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TABLE I: PERCENTAGE OF WOMEN EXPERIENCING AN UNINTENDED
‘N PREGNANCY DURING THE FIRST YEAR OF USE OF A CONTRACEPTIVE
® | METHOD
LO/OVRAIP28 o T
- Levonorgestre! implants | 005 | 005
Ta bl ets Male sterilization 01 | 015
Female sterflization ‘ 05 | 05
(NORGESTREL AND ETHINYL ESTRA- Dieo-tg!r]tlwera t ““ _
DIOL TABLETS) Dol L
Paﬂents shou!d h.e counse'ed 'l'_hat this _“
Froduct does not protect against HIV _ Combined | 01 ] NA
nfection (AIDS) and other sexually trans- | Progestinenly | 05 | NA
okt mitted diseases. ‘o 1 1
2 vt LOG _ Progeslerone
21 white LOJOVRAL tablets, each containing 0.3 mg of norgestre! Progesterane 15 ] 20
(d/-13-beta-ethyl-17-alpha-ethinyl-17-beta- Ydroxy(ion-fl-en-s-one). a Copper T 380A — 06 | 08
totally synthetic gro estogan, and 0.03 mg o elhil‘? estradio! (19-nor- Condom (male) withoutspermicide | 3 | 14
17a-pregna-1,3, S 0)-trien-20-yne-3,17-diol), and 7 pink inert tablets. Female} without spermicide 5 | 2
The inactive ingredients present are cellulose, D&C Red 30, lactoss, ~Cevicalcap || |
magnesium stearate, and polacrilin potassium. ,
- __ Nulliparouswomen | 9 | 20
o “Paouswomen | % [ 40
- Vagnatsponge | |
= Nulliparous women 9 | 20
" Paouswomen |20 | a0
spermicidal cream or jell
Spermicides alons
Norgestre! Ethinyl Estradiol foam, crams. s, nd vgnal -n
: suppositories
Clinical Pharmacology — :
Combination oral contraceptives act by suppression 6f gonadotropins. Periodic abstinence (all methods 19 [ 25
A!tnouq]h the primary e g ?ﬁis aggon I8 Inttibition of ovile: Withdrawd | 4 | 19
tion, other atierations includs changes in the cervical mucus (which No contraception (plannedpregnancy) | 8 | 85 |
increase the difficuity of sperm entry into the uterus) and the endome- _
trium (which reduce the likelihood of implantation). NA - not avaiiable _ _
*Depending on method {calendar, cvulation, symptothermal, post-ovulation)

Indications and Usage
Oral contraceptives are indicated for the prevention of pregnan ﬁ?“ﬂ;’:’m“m'}“gﬁﬂ Contraceptive Technology: 17th Revised Edition. Y,

in
women who elect to use this product as a method of contracep?on.

Oral contraceptives are highly effective. Tabla | lists the typical acciden- Contraindications

tal pregnancy rates for users of combination oral contraceptives and Oral contraceptives should not be used in women with any of ths fol-
other methods of contraception. The eflicacy of these contraceptive lowing conditions:

methods, except sterilization and the (UD, depends upon the reliability Thrombophlebitis or thromboembelic disorders.

with which they are used. Correct and consistent use of methods-can A past history of desp-vein thrombophlebitis or thremboembolic
result in lower failure rates. disorders.

Cerebral-vascular or coronary-artery diseass.

Known or suspected carcinoma of the breast.

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

Undiagnosed abnormal genital bieading.

Chotastatic jaundice of pregnancy or jaundice with prior pill use.
Hepatic adenomas or carcinomas.

Known or suspacted pregnancy.

Warnings

Cigarette smoking increases the risk of serlous cardio-
vascular side effects from oral-contraceptive use. This
risk Increases with age and with heavy smoking (15 or
more cigarettes per day) and is quite marked in women
over 35 years of ago. Women who use oral contracep-
tives should be strongly advised not to smoke.

Thea use of oral contraceptives is associated with increased risks of sev-
eral serlous conditions Including myocardial infarction, thromboem-
bolism, stroke, hepatic neoplasia, gallbladder disease, and hyperten-
sion, although the risk of serious morbidity or mortality is very small in
healthy women without underlying risk factors. The risk of morbidity
and mortality increases significantly in the ipras.eru:e of other underlying
aiislg latctors such as hypertension, hyperlipidemias, obesity, and

abetes.

Practitioners prescribing oral contraceptives should be familiar with the
following information relating to these risks.

The information contained in this package insert is based principally on

studies carried out in patients who used oral contraceptivas with higher

formulations of estrogens and progestogens than those in common use

today. The effect of long-term use of the oral contraceptives with lower

Lorlmulz-iltlggs of both estrogans and progestogens remains to be
etermined.

Throughout this labeling, epidemiological studies reported are of two
types: retrospective or case control studies and prospective or cohort
studies. Case control studies provide a measure of the relative risk of
disease, namely, a ratio of the incidence of a disease among oral-
contraceptive users to that among nonusers. The relative risk does not

rovide information on the actual clinical occurrence of a disease.

hort studies provide a measure of attributable risk, which is the dif-

ference In the incidance of dissase bstween oral-contraceptive users
and nonusers. The attributable risk does provide information about the
actual occurrence of a disease in the population. For further informa-
tion, the reader is referred to a text on epidemiological methods.

1. THROMBOEMBOLIC DISORDERS AND OTHER VASCULAR PROBLEMS

a. Myocardial infarction

An increased risk of myocardial infarction has been attributed to oral-
contraceptive use. This risk is primarily in smokers or vomen with
other undarlying risk factors for coronary-artery disease such as hyper-
tenslon, hmam olestsrolemia, morbid obesity, and diabetes. The rela-
tive risk of heart attack for current oral-contraceptive users has been
gstimated to be two to six, The risk is very low undear the ags of 30.

Smoking in combination with oral-contraceptive use has been shown to
contribute substantially to the incidence of myocardial infarctions in
women in thelr mid-thirties or older with smoking accounting for the
majority of excess cases. Mortality rates associated with circulatory dis-
ease have bean sifown to increase substantlaIIY in smokers over the age
of 35 and nonsmokers over the age of 40 (Table 1l) among women who
use oral contraceptives.

CIRCULATORY DISEASE MORTALITY RATES PER 100,000 WOMAN
YEARS BY AGE, SMOKING STATUS AND ORAL-CONTRAGEPTIVE USE

w EVER-USERS CONTROLS
A

(NONSMOXERS) (NONSMOXERS)
EVER-USERS Ny CONTROLS
(SMOXERS) NN (SMOKERS)

200

150

100

Z
é
7
/
7
é

-
N\ XX
770N R DORN
1524 2534 35-44 45-
AGE

Oral contracegtives may compotind the effects of well-known risk fac-
tors, such as hypertension, diabetes, hyperiipldemias, age, and obasity.
In particular, some progestogens are known to decrease HDL ckoles-
terol and cause glucose intolerance, while estrogens may creats a state
of hy[[)erinsullnlsm. Oral contraceptives have bean shown 1o increase
blood pressure among users (see section 9 In “Warnings”). Similar
effects on risk factors have been assoclated with an increased risk of
heart disease. Oral contraceptives must be used with caution in women
with cardiovascular disease risk factors.

b. Thromboembolism _ _
An increased risk of thromboembolic and thrombotic disease associat-
ed with the use of oral contraceptives is we!l established. Case control
studies have found the relative risk of users compared to nonusers to
be 3 for the first episode aof superticial venous thrombaosis, 4 to 11 for
daep-vein thrombosis or pulmgnary embolism, and 1.5 to 6 for women
with predispos!ng conditions for venous thromboembolic disease.
Cohort studies have shown the relative risk to be somewnat lower,
about 3 for new cases and about 4.5 for new cases requiring hospital-
jzation. The risk of thromboembolic disease due to oral contraceptives
is not related to length of use and disappears after pill use is stopped.

A two- to four-fold increase in relative risk of postoperative throm-
boembeolic complications has been reported with the use of oral contra-
ceptives. The relative risk of venous thrombosis in women who have
predisilmsin? conditions is twice that of women without such medical
conditions. If feasible, oral contraceptives shou!d be discontinued at
least four weeks prior to and for two weeks after elective surgery of a



type assoclated with an increase in risk of thromboembolism and dur-
ing and following prolonged immobilization. Since the Immediata post-
rtum paried is also associated with an increased risk of thromboem-
olism, oral contraceptives should be started no earlier than four to six
weeks after delivery in women who elect not to breast-faed, ora
midirimester pregnancy termination.

c. Gerebrovascular disoases

Ora! contraceplives havs besn shown to increass both the relative and

attributable risks of cerebrovascular events f(thrombotic and hemor-

rgggic strokes), althouglh. In general, the risk is greatest among older

ars), hypertensive women who also smoke. Hypertension was

ound to be a risk factor for both users and nonusers, for both tygas of

s}rotas. while smoking interacted to increase the risk for hemorrhagic

strokes,

In a large studg. the relative risk of thrombotic strokes has bsen shown
to range from 3 for normoteansive users to 14 for users with severe
hy;ertenslon. The relative risk of hemorrhagic stroke is reported to ba
1.2 for nonsmokers who used oral contraceptives, 2.6 for smokers who
did not use oral contraceptives, 7.6 for smokers who used oral contra-
ceptivas, 1.8 for normotensive users, and 25.7 for users with severe
hypertension. The attributable risk is also greater in oldsr women.

d. Dose-related risk of vascular disease from oral contraceptives

A positive association has been observed between the amount of estro-
gen and J)ro astogen in oral contraceptives and the risk of vascular dis-
gase. A decling in serum high-density fipsproteins (HDL) has been
reported with many ﬂrogastational agents. A decling In serum high-
density lipoproteins has baen associated with an increased incidence of
Ischemic heart disease. Because estrngans increase HDL cholastergl,
the net effect of an ora! contraceptive depsnds on a balance achieved
between doses of estragen and progestogen and the nature and
absolute amount of progestogen used in the contraceptive. The amount
of both hormonas should be considared in the choice ¢f an oral
contraceptiva.

Minimizing exposure to estrogen and progestogen is in kegping with -
good principles of therapeutics. Far any particular estrogen!progesto-
gen combination, the dosage regimen prescribed should be one which
contains the least amount of estrogen and progestogen that is compati-
ble with a low failure rate and the needs of the individua) patient. Naw
acceptors of oral-contraceptive agents should be started on prepara-
tions containing less than 50 meg of estrogen.

8. Persistence of risk of vascular disease

There are two studies which have shown persistence of risk of vascular
disease for ever-users of oral contraceptives. In a study in ths United
States, the risk of develop!n? myocardia! infarction afler discontinuing
oral contraceptives parsists for at lgast 9 years for women 40 to 49
rears who had used oral contraceptives for five or more years, but this
ncreased risk was not demonstrated in other age groups. In another
study [n Great Britain, the risk of developing cerebrovascular disease
persisted for at least 6 years after discontinuation of ora! contracep-
tives, although excaess risk was ve7 small. Howaver, both studies were
performed with oral-contraceptive formulations containing 50 micro-
grams or higher of estrogens.

2. ESTIMATES OF MORTALITY FROM CONTRACEPTIVE USE

Ons study gathered data from a variety of sources which havs estimat-
ed the mortality rate associated with different methods of contraception
at different ages (Table Ill). These estimates includs the combined risk
of death associated with contraceptive methods plus the risk attribut-
able to pregnancy In the event of method failure. Each method of con-
tracention has its specific benefits and risks. The study concludsd that
with the axcef)t!on of oral-contraceptive users 35 and oldar who smoke
and 40 and older who do not smoke, mortality assoclated with all meth-
ods of birth control is less than that associated with childbirth. The
observation of a possible increase in risk of mortality with age for oral-
contraceplive users is based on data gathered in the 1970's~—but not
reported until 1983. However, current clinical practice involves the use
of lower estrogen dose formulations combined with carsfu) rastriction
of oral-contraceptive use to women who do not have the various risk
factors listed in this labeling.

Bacause of these changes in practice and, also, because of some limit-
ed new data which suggast that the risk of cardiovascular disease with
the use of oral contraceptives may now be less than previously
observed, the Fertility and Maternal Health Drugs Advisory Committee
was asked to review the topic in 1989. The Committee concluded that
a!thuuqh cardiovascular-disease risks may ba increased with oral-con-
traceptive use after age 40 in healthy nonsmoking women {evan with
the newer lov-dose formulaﬂnnsl). there are greater potential health
risks assoclated with pregnancy In older woman and with the alternative
surglcal and medical procedures which may be necessary If such
women do not have access to effective and acceptable means of
contraception.

Therefore, the Committes recommended that the bensfits of oral-
contraceptive use by healthy nonsmoking women over 40 may out-
weigh the possible risks. Of course, older women, as al} women who
take oral contraceptives, should take the lowest possible dose formula-
tion that is effective.

TABLE IlI—ANNUAL NUMBER OF BIRTH-RELATED OR METHOD-
RELATED DEATHS ASSGCIATED WITH CONTROL OF FERTILITY PER
100,000 NONSTERILE WOMEN, BY FERTILITY-CONTROL METHOD
AND ACCORDING TO AGE

Method of contro) 15-19 20-24 25-29 30-34 35-39 40-44
- and outcome

No fertility- 70 74 91 148 25.7 282
control methods*

Oral contraceptives 03 05 09 19 138 316
nonsmoker**

Oral contraceptives 22 34 66 135 511 117.2
smoker**

1151 68 08 10 10 14 14
Condom"® t1 16 07 02 03 04
Diaphragm/ : 19 12 12 13 22 28
spermicide” |

Periodic abstinence* 29 16 16 17 29 36
*Daaths are birth related

**Deaths are method related

Adapted from H.W. Ory, Family Pianning Perspectives, 15:57-63, 1983.
3. GARCINOMA OF THE REPRODUCTIVE ORGANS

Numerous epldemiological studies have been pariormed on the inci-
dence of breast, endometrial, ovarian, and cervical cancer in women
using oral contraceptives. The overwhelming evidence in the literature
suggests that uss of oral contrace Is not associated with an
increase in thg risk of developing breast cancer, regardlass of the age
and parity of first use or with most of the marketed brands and doses.
The Cancer and Sterold Hormone $CASH) study also showed no [atent
effect on ths risk of breast cancer for at least a decads following long-
term use. A few studies have shown a slightly increased relative risk of
deva!ofin breast cancer, although the methodology of thess studies,
which included ditisrences in examination of users and nonusers and
differences in aga at start of use, has been questioned.

Some studies suggast that oral-contraceptive use has been associated
with an increase [n the risk of cervical intraepithea) neoplasia in some
populations of women, However, there continues to be controversy
about the extent to which such findings may be dua to diffsrences in
sexual behavior and other factors.

In spite of many studies of the relationship between oral-contraceptive
uss and breast and cervical cancers, a cause-and-effect relationship has
not been establishad.

4. HEPATIC NEQPLASIA

Benign hepatic adenomas are associated with oral-contraceptiva use,
although the incidence of benign tumors is rare in the United States.
Indirect calculations have estimated the attributable risk to be in the
range of 3.3 cases/100,000 for users, a risk that increases after four or

more years of use. Rupture of rare, benign, hepatic adenomas may
cause death through intra-abdominal hemorrhags.

Studiss from Britain havs shown an increased risk of develt;{:ing hepa-
tocellular carcinoma [n long-term (>8 years) oral-contraceptive users.

However, these cancers are extremely rare in the U.S., and the attribut-
able risk (the excess incidence) of liver cancers in oral-contraceptive
users approaches less than one per million users.

9. OCULAR LESIONS

There have been clinical case reports of retinal thrombosis associated
with the use of oral contraceptives. Oral contraceptives should be dis-
continued if there is unexplained partial or complete loss of vision;
onset of proptosis or diplopia; papilledema; or retinal vascular lesions.
f-ppm Irltatle diagnostic and therapeutic measures should be undertaken
mmaediataly. .

6. ORAL-CONTRACEPTIVE USE BEFORE OR DURING EARLY PREGNANCY
Extensive epldemiological studies have revealaed no Increased risk of
biith defects in women who have used oral contraceptives prior to
pregnancy. Studles also do not suggest a teratogenic effect, particula
insofar as cardiac anomalies and limb-reduction defects are concemed
when taken inadvartently during early pregnancy.

The administration of oral contraceptives to induce withdrawal bleedin
should not be used as a test for pregnancy. Oral contraceptives shou!
not be used during pregnancy to treat threatened or habitual abortion.

It is recommended that for any patient who has missed two consesutive
periods, pre;inancy should be ruled out before continuing oral-contra-
ceplive use. If the patient has not adhered to the prescribed scheduls,
the possibility of pregnancy should be considered at the time of the first
missed period. Oral-contraceptive use should be discontinued if preg-
nancy is confirmed.

7. GALLBLADDER DISEASE _
Earlier studies have reported an increased lifetime relative risk of gall-
bladder surgery In users of oral contraceptives and estrogens. More
recent studies, howsver, have shown that the relative risk of developing
allbladder disease among oral-conhacegeﬂva users may be minima!.
recent findings of minimal risk m related to the use of oral-
confraceptive formulations containing lower hormonal doses of estro-

gens and progestogens.

8. GARBOHYDRATE AND LIPID METABOLIC EFFECTS
Oral contraceptives have been shown to cause glucose intolerance In a
significant percentags of users. Oral contraceptives contaln!n? qreatar
than 75 micrograms of estrogens cause hyperinsulinism, while lower
doses of estrogen cause less glucose Intolerance. Progastogens
increase insulin secretion and creats insulin resistance, this effect vary-
ing with different progastational agents. However, in the nondiabetic
woman, oral contraceptives appear to hava no sffect on fasting blood
lucose. Because of thess demonstrated effects, prediabetic and diabet-
¢ women should be carefully observed while taking oral contraceptivas.

A small proportion of women will have psrsistent hypertriglyceridemia
while on the pill. As discussed earlier (see “Wamings,"” 1a. and 1d.),
changss in serum tﬂ?vlgcerldes and lipoprolein levels have bsen report-
ed in oral-contraceptive users.

9. ELEVATED BLOOD PRESSURE

An increase In blood Rressure has been reported in womsn taking oral
contraceptives, and this increass is more | kal?r in older gral-contracep-
tive users and with continued use. Data from the Royal College of
General Practitioners and subsequent randomized trials have shown
that the incidence of hypertension increases with increasing quantities
of progestogens.

Women with a history of hypartension or hypsrtension-related diseases,
or renal disease, should be encouraged to use another msthod of con-
traception. If womean with hypertansion elect to use gral contraceptives,
they should be monitored ciosely, and if significant elevation of blood
pressure occurs, oral contraceptives should be discontinued. For most
women, elevated blood pressure will retum to normal after stopping
oral contraceptives, and there Is no diffsrence in the occurrence of
hypertension among ever- and never-users.

10. HEADACHE

The onset or exacerbation of migraine or development of headache with
a new pattem that is recurrent, persistent, or ssvere requires discontin-
uation of oral contraceptives and evaluation of the cause.

* 11. BLEEDING JRREGULARITIES

Breakthrough bleeding and spotting are sometimes encountsred in
patients on oral contraceptives, espscially during the first three months
of use. The type and dose of progestogen may bs important.
Nonhormonal causas should ba considered and adaquats diagnostic
measures taken to rule out malignancy or pre%nancy in the event of
breakthrough bleading, as in the case of any abnormal vagina! bleeding.
[f pathology has been excluded, time or a change to another formula-
tion may solve the Pmb!em. In the event of amenorrhea, pregnancy
should be ruled out. -

Some woman may encounter post-pill amensrrhea or cliggmengrrhea,
especially when such a condition was preexistent.

Precautions

Patients should be counseled that this product does not
protect against HIV infection (AIDS) and other sexually
transmitted diseases.

1. PHYSICAL EXAMINATION AND FOLLOW-UP

A periodic history and physical examination is appropriate for al|
women, including women using oral contraceptives. The physical
examination, however, may be deferred until after Initiation of oral con-
traceptives if requested by the woman and judged appropriate by the
clinician. The physical examination should include special reference to
blood pressure, breasts, abdomen and ?e!vic organs, including cervical
cytology, and relevant laboratory tests. In case of undiagnosed, persis-
tent or recurrent abnonmal vaginal bleeding, appropriate measures
should be conducted to rule out malignancy. Women with a strong fam-
ily history of breast cancer or who have breast nodulas should be moni-
tored with particular care.

2. LIPiD DISORDERS
Women who are being treated for hyperlipidemias should be foliowed
closely if they elect to use oral contraceptives. Seme progestogens may

- elevate LDL levels and may render the contro! of hypsriipidemias more

difficull. (Ses “Wamnings,” 1d.)

3. LIVER FUNCTION

If jJaundice develot?s In a? woman receiving such drugs, the madication
should ba discontinued. Steroid hormones may bs poorty mstabolized
in patients with impaired liver function.

4. FLUID RETENTION

Oral contraceptives cause some degres of fluid retention. They
should be prescribed with caution, and only with careful monitoring, in
patients with conditions which might be aggravated by fluid retention.

5. EMOTIONAL DISORDERS

Patients becoming significantly depressed while taking oral contracep-
tives should stop the medication and use an altarnate mathod of centra-
ception in an attempt to determine whether the symptom is drug relat-
ed. Women with a history of dapression should be carefully chserved
and the drug discontinued if depression recurs to a serious degres.

6. CONTACT LENSES
Contact-lens wearers who develop visua! changes or changes in lans

tolerance should be assessad by an ophthalmologist.

7. DRUG INTERAGTIONS

Reduced efficacy and increased incidence of breakthrough blseding and
menstrual irregularities have been associated with concomitant use of
rﬂamg.i'n. A similar association, though less marked, has been sugq .
ed with barbiturates, phenylbutazone, phenyltoin sodium, and possibly
with griseofulvin, ampicillin, and tetracyclines.

8. INTERACTIONS WITH LABORATORY TESTS
Gertain endocrine- and liver-function tests and blood components may

be affected by ora! cantraceplives:

a. Increased prothrombin and factors Vil, VIN, IX, and X: decreased
antithrombin 3; increased norepinephrine-induced platelet aggregabiiity.

b. Increased thyroid-binding globulin (TBG) leading to increased circulat-
ing total thyroid hormons, as measured by protein-bound iodine (PBI), T4
by column or by radioimmunoassay. Free T3 resin uptake is decreased,
reflecting the elevated TBG; free T4 concentration is unattered.

c. Other binding protsins may bs elevated in serum.

d. Sex-binding globulins ars increased and result in elevated levels of
total circulating sex steroids and corticolds; however, free or biological-
ly active levels remain unchanged.

e. Triglycerides may be increased.
f. Glucoss tolerance may bs daecreased.
g. Serum folate levels may be depressed by oral-contraceptive therapy.

This may be of clinica! significance if a woman becomes pregnant
shortly after discontinuing oral cantraceptives.

9. CARCINOGENES!S
See “Warnings” section.

10. PREGNANCY
Pregnancy Category X. See “Contraindications™ and “Warnings"
sections.

11. NURS!NG MOTHERS

Small amounts of ora!-oontracerﬁva sterolds have been identified in the
milk of nursing mothers, and a few adverse effects on the child have
besn reported, including jaundice and breast enlargement. In addition,
orzl contrac?ﬂves iven in the postpartum l:ariud may interfers vith
lactation by decreasing the quantity and quality of breast milk. If possi-
ble, the nursing mother should ba advised not to use oral contracap-

tives but to use other forms of contraception until she has complstely
weaned her child.

12. PEDIATRIC USE

Safely and efficacy of Lo/Ovral® have baen established in women of

reproductive age. Safsty and efficacy are expected to be the same for

ﬂastpubertal adolescents under the age of 16 and users 16 and older.
sa of this product before menarche is not indicated.

INFORMATION FOR THE PATIENT
See Patien? Labeling Printed Balow.

Adverse Reactions

An increased risk of the following serious adverse reactions has been
associated with the usa of oral contraceptives (see “Warnings” section):
Thrombgphlebitis.

Arterial thromboembolism.

Pulmonary embolism.

Myocardial infarction.

Gerebral hemorrhage.

Cerebral thrombosts.

Hypertension.
Galibladder disease.

Hepatic adenomas or benign liver tumors.

There is evidence of an association between the following conditions
and the use of oral contraceplives, atthough additional confirmatory
studies are needed:

Mesenteric thrombosis.
Retinal thrombosis.

The following adverse reactions have been reported in patients receiv-
Ing oral contraceplives and are believed to be drug related:

Nausea.

Vomiting.

Gastrointsstinal symptoms (such as abdominal cramps and bloating).

Breakthrough bleeding.

Sﬁuttinq .

Change in menstrual flow.

Amenorrhea. |

Egmporary infertility after discontinuation of treatment.
ema.

Melasma which may persist.

Breast changes. tendamaess, enlargement, secretion.

Change in weight (increase or decrease).

Change in cervical erosion and secretion.

Diminution in lactation when given immediately postpartum.

Cholestatic jaundice.

Migraine.

Rash (allergic).

Mental depression.

Reduced tolerance to carbohydrates.

Vaginal candidiasis.

Change in comeal curvature (steepening).

Intolerance to contact lsnses.

The following adverse reactions have been reported in users of oral
mfrllntgcepﬂves. and the association has been neither confirmed nor
refuted:
Congenital angmalies.
Premenstrual syndrome.
Cataracts.
Optic neuritis.
Changes in appstite.
stitis-like syndrome.

gadache.
Nervousness.
Dizzingss.
Hirsutism.
Loss of scalp hair.
Erythema multiforms.
Erythema nodosum.
Hemaorrhagic eruption.
Vaginitis.
Porphyria.
impaired renal function.
Hemolytic uremic syndrome.
Budd-Chiari syndroms.
Acne.
Changes in libido.
Colitis.
Sickig-cell dissass.
Gerebral-vascular disease with mitral valve prolanse.
Lupus-like syndromes.

Overdosage

Serious il etfects have not been reported following acute ingestion of
large doses of oral coniracepﬂvesﬂ% young children. Overdosage may
cause nausea, and withdrawal blesding may occur in females.

Noncontraceptive Health Benefits

The foliowing noncontraceptive health benefits related to the use of oral
contraceptivas are supported by epidemiclogical studies which largsly
utilized oral-contraceptivs formulations containing doses exceeding
0.035 mg of ethinyi estradio! or 0.05 mp of mestrane!.

Etfects on menses:

Increased menstrual cycls regularltg.

Decreased blood loss and decreased incidence of iron-deficiency anemia.
Decreased incldence of dysmenorrhea.

Effects related to inhibition of ovutation;
Decreased incidence of functional ovarian cysts.
Decreased incidence of ectopic pregnancies.

Effects from long-term uss:

Eacmsed incidence of fibroadenomas and fibrocystic disease of the
Decreased incidence of acute pelvic inflammatory disease.
Decreased incidence of endometriaf cancer.

Decreased incidsnce of ovarian cancer.

Dosa?a and Administration
To achieve maximum contraceptive effectiveness, LO/OVRAL-28 must
be taken exactly as directed and at intervals not exceeding 24 hours.

The dosage of LO/OVRAL-28 is one white tablet daily for 21 consecu-

7



tive days, followed bg one cglnk inert tablet daily for 7 consecutive days,
according to prescribed scnedula. It is recommended that tablets be

::ae]:jel? at the same time each day, preferably after the evening meal or at
me.

During the first cycle of medication, the patient is instructed to bagin
takin? LO/OVRAL®-28 on the first Sunday after the onset of menstrua-
tion. If menstruation begins on a Sunday, the first tablat.(whltez Is taken
that day. One white tablet should be taken daily for 21 consecutive days
followed by one pirk inert tablet daily for 7 consecutive days.
Withdrawal bleeding should usually occur within three days following
discontinuation of white tablets. During the first cycle, contraceptive
reliance should not be placed on LO/OVRAL-28 until a white tablat has
been taken daily for 7 consecutive days. The possibility of ovulation and
conception prior to initiation of medication should be considered.

The patient begins her next and a!l subsequent 28-day coursss of
tablets on the same day of the week (Sunday) on which she began her
first course, following the same schedule: 21 days an white tablets—

7 days on pink inert tablets. If in any cycle the patient starts tablels later
than the proper day, she should protect herself by using another
method of birth contro! until she has taken a white tablet daily for

7 consecutive days.

If spotting or breakthrough bleeding occurs, the patient is instructed to
continue on the sama regimen. This type of bleeding is usually transient
and without significance; however, if the bleeding is persistent o:iﬁro-
fonged, the patient Is advised to consult her physician. Atthough the
occurrence of pregnancy is highly unlikely if LO/OVRAL-28 is taken
according to directions, if withdrawal bleeding does not occur, the pos-
sibllity of pregnancy must ba considered. If the patient has not adhsred
to the prescribed schadule {missed one or more tablists or started tak-
ing them on a day later than she should have), the probability of [Preg-
nancy should be considered at the time of the first missed period and
appropriate diagnostic measures taken before the medication is
resumed. If the patient has adhered to the prescribed regimen and
misses two consecutive periods, pregnancy should be suled out before
continuing the contraceptive regimen.

For additional patient instructions regarding missed pills, see the
“WHAT TO DO IF YOU MISS PILLS" section in the DETAILED
PATIENT LABELING below.

Any time the patient misses two or more white tablets, she should also
use another method of contraception until she has taken a whits tablet
dally for seven consecutive days. If the patient misses one or more pink
tablets, she is still protected against pregnancy provided shs begins
taking white tablets again on the proper day.

If breakthrough bleeding occurs following missed white tablets, it wiil
usually be transient and of no consaquence. While there is litlls likeli-
hood of ovulation occurring if only one or two whita tablets are missed,
the possibllity of ovulation Increases with each successive day that
scheduled whnite tablets are missed.

in the nonlactating mother, LO/OVRAL-28 may be initiated postpartum,
for contraception. When the tablets are administered in the postpartum
period, the increased risk of thromboembolic disease associated with
the postpartum period must be considered (see “Contraindications,”
_warnings,” and "Precautions” conceming thromboembolic disease). It
IS to be noted that early resumption of ovulation may occur if Parlodgl®

(bromocripting mesylate) has been used for the prevention of lactation.

How %ﬁffﬂed

LO/OV -28 Tablets (0.3 mg norgastre! and 0.03 mg ethiny! estra-
diol) are available in packages of 6 PILPAK® dispensers, each contain-
ing 28 tablets as follows:

2 rlz»d ac%ige tablets, NDC 0008-0078, white, round tablet marked “WYETH"
and “78".

7 iger‘} 3lgt:nlats.. NDC 0008-04886, pink, round tablet marked “WYETH"

and “485".

Store at room temperature, approx. 25°C { 77°F).
References avallable upon request.

Brief Summary Patient Package Insert

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

Oral contraceptives, also known as “birth-contro! pills™ or “the pill," are
taken to prevent pregnnancy. and when taken correctly, have a fallure
rate of less than 1.0% per year when used without missing any pills.
The typical failure rats of large numbers of pill users is less than 3.0%
per year when women who miss pills are included. For most woman
0ral contraceptives are also free of serious or unpleasant side effects.
However, forgetting to take pills considerably increases the chances of
pregnancy.

For the majonity of women, oral contraceptives can be taken safely. But
there are some women who are at high risk of developing certaln seri-
ous diseases that can be life-threatening or may cause temporary or
permanant disability or death. The risks associated with taking orat
contraceplives increase significantly if you:

e Smoke.
* have high blood pressure, diabetes, high cholesterol.

» have or have had clotting disorders, heart attack, stroke, angina pec-
toris, cancer of the breast or sex organs, jaundice, or malignant or
banign liver tumors.

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

Clgarette smoking increases the risk of serious adverse
effects on the heart and blood vessels from oral-con-
traceptive use. This risk increases with age and with
heavy smoking (15 or more cigarettes per day) and is
quite marked in women over 35 years of age. Women
who use oral contraceptives should not smoke.

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

The serious side effects of the pill occur very infrequently, especially if
you are in good health and do not smoke. However, you should know
that the following madical conditions have been associated with or
made worse by the pill;

1. Biood clots in the legs (thrombophishitis), Iun?s (pulmona
embolism), stoppage or rupture of a blood vessel in the braln%tmko’;.
blockage of blood vessels [n the heart (heart attack and angina pectoris)
or other organs of ths 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 severs bleeding. A possi-
bie but not definite association has been found with the pill and liver
cancer. However, liver cancers are extremely rare. The chance of deve-
loping liver cancer from using the pill is thus even rarer.

3. High blood pressuras, aithough blood pressure usually returns to nor-
mal when tha pill is stopped.

The symptoms associated with these serious side effects are discussed
in the detailed leaflet given to you with your supply of pilis. Noct;? Jnm
doctor or health-care provider if you notice any unusual ?hysl istur-
bances while taking the pill. In addition, drugs such as rifampin, as well
as some anticonvulsants and some antiblotics, may decrease oral-
contraceptive effectiveness.

Studies to dats of woman taking the pill have not shown an increase In

the incidence of cancer of the breast or cervix. There is, however, insuf-
ficient svidence to rule out the possibility that pills may cause such
cancers.

Taking the pill provides soms important noncontraceptive benefits.
These include less painful menstruation, less menstrual blood loss and
angmia, fewer pelvic 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
health-care providsr. Your health-care provider will take a medical and

lami%histmy before prescribing oral contraceptives and vill examine
you. The physical examination be delayed to another time if you
request it and the health-care provider believes that it is appropriate to
postpone it. You should be reexamined at least once a year while taking
oral contraceptives. The dstailed patient infermation lgaflet gives you
further information which you should read and discuss with your

health-care provider.

DETAILED PATIENT LABELING .

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

INTRODUCTION
Any woman who considers'using ora! contraceptives (the birth-contro!

il or the pill) should undarstand the benefits and risks of using this

orm of birth control. This Igaflet will give you much of the information
you will need to make this decision and will also help f\;ou determins if
you are at risk of developing any of the serigus sida effects of the pill. {t
will tell you hovs to use the plll properly so that it wili be as elfective as
possible. However, this leaflet is not a replacement for a careful discus-
sion between you and your health-care provider. You should discuss
the information provided in this leaflet with him or her, both when you
first start taking the pill and during your revisits. You should also follow
your hea!th-care provider’s advice with regard to regular check-ups
while you are on the pill.

EFFECTIVENESS OF ORAL CONTRACEPTIVES

Oral contraceptives or “birth-contro! pills” or “the pill” are used to pre-

vent pregnanc¥ and are mare effective than other nonsurgical methods

of birth control. When thay are taken correctly, the chance of becoming

pregnant is less than 1.0% when used perfectly, without missing an
llls. Typical failure rates are less than 3.0% per year. The chance o
Iemni:lng pregnant increases with each missed pill during the menstru-

al cycle.

In comparison, typical failure rates for other nonsurgical methods of
birth control dunng the first year of use are as follows:

TABLE: PERCENTAGE OF WOMEN EXPERIENCING AN UNINTENDED
;R’%G'%JDDUR!NG THE FIRST YEAR OF USE OF A CONTRACEP-

Mathod
Levonorgestrel implants
Male sterilization
Female sterilization
Depo-Provera®

Perfect Use Average Use
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NA - not available

‘Depending on method {calendar, ovulation, symptothermal, posti-ovulation)
Adapted from Hatcher RA et al, Contraceptive Technology: 17th Revised Edition. NY,
NY: Ardent Media, Inc., 1998

WHO SHOULD NOT TAKE ORAL CONTRACEPTIVES

Cigarette smoking increases the risk of serious adverse
effects on the heart and blood vessels from oral-con-
traceptive use. This risk increases with age and with
heavy smoking (15 or more clgarottes perday) and is
quite marked in women over 35 years of age. Women
who use oral contraceptives should not smoke.

Some women should not use the ﬁill. For exampls, you should not take

the pill if you ara pregnant or think you may be pregnant. You should

2lso not use the pill it you hava had any of the following conditions:

» Heart attack or stroke.

- Blood clots in the legs (thrombophlebitis), lungs (pulmonary

embolismy), or eyes.

* Blood clots in the deep veins of your legs.

» Known or suspected breast cancer or cancer of the lining of the

uterus, cervix, or vagina.

» Liver tumaor (benign or cancerous).

Or, it you have any of the following:

e Chest Fajn 3anmnnaafectmis).

amtax? ained vaginal bleeding (until a diagnasis is reached by your
octor).

« Yellowing of the whites of the eyes or of the skin (jaundice) during

pregnancy or during grevious use of the pill.

» Known or suspected pregnancy.

Tell your hsalth-care provider if you have ever had any of these condi-
g{lrilil;s. Yo%lr Pealth-care provider can recommend another method of
control.

OTHER CONSIDERATIONS BEFORE TAKING ORAL CONTRACEPTIVES

Tell your health-care provider if you or any family member has ever had:
» Breast nodules, fibrocystic disease of the breast, an abnormal breast
X ray o mammogram.

» Diabetes.

» Elevated cholesterol or triglycerides.

« High blood pressure.

« Migraine or other headaches or epilepsy.

 Mental depression.,

» Gallbladders, heart, or kidngy disease.

- History of scanty or irregular menstrual periods. |
Women with any of these conditions should be checked cften by their
health-care provider if they choose to use oral contraceptives. Also, be
sure to inform your doctoy or health-care provider if you smoke or are
on any medications.

RISKS OF TAKING ORAL CONTRACEPTIVES

1. Risk of developing biood clots

Blood clots and blockage of blood vessels are the most serious side
effacts of taking oral contraceptives and can be fatal. In particular, a clot
in the legs can cause thrombophiebitis and a clot that trave!s to the
lungs can cause a sudden blucian of the vessel carrying blood to the
lungs. Rarely, clots occur in the blood vessels of the eye and may cause
blindnass, double vision, or impaired vision.

If you take oral contraceptives and need elective surgery, need to stay in
bed for a prolonged iliness, or have recently delivered a baby, you may
be at risk of developing blood clots. You should consutt your doctor
about stopping oral contraceptives three to four weeks before surgery
and not taking ora! contraceptives for two vieeks after surgefy or durning

bed rest. You should also not take oral contraceptives soon after defiv-
ery of a baby or a midirimester pregnancy tesmination, 11 is advisable to
walt for at least four weeks after delivery if you are not breast-feeding. If
you are breast-feeding, you should wait until you have weaned your
child bstore using the pill. (See also the section on breast-feeding in
“General Precautions.”)

2. Heart atlacks and strokes

Oral contraceptives may increase the tendency to devalop strokss
(stoppage or rupture of blood vessels in the brain) and angina pectoris
and heart attacks (blockage of blood vessels in the haart). Any of these
conditions can cause death or serious disability.

Smoking greatly increases the possibility of suffering heart attacks and
strokes. Furthermore, smoking and the use of aral contraceptives great-
ly increase the chances of developing and dying of heart disaase.

3. Galibladder disease

Oral-contraceptive users probably have a greater risk than nonusers of
having galibladder diseass, although this nisk may be related to pills
containing high doses of estrogens.

4. Liver tumors

In rare cases, oral contraceptives can cause benign but dangerous liver
tumers. These banign liver tumors can rupture and cause fatal internal
bleeding. 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 to have used
oral contraceptives for long periods. However, liver cancers are
extremely rare. The chance of developing liver cancer from using the
pill is thus even rarer.

5. Gancer of the reproductive organs

Thers is, at present, no confirmed evidence that oral contraceptives
increase the risk of cancer of the reproductiva organs in human studies.
Several studies have found no overall increase in the risk of dsveloping
breast cancer. However, women who use oral contraceptives and havs
a strong family history of breast cancer or who have breast nodules or
abnormal mammaograms should be closely followed by their doctors.

Some studies have found an increase in the incidence of cancer of the
cervix in women who use oral contraceptives. Howaver, this finding
may be related to factors other than the use of oral contraceptives.

ESTIMATED RISK OF OEATH FROM A BIRTH-CONTROL METHOD OR PREGMANCY
All methods of birth control and %regnancy are associated with a risk of
developing certain diseases which may lead to disability or death. An
estimate of the number of deaths associated with different methods of
birth control and pregnancy 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
NONSTERILE WOMEN, B8Y FERTILITY-CONTROL METHOD AND
AGCORDING TO AGE

Method of contro) 15-19 20-24 25-29 30-34 35-39 40-44
and outcome

No fertility- 70 74 91 148 257 282
control methods*

Oral contraceptives 03 05 09 19 138 316
nonsmoker**

Oral contraceptives 22 34 66 135 511 117.2
smoker®®

{up-* 08 08 10 10 14 14
Condom® 11 16 07 02 03 04
Diaphragmy/ 19 12 12 13 22 28
sparmicida*

Periodic abstinenca® 25 16 16 17 29 36
“Deaths are birth related |

**Deaths are mathod related

in ths abave table, tho risk of death from any birth-contro! method is
less than the risk of childbirth, except for eral-contraceptive users over
the age of 35 who smoke and pill users over the age of 40 even if th

da not smoke. It can b seen in the table that for women aged 15 to 39,
the risk of death was highest with pregnancy (7 to 26 dsaths par
100,000 women, depending on ags). Among pill users who do not
smaoke, the risk of death was always lower than that associated viith
pregnancy for any ags group, except for those women over the age of
40, when the risx increases to 32 deaths per 100,000 women, com-
pared to 28 associated with pre&nancy at that age. However, for pill
usess who smoke and are over the age of 35, the estimated number of
deaths exceeds those for other methods of birth contro!. If a2 woman is
over the ags of 40 and smokes, her estimated risk of death Is four timss
higher (117/100,000 vwomen) than the estimated risk associated with
pregnancy (28/100,000 women) in that age group.

The suggestion that women over 40 who don't smoke should not take
oral contraceplives Is based an information from older high-dose pllis
and on less-selective use of pills than is practiced today. An Advisory
Committee of the FDA discussed this issue in 1989 and recommended
that the bsnefits of oral-contraceptive use by healthy, nonsmoking
women over 40 years of age may outwaigh the possible risks. However,
all women, especially older women, are cautioned to use the lowest-
dose pill that is effective.

WARNING SIGNALS

If an%eosf these adverse effects occur while you are taking oral contra-

ceptives, call your doctor immediately:

» Sharp chest pain, coughing of blood, or sudden shortness of breath

(indicating a possibla ciot in the lung).

« Pain in the calf (indicating a possible clotin the lttaﬁ).

» Crushing chest pain or heaviness in the chest (indicating a possible

heart attack).

» Sudden severa headachs or vomiting, dizziness or fainting, distur-

bances of vision or speech, weakness, or numbness in an arm or leg

(indicating a possible stroks).

;hSudden partial or complete loss of vision (indicating a possible clot in
8 gye).

. Braas) lumps (indicating possible breast cancer or fibsocystic disease

of the breast; ask your doctor or health-care provider to show you how

to examine 'yuur breasts). -

= Sgvere pain or tenderness inthe stomach area (indicating a possibly

ugatured liver tumaor).

» Difficulty in slesping, weakness, lack 6f energy, fatigue, or change In

mood 5 03Sibly indicating severa depression).

« Jaundice or a yellowing of the skin or eyeballs, accompanied frequent-

ly by fever, fatigue, loss of appetits, dark-colored urire, or light-colored

bewel movements (indicating possible liver problems).

SIDE EFFECTS OF ORAL CONTRACEPTIVES

1. Vaginal bfeedfn?

irregular vaginal bleeding or spotting may occur while you are taking
the pills. Irregular bleeding may vary from slight staining between men-
strual periods to breakthrough bleeding which is a fiow much like a reg-
ular period. Isregular bleeding occurs mast 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 bs temporary
and usually does not indicate any serious problems. it is important to
continus taking your piils on schedule. If the bleeding occurs In more

than one cycle or lasts for more than a few days, talk to your doctor or
health-care provider.

2. Contact fenses :
Ii you wear contact lanses and netice a change in vision or an inability
to wear your lenses, contact your doctor or health-care provider.

3. Fluid retention

Oral contraceptives may cause edema (fluid retention) with swelling of
the fingers or ankles and may raise your blood pressure. If you expari-
ence fluid retention, contact your doctor or heaith-care provider.

4. Melasma
A spotty darkening of the skin is possible, particularly of the face.

5. Other side effects
Other side effects may includs change in appetite, headachs, nervous-




ness, depression, dizziness, loss of scalp hair, rash, and vaginal
infections.

If any of these side effects bother you, call your doctor or health-care
provider.

GENERAL PRECAUTIONS
1. Missed periods and use of oral contraceptives before or during early
regnancy

gre may be times when you may not menstruate ragulary after you
have completed taking a cycle of pills. If you havs taken your pilis regu-
larly and miss one menstrual period, continue taking your pills for the
next cycle but be sure to inform your health-cars provider before doing
s0. If you hava not taken the pills daily as instructad and missed a men-
strua! period, or if you missed two consecutive menstrua! periods, you
may bs pregnant. Gheck with your health-care provider immediately to
determine whether you are pregnant. Do not continue to take oral con-
traceptives until you are sure you are not pragnant, but continue to use
another method of contraception.

There Is no conclusive evidence that oral-contraceptive use Is associat-
ed with an increase In birth defects when taken Inadvertently during
early pregnancy, Previously, a few studies had reparted that oral con-
traceptives might bs associated with birth defscts, but these studies
have ngt been confirmed. Nevertheless, oral contraceptives or any othar
drugs should not be used during pregnancy unless clgarly necessary
and prescribed by your doctor. You should check with your doctor
about risks to your unborn child of any medication taken during

pregnancy.

2. Whila breast-feeding

If you are breast-feeding, consult your doctor before starting oral con-
traceptives. Some of the drug will be passed on to the child in the milk.
A few adverse effects on the child have bean reportad, Including yellow-
ing of the skin (jaundice) and breast enfargement. In addition, oral con-
tmc?ﬁvas may decrease the amount and quality of your milk. If possi-
ble, do not use oral contraceplives while breast-feeding. You should
use another method of contraception since breast-feeding provides only
partial protection from becoming pregnant, and this partial protection
decreases significantly as you breast-feed for longsr periods of time.
You should considar starting oral contraceptives only after you have
weaned your child completely.

3. Laboralory lests
If you are scheduled for any laboratory tssts, tell your doctor you are
taking birth-control pills. Gertain blood tests may be affected by birth-

control pills.
4. Drug Interactions

Certaln drugs may interact with birth-control pllis to make them less
effectiva in preventing pregnancy or cause an increase in breakthrough
bleeding. Such drugs include rifampin, drugs used for epilepsy such as
barbiturates (for exampls, ghenobarhlta#;nd J)hemﬁoin (Dilantin is ons
brand of this drug), Ehanyl utazone (Butazolidin is one brand), and
possibly certaln antibiotics. You may need to use an additional method
of contraception during any cycle in which you take drugs that can
make oral contraceptives less effective.

HOW TO TAKE THE PiLL

This product (like all ora! contraceptives) is intended to Rrevem preg-
nancy. It doss not protect against transmission of HIV (AIDS) and other
sexually transmitted diseases stich as chlamydia, genital herpes, genital
warts, gonorrhea, hepatitis B, and syphilis.

IMPORTANT POINTS TO REMEMBER

BEFORE YOU START TAKING YOUR PILLS:
1. BE SURE TO READ THESE DIRECTIONS:

Before you start taking your pills.
Anytims you are not sure what to do.

2. THE RIGHT WAY TO TAKE THE PILL IS TO TAKE ONE PILL EVERY
DAY AT THE SAME TIME.

If you miss plils 1¥t:m could get pregnant. This includes starting the pack
Jate. The more plils you miss, the more likely you are to gst pregnant.

3. MANY WOMEN HAVE SPOTTING OR LIGHT BLEEDING, OR MAY
EIIEEI['SSlCK T0O THEIR STOMACH DURING THE FIRST 1-3 PACKS OF

If you 'te e} sick to your stomach, do not stop taking the pill. The prob-
lem lviunijll usually go away. If it doesn't go away, chack with your doctor
or clinic.

4. MISSING PILLS CAN ALSO CAUSE SPOTTING OR LIGHT BLEEDING,
even when you make up these missed piils.

On the days you take 2 pills to make up for missed pills, you could also
feel a [ittle sick to your stomach.

5. IF YOU HAVE VOMITING OR DIARRHEA, for any reason, or IF YQU
TAKE SOME MEDICINES, including some antibiotics, your pills may not
work as well. Use a back-up method (such as condoms or loam) until
you check with your doctor or clinic.

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

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

NORDETTE®-21, OVRAL®, LO/OVRAL®, NORDETTE®-28,
OVRAL®-28, AND LO/OVRAL®-28

BEFORE YOU START TAKING YOUR PILLS

1..DECIDE WHAT TIME OF DAY YOU WANT TO TAXE YOUR PILL.
It is important to take it at about the samse time every day.
2. LOOX AT YOUR PILL PACK TO SEE IF IT HAS 21 OR 28 PiLLS:

The 21-pill pack has 21 “active” white or light-orange pills {with hor-
mones) to take for 3 weeks, followed by 1 week without pllls.

The 28-pill pack has 21 “active™ white or light-orangs pills {with hor-
mones) to take for 3 weeks, followed by 1 week of reminder pink pills
(withott hormones). s

3. ALSO FIND:
1) where on the pack to start taking pills, and
2) in what order to take the pills (follovs the arrows).
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4. BE SURE YOU HAVE READY AT ALL TIMES: |

ANOTHER KIND OF BIRTH CONTROL {such as condoms or foam) to
use as a back-up in case you miss pilts.

AN EXTRA, FULL PILL PACK.

WHEN TO START THE FIARST PACK OF PILLS

For the 21-day pill pack you have two choices of which day to start tak-
ing your first pack of pills. (See DAY 1 START or SUNDAY START
directions below.) Decide with your doctor or clinic which is tha best

day for you. The B-da{ pill pack accommodates a SUNDAY START
U:Yy. F%r either pill pack pick a time of day which will bg easy to
remember.

DAY 1 START:

These Instructions are for the 21-day pil! _lqack only. The 28-day pill pack
does not accommodate a DAY 1 ST, dosage regimen.

1. Take the first “active” whits or light-orange pill of the first pack dur-
ing the first 24 hours of your period.

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

SUNDAY START:

These instructions are for either the 21-day or the 28-day pill pack.

1. Take the first “active” white or light-orange pill of the first pack on
the Sunday after your period starts, even if you are still bleeding. If your
period bagins on Sunday, start the pack that same day.

2. Use another method of birth control as a back-up method if you have
sex anytime from the Sunday you start your first pack until the next

SuntdaY (7 days). Gondoms or foam are good back-up methods of birth
control.

WHAT TO DO DURING THE MONTH

1. TAKE ONE PiLL AT THE SAME TIME EVERY DAY UNTIL

THE PACK IS EMPTY.

Do not skip pills even if you are spotting or bleeding between monthly
periods or feel sick to your stomach (nausea).

Do not skip pills even if you do not have sex very often.

%:ﬁf{ls YOU FINISH A PACK OR SWITCH YOUR BRAND

21 rf.‘ﬂs: Wait 7 days to start the next pack. You will jlarohably have your
eriod during that week. Ba sure that no more than 7 days pass

etween 21-day packs.

28 pills: Start the next pack on the day after your last “reminder” piil.
Do not wait any days between packs.

WHAT TO DO IF YOU MISS PILLS

If you MISS 1 white or light-orange “active” pill:

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

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

If you MISS 2 white or ﬁ%l:t-nrange “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 a day until you finish the pack.

3. You MAY BECOME PREGNANT if you have sex in the 7 days after
you miss plils. Yov MUST use another birth control methad {such as
condoms or foam) as a back-up for those 7 days.

If og lt‘!lss 2 whits or light-orange “active” pills in a row in THE 3rd

The Day 1 Starter instructions are for the 21-day pili pack only. The

23-da¥hplll pack does not accommaodate a DAY 1 START dosage regi-

men. The Sunday Starter instructions are for either the 21-day or

28-day pill pack.

1./f you are a Day 1 Starter:

EHFIOW OUT ths rest of the pill pack and start a new pack that same
ay.

If you are a Sunday Starter:

Keep taking 1 pill every day until Sunday.

0n Sunday, THROW QUT the rest of the pack and start a new pack of

pliis that same day.

2. You may not have your psriod this month but this is expected.
Howaver, if 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 alter
you miss pills. You MUST use another birth control method (such as
condoms or foam) as a back-up for those 7 days.

If you MISS 3 OR MORE white or light-orange "activa” piils in a row
(during the first 3 weeks):

The Day 1 Starter Instructions are for the 21-day pill pack only. The

28-day pill pack does not accommodate a DAY 1 START dosage regi- .

men. Tha Sunday Startar instructions are for either the 21-day or
28-day pill pack.

1. i you are a Day 1 Starter:

;HROW OUT the rest of the pill pack and start a new pack that same
ay.

if you are a Sunday Starter:

Keep taking 1 pitl every day until Sunday.

On Sunday, THROW OUT the rest of the pack and start a new pack of

piils that sams day.

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

3. You MAY BECOME PREGNANT [f you have sex In the 7 days after
you miss pllls. You MUST use another birth control msthod (such.as
condoms or foam) as a back-up for those 7 days.

A REMINDER FOR THOSE ON 28-DAY PACKS
It you forget any of the 7 pink “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 if you start your next pack on tims.

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.

KHEEiP TAKING ONE PILL EACH DAY until you can reach your doctor or
clinic.

OVRETTE®

Ovretle is administered on a continuous daily dosage schaduls, one
tablet each day, every day of the gear. Take the first tablet an the first
day of your menstrual period. Tablets should be taken at the same time
every day, without interruption, whether bleeding occurs or not. If
bleeding is prelonged (more than 8 days) or unusually heavy. you
should contact your doctor.

Forgotien pills

The risk of pregnancy increases with each tablst missed. Therefore, it is
very important that you take one tablst daily as directed. If you miss
ons tablst, take it as soon as you remember and also take your next
tablet at the regular time. If you miss two tablats, take ong of the
missed tablets as soon as you remember, as well as your regular tablst
for that day at the proper time. Furthermore, you should use another
method of birth control in addition to taking Ovrette until you have
taken fourteen days (2 waeks) of medication,

[f more than two tablets have bean missed, Ovrette should be discontin-
ued immediately and another method of birth contro! used until the start
of your next menstrual period. Then you may resuma taking Qvrette.

Pregnancy due to pill failure

The incidence of pill failure resulting in tfregnancy is approximately less
than 1.0% if taken every day as directed, but more typical failure rates
arle %esslthan 3.0%. If failure does occur, the risk to the fetus is
minimal.

RISKS TO THE FETUS

If you do become pregnant whils using oral contraceptives, the risk to

the fetus is small, on the order of no more than one per thousand. You

s&hogld. hawever, discuss the risks to the developing child with your
octor.

Pregnancy after stopping the pill

There may be some delay in becoming pregnant after you stop using
oral contraceplives, especially if you had irreguiar menstrual cycles
before you used oral contraceplives. It may be advisable to postpone
conception until you begin menstruating regularly once you have
stopped taking the pill and desire pregnancy.

Thers does not appear to be any increase in birth dafects in newbom
babias when pregnancy occurs soon after stoppling the pill.

Overdosage .

Serious ill effects have not been reported following Ingestion of (arge
doses of ora! contracertivas by young chiidren. Overdosage may cause
nausea and withdrawal bleeding in females. In case of overdosage, con-
tact your health-care provider or pharmacist.

Other information

Your health-care provider will take a medica! 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 the
health-care provider believes that it is appropriate to postpone it. You
should be reexamined at least once a year. Ba sure to inform your
health-care provider if there is a family history of any of tha conditions
listed previously in this leafiet. Ba sure to keep all ai?mntmem with
your hgalth-care provider, because this is a time to detarmine if thare
are early signs of side effects of oral-contraceptive

uss.

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

HEALTH BENEFITS FROM ORAL CONTRACEPTIVES
In addition to preventing pregnancy, use of oral
contraceptives may provids cartain benefits. They
are:
 Manstrual cycles may becoms more regular.
» Blood flow uﬁn% menstruation may ba lighter,
and less iron may ba lost. Therefore, anemia due to
lron deficiency is less likely to occur.
» Paln or other symptoms during menstruation may
be encountered less frequently.
» Ovarian cysts may occur less frequently.
; Eclopitcl}tubal) pregnancy may occur less
requently.
» Noncancerous cysts or lumps in the breast occur less frequently.
« Acute pelvic inflammatory disease may occur less frequently.
» Oral-contraceptive use may provide some protection against develop-
In'gt m forms of cancer: cancer of the ovaries and cancer of the lining
of the ulerus.

If you want more information about birth-control pitls, ask vour doctor
or pharmacist. They have a more technical leaflet called the Profes-
sional Labeling which you may wish to read.
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