives until you are sure you are not pregnant, but continua to use another method
of contraception. -

There is no conclusive evidence that oral contraceptive use is assoclated with as-
Increase in birth defects, when taken inadvertentty during earty pregrancy
Praviously, a few studles had reported that oral contraceptives might be agsociates
. with birth defacts, but thess findings have not been seen in more recent studies
" Nevertheless, oraf contrageptives or any other drugs should not be used during preg--
nancy uniess clearty necessary and prascrided by your doctor or clinic. You shouk-
check with your goctor of citnic about risks to your unborn child of any medication -
taken during pregnancy.

2. While breast fesding .
1f you are breast feading, consutt your doctor or clinic before starting oral contracep- -
tives. Some of the druq will be passad on to the child in the milk. A few adversa-etfects -
on the child have bean reported, including yellowing of the skin (jaundice) and breast
eniargement. In addition, oral contraceptives may decreasa the amount and quality of
your milk, if possib(s. do not use oral contraceptives while breast feeding. You should
use another method of contracsption since breast feeding provides anly partial protec-
tion from becoming pregniant and this partial protection decreases significantly as you
breast feed for tonger periods of time. You should der starting oral contracep
only after you have weansd your child completety.

L taborstory tests -

If you are schedulad for any laboratary tests, tall your doctor or clinic you ara taking
birth controt pilis. Certain blood tests may be affacted by birth control pills.

4. Drug interactions

Certain drugs may intaract with birth control pills to make them less etfective in pre-
venting pregnancy or cause an increass in breakthrough bleeding. Such drugs includs
ritampin, drugs used tor epilepsy such as barbiturates (for example, phenobarbital),
anticonvuisants such as carbamazepine (Tegreto) Is one brand ot this drug), phenytoin
{Diantin is one brand of this drug), phenylbutazone (Butazolidin is one brand), and pos-
Sibly certain antiblotics. You may need to use addmonal contraception when you take
drugs which can make oral contracaptives less effactive.

5. Saxually transmitted disssses

This product (ities all oral contraceptives) is intended to prevent pregnancy. it does not
protect against transmission of HIV (AIDS) and other sexually transmitted diseases
such as chiamydia, genital herpes, genital warts, gonorrhea, hepatitis B, and syphilis.

MrUn

BEFORE YOU START TAKING YOUR PILLS:

1. BE SURE TO READ THESE DIRECTIONS:
Bafore you start taking your pills.

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

~

' you miss pills you could get pregnant. This includes stanino he pack iate.
The more pii's you miss, the more likely you are 1o st preg;

3. MANY WOMEN HAVE SPOTTING OR LIGHT aLEEDING OR MAY FEEL SICK TO
THEIR STOMACH DURING THE FIRST 1-3 PACKS OF PILLS.

If you fee! sick to your stomach, da nat stop taking the pill. The problem will usuak-
Iy go away. It it doesn't go away, check with your doctor or clinic.

. MISSING PILLS CAN ALSQ CAUSE SPOTTING OR LIGHT BLEEDING, even when you
makoupmesemissedpllls On the days you taks 2 pills to make up for missed pills
you could also feed a littls sick to your stomach.

. IF YOU HAVE VOMITING OR DIARRHEA, for any reason, or IF YOU TAKE SOME

MEDICINES, inctuding some antibiotics, your pills may not work as well.

Usa a back-up method (such as condoms, foam, or sponge) until you check with
your doctor or clinic.

IF YOU HAVE TROUBLE REMEMBERING TO TAKE THE PILL, talk to your doctor o

clinic about how to make pill-taking easier or about using another method of birtk

controt.

IF YOU HAVE ANY QUESTIONS OR ARE-UNSURE ABOUT THE INFORMATION
THIS LEAFLET, call your doctor or cinic,

BEFQRE YOU START TAKING YOUR PILLS:

1. DECIDE WHAT TIME OF DAY YOU WANT TO TAKE YOUR PILL. itis important to take
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it at about the same time day.

. LOOK AT YOUR PILL PACK TO SEE IF IT HAS 21 OR 28 PILLS:
The 21-pill Dack has 21 “active™ {rosa-calored] pills (with hormones) to take for 3
weeks, followed by 1 wesk without
The 28-pill pagk has 21 “active™ [rose-colored) pills (with hormonas) to take for 3
:rfestgF{aI}owed by 1 week of remindar white) pills (without hormones).

1) where on the pack to start taking the pitis,

2) in what order to take the pills (foow ma arrows) and

3)meweeknumberspr1ntedonmm

Exampe O

~

w

Lol gl

Rose-colorsd Y .

tablets -

LY et ey g

Whits tablets — = () |

4. BE SURE YOU HAVE READY AT ALL TIMES:
ANOTHEHKINOOFBIRTHCONTROL(suchasmmmmorm)muso
as a back-up in case

docmrordlnicwhichismmuyformﬁd(am daywhichwmboeasytn

remember.

DAY 1 START: )

1. Pick the day label strip that starts with the first day of your period (this I3 the day
start bleading or spotting, even if 1t is aimost midnight when the bieeding bagins.) -

2. Piace this day label strip on the cycio tabist dispanser over the area that has the days
of the weeX (starting with Sunday) printad on the blister card.

Pick Corect Day Labed  [THU FRI_SAT SUN MON TUE WED

g

Peel and place label here.

Note: If the first day of your period Is a Sunday, you can skip steps #1 and #2.
3. Take the first “active™ {rose-colored) pil of the first pack during the

your perod..
4. You will not need t0 uss a back-up method of birth control, since you are starting the
suplllatthe ng of your period.

1. Tmmeﬂm‘m‘[miomloiﬂdUnﬁmmmmmmLm
aven if you are stilt bleeding, if your period begins on Sunday, start the

pack that same day.
2. {isa angthet method of birth control as a back-up method It you have sex anytime
mmeSundayyoumnmﬂmnackunulmmSundayUMys)Com
foam, o the ara good back-up methods of birth

WHAT T0 DO DU THE MONTH:

1. TAXE ONE PILL AT THE SAME TIME EVERY DAY UNTIL THE PACK {8 EMPTY.

Do not skip pilis even il you ara spotting or bleeding betwesn monthly periods or feet
sick to your stomach (nausea).
Do not skip pllls even if you do not have sex very

2. WHHYWWAMMWYOMMMM

Zpille  Wait 7 days to start the next pack. You will probably have your period
g;inummausuramnommmwmpmbamz!-

28pille  Start the next pack on the day after your last “reminder” pill. Do not wait
any days between packs,

WHAT T0 DO IF YOU MISS PILLS:

1f you MI88 1 [rose-colored] “active” pill:

1. TakenassoonasyourmmnberTahamenmudlatywreoularﬂm Thismeans
you take 2 pifis in 1 day.

ZYoudonotneedtousnbad-upMnhcommimumuyouhavnu

it you MIS8 2 [rose-colored] “active” pifis in a row in WEEK 1 OR

WEEK 2 of your pacic

1. Takas 2 pilts on the day you remamber and 2 pills the next day.

2. Then taks 1 pill a day until you finigh the pack.

3. You MAY BECOME PREGNANT if you have sex in ths 7 days aftar you miss pills. You
MUST use another birth control method (such as condoms, foam, or sponge) as a
back-up method for those 7 days.

Ifycumzlrossﬂlomdl “active™ pills in a row in THE 3RD WEEK:
Allywmlmy Starter:

THROW OUT the rest of the pilt pack and start a new pack that same day.
 you #re & Sundsy Siarter:
Keap taking 1 pill every day until Sunday.
On Sunday, THROW OUT the rest of the pack and start a new pack of pills that same
day.
.Youmaynulhawyourpaﬂodmlsmonmmmls«supmdmwwm

PRI Apiabing
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YUUT POTIOU ¢ FIYORTITY I 8 TUW, G FUUT UMAGUY UF e Umamastd e rangen = preg
nant.

. You MAY BECOME PREGNANT i you have sex in the T days after you miss pilis.
You MUST usa another birth control method (such as condoms, foam, or sponga)
asaback-unmeﬂmdfottfm?day&

uyoumssmﬂmlrosa-coloml “active” pills in a row (during the first 3 weaks).
1. !t you are s Oay 1 Starter:
THROWOUTMrwotmepmpaekmmnanewmmmm
il you are 8 Sunday Starier:

Kesp taking 1 pill every day until Sunday,
dOnSunday THROWOUTmermalmspackandsanammlwfmnsmm
ay.

2. You may not have your period this month but this is expectod. However, if you miss
your pariod 2 months in a row, callyourdoctororclinwbeauseyoumrohtbepm-
nant,

. You MAY BECOME PREGNANT if you have sex in the 7 days after you miss pills.
You MUST use anothar birth control method (such as condoms, fam, or sponge)
as 3 back-up method for thoss 7 days.

A REMINDER FOR THOSE ON 28 DAY PACKS:

It you forget any of the 7. [white] “raminder” pills in Wask 4:
THROW AWAY the pil's you missed.

Keep taking 1 pill each day untll the pack is empty,

You do not need a back-up method.

HWY.IFYWMEMMMEMWWWTMMYWMVE

Use a BACK-UP METHOD anytims you
KEEP TAKING ONE [rosa-cotored) “ACTIVE' PILL EACH DAY until you can rsach your
doctor or clinic.

PREGNANCY DUE TO PILL FAILURE

The incidencs of pill failure resutting in pregnancy is approximataly ane percent (1.e., one
pregnancy per 100 women per year) if taken every day as directsd, but more typical fail-
ure rates are about 3%. If failura does occur, the risk to the tetus is minimal,

PREGNANCY AFTER STOPPING THE PILL

There may be some delay in becoming pragnant after you stop using oraf contracep-
tives, especially i you had irregutar menstrual cycies before you used oral contracep-
tives. It may be advisable to postpone conception untit you begin menstruating regular-

regnancy.
re does not appear to be any incraase in birth defects in newbom balies when preg-
nancy oCCurs $00N after stopping the pill.

OVERDOSAGE

Serious ii) sttects have not been reportad following ingestion of large doses of oral con-
traceptives by young chitdren. Qverdosage may cause naussa and withdrawal bleeding
in femates. in case of overdosage, contact your doctor, clinic or pharmacist

OTHER INFORMATION

Your doctor or clinic wifl take a medical and family histary befors prescribing oral con-
traceptives and witl examine you. The physical examination may be detayed to another
time if you request it and your doctor or clinic believes that it is a good medical practice
to postpone it. You should be reexamined at ieast once 3 year. Bs sure to inform your
doctnrorcﬂmcMmlsafanﬂlyhistofyolanyotﬂwcommonsllstadeouslyln
this leaflet. Be sure to keep all appointments with your doctor or clinic because this s a
time to datarmine if there ara early signs of side effects of oral contraceptive usa.
0o not use the drug for any condition ather than the one for which it was prescribed.
. l’h’i;drwmﬂ?nm&dw&cﬂlﬂﬂhm;dowwnmmmmm
irth control pill

HEALTH BENEFITS FROM QRAL CONTRACEPTIVES

In addition to praventing pregnancy, usemcombmanmomcomrmpﬁmmypro-

vide cartain banafits. They are;

« menstrual cycles may became more reguiar

* blood flow during menstruation may be Ilqmar and less iron may be lost. Therefore,
anemia dus to iron deficiency is less likely to occur.

« pain or other symptoms during menstruation may bs encounterad !sss frequenty.

* ectopic (tubal) pregnancy may occur less fraquently.

* noncancerous cysts or lumps in the breast may occur less frequently.

« acute patvic inflammatory disease may occur less frequently.

« oral contraceptive use may provide some protsction against developing two forms
of cancer: cancer of the ovaries and cancer of the lining of the uterus.

It you want more information about birth controt pils, ask your doctor, clinic or phar-
macist They have a more technical lsaflet called the Professional Labeling, which you
may wish to read. The Professional Labeling is also published in a book entitied
Physicians’ Desk Reference, avaitable in many bock stores and public libraries.

[X3
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THIS PRODUCT (LIKE ALL ORAL CONTRACEPTIVES) IS INTENDED TO PREVENT PREGNANCY. T
DOES WOT PROTECT AGAIMST HIV INFECTION (AIDS) AMD OTHER SEXUALLY TRANSMITTED
DISEASES.

MON TUE WED THU FRI SAT SUN
TUE WED THU FRI SAT SUN MON
WED THU FRI SAT SUN MON TUE
THU FRI SAT SUN MON TUE WED
FRI. SAT SUN MON TUE WED THU
SAT SUN MON TUE WED THU FRI
SUN. MON TUE WED THU FRI  SAT

APPm
0T 25 iz,

Apri (desogestrel and etkiayl estradiol rwnmnmmmcmmzmmaw
colored tablets in a blister card 10 2 “creckt card™ dispensar, Each rose-colored tablet contains
0.15 mg desogestrel and 0.03 mg ethinyl estradiol.
Oral contraceptives, atso known as “birth contro! pills™ or “the pill,” are taken to prevent pregnancy,
and when taken correcty, have a failure rate of about 1% per year when used without missing any
piits. Tha typlcal failure rate of large numbers of pill users is less than 3% per year when women
who miss piils are included. For most women, oral contraceptives are also free of Serious or
unpleasant side effects. However, forgetting to take pilis considerably incrsases the chances of
pregnancy.
For the malority of women, oral contraceptives can be taken safely, But there are some women who
are at high risk ot developing certain serious diseases that can be Kfe-threatening or may cause

temporary or permanent disability. The risks associated with taking oral contraceptives increase

significantly it you:
« smoks
« have high blood pressurs, diabetes, high cholesterot
« have or have had clotting disordars, heart attack, stroke, angina pectoris, cancer of the breast or
sex organs, jaundica or malignant or benign tiver tumors
Although cardiovascular dissasa risks may be increasad with oral contraceptive use after age 40 in
heafthy, non-smoiing women (sven with the newer tow-dose formulations), there are also greater
poteritial haalth risks associated with pregnancy in okder wamen.

You should not take the pil if you suspact you are pregnant or have unexphined vagina! beeding.

Clgaretts smoking incresses the risk of saricus cardlovsscular side effects from oral

use. This risk increases with age and with heavy smeking (18 or more

cigarsttes per day) and ks quite marked in women over 35 years of sge. Wormen who use oral
tontraceptives are strongly advised not to smoke.

Most side effects of the pill are not serioys. The mast commeon such sffects are nausea, vomiting,
bleeding between menstrual periods, weight gain, breast tendemess, headachs, and ditficulty wear-
ing contact lenses, These side effects, especially nausea and vomiting, may subside within the first

N
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three months of use.

The serious side effects of the pill occur very infraquently, especialty if you are in good heatth and
are young. However, you should know that the following medical conditions havs been associated
with or made worse by the pilt:

1. Blood clots in the legs (thrombophlebitis) or lungs (pulmonary embalism), stoppage or rup-
ture of a blood vessel in the brain (stroke), blockage of blood vessets in the heart (heart attack
or angina pectoris) or other organs of the body. As mentioned above, Smoking increases the
risk of heart attacks and strokes, and subsequent serious medical consequences.

2. Liver tumors, which may rupture and cause sevars bleeding. A possible but not definite asso-
ciation has been found with the pil and liver cancer. However, Liver cancers are extremety rare.
The chance of developing liver cancer from using the pill is thus even rarer.

3. High blood pressure, aithough blood pressure usually retums to normal when the pill is
stopped.

The symptoms associated with thesa serious side effects arg discussed in the datailed patient label-
ing given to you with your m of pills. Nomm doctor or clinic if you notice a unusual
physical disturbances whils the pill. In druus such as rﬂampin as well as some
anticonvulsants and some antibictics may d: pti
There is conmct among studles reiamlno breast canw and oral comnce usa, Some studies
havn reported at a younger age. This
ncreased risk peammbemlatedmdumﬁono?usa Thamaorg; have found no over-
au Incrazse in the risk of developing breast cancer. Some studies have found an increase in the inci-
dence of cancar of the cervix in women who use oral contracaptives. However, this finding may be
related to factors other than the use of oral contraceptives. There is insufficient evidence to rule out
the possibility that pills may cause such cancers,
Taking the pill provides some important non-coniraceptive bensfits. Thess include fess painful
menstruation, less menstrual bood foss and anemia, fewer pelvic intections, and fewer cancers of
the ovary and the lining of the uterus.
Be sure to discuss any madical condition you may have with your doctor of clinic. Your doctor or
clinic will take a madical and family history before prescribing oral contracaptives and will exam-
ine you. The physical examination may be deayed to another time if you request it and your doc-
tor or clinic believes that it is a good medical practice to it. You should ba remxaminad at
least once a year while taking oral contracaptives. Tha detalled patient information labeling gives
you further information which you should read and discuss with your doctor or clinic.

" THIS PRODUCT (LIKE ALL GRAL CONTRACEPTIVES) I5 INTENDED TO PREVENT PREGNANCY. IT

DOES NOT PROTECT AGAINST TRANSMISSION &FHIV(AIDS)M OTHER SEXUALLY TRANS-

MITTED OISEASES SUCH AS CHLAMYDIA, GENITAL HERPES, GENITAL WARTS, GOXORRHEA,

HEPATITIS 8, AND SYPHILIS,

HOW T0 YAKE THE PHLL,
(MPORTANT POINTS TO AEMEMEER..

BEEQRE YOU START TAKING YOUR PILLS:

1. BE SURE TO READ THESE DIRECTIONS:
Before you start taking your pills.
Anytime you are not sure what to do.

2. THE RIGHT WAY TO TAKE THE PILL 1S TO TAKE ONE PILL EVERY DAY AT THE SAME TIME. If
you miss pills you could get pregnanL This includes starting the pack late. The more mlls yclf

miss, the mare likely you are to rsg
LI HT BLEEDING OR MAY FEEL SICK TO THEIR STCy

3. MANY WOMEN HAVE SPOTHNG OR
ACH DURING THE FIRST 1-3 PACKS OF P
1t you feei sick to your stomach do not stnp taklng the pill. The problem wit usuatty g0 away.
It 1t dossn't go away, r doctor of chnic.

4. MISSING PILLS CAN ALSO CA E SPOTTING OR LIGHT BLEEDING, even when you make up
these missed pilis. On the days you take 2 pills to make up for missed pills, you could atso tesl
a little sick to your stomach.

5. IF YOU HAVE VOMITING OR DIARRHEA, for any reason, or IF YOU TAKE SOME MEDICINES,
including some antibiotics, your pills may not work as well. Usa a back-up method (such as
condoms, {foam, or WW ou check with your doctar or clinic.

6. IF YOU HAVE TROUBLE R ING TO TAKE THE PILL, tafk to your doctor or clinic about how
to maka pill-taking easisr or about using another method of birth control.

7. IF YOU HAVE ANY QUESTIONS OR ARE UNSURE ABOUT THE INFORMATION IN THIS
LEAFLET, call your doctor or clinic.

BEFORE YOU START TAKING YOUR PILLS:

1. DECIDE WHAT TIMEOF DAY YOU WANT TO TAKE YOUR PILL. Itis important to take it at about
the same tims every day.
2. LOOK AT YOUR PILL PAGK TO SEE THAT IT HAS 21 PILLS: The 21-glil pack has 21 “active”
ross(a)-ctlalomd] piHls (with hormones) to take for 3 weeks, folflowed by 1 week without pills.
L
1) where on the pack to start taking the pills,
2) in what order to take the pills (follow the arrows) and
3) the week numbers as shown in the following example:

Example Only:

Rose-colored
tablets

.‘
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t 4, BE SURE YOU HAVE READY AT ALL TIMES:
ANOTHER KIND OF BIRTH CONTROL {such as condoms, foam, 0r sponge) to use as a back-
up in case you miss pills.
AN EXTRA, FULL PILL PACK.

WHEN TO START THE (AT PACK OF PILLS:

You have a choite of which day to start taking your first pack of pills. Decide with your doctor or

clinic which is the best day for you, Pick a time of day which will be easy to remember.

DAY 1 START:

1. Pick the day label strip that starts with the first day of your periad (this is the day you start
blesding or spotting, even if it is almost midnight when the blaeding begins).

2. PIacemlsdaylamepontMcydetzbleldispemwduv«theareamathasmadaysol
the week (starting with Sunday) printed on the dispensing card.

Pick correct day tabel {THU FRI SAT SUN MON TUE WEDl
Peel and placa label here.

iy
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Nata: It the first day of your period is a Sunday, you can skip 5teps #1 and 2.
. Take the first “active” [rose-colored] pill of the first pack during the first 24 hours of vour perjod,
. You wilt not need to use a back-up mathod of birth cantral, sinca you are starting the pilt at the
beginning of your period.

SUNDAY START:
Take the first “active” {rose-colorad] pill of the first pack on the
even il you are stil dleeding. )f your period begins on Sunday, start the pack that same day.
2. Use anather methiod of birth contro) as a back-up method i you have sax anytime from the
Sunday you stant your first pack untit the next Sunday (7 days). Condoms, foam, or the sponge
are good back-up methods of birth control.

wmmnommnammm
. TAKE ONE PILL AT THE SAME TIME EVERY DAY UNTIL THE PACK IS EMPTY.
Do not skip pills even it you are spotting or blesding between monthly periods or feel sick to
your stomach (nausea).
Do not skip pills even i you do not have sex very often,

2. WHEM YOU FINISH A PACK OR SWITCH YOUR BRAND OF PILLS:
Wait 7 days to start the next pack. You will prabably have your period during that week. Ba sura
that no mora than 7 days pass betwean 21-day packs.

WHAT TO DO (F YOU MISS PILLS:

1f you W88 1 [rose-colored] “active” pid:

L Tm];t)asaonasyoummembsr.Taksunnmolllatyourmqularﬁm.msmmyoutaka
2 pills in 1 day.

2. You do not need to use a back-up birth contro! method if you have sex.

1t you MISS 2 [ross-colored) “active® pills in a row in WEEX 1 OR WEEX 2 of your pacic

1. Take 2 pilis on the day you remamber and 2 phls the next day.

2. Then take 1 pilt 2 day untii you finish the pack.

3. You MAY BECOME PREGNANT if you have sex in the 7 days after you miss pills.
YouMUSTusaanoﬁurhim\mummmw(masmmfwu or spange) as a back-
up method for thoss 7 days. .

It you MIS8 2 {rose-colored) “active™ pils in a row in muaum

1. if you are a Opy 1 Styrter:
maowommammmenwmmmmmmemm
i yon sre s Starter:

Keep taking 1 pill every day until Sunday.
OnSunuay,mowommwmmmmmammmmmnumm

2. You may not have your period this month but this is expected. However, if you miss your period
2 months in a row, call your doctor of climic bacauss you might be pregnant.

3. You MAY BECOME PREGNANT if you have sex in the 7 days after you miss pills. You MUST
use anothar birth control methed {such as condoms, foam, or Sponge) as & back-up method
for'thosa 7 days.

|fmmn:mmtmml active® pils in a row (during the first 3 weeks)

i yeo are a Day 1 Sterter:
THROW QUT the rest of the pill pack and start a new pack that same day.
Ilnuru Kartor;
ing 1 pifl avery day until Sunday.
OnSunaay THROW QUT the rest of the pack and start a new pack of pills that same day.

2. You may not have your pariod this month but this is expectad, However, if you miss your period
.2 months in a row, call your doctor or clinic becaiss you might be pragnant.

3. You MAY BECOME PREGNANT if you have sex in the 1 days after you miss pilis. You MUST
uss anather birth control method {such as condoms, foam, or spotm)asaback-up method
for those 7 days.

F %)

FINALLY, IFYOUMES’TTLLIOTSUREWWTODO ABOUT THE PILLS YOU HAVE MISSED:
Uss a BACK-UP METHOD anytims you hat

KEEP TAKING ONE [ROSE-COLORED] ‘ACTIVE' PILL EACH DAY until you can reach your doctw
or clinic.

DURAMED PHARMACEUTICALS, ING.
CINCINNATY, ORID 45213 USA
1063388 REV. 03499
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0.15mg/ 0.03mg

IMPORTANT:
Ths Gros coacains Detaded Patiecs Labeling 2d ach (pdi Tabler
Dispener ontai the frief Pacies Labwing. Bock shoukd bn inchoded wich
o padage dipeend 1 the paient.

PHARMACISY:
Plaase be sare ® place one of the eacoad “Rmacios” siders os the cwer
of each blister axd posch & the Gime of dipensing.

m§gme3

0.15mg/0.03mg

. 13 only

THES PRODUCT (LIKE ALL ORAL CONTRACEPTIVES) IS INTENDED TO
PREVENT PREGMANCY. IV DOES NOY PROTECY AGAINST Iuv
INFECTION (ADS) AMD OTRER SEXUALLY TRAMSMITTED DISEASES.
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Y118 PRODUCT (LIKE ALL ommmmnsmmm PREGNANCY.
“11"DOES NOT PROTECT AGAINST HIV lNFEt:TION (AIDS) AND OTHER SEXUALLY', )

ot (‘degaﬂbi‘ anJ ethinyl estradiol) Tablels - . m{m § - \\& :
28 and 21 Day Regimens . QQQ _ Mid.by: DURAMED PHARMACEUTICALS, INC.
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PLEASE NOTE: This lsbeling is revised from time to time as important new
medical Information becomes available. Thersfore, pleass review this
labeling caretully.

The foflowing oral contraceptive products contain a comblination of progesto-
gen and estrogen, the two kinds of femate hormones:

Apri (desogestrs! and athinyt utimllol) Tablet 28 Day Regimen Blister Card
Each rose-colored tablet contains 0.15 mg dasogestrel and 0.03 mg ethinyl
estradiol. Each white tablet contains inert ingredients.

Apri (desogestre! and ethiny! estradiol) Tablet 21 Day Regimen Blister Card
Each rose-colored tablet contains 0.15 mg desogestrel and 0.03 mg ethinyl
estradiot.

INTRODUCTION

Any woman who considers using oral contraceptives (the birth control pifl or
the piil) should understand the benefits and risks of using this form of birth
control. This patient labeting will give you much of the information you will
need to make this decision and will also help you determine if you are at risk
of developing any of the serious side effects of the pill. It will tefl you how to
use the pill properly so that it will be as effective as possible. However, this
labeling is not a replacement for a careful discussion between you and your
doctor or clinic. You should discuss the information provided in this labeling

with him or her, both when you first stact taking the pill and during your revis- -
its. You should also follow your doctot's or clinic’s advice with regard to regu- -

lar check-ups while you are on the pill.

EFFECTIVENESS OF ORAL CONTRACEPTIVES -

Oral contraceptives or “birth contro! pms" or "the pill” are used to prevent preg-
nancy and are more effective than other fon-surgical methods of birth control.
When they are taken crrectly, the chance of becoming pregnant is less than
1% (1 pregnancy per 100 women per year of use) when used perfectly, with-
aut missing any pills. Typical fallure rates are actually 3% per year. The chance
nf becoming pregnant increases with each mlssed pill during a menstrual
rycle.

In comparison, typical faiture rates for other non-surgical methods of birth
control during the first year of use are as follows:

Implant: <1%
|rl1}ection: <%
to 2%

1
Diaphragm with spermicides:  18%
Spermicides alone: %
Vaginal sponge: 18 to 36%

f 1

to the lungs. These risks are greatet with descgestrel-contalning oral contra-
ceptives, such as Apri (desogestrel and ethinyl estradiol) tablets, than with
other low-dose plils. Rarely, clots occur Ih the blood vessels of the eye and may
causa blindness, doubte vision, or impaired vision.

If you take oral contraceptives and need elective surgery, need to stay 1 bed
for a protonged Iliness or havé recently delivered a baby, you may be at risk of
developing bloed clots. You should consult your doctor dr clinic about stop-
ping oral contraceptives three to four weeks before surgery and not taking oral
contraceptives for two weeks after surgery or during bed rest. You should also
not take oral contraceptives soon after delivery of 3 baby. It is advisable:to wait
for at least four weeks after delivery if you are not breast feeding or four weeks
after 2 second trimester abortion. If you are breast feeding, you should wait
until you have weaned your child before using the pill. (See also the section on
Breast Feeding in Genera! Precautions.)

The risk of circutatory disease in oral corrtraceptlve users may be higher in
users of high dose plils and may be greater with longer duration of oral con-
tracaptive use. In addition, some of thess Increased risks may continue for a
number of years after stopping oral contraceptives. The risk of abnormal blood
clotting increases with age in both vsers and nonusers of oral contraceptives,
but the Increased risk from the oral contraceptive appears {0 be present at all
ages. For women aged 20 to 44 it is estimated that about 1 In 2,000 u$ing oral
contracaptives will be hospitalized each year because of abnorma! clotting.
Among nonusérs in the same age group, about 1 in 20,000 would be hospital-
ized sach year. For oral contraceptive users in general, it has been estimated
that in women betwegn the ages of 15 and 34 the risk of death due to a circu-
latory disorder s about 1 in 12,000 per year, whereas for nonusers the rate is
about 1 in 50,000 per year. In the age group 35 to 44, the risk Is estimated to
be about 1 in 2,500 per year for oral contraceptive users and about 1 in 10,000
per year tor nonusers.

2 Heart attacks and strokes

Oral contraceptives may increase the tendency to develop strokes (stoppage or
rupture of blood vessels In the brain) and angina pectoris and heart attacks
(blockage of blood vessels in the heart). Any of these conditions can ¢ause
death or serious’ disability.

Smoking greatly increases the possibility of suﬂedng heart attacks and strokes.
Furthermore, smoking and the use of oral contraceptives greatly increase the
chances of developing and dying of heart disease.

3. Gaflbladder disease )

Oral contraceptive users probably have a greater risk than nonusers of having
gallbladder disease, although this risk may be related to pilts containing high
doses of estrogens.

4. Liver tomors .

In rare cases, oral contraceptives can cause benign but dangerous liver
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over the age of 35, the estimated numiber of deaths exceetls those for other
methods of birth control. If a woman is over the age of 40 and smokes, her
estimated risk of death is four times higher (117/100,000 women) than the
estimated risk assoclated with pregnancy (28/100,000 women) in that age
group.

The suggestion that women over 40 who do not smoke should not take oral
contraceptives is based on information from older, higher-dose pills. An
Advisory Committes of the FDA discussed this issue in 1989 and recommend-
ed that the benefits of low-dose oral contraceptive use by healthy, non-smok-
ing women over 40 years of age may outweigh the possible risks.

WARNING SIGNALS
If any of these adverse effects occur while you are taking oral contraceptives,
call your doctot or clinic immediately:
* Sharp chest palh, coughing of blood, or sudden shortness of breath (indi-
cating a possiblé clot In the lung)
Paln in the calf (indicating a possible clot In the leg)
Cmsm)nq chest pain or heaviness in the chest (indicating a possible heart
attack
* Sudden severe headache or vomiting, dizziness or falnting, disturbances
of vision or speech, weakness, or numbness in an arm or teg (indicating
. apossible stroke)
* Sudden partial or complete loss of vision (indicating a possible clot in the

eys) . .

« Breast lumps (Indicating possible breast cancer or fibrocystic disease of
the breast; ask your doctor or clinic to show you how to examine your

_breasts)

* Savere pain or tendernéss in the stomach area (indicating a possibly rup-
tured liver tumor)

« Difficulty in sieeping) weakness, ﬁck of energy, fatigue, or change in
mood (possibly indicating severe depression)

 Jaundice or a yellowing of the skin or eyeballk accompanied frequently -

by fever, fatigue, loss of appetite, dark colored urine, or light colored
bowel movements (indicating possible liver broblems)

SIDE EFFECTS OF ORAL CONTRACEPTIVES

1. Vaginal bleeding

Irregular vaginal bleeding or spotting may occur while you are taking the pills.
Irregular bleeding may vary from sfight staining between menstrual periods to
breakthrough bleeding which is a flow much like a regular period. Irregular
bleeding occurs most often during the first few months of oral contraceptive
use, but may also occur after you have been taking the pill for some time. Such
bleeding may be temporary and usually does not indicate any serious prob-



CaRicAl Cap: 18 10 36%
Condom alone (male): 12%
Condom alone (female): 21%
Periodic abstinence: 20%
No methods: 85%

WHO SHOULD NOT TAKE ORAL CONTRACEPTIVES
Cigarette smoking increases the risk of serions cardiovascular side
offects from orsl contraceptive use. This risk increases with age and
with heavy smoking (15 or more cigarsties per day) and is quite
marked in women over 35 years of age. Women who use ora! contra-
ceptives are strongly advised not to smoke.
Some women should not use the pill. For example, you should not take the pill
it ybu are pregnant or think you may be pregnant. You should also not use the
pilt if you have any of the following conditions:
* A history of heart attack or stroke
« Blood clots in the legs (thrombophlebitis), lungs (pulmonary embolism), or

eyes
= A history of blood clots in the deep veins of your legs
¢ Chest pain (angina pectoris)
* Known or suspected breast cancer or cancer of the lining of the uterus,
cervix or vagina
« Unexplained vaginal bleeding (until a diagnosis Is reached by your doctor)
* Yellowing of the whites of the eyes or of the skin (Jaundice) during preg-
nancy or during previous use of the pill
« Liver tumor (benign or cancerous)
* Known or suspected pregnancy
Tell your doctor or clinic if you have ever had any of these conditions. Your doc-
tor or clinic can recommend a safer method of birth control.

OTHER CONSIDERATIONS BEFORE TAKING ORAL CONTRACEPTIVES
Teli your doctor or clinic if you have or have had:

* Breast nodules, fibrocystic disease of the breast, an abnormal breast x-ray

or mammogram

« Diabetes

* Elevated cholestero! or triglycerides

« High blood pressare

» Migraine or other headaches or epilepsy

« Menta! depression -

* Galtbladder, heart or kidney disease

« History of scarty or lregular menstrual periods
Women with any of these conditions should be checked often by their doctor
or clinkc if they choose to use oral contraceptives.
Also, be sure to inform your doctor or clinic if you smoke or are on any med-
lcations.

RISKS OF TAKING ORAL CONTRACEPTIVES

1. Risk of developing blood clots - *

Blood clots and blockage of blood vessels are one of the most serious side
effects of taking oral contraceptives and can cause death or serious disability.
In particular, a clot in one of the legs can cause thrombophlebitis and a clot that
travels to the lungs can cause a sudden t'llocklng of the vessel carrying blood

. . =
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tumors. Thesa benign liver tumors can rupture and cause fatal internal bleed-
ing. In addition, a possible but not definite association has been found with the
pill and liver cancers in two studies, in which a few women who developed
these very rare cancers were found tp have used oral contraceptives for long
periods. However, liver cancers are rare.

S. Cancer of the reproductive organs and breasts

There is conflict among studies regarding breast cancer and oraf contraceptive
use. Soma studies have reported an increase fn the risk of developing breast
cancer, particularly at a younger age. This increased risk appears to be related
to duration of use. The majority of studies have found no overall increase in the
risk of devetoping breast cancer.

Some studies have found an increase In the incldence 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. There is insufficient evidence
to rule out the possibility that pills may cause such cancers.

ESTIMATED RISK OF DEATH FROM A BIRTH CONTROL METHOD OR PREG-
NANCY )

All methods of birth contro! and pregnancy are associated with a risk of devel-
oping certain diseases which may laad to disability or death. An estimate of the
number of deaths associated with ditferent methods of birth contro! and preg-
nancy has been calculated and Is shown in the following table.

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

Method of contro! 1519 20-24 25-29 30-34 35-39 40-M4

and outcome .

No fertility contro! 70 74 981 148 257 282
methods* ‘

Oral contraceptives 03 05 09 19 138 316
non-smoker* *

Oral contraceptives 22 34 68 135 §t1 1172
smoker**

up** ' 08 08 10 10 14 14

Condom* 1.1 16 077 02 03 04

Diaphragm/spermicide* 19 12 1.2 13 22 28

16 1.7 29 36

Periodic abstinence* 25 16 .

* Dsaths are birth reiated
** Deaths are method related

In the preceding table, the risk of death froth any birth control tethod Is less
thari the risk of childbirth, except for oral contraceptive users over the age of
35 who smoke and pill users over the age of 40 even if they do not smoke. It
can be seen in the table that for women aged 15 to 39, the risk of death was
highest with gregnancy (7-26 deaths pgr 100,000 women, dapending on age).
Among pill users who do not smoke, the risk of death was always lower than

- that associated with pregnancy for any age group, although over the age of

40, the risk increases to 32 deaths per 100,000 women, compared to 28 asso-
ciated with pregnancy at that age. However, for pill users who smoke and are

lems. it is Important to continue taking your pills on schedule. If the bieeding
occurs In more than one cycle or lasts for more than a few days, talk to your
dactor or clinic.

2. Contact lenses

I you wear contact lenses and notice a change in vision or an inability to wear
your lenses, contact your doctor or clinic.

3. Fluld retention

Orai contraceptives may cause edema (fluid retention) with swelling of the fin-
gers or ankles and may raise your blood pressure. if you experience fluid reten-
tion, contact your doctor or clinic.

4. Melasma .

A spotty darkening of the skin is possible, particutarly of the face, which may
persist.

5. Other side effects

Other side effects may include nausea and vomiting, change in appeﬂte
headache, nervousness, depression, dizziness, loss of scalp hair, rash, and
vaginaf infections.

If any of these side effects bother you, call your doctor or clinic.

GENERAL PRECAUTIONS

1. Missed periods and use of oral contraceptives before or during early
pregnancy

There may be times when you may not menstruate repularly after you have
completed taking a cycle of pilts. If you have taken your pills regularty and miss
one menstrual period, continue taking your pills for the next cycle but be sure
to intorm your doctor or clinic before doing so. If you have not taken the pills
daily as instructed and missed a menstrual petiod, you may be pregnant. If you
missed two consecutive menstrual periods, you may be pregnant. Check with
your doctor or clinic immediately to determine whether you are pregnant. Do
not continue to take oral contraceptives until you are sure you are not pregnant,
but continue to use another method of contraception.

There is no conclusive evidence that ordl contraceptive use is assoclated with
an increase in birth defects, when taken inadvertently during early pregnancy.
Previously, a few studies had reported that oral contraceptives might be asso-
clated with birth defects, but these findings have not been seen in more recent
studies. Nevertheless, oral contraceptives or any other drugs should not be
used during pregnancy unless clearly necessary and prescribed by your doctor
or clinic. You should check with your doctor or clinic about risks to your
unbom child of any medication taken during pregnancy.

2. While breast feading

It you are breast feeding, consult your doctor or clinic before starting orat con-
traceptives. Some of the drug will be passed on to the child in the milk. A few
adverse effects on the child have been reported, inchuding yellowing of the skin
(jaundice) and breast enlargement. In addition, oral contraceptives may
decrease the amount and quality of your milk. If possible, do not use oral con-
traceptives while breast feeding. You should use another method of contra-
ception since breast feeding provides only partial protection from becoming
pregnant and this partial protection decreases significantly as you breast feed
for longer pericds of time. You should consider starting oral contraceptives
only after you have weaned your child-completely.

P
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3. Laboratory tests
It you are scheduled for any laboratory tests, tell your doctor of clinic you are
. taking birth control pills. Certain blood tests may be affected by birth control
pills.
4. Drug Interactions
Certain drugs may interact with birth control pills to make them less effective
in preventing pregnancy or cause an Increase in breakthrough bleeding. Such
drugs include rifampin, drugs used for epilepsy such as barbiturates (for
example, phenobarbital), anticonvulsants such as carbamazepine (Tegretol is
one brand of this drug), phenytoin (Dilantin is one brand of this drug),
phenylbutazons (Butazolidin is one brand), and possibly certain antibiotics.
You may need to use additional contraception when you take drugs which can
make oral contraceptives less effective.
- 8 Sexually transmitted disaasss

This product (like all oral contraceptives) is intended to prevent pregnancy. It -

does notprotect against transmission of HIV (AIDS) and other sexually trans-
mitted diseases such as chlamydia, genital herpes, genital warts, gonorrhea,
hepatitis B, and syphilis.

HOW TO TAXE THE PILL
IMPORTANT POINTS 10 REMEMBER

BEFORE YOU START TAKING YOUR PILLS:

1. BE SURE TO READ THESE DIRECTIONS:

Before you start taking your pills.

Anytime you are not sure what to do.

THE RIGHT WAY TO TAKE THE PILL IS TO TAKE ONE PILL EVERY DAY AT

THE SAME TIME.

If you miss pills you could get pregnant. This includes starting the pack tate.

The more pills you miss, the more likely you are to get pregnant.

. MANY WOMEN HAVE SPOTTING OR LIGHT BLEEDING, OR MAY FEEL SICK

- TO THEIR STOMACH DURING THE FIRST 1-3 PACKS OF PILLS.

It you fesl sick to your stomach, do not stop taking the pill. The problem will
usually go away. If it doesn't go away, check with your doctor or clinic.

4. MISSING PILLS CAN ALSO CAUSE SPOTTING OR LIGHT BLEEDING, even
when you make up these missed pills. On the days you take 2 pills to make
up for missed pills, you could also feel a little sick to your stomach. .

. IF YOU HAVE VOMITING OR DIARRHEA, for any reason, or IF YOU TAKE
SOME MEDICINES, including some antibiotics, your pills may not work as
wall.

Use a back-up method (such as condoms, foam, or sponge) until you check
with your doctor or clinic.

6. IF YOU HAVE TROUBLE REMEMBERING TQ TAKE THE PILL, talk to your
doctor or clinic about how to maka pill-taking easier or about using another
method of birth control.

7. IF YOU HAVE ANY QUESTIONS OR ARE UNSURE ABQUT THE INFORMA-
TION IN THIS LEAFLET, call your doctor or clinic.

BEFQORE YOU START TAKING YOUR PILLS:
1. DECIDE WHAT TIME OF DAY YOU WANT TO TAKE YOUR PILL. It is impor-
tant to take it at about the sama time every day.
LOOK AT YOUR PILL PACK TO SEE IF IT HAS 21 OR 28 PILLS:
The 21-pill pack has 21 “active” [rose-colored] pills (with hormones) to take
for 3 weeks, followed by 1 week without pills.
The 28-pill pack has 21 “active” [rose-colored] pills (with hormones) to take
for 3 weeks, followed by 1 week of reminder [white] pilis (without hor-
mones).
.ALSOFIND: -

1) where on the pack to start taking the pifts,

2) in what order to take the pills (follow the arrows) and

3) the week numbers printed on the pack.

~
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SUNDAY START:
1. Take the first “active” [rose-colored] pill of the first pack on the Sunday aftes

evan if you are still bleeding. If your period begins on- -

your period stads,

Sunday, start the pack that same day.
2 as a back-up method if you have sex
anytime-érof the Sunday you start your first pack until the next Sunday (7
days). lCondbq foam, or the sponge are good back-up methods of birth
control

WHAT TO 00 DURING THE MONTH:
1. TAKE ONE PILL AT SHE SAME TIME EVERY DAY UNTIL THE PACK I8
EMPTY.

Do not skip pills even if you are spotting or bleeding between monthty peri-
ods or feel sick to your stomach (nausea).
Do not skip pills even if you do not have sex very often.
2. WHEN YOU FINISH A PACK OR SWITCH YOUR BRAND OF PILLS:
21 pillg: Wait 7 days to start the next pack. You will probably have your
period during that week. Be sure that no more than 7 days pass
-between 21-day packs.
28 pills; Start the next pack on the day after your last “reminder” pill. Do
not wait any days between packs.

WHAT TO DO IF YOU MiSS PILLS:

If you MISS8 1 [rose-colored) “active” pill:

1. Take it as soon as you remember. Take the next pill at your reguiar time. This
means you take 2 pitls in 1 day.

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

If you MI8S 2 [rose-colorad] “active” pills in a row in WEEK 1 OR ~

WEEK 2 of your pack:

1. Take 2 pills on the day you remember and 2 pills the next day.”-

2. Then take 1 pill 2 day until you finish the pack. '

3. You MAY BECOME PREGNANT if you have sex in the 7 days after you miss
pills. You MUST use another birth control method (such as condoms, foam,
or sponge) as a back-up method for those 7 days.

If you MISS 2 [rose-cotored].“active” pills in a row in THE 3RD WE&.

1. It you are a Day 1 Starter:

THROW OQUT the rest of the pill pack and start a new pack that same day.
If you are a Sunday Sisrter:

Keap taking 1 pili every day untit Sunday.

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

2. You may not have your period this month but this is expected. However, it
you miss your period 2 months in a row, call your doctor or clinic because
you might be pregnant.

3. You MAY BECOME PREGNANT if you have sex in the 7 days after you miss
pills.

You MUST use another birth control method (such as condoms, foam, or
sponge) as a back-up method for those 7 days.

If you MI88 3 OR MORE [rose-colored) “active” pills in a row (during the first

3 weeks);

. I you are a Day 1 Starter:

THROW OUT the rest of the pill pack and start a new pack that same day.
if you are a Sundsy Starter:

Keep taking 1 pill every day until Sunday.

On Sunday, THROW QUT the rest of the pack and start a naw pack of pills
that same day.

2. You may not have your period this month but this is expected. However, it
you miss your period 2 months in a row, call your doctor or clinic because
you might bs pregnant.

3. You MAY BECOME PREGNANT if you have sex in the 7 days after you miss
pills.

You MUST use another birth control method (such as condoms, foam, or
sponge) as a back-up method for those 7 days.

-
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4. BE SURE YOU HAVE READY AT ALL TIMES:
ANOTHER KIND OF BIRTH CONTROL (such as condoms, foam, or sponqe)
to use as a back-up In case you miss pills.
AN EXTRA, FULL PILL PACK..

WHEN TO START THE EIRST PACK OF PILLS:
You have a choice of which day to start taking your first pack of pilts. Decide
with your doctor or clinic which is ths best day for you. Pick a time of day

" which will be easy to remember.

DAY 1 START::

1. Pick the day label strip mat starts with tha first day ot your period (this is
the day you start bieeding or spotting, even if it is almost midnight when the
bleeding begins.) -

2. Place this day label strip in the cycle tablet dispenser over the area mat has
the days of the week (starting with Sunday) printed on the blister card.

Pick Correct Day Label [THU FRI SAT SUN MON TUE WED)

label here.

Pesl eind p

Note: If tha first day of your period Is a Sunday, you can skip steps #1 and #2.
3. Take the first “acti_ve" frose-colored] pill of the first pack during the first 24

hours of your peried. .
4. You will not need to use a back-up method of birth control, since you are
starting the pill at the beginning of your period.

A REMINDER FOR THOSE ON 28 DAY PACKS:

1t you forget any of the 7 {white} “reminder” pills in Week 4:
THROW AWAY the pills you missed.

Keep taking 1 pill each day until the pack is empty.

You do not need a back-up method.

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

Use a BACK-UP METHOD anytime you have sex.

KEEP TAKING ONE {rose-colored] “ACTIVE™ PILL EACH DAY until you can
reach your doctor or clinic.

PREGNANCY DUE TO PILL FAILURE

The incidence of pill failure resulting in pregnancy is approximately one per-
cent (i.e., one pregnancy per 100 women per year) if taken every day as direct-
ad, but more typical failure rates are about 3%. it failure does occur, the risk
to the fetus is minimal.

PREGNANCY. AFTER STOPPING THE PILL

There may be soma delay in becoming pregnant after you stop using oral con-
traceptives, especially if you had irregular menstrual cycles before you used
oral contraceptives. It may be advisable to pestpone conception until you begin
menstruating regularty once you have stopped taking the pill and dasire preg-
nancy.

There doas not appear to be any increase in birth defects in newborn babies
when pregnancy occurs soon after stopping the pill.

. OVERDOSAGE

Serious ill effects.have not been reported following ingestion of large doses of
oral contraceptives by young children. Overdosage may cause nausea and .
withdrawal bleeding in females. in case of overdosage, contact your doctor,
clinic or pharmacist.

OTHER INFORMATION

Your doctor or clinic will take a medical and family history before prescribing
oral contraceptives and will examine you. The physical examination may be
delayed to another time if you request it and your doctor or clinic belisves that -
it is a good medical practice to postpone it. You should be reexamined at least.

of any of the conditions listed previously in this leaflet. Be sure to keep all
appointments with your doctor or ctinic because this is a time to determine if
there are early signs of side effects of oral contraceptive use.

Do not use the drug for any condition other than the one for which it was pre-
scribed. This drug has been prescribed specifically for you; do not give it to
others who may want birth control pills.

HEALTH BENEFITS FROM ORAL CONTRACEPTIVES

In addition to preventing pregnancy, use of combination oral comraceptivas

may provide certain benefits. They are:

 menstrual cycles may become maore regular

* biood flow during menstruation may be lighter and less iron may be lost.
Therefore, anemia due to iron deficiency is less likely to occur.

-

once a year. Be sure to inform your doctor or clinic if there is a family history -
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« pain or other symptoms durino menstmaﬂon may be encountered lass fre-

- quently. =
~getopie (tubab)’pmonancy may ooeur tess frequently,

* noncancerous cysts or lumps in the breast may occur less frequentty.
« acute pelvic Inflammatory disease may occur less frequantly.

. oral contraceptive use may provide Some pratection against developing two

forms of cancer: cancer of the ovaries and cancer of the lining of the uterus.

it you want mare.irformation about birth control piils, ask your doctor, clinic
or pharmacist. They have a more technical leaflet called the .Professionat

", Labeling; which you may wish to read.. The Professional Labeling-is- aisg-qub-
+ - lished in 8 .beok entitied. Physicians’ Dwkﬁatarmavaﬂabla krmanybook
“" stores and public braries. : NS ; . .
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THIS PRODUCT (LIKE ALL ORAL CONTRA
"PREVENT PREGMANCY. IT DOES. NOT PROTECT AGAINST MY

5 INTENDED 10
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