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NDA 16-672/5-046
NDA 16-806/5-028

Wyeth-Ayerst Laboratories 23 MAR 2001
Attention: Jennifer W. Phillips, Pharm.D.

Director, Women's Health Care Products

World Wide Regulatory Affairs

P.O. Box 8299

Philadelphia, PA 19101-8299

Dear Dr. Phillips:

Please refer to your supplemental new drug applications dated December 12, 1996, received December 17, 1996,
submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for Ovral® (norgestrel and ethinyl
estradiol), Ovral®-28 (norgestrel and ethinyl estradiol).

These "Changes Being Effected" supplemental new drug applications provided for a revision of the
EFFECTIVENESS OF ORAL CONTRACEPTIVES SECTION of the Package Insert.

We acknowledge receipt of your submission dated March 21, 2000. Your submission of March 21, 2000
constituted a complete response to our July 31, 1997 action letter requested additional label revisions as follows:

1. Revision of the Trussell Table in the Prescribing Information to be updated to the 1998 Table.
2. Reinstatement of references to the contraceptive sponge that were deleted.

In addition, the Division sent a supplement request letter dated March 4, 1998, requesting the addition of a
Pediatric Use subsection to all oral contraceptive labeling:

“Safety and efficacy of Tradename have been established in women of reproductive age. Safety and
efficacy are expected to be the same for postpubertal adolescents under the age of 16 and for users 16
years and older. Use of this product before menarche is not indicated.”

We have completed the review of these supplemental applications, as amended, and have concluded that
adequate information has been presented to demonstrate that the drug products are safe and effective for use as
recommended in the agreed upon labeling text and with the minor editorial revisions listed below. Accordingly,
these supplemental applications are approved effective on the date of this letter.

The contraceptive sponge is no longer available, so a reference to the use of the contraceptive sponge as a back-
up method of contraception in the patient labeling is not required at this time. Instead, the Division requests that
the following revision be made:
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Detailed Patient Labeling
IMPORTANT POINTS TO REMEMBER
Before You Start Taking Your Pills:

“5. IF YOU HAVE VOMITING OR DIARRHEA, ferany-teasen; or [F YOU TAKE SOME
MEDICINES, including some antibiotics, your pills may not work as well. Use a back-up method (such
as condoms or feam spermicides) until you check with your doctor or clinic.”

The final printed labeling (FPL) must be identical, and include the minor editorial revisions indicated, to the
submitted draft labeling (package insert submitted March 21, 2000, patient package insert submitted March 21,
2000). These revisions are terms of the approval of these applications.

Please submit the copies of final printed labeling (FPL) electronically to each application according to the
guidance for industry titled Providing Regulatory Submissions in Electronic Format - NDA (January 1999).
Alternatively, you may submit 20 paper copies of the FPL as soon as it is available but no more than 30 days after
it is printed. Please individually mount ten of the copies on heavy-weight paper or similar material. For
administrative purposes, these submissions should be designated "FPL for approved supplement NDA
16-672/5-046, 16-806/S-028." Approval of these submissions by FDA is not required before the labeling is used.

If a letter communicating important information about this drug product (i.e., a "Dear Health Care Professional"
letter) is issued to physicians and others responsible for patient care, we request that you submit a copy of the
letter to this NDA and a copy to the following address:

MEDWATCH, HF-2
FDA

5600 Fishers Lane
Rockville, MD 20857

We remind you that you must comply with the requirements for an approved NDA set forth under 21 CFR
314.80 and 314.81.

If you have any questions, call Jennifer Mercier, Regulatory Project Manager, at (301) 827-4260.

Sincerely,

Susan Allen, M.D., M.P.H.

Director

Division of Reproductive and Urologic Drug Products
Office of Drug Evaluation III

Center for Drug Evaluation and Research
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tive risk of heart attack for current ofal-contraceptive users has been
esumaud 1o be two to su The nsk is very low under the age of 30
use has been shown to

OVRAL®

Tablets

(NORGESTREL AND ETHINYL ESTRADIOL TABLETS)
Patients should be counseled that this product does not
protect against HIV infection (AIDS} and other sexually
transmitted diseases.

Each Dwai labla cortains 05 mg of norgestul (dI-13-beta-ethyl-17-
alpha-ethinyl- 17-beta-hydroxygon-4-en-3-one), a tolally synthelic
progestogen, and 8.05 mg of ettny) estradiol (19-nor-17a-pregna-
1,3,5 (10)-trien-20-yne-3,17-diol). The inactive ingredients present are
cellulase factose, magnesium stearate, and polacriin potassium.

Norgestrel
rmacology

Ethinyl Estradiol

Combmahon oral
Although the primary mechamism of this action is mmbmon of ovila-
fion, other afterations include changes in the cervical mucus (which
increase the difficulty of sperm entry into the uterus) and the endome-
trium (which reduce the likelihood of mplantation).

Indications and Usa:

Oral contraceptives are mdluled for the prevention of pfeqnancrom
‘women who elect to use this product as a method of contrace,

Oral contraceptive products such as Ovral or Ovral®-28, wmcn contain
50 mcg of estrogen, should not be used uniess medtcally indicated,
Oral contraceptives are highly effective. Table | iists the typical acciden-
1al pregnancy rates for users of combination oral contraceptives and
other methods of contraception, The efficacy of these contraceptive
methods, except sterilization and the IUD, depends upon the reliability
with which they are used. Correct and consistent use of methods can
result in lower failure rates.

TABLE | PERCENTAGE OF WOMEN EXPERIENCING AN UNINTENDED
;g%sucv DURING THE FIRST YEAR OF USE OF A CONTRACEPTIVE

Smol

conmhmz subslznhallr o me mc»dencc of myocardial infarctions in
women in thexr mid-thirties or alder with smoking accounting for the
majority of excess cases. Mortality rates associated with circulatory dis-
ease have been shown to increase substantially in smokers over the age
©0f 35 and nonsmokers over the age of 40 (Table 1) among women who
use oral contraceplives

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

- EVER-USERS m CONTROLS
% {NONSMOKERS) {NONSMOKERS)
EVER-AUSERS CONTROLS
{SMOKERS) & {SMOKERS)

200

oral contraceptives persists for at least 3 years for women 40 to 49
years who had used oral contracepives for five or more years, bt this
increasad risk was not demonstrated in other age groups. (n another
slu in Great Britain, the risk of developing cerebrovascuiar disease
rsisted for at least 6 years after discontinuation of oral contracep-
tms atthough excess Tisk was very small. However, bmh s;%dws were
miero-

with
grams or hlgnev ot estmgens

2 ESTIMATES OF MORTALITY FROM CONTRACEPTIVE USE

One study gathered data from a variety of sources which have estimat-
ed the mortality rate associated with ditferent methods of contraception
at different ages {Table 111). These estimates include 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-
tracephion has its specific benefits and nsks The study concluded that
with the exception of oral-contraceptive users 35 and oider who smoke
and 40 and oider who do not smoke, mortalty 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-
contraceptive users is based on data gathered in the 1970's—but not
reported until 1983 However, current chnical practice invalves the use
of lower estrogen dose formufations combined with careful restriction
of oral-contraceptive use to women who do not have the various risk
factors listed i this labeimng

Because of these changes In practice and, also, because of some limited
new data which suggest that the risk of cardiovascular disease with the
use of oral contraceptives may now be less than glevmusly observed,
the Fertitty and Maternal Health Drugs Advisory Committee was asked
1o review the topic in 1989, The Committee concluded that although car-
diovascular-dtsease risks may be increased with oral-contraceptive use
after age 40 in healthy nonsmoking women (even with the newer fow-
dose formulations), there ara greater potential health nisks associated
with pregnancy in older women and with the alternative surgical and
medical procedures which may be necessary if such women do not have
access to effective and acceptable means of contraception.

Therefore, the Commmu recammended that the benefits of orai-

'y ing wornen over 40 may out-
weigh the possibie nsks Of course, older women, 2s alf women who
1ake oral contraceptives, should take the lowest possible dose formula-
tion that is effective

TABLE 1l—ANNUAL NUMBER OF BIRTH-RELATED OR METHOD-
RELATED DEATHS ASSOCIATED WITH CONTROL OF FERTILITY PER
100,000 NONSTERILE WOMEN, BY FERTILITY-CONTROL METHOD
AND ACCORDING TO AGE

Method Perfect Use  Typical Use
Levonorgestrel implants 005 05
Was sterilzaion 01 15 w2 BM e ’5“ 4=
;‘e"“::;:'.'f"’“”" [H 5 TABLE I, {Adapted from PM. Layde andV. Beral, Lancet, 1-541-546, 1381
Pﬂ £
| {injectable 03 03 Oral the effects of well-known risk fac-
Oral P § tors such as hypenanslon diabetes, hyperlipidemias, age, and obeslty.
Comblned 01 NA particular, some progestogens are known to decrease HDL choles-
Progestin on 05 NA talol and cause amnose ntolerance, while estrogens may create a state
| Frogestin only have been shown to Increase
up blooJ pressure amona users {see section 9 in “Warnings"). Similar
; 15 20 effects on nsk factors have been associated with an increased risk of
Copper T 3804 [ X] heart disease. Oral contraceptives must be used with caution in women
Condom (male) without spermicide 3 I with disease risk factors,
(Female) without spermi 5 1 b. Thromboembolism
Cerv:c": :a whhod spermioide An increased risk of thromboembolic and thrombotic disease associat-
;—2 ed with the use of oral contraceptives is well established. Case control
Nulliparous women 9 20 sludies have found the relative risk of users compared to nonusers to
Parous woimen 26 40 be 3 for the first episode of superficial venous thrombasis, 4 to 11 for
Vaginaf sponge elcha'rvem thrombosis or pulmonary embolism, and 1.5 to g‘sfnr women
ease,
| Nuiparous women ] 20 Cohort studies have shown the relative risk to be somewhat lower,
_Parous women 20 4 about 3 for new cases and about 4 § for new cases requiring hospital-
Daphn%rcn with ization The risk of thromboembolic disease due to oral contraceptives
sparmmicidal cream o jetly 6 20 is not related 1o length of use and disappears after pHil use is stopped.
Spermicides alone A two- to four-fold Increase in relative risk of postoperative throm-
{foam, creams, jellies, and vaginal boembolic complications has been reported with the use of oral contra-
6 26 cev:ﬁlvas The rel dvlalo rlsl; o&\:'enous tmomboslsr“::&mn v:'ho ehgnvel
bsth o 3% predisposing conditions is twice that of women such medica
%ﬁk ) {all methods) ! 49 1: e if feasible, oral contraceptives shouid be discontinued at
rawa least four weeks prior to and for two weeks after elective surgery of a
No (planned pregnancy} 8 8 type ‘with an increase in risk of thromboembolism and dur-
NA - not avaiiable mq and !ollob:lllrg |I)srolonqed| zneg\omm?n sz1 lhgklm‘mﬂ:dlam bgeost»
* - artum peri also assoc ‘with an increased risk of throm| m-
.,E.zfx')nq on mehod {caendat,ovuabon, symptctbarmal, post Eolcsm oral contraceptives should be started na earlier than four to six

Adapted trom Hatcher RA el al, Conraceptive Technokogy 171h
Revised Etion NY, NY Ardent Meda, tnc., 1998

Contraindica
gral comracn%ms shoula not be used in women with any of the fol-

Thrombophlebitis or thromboembaolic disorders.

:Ipr; history of deep-vein thrombophlebitis or thromboembolic
isofders.

Carebral-vascular of coronary-artery disease.

Known or suspected carcinoma of the breast.

Carcinoma of the endometrium or other known or suspected estrogen-

dependent neoj
Mhmlosod ormal genital bieeding.
static Jaundice of pregnancy of jaundice with prior pilt use
Hepallc adenomas or carcinomas.
Known or suspected pregnancy
Wamings

Cigaretie smoking increases the risk of sericus eudm—
vascular side effects from oral-contraceptive use. This
risk increases with age and with heavy smoking (15 or
more elqmthc per and is quite marked in women
over 35 years of age. Women who use oral contracep-
tives should be strongly advised not to smoke.

The use of oral contraceplives 1s associated with increased risks of sev-
eral serious conditions inciuding myocardial infarction, thromboem-
bolism, stroke, hepatic neoplasia, galibladder disease, and fyperten-
sion, anhmh the risk of serio«s morbidity or mo Is very small in
maklly women without underlying risk factors. The risk of morbidi
and mortality increases significantly in the presance of other nndoran
;ilsalli’mors such as hypertension, hyperlipidemias, obesity, and

etes.

should be familiar with the

P oral

Tollowing information relating to these risks.
The information contained In this package insert 1s based prlnclﬁalry on
studies carried out In patients who used oral corracsptives with higher
tormulations of estrogens and progestogens than those in common use
foday. The effect of long-tarm use of the oral contraceptives with fower
formulations of both esirogens and progestogens remains to be
determined

fabet studees reported are of two
types' retrospective or case control sindlas and prospective or cohort
studies Case control studies provide 2 measure of the relative risk of
diseass, namely, a ratio of the incidence of a disease 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 provide a measure of attributable risk, which is the dif-
ference in the icidence of disease between oral-contraceptive users
and nonusers The attributable risk does prowide information about the
aclual occurrence of a disease in the population. For further informa-
tion, the reader is referred to a text on epidemiological methods

1. THROMBOEMBOLIG DISORDERS AND OTHER VASCULAR
PROBLEMS

a Myocardial infarction

An increased risk of myocardial lnfarction has been attributed to oral-
contraceptive use. This risk is primarily in smokers or women with
other undartying risk factors for coronary-artery disease such as hyper-
tension, hypercholesterolemia, morbid obestty, and diabetes. The rela-

weeks after delivery In women who elect not to breast-feed, or a
midinmester pregnancy termination.

¢. Cerebrovascular diseases
| contraceptives have been shown to increase both the relative and
mnbmzm Tisks of cerebrovascular events }(thromboﬂc and hemor-

rhagic stmkes) mou%h in general, the risk is ozmus( among older
(>3! rtensive women who also smoke. ension was
une to be a rlsk factor for both users and nonusers, for both types of

strokes, while smoking interacted to increase the risk for hemo: ic
strokes.

In a large study, the relative risk of thrombotic strokes has been shown

to range from  for normotensive users to 14 for users with severe

hy;anenslon The rehlm risk of hemorrhagic stroke Is reported to be
for nonsmokers who used oral contraceptives, 2.6 for smokers who

did not use oral contraceptives, 7 6 for smokers wha used oral contra-

ceptives, 1.8 for normotensive users, and 25.7 for users with severs

hypertension. The attributable risk is also greater in older women.

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

A positive assoclation has been observed between the amount of estro-

genand & rogestogen in oral contraceptives and the risk of vascuhr dis-

ease A decline in sell'umm;‘t -density lipoproteins (HOL) has beel

npomd with many roa wnal aqeevg: Adecline In serum lugn-

Methed of control 15-19 20-24 25-29 30-34 35-39 40-44
and outcome

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

Oral contraceptives 03 05 09 19 138 316
nonsmoker**

Oral contraceptives 22 34 66 135 511 172
smoker**

up** 08 08 10 10 14 14
Condom* 11 16 07 02 03 04
i 19 12 12 13 22 28
spermicide*

Pertodic abstinence” 25 16 16 17 28 36
*Deaths are birth related

**Deaths are method related

Adapted from H.W. Ory, Family Planning Perspectives, 15:57-63, 1983,

3. CARCINCMA OF THE REPRODUCTIVE ORGANS
Numenms epidemiological studies have been performed on the inci-
nce of breast, endometrial, ovarian, and cervical cancer in women
uslno oral contraceptives. The overwhelming evidence in the Iferature
suggests that use of aral comraumlves is not associated with an
increase in the risk of developing breast cancer, :ﬂqzrdless of the age
and parity of first use or with most of the marketed brands and doses.
The Cancer and Steroid Hormone (CASH) study also showad no fatent
effect on the risk of breast cancer for at least a decade following long-
term use. A few studies have shown a slightly increased relative risk of
develoy :_? breast cancer, although the methodology of these studies,
which included differences in examination of users and nonusers and
differences tn age at start of use, has been questwned
Some studies suggest that orat
with an increase in the risk of cmlcal imrae&nhellal neophsh In some
populations of women. Howevi ues fo be controversy
about the axtent to which such tmdlngs may be due to differences in
sexual behavior and other tactors.
In spite of many studies of the refationship between oral-contraceptive
use and breast and cervical cancers, a cause-and-effect relationship has
not been established.

4. HEPATIC NEOPLASIA

Benign her‘ with ofal

atthough the Incidence of benlgn tumors ls rm in the United swes
Indirect cakulations 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, Rupturs of rare, bemon hepaﬂc adenomas may
cause death through intra-abdominal hemarrha

Studies from Britain have shown an increased risk of d«vdonnu hepa-
tocettular carcinoma In long-term (>8 years) oral-contraceplive users.
However, these cancers are exiremely rare in the 11.S., and the attribui-
able risk (ma excess incldence) of liver cancers in oraltomucaplm
users approaches less than one per million users

§ OCULAR LESIONS
There have been ciinical case reports of 7etinal thrombos!s assoclated
with the use of oral contrace, vves Oral contraceptives shouid be dis-
continued if there is unexpl | or complete loss of vision;
onset of proptosis or dwrl‘?h paulludama or retinal vascular lesions.
vla!'ly diagnostic and therapeutic measures should be undmken
ely.

Approp
immediat

6. ORAL-CONTRACEPTIVE USE BEFORE OR DURING EARLY PREGNANCY
Extensive epidemiciogical studies have revealed no increased risk of
birth defects in women who have used oral mm:aoemm{nor to

st a teratogenic o

egnancy. Studies also do not sugge: , parti
sl'suhl s cardiac anomalies and ? ib-reduction defects are concened,

density lipoproteins with an increased incidence of m\en taken inadvertently Guring early pregnancy.
mhe;fnsg h?aﬂ dlrsalus;“?m;s« e:imq’:;\s mn:;e HDLuh the ion of oral to induce bieeding
effect of an oral contraceptive s on 4 shonldno(bcusadasatasﬂnrpregnancyw aptives should
mb'““ou;' ?mﬁ;ﬁ:&;ﬂ: %:9;5'}822 ';":Ida".‘r;.""‘""‘";um '“’s""“ not be used during pregnancy to treat threatened or nabm':tal abortion,
hormones shouhi be considered in the choice of an oral gelfiods D that for any palient who has missed two conseciive

Minimizing exposure to estrogen and progestogen is In keeping with
good principles of therapeutics. For any particutar estre onlprouzsm-
gen combination, the dosage regimen prescribed should be one whi
contains the least amount of estrogen and progestogen that is compatl-
ble with a low tailure rate and the needs of the individual patient. New
acceptors of oval- wmms%m agents should be started on prepara-
tions containing less than 50 meg of estrogen.

&. Persistence of risk of vascular disease

There are two studies which have shown persistence of risk of vascilar
disease for ever-users of oral contraceptives. In a study in the United
States, the risk of Infarction after di

nancy should te ruled out before continuing oral-contra-

ceptive use, If the patient has not adhered to the pri

the posslblmy of f pregnancy should be consides
ed period. use should be

escribed schedule,
at the time of the first
it preg-

nancy is confirmed.

7. GALLBLADDER DISEASE

Earher studies have reported an increased lifetime relatve risk of gali-

biadder surgery in users of oral conlrace ives and estrogens More

recent studies, however, wn that the relatwe risk of developing

¥a||bladder disease among ural—comrzcuplm users may be minimal.
he recent findings of minimal risk ma%be related to the use of oral-

wer hormonal doses of sstro-
gens and progestogens

8 CARBOHYDRATE AND LIPID METABOLIC EFFECTS

Oral contraceptives have been shown to cause glucose intolerance in a
signiticant percentage of users Oral contraceptives comzmlnlqrealer
than 75 micrograms of estrogens cause hyparinsulinism, while fower



doses of estrogen cause less glucose mtolerance Progestogens
increase Insulin secretion and create insulin resistance, this etfect vary-
Ing with ditferent progestational agents. However, in the nondiabetic
woman, ofal contraceptives appear to have no effect on fasting blood
lucose Because of these demonstrated effects, prediabetic and diabet-
K women should be carefully observed while hklna onal oontncepllves

Thrombophlebis

Arterial thromboembaolism,
Pulmonary emboksm
Myocardial infarction.
Cerebral hemorrhage
Cerebral thrombosts.

A smalt proportion of women will have persistent
white on the pik. As discussed earlier (see Wammas ta and 1d),
changes in serum triglycerides and lipoprotein levels have been report-
ed in oral-contracepiive users

9 ELEVATED BLOOD PRESSURE

An increase in blood pressure has been reported mmen‘laklnu oral

Gallbladder disease.

Hepatic adenomas o bemgn liver tumors

There is evidence of an association between the following condtions
and the use of oral contraceptives, athough adddional confirmatory
studies are needed

contraceptives, and this increase is more likely in older
tive users and with continued use. Data from the Royal College of
General Practitioners and subsequent randomized trials have shown
that the mcidence of hypertension increases with increasing quantdies
of progestogens

Women with a history of hypertension or hypertension-relaled diseases,
or renal dnsease should :e encouraged to use another method of con-

Retinal thrombosis

The following adverse reactions have been reported in patients recen-
ing oral contraceptives and are believed to be drug related.

Nausea.

Vomiting

{suchas cramps and bloating)

bleeding

traception. If women wat slect to use oral
they should be monitored c[oseiy and 1 significant elevation of blood
pressure occurs, ofal contraceptives shoukd be discontinued, For most
women, elevated blood pressure will return o normal after stopping
oral contraceptives, and there is no difference in the occurrence ot

among ever- and
10, HEADACHE
The onset or exacerbation of migraine or devefopment of headache with
a new pattern that Is recurrent, persistent, or severe requires discontin-
uation of oral contraceptives and evaluation of the cause
11. BLEEDING IRREGULARITIES
Breakthrough bleeding and spotting are sometimes encountered in
patients on oral contraceptives, especially during the first three months
of use. The type and dose of progestogen may be important

causes should be nd adequate diagnostic
measures taken ta rule out malignancy or pregnancy in the event of
bmkﬂlrouqh bleeding, as in the case of any abnormal vaginal bieeding.

thology has been excluded, time or a change to another formula-

lnn m sotve the problem. In the event of amenofrhea, pregnancy
shoutd be ruled out.
Some women may encounter post-pil amenorrhea or oligomenosrhea,
especially when such a condition was preexistent.

Precautions
Pationts 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 appropnate for alf
women, Includlnq women using oral contraceptives. The physical
axamnation, however, may be deferred untii after inttiation of oral con-
traceptives if requested by the woman and Judged appropriate by the
clinician. The physical examlnatlon should include spacial reference to
biood pressure, breasts, abdomen and petvic organs, including cervical
cytology, and relevant laboralory tests In case of undiagnosed, persis-
tent, o recurrent abnormal vaginal bleeding, appropriate measures
shouid be conducted to rule om malignancy. Women with a strong fam-
Ily history of breast cancer or who have breast nodules should be mon-
tored with particular care.
2 LIPID DISORDERS
‘Women who are being treated for hyperiipidemias should be followed
closely it they elect to use oral contraceptives Some progeslogens may
elwale LDL leveis and mzl undev the control of hyperiipidemias more

itficult. (See “Warnings,” 1
3 LIVER FUNCTION
If jaundice develops in any woman recewving such drugs, the medication
should be discontinued, Steroid hormones may be poorly metabolized
In patients with impaired liver function.
4. FLUID RETENTION
Oral contraceptives may cause some degree of tivid retention. They
should be prescribed with caution, and only with careful montoring, in
patients with conditions which might be aggravated by fiuid retention
5. EMOTIONAL DISORDERS
Patients beeomh? significantly depussed while taking oral contracep-
tives should stop the medication and use an altemats method of contra-
ception In an attempt to detsrmine whether the symptom is drug relat-
od. Women with a history of depression shoukd be carefully observed
and the drug discontinued if depression recurs to a serious degree.
6. CONTACT LENSES
Contact-lens wearers who develop visual changes or changes in lens
tolerance should be assessed by an ophthaimologist.
7. DRUG INTERACTIONS
Reduced efficacy and increased incidence of breakthrough bieeding and
menstriral kreguiarities have been associated with concomitant use of
ritampin. A similar association, though less marked, has been suggest-
od with barbiturates, phenylbutazone, phenytoin sndium, and possibly
with ampleillin, and
8. INTERACTIONS WITH LABORATORY TESTS
Certain andocrlne- and liver-function tests and blood components may
be affected by oral contraceptives:
2. Increased pfothwmbm and factors Vil VIII %, and X. decreased

d plate

b. Incuasod myroid binding globuln (TBG) leading to Incraased clreu-
lati hyroid hormone, as meastired by protein-bound iodine
g? ng T4 by column orby radioimmunoassay. Free 13 resln uptake is
jecreased, reflecting the elevated TBG; free T4 concentration is
unaltered.
¢. Other binding proteins may be elevated in serum.
d. Sex-binding globufins are increased and result in elevated levels of
total circulating sex sieroids and corticoids; however, free or biological-
ly active levels remain unchanged
«. Triglycerides may be increased.
1. Giucose folerance may be decreased.
* rum folate levels may be doynssod by oral-contraceptve therapy.
his may be of clinical significance if 2 woman becomes pregnant
shortly after discontinuing oral contraceptives,
9. CARCINOGENESIS
Sea “Warnings” section.
10. PREGNANCY .
nancy Category X. See "Confraindications™ and *Warnings”
S.

11. NURSING MOTHERS

Small amounts of oral-contraceptive sterolds have been identified in the
mik of nursing mothers, and a few adverse effects on the child have
been reported, lncludlnq faundice and breast lnlamemam In addmcn
oral comma ives given in the postpartum ay interfere with
lactation by decreasing the quamity and quality of bmsl ml!k Il possi-
ble, the nursing mother shouid be advised not to use oral contracep-
Alves but to use other forms of contraception until she has completely
weaned her chid.

12. PEDIATRIC USE

Safety and amcacy of LnlOvnP haue been established in women of

reproductive 3« icacy are expected to be the same for

ﬁos(nnberw olescent unde! me age of 16 and users 16 and older.
s of this product before menarche is not indicated.

{NFORMATION FOR THE PATIENT

See Patient Labeling Printed Below

Adverse Reactions

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

Ronln

Change in menslrual flow

Amenorrh

Tempomy uﬂemlny after discontinuation of treatment
Edema,

Melasma which may persist

Breast changes: tendefness, enlargement, secretion,

Change in weight {increase or decrease)

Change i cervical eroslan and secretion

Diminution 1n lactation when given immediately postpartum.
Cholestatic jaundice

Migraine,

Rash ﬁallerulc)

Mental depression

Reduced tolerance to carbohydrates.

Vaginal candidiasis

Change in corneal curvature (staepeﬂlno)

Intolerance to contact lense:

The following adverse reacﬂons have been reported in users of oral
c:'r&r:‘feptlves, and the association has been neither confirmed nor
Il X

Congendal anomalies.
Premenstrual syndrome
taracts,
g tic neuritis.
anges in appetite
stl':tqls-like syndrome.
Headache,
Nervousness
Diziness.
Hirsutism.
Loss of scaip haw
Erythema muttiforme.
Erythema nodosum
Hemorrhagic eruption
agmitis.

Porphyria

Impalred renal function,
Hemoiytic uremic syndrome.
gzddcmui syndrome.

ne
Changes in libido
Colitis.

Sickle-cell disease
Cerebral-vascular disease with miral vaive prolapse.
Lupns-llke syndromes,

Senous i .fas have not been regoned following acute ingestion of
farge doses of oral contraceptives dyyouna children, Overdosage may
cause nausea, and withdrawal bleeding may occur in females.

Noncentraceptive Heaith Benefits
The following mncomraceplwbey health bensfits rdaited 1o the use of oral
§

are supported udies which largely
utilized oral ulation: doses exceeding
0.035 mg of ethinyl esmdm! DfO 05 mo of mestranol.
Etfects on menses.

Increased menstrual cycle lasty,

Decreased blood loss and dwnszd incidence of iron-deficiency
anemia.

Decreased incidence of dysmenorrhea.

Effects related 1o inhibition of ovulation:

Decreased ncidence ot functional ovarian cysts.

Decreased incidence of ectopic pregnancies,

Effects from long-term use:

)acuzsed incidenice of fibroadenomas and fibrocystic disease of the

east
Mcreasad ncidence of acute peivic inflammatory disease.
Decreased incidence of endometrial cancer,
Decreased incidence of ovarian cancer.

Dosage and Administration
To zchlwe maximum contraceptive effectiveness, Ovral must be taken
exactly as directed and at intervals not exceeding 24 hours.
The dosa?e of Ovral Is one fablet daily for 21 consecutive days ‘Rer
menstrual cycle according 1o prescritted schedule. Tablets are then dis-
continued for 7 days {three weeks on, one week off).
Itis recommended that Ovral tablets be taken at the same time each
day, preferably after the evening meal or at bedtime.
During the first cycie of medication, the patient is instructed to take one
Ovral t daily for twenty-one consecitive days, beginning on the
first day (Day 1 Start) ot her menstrual cycle or on the Sunday after her
period begins (Sunday Start). (The first day of menstruation is day
one ) The tablets are then discontinued for one week
drawal bleeding shoukd usually occur within 3 days folio:
uation of Ovral, {For Day 1 Start: If Ovral is first taken later than the first
day of the first menstrual cycle of medication or posi pln contracep-
tive rallance should nat be placed on Ovral until after the first seven
consecutive days of administration For Sunday Start. Contraceptive
reliance should not be placed on Ovral until after the first seven consec-
utive d s of administration. The possibility of ovulation and mﬂcuptlon
&0 nlhaﬂcn of medication shouid ba considered.) The paf
ins her next and all subsequent 21-day courses of Ovral lasz on
the same day of the week that she began her first course, followil
same schedule: 21 days on—7 days nn She begins taldna her tabl a!s
on the 8th day anef iscontinuance, regardless of whether or not a
menstrual has occurred or is stifl in progress. Any time a new
cycle of Ovral Is started fater than the 8th day, the patient should be
gatmod by another means of contraception until she has taken a
biet daily for seven consecutive day
1 spotting or breakthrough bieeding occurs the
continue on the same regimen. This type of bleeding is usually transient
and without significance, however, if the bieeding is persistent or pro-
fonged, the patient is advised to consuft her physician. Although
occurrence of pr hgnanc[y is highly unkkely it Ovral is taken accnmmg to
directions, if withdrawal Iudm? does nat occur, the possibiity of
wagwcy must be considered. If the patient has not adhered to the
schedule (missed one or mare tablets or started taking them
nn a dauate( than she should have), the pmbabﬂg of pregnancy
should be considered at the time of the first missed period and appro-
priate diagnostic measures taken before the medication is resumed. if
the patient has adhered to the prescribed regimen and misses two con-
secutive periods, preghancy should be ruled out before continuing the

). With-
dlsoontln-

lent Is instructed to

contraceptive regimen.

For additional patient instructions regarding missed pills, see the
"WHAT T0 DO IF YOU MISS PILLS™ section in the DETAILED
PATIENT LABELING below.

Any time the patient mzsses two of more tablets, she should also use
another method of contraception untd she has faken a tabist daily for
seven consecutive days. if breakdhrough bleeding occurs following
missed tablets, it wik usually be transient and of no consequence While
there is it likelihood of ovulation occurring if only one of two tablets
are missed, the possibifity of ovulation increases with each successive
day that scheduied tablets are mrssed.

I the nonlactating mother, Ovral may be infiated postpartum, for con-
traception. When the tablets are administered in the postpartum period,
the increased risk of thromboembolic disease associated with the post-
partum perlod must be consmud {see “Contraindications,”

“Warmings,” and "F disease) it
is to be noted thal uny resumption of ovulation may occur if Parlodet®
{bromocriptine mesylate) has been used for the prevention of lactation

How Supplied

Ovraf® Tablets (0 5 mg norgestrel and 0 05 mg B"'ITT estradiol) are
avadable in packages of & PILPAK® dispensers with 21 tablets each as
NDC 0008-0056—01. white, round tablet marked "WYETH" and “56”
Store at room temperature, approx. 25° C (77° F).
Referances avalable upon request.



Brief Summary Patient Package Insert

This product {like all oral contraceptives) is intended to
prevent pregnancy. It does not protect against HIY infec-

non {AIDS) and other sexually transmitted diseases.

Oral contraceptives, also known as “birth-control pills” or “the pill,” are

taken to prevent pu&nancy and when taken correctly, have a failure

rate of less than 1.0% per year when used without missing any pills

The typical fatlure rate of large numbers of pift users is less than 3.0%

per year when women who miss pilfs are included. For most women

oral contraceptives are alsa free of serious or unpleasant side effects

Hawever, forgeting to take pils considerably increases the chances of

pregnancy. .

For the majorty of women, oral contraceptives can be taken safely But

there are some women who are at high risk of developing certain seri-

ous diseases that can be hfe-threatemng or may cause temporary or

permanent disability or death. The risks associated with taking oral

contraceptives increase significantly if you:

« smoke

« have high blood pressure, diabetes, high cholesterol

« have or have had clotting disorders, heart attack, stroke, angina pec-

tons, cancer of the breast or sex organs, jaundice, or mafignant or

benign liver tumors,

You should not take the pill if you suspect you are pregnant or have

unexptamed vaginal bleeding.

Cigarette smoking increases the risk of serious adverse
effects on the heart and biood vessels from

TABLE: PERCENTAGE OF WOMEN EXPERIENCING AN UNINTENDED
PRIEEGaéTNchDURmG THE FIRST YEAR OF USE OF A CONTRACEP-

the nisk of death was highest with pregnancy (7 to 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
pregnancy for any age group, excapt for those women over the age of
40, when the risk increases to 32 s per 100,000 women, com-
pared to 28 associated with pregnancy at that age. However, for pib
users who smoke and are over the age of 35, the estimated number of
deaths exceeds those for other methods of birth control If 2 woman 1s
over the age of 40 and smokes, her estimated risk of death s four times
tigher (117/100,000 women) than the estimated fisk associated with
pregnancy (28/100,000 women) in that age group.

The 1 that women over 40 who don't smoke should not take

use, This risk i 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 effects of the pill are not serious. The most common such
effects are nausea, vomiting, bleeding between menstrual
weight gain, breast Iendefness and difficulty weaning con'am Ienses
These side effects, especially nausea and vomiting, may subside within
the first three moriths of use.
The serious stde effects of the pifl occur very infrequently, especlafly
you are in good heaith and do not smoke. However, you should know
that the followin med»cal conditions have been assoctated with or
made worse by |
1. Blood clots in the legs (thrombophiebitis), |un s (pulmonal
embousm) stoppage or rupture ofa hlood vessel mthe bmnr{stmke)
kage of blood vessels in the heart (heart attack and angina pectonis)
nl omer orﬁs of the body. As memloned above, smoking increases
the risk of feart attacks and strokes and subsequent serious medical
consequences.
2 Liver tumors, which may rupture and cause severe bleeding A possi-
bl but not definite association has been found with the pill and fiver
cancer, However, liver cancers are extremely rare. The chance of deve-
foping liver cancer from using the pil is thus even rarer.
3. High blood pressure, although blood pressure usually retums to nof-
mal when the pM is stopped.
he symptoms associated with these serious side effects are discussed
In the detailed leaflet given to you with your supply of pills. »mi?' dyour
doctor or health-care provider if you notice any unusual hysical distur-
bances while takiny the pill. In addtion, drugs such as ril mpm.
as some anticonvilsants and some amnhmms may decrease oral-
contraceptive effectiveness
Studles to date of women taking the pill have not shown an increase in
the incidence of cancer of the breast or cervix. There is, however, insuf-
ficient evidence to rule out the possibility that pifls may cause such
cancers.
Taking the pl ‘gruvides some important noncontraceptive benefits,
These include less painful menstruation, fess menstrual blood loss and
anemia, fewer pelvic infections, and fewer cancers of the ovary and the
lining of the uterus.
Ee sure to discuss any medical condition you may have with your
@ provider. Your health-care provider will take a medical and
vam history before prescribing oral contraceptves and will examine
physical examination may be delayed to another tima if you
uquest it and the health-care provider believes that it is appropniate to
postpone K. You should be reexamined at least once a year while taking
oral contraceptives. The detatted patient information leaflet 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
prevent pregnancy. It does not protect against HIV infec-
tion (AIDS) and other sexually transmitted diseases.
INTRODUCTION
You should not use Ovral or Ovral-28, which contain higher doses of
estrogen than other oral contraceptives, unless specifically recom-
mended by your health-care provider. Any woman who considers using
oral contraceptives {the birth-control pill or the pill) should understand
the benefits and risks of using this form of birth control. This leaflet wil
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 tell you how to use the pil
rsmpeny 0 that it will be as effective as possible. However, this leaflet
not a replacement for a careful discussion between m‘u and youl
heakh-care provider. You should dnscuss the mlormat provided in
this leaftet with him or her, both when y: taking the pill and
during your revisits. You ‘should also 1ollow our Imﬂh-uu provider's
advice with regard to regular check-ups while you are on the pill.
EFFECTIVENESS OF ORAL CONTRACEPTIVES
Oraf contraceptives or "birth-control pilis” or “the pil™ are used to pre-
vent pr:gnam:{ and are more effective than other nonsurgical methods
of birth control. When they are taken correctly, the chance of becoming
puqnanllsl-ssthani when used , without missing a:v
g'w Typical failure rates are less than 3.0% per year. The chance
mmg pregnant increases with each missed pilf during the menstru-

In companson ical fallure rates for other nonsurnlul methods of
birth control during the first year of use are as follows:

oral is based on from older high-dose pills
and on fess-selective use of pils than is practiced today An Advisory
Committee of the FDA discussed this issue in 1989 and recommended
that the benefits of oral-contraceptive use by healthy, nonsmoking
women over 40 years of age may outweigh the possible risks. However,
all women, espectally older women, are cautioned to use the lowest-

I any of 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 possible clot in the king).

« Pain in the calf (indicating a possible clot m the leg)

« Crushing chest pain of heaviness in the chesi (indicating a possible

« Sudden severe headache or vomting, dizziness or fainting, distur-
bances of vision or speech, weakness, of numbness in an arm of leg
{(indicating a possible stroke).

« Sudden partial or complete loss of vision (indicating 2 possible clot n

« Breast lumps (indicating possible breast cancer or fibrocystic disease
of the breast, ask your doctor or health-care provider to show you fhiow

« Severe pain of tenderness in the stomach area (indicating a possibly

« Ditficulty in sleeping, weakness, lack of energy, fatigue, or change in

Method Perfect Use  Average Use
| Levonorgestrel implants 005 005
Male sterilization [B] 0.15
Female steritization 05 05
Depo-Provera’
injectable progestogen) 23 03
Qral contraceptives 5
Combined 21 NA
Progestin onfy 05 NA
g
Progesterone 15 20
Copper T 3804 Q8 08 dose pilf that 1s effective
Condom {male) without spermicide 3 14 WARNING SIGNALS
| (female) without spermicide 5 2
Cervical cap
Never given birth ] 20
Given birth 26 40
Vaginal Sponge
| Never given buth k] 20 heart attack)
| Given bith 20 40
Diaphragm with
spermicidal cream of Jelly § 20
Spermicides alon i the eye)
(foam, creams, mlles‘ and vaginal
| Suppositories) ] 26
| Penodic abstinence {all methods} 1-9° 25 fo examine your breasts).
Withdrawal 4 19
No contraception (pfanned pregriancy) 85 85 Tuptured lver tumor).
NA - not available

*Depending on method {calendar, ovulation, symptothermal, post-ovulation)
Adapted trom Hatcher RA et al, Contraceptive Technokogy- 17t Rewssd Edition NY,
WY Ardent Meds, 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 cigarettes per day} 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 pill. For example, you shoutd not take
the pillif you are pregnanl or think you may be pregniant. You should
also not use the plII il you have had any of the following conditions.

+ Heart aftack or

- Blood clots in lhe Iegs {thrombophiebitis), lungs {(pulmonary
embalism), of eyes.

+ Blood clots in the deep veins of your legs

« Known or suspected breast cancer or cancer of the lining of the
uterus, cervix, of vagina

« Liver tumor (bemgn Of cancerous)

Or, if you have any of the foilawmg

« Chest pain (angina ris).

. Unux ained vaginal hleedmu (until a diagnosis Is reached by your

. Yellovnnq of the whites of the eyes or of the skin (jaundice) during
pregnancy or duning previous use of the pill.
« Known of suspected pregnancy.
Tell your health-care provider if you have ever had any of these condi-
:lmf:l; Va;‘r :uezlth-cm provider can recommend another method of

irth contro!

RISKS OF TAKING ORAL CONTRACEPTIVES

1. Risk of devalopmv biood clots

Blood clots and blockage of blood vesses are the most serious side

effects of taking oraf comrzceptms and can be fatal In particular, a clot

In the legs can cause thrombophiebitis and a clot that travels to the

iungs can cause a sudden(blockig? of the vesse! carrying biood fo the

tungs. Rarely, clots occur in the blood vessels of the eye and may cause

biindness, doubie vision, of impaired vision.

it you take oral contraceptives and need elective surgery, need to siay in

bed for a prolonged illness, or have recently delivered a baby, rm may

be at rlsk af developing blood clots. You should consuit your

about stopping orai contraceptives three 1o four weeks before surge

and not lakmg oral contraceptives for two weeks after surgery or during

bed rest. You should also not take oral contraceptives soon after deliv-
ery of a baby or a midtrimester pmnanq termination. It is advisable to

wah for at least four weeks after delivery if fzou are not breast-feeding if

you are breast-feeding, you should wart uniil you have weaned your

child before using the pill. (See aiso the section on breast-feeding in

“General Precautions.

2. Heart atlacks and strokes

Oral contraceptives (inueasa the tendency to deveiop strokes

(s(o%pava of upture of blood vessels in the brain) and angina pectoris

eart attacks (blockage of blood vessals in the heart). Any of these

condRtions can cause death or serious disability.

Smoking greatly increases the posstbility of suffering heart attacks and

strokes. Furthermore, smoking and the use of oral contraceptives great-

ly increase the chances of developing and dying of heart disease.

3. Gallbladder di

Oul-comracemwe users probably have a greater risk than nonusers of

having rallb!addev disease, anhouoh this risk may be related to pills

containing high doses of estrogen:

4, Liver tum

In rare cases, oral contraceptives can cause benign bit dangerous liver

tumors. These benign liver tumors can rupture and cause intemal

blesding in addition, a possible but not definite association has bee

found wi\h the pili and Iiver 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 fs thus even rarer.

5. Cancer of the reproductive organs

There is, at present, no confirmed evidence that oral

mood (possibly indicating severe depression)

= Jaundice or a yellowing of the skin or eyeballs, accompanied frequent-
Iy by fever, fatigue, loss of appetite, dark-colored unine, or light-colored
bowel movements (indicating possible liver problems).

SIDE EFFECTS OF ORAL CONTRACEPTIVES

1 Vaginal bleeding

frregular vaginal bieedwng or spotting may occur while you are taking
the pills. lrreguiar bleeding m:y vary from slight staining between men-
struat penods to breakthrough bleeding which is a flow much like a reg-
tar remd Irregular bleeding occurs mosl often during the first few
months of oral-contraceptive use, but may also occur after you have
been taking the pill far some time. Such bleeding mai{ be femparary

and usually does not indicate any serious ﬁmblems itis |mportanl to
continue taking your pills on schedule. If the bleeding occurs in more
than one cycle of fasts for more than a few days, talk to your doctor or
health-care provider.

2. Contact ienses

If you wear contact Jenses and notice a change In vision or an mabildy
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 experl-
ence fluid retention, contact your doctor or health-care provider,

4 Melasma

A spotty darkening of the skin is possible, particularly of the face,

5. Other side effects

Other side effects may include change in appetite, headache, nervous-
ness, depression, dizziness, loss of scalp hair, rash, and vaginal
infections

1f any of these side effects bother you, cail your doctor o health-care
pravider.

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

regnancy
"fyhue may be times when you may not menstruate reqularly after you
completed taking a cycle of pifis. if you have taken your pills regu-
lany and miss one menstrual penod, continue taking your gulls for the
next cycle but be sure to inform your health-care provider before doing
s0. It you | have not taken the pills datly as instructed and missed a men-
strual period, or if gou missed two consecutive menstrual periods, yol
may be preqnzm. heck with your health-care provider lmmedlatery to
determme whether you are pveqnam Do not continue o take oral con-
traceptives until you are sure you are not pregnant, but continue to use
another method of comraceptlou
There Is no use is associat-
ed with an increase in mn deieds vnwn taken inadvertently duting
early pregnancy. Previously, a few studies had reported that oral con-
traceptives might be associated with birth defects, but these studies
have not been confirmed. Nevertheless, oral comracemwes of any other
rugs should not be used dunng pe nam:y unless clearty necessary
and prescribed by your doctor. You should check with your doctor
about rtsks o your unbom child of any medication taken during
pregnancy.
2. While breast-feeding
1 you are breast-feedmg, consult your doctor before starting oral con-
traceptives. Some of the drug will be passed on to the child in the mitlc
A few adverse effects on the child have been reported, including yeliow-
ing of the skin (jaundice) and breast enlargement. In addhion, oral con-
Vac?mes may decrease the amount and quality of your mifK. If possi-
not use oral contraceptives while breast- !eew You shouid
use another method of contraception since breast-feeding provides only
pattial protection from becoming pregnant, and this partial profection
decreases signiticantly as you breast-leed for langer pemds of time.
You should consider starting oral contraceptives only after you have
‘weaned your child compietely.
3 Laboratory tests
ll ou are scheduled for any laboratory lests, tell your doclor you are
taking birth-control pilis Certain blood tests may be affected by birth-
contr pils,
4. Drug it
Certain druqs may mtma with birth-controf pills to make them less
effective in preventing pregnancy or cause an increase in breakthrough
Dleeding. Such drugs mdude Titampin, dmus used 1or api m suchas

increase the risk of cancer of the reproductive organs in human studies.
Several studies have found no overal! increase in the risk of developing
breast cancsr. However, women who use oral contraceptives and have
astrong family history of breast cancer or who have breast nodules or
abnormal mammograms should be ciosety followed by thelr doctors.
Some studies hava found an increase in the incidence of cancer of the
cervix in women who use oral contraceptives. However, this finding
may be related to factors other than the use of oral contraceptives.

ESTIMATED RISK OF DEATH FROM A BIRTH-CONTROL METHOD OR
PREGNANCY

All methods of birth control and pregnancy are associated with a nsk of
developing certain diseases which may lead to disability or death, An
estimate of the number of deaths associated with ditferent methods of
birth control and pregnancy has been calcutated and ts shown in the
foliowing table.

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

Method of control 15-19 20-24 2529 30-34 35-39 40-44
and outcome
No fertllity- 70 74 81 148 257 282

control methods*

Oral contraceptives 03 05 09 13 138 316
nonsmoker**

Oraf contraceptives 22 34 66 135 511 172
smoker”*

wo* 08 08 10 10 14 14

Condom* 11 16 07 02 03 04

Diaphragm/ 19 12 12 13 22 28
spermicide*

Perlodic abstinence*” 25 16 16 17 29 36
*Deaths are birth reiated

**Deaths are method related

In the above table, the risk of death from any birth-control method is

less than 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 tabie that for women aged 1510 39,

tin is one
brand of this qu) & nylhutaznne (Bmazultr in is une Imnd) and
possibly certain 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

Thus product (like aft oral comracarllves) is intended to xwvem preg-
nancy. It does not protact against transmission ot HIV (ADS) and other
sexually transmitted diseases such as chlamydia, genital herpes, genal
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 stast taking your pills.

Anytime you are not sure what to do.

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

It you miss pills you could get pregnant. This includes starting the pack
{ate. The more pilis you miss, the more likely you are to get pregnant




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

I! o« leel sick to your stomach, do not stop taking the pill. The prob-
lem '\lm‘l: usually go away. i it doesn't go away, check with your doctor
or cl

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 Ittie sick to your stomach.

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

6. IF YOU HAVE TROUBLE REMEMBERING TO TAKE THE PILL, talk to
your doctor or efinic about how to make pill-taking easier 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,
NORDETTE®-21, OVRAL®, LO/OVRAL®, NORDETTE®-28,
OVRAL®-26, AND LO/OVRAL®-28

BEFORE YOU START TAKING YOUR PILLS

1. DECIDE WHAT TIME OF DAY YOU WANT TO TAKE YOUR PILL.

It is important to take it at about the same time every day.

2. LOOK AT YOUR PILL PACK TO SEE IF IT HAS 21 OR 28 PILLS.
The 21-pii pack has 21 “active” white o light-orange puls (with hor-
mones) to take for 3 weeks, foliowed by 1 week without pills.

The 28-pilf pack has 21 “active™ white or light-orange pills (with hor-
mones) to take for 3 weeks, followed by 1 week of reminder pink pills
{without hormones).

3. ALSO FIND:

1) where on the pack to start taking pills, and

2) i what order to take the pills (follow the arrows).

ooooooooooooo

OOOOOOOOOOOOO J

4. BE SURE YOU HAVE READY AT ALL TIMES.

ANOTHER KIND OF BIRTH CONTROL (such as condoms of foam) to
use as a back-up in case you miss pills

AN EXTRA, FULL PILL PACK.

WHEN TO START THE FIRST PACK OF PILLS

For the 21-day pill pack rou 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 of clinic which is the best
day for you, The 28- da{ pi pack accommodates a SUNDAY START

{y For either pill pack pick a time of day which will be easy 1o

remem

DAY 1 START

These instructions are for the 21-day pil pack on!y The 28-day pilt pack

does niot accommodate a DAY 1§ desage regimen.

1. Take the first “active™ white or light-orange pill of me first pack dur-

ing the first 24 hours of your penod.

2. You will not need to use a back-up method of birth control, since you

are starting the pit at the beginning of your period.

SUNDAY START:

These instructions are tor either the 21-day or the 28-day pi} pacl(.

el s s ot

after ri even if you are still bleeding. yonr

wiodbeqlnsonsumre start the pack thal 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

S:&da (7 days). Condoms 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.

2 WPE:EN YOU FINISH A PACK OR SWITCH YOUR BRAND

ills: Wart 7 days to stast the next pack. You will ;mbabky have your
d during that week. Be sure that no more than
n 21-day packs.
28 pifis: Start the next pack on the day after your last “reminder™ pili.
] nol walt any days batween packs.

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

you muss pifls. You MUST use another birth control method (such as

condoms of foam) as  back-up for those 7 days.

1f you MISS 3 OR MORE whtte or light-orange "active™ pills 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 regt-

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

28-day pill pack.

1.#f you are a Day 1 Starter:

;HROW QUT the rest of the pill pack and start a new pack that same
lay.

K you are a Sunday Starter:

Keep taking 1 pill every day untit Sunday

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

pills that same day

2 You may not have your penad this month but this is expected

However, if you miss your period 2 months tn a row, call your doctor of

clinic because you might be pregnant

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

you miss pits You MUST use another birth contro! method (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” ptlis in Week 4

THROW AWAY the pills you missed

Keep taking 1 pilt each day until the pack is empty

You do not need a back-up method if you start your next pack on ime

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.

K‘EEP TAKING ONE PILL EACH DAY until you can reach your doctor or
clin,

QVRETTE®

Ovrette ts administered on a continuous daily dosage schedule, one
tablet each day, every day of Iheazeal. Take the first tablet on the first
day of your menstruat period. Tablets should be taken at the same time
every day, without interruption, whether bleeding occurs or not. If
bleeding 1s prolonged (more than 8 days}) or unusuaily heavy, you
should contact your doctor.

Forgotten rllls

The risk of pregnancy ncreases with each tablet missed Therefore, it s
very lmronanl that you take one tablet daily as directed. If you miss
ong tablet, take i as soon as you remember and also take your next
tablet at the regular time. If you miss two tablets, take one of the
missed tablets as soon as you remember, as well as your regular tablet
for that day at the proper time. Fumnrmore, u should use another
method of birth control in addition to taking Ovrette until you have
taken fourteen days (2 weeks) of medication.

1t more than two tablets have been missed, Ovrette shouid be discontin-
ued mmediately and another method of birth control used untif the start
of your next menstrual perlod Then you may resume taking Ovrette.

Pregnancy due to pill falure

The incidence of pill failure resulting in crregnam:y 15 approximately less
than 1.0% if taken every day as directed, but more typical failure rates
are less than 3.0%. If failure does occur, the fisk to the fetus 15
minimal.

RISKS TO THE FETUS

If you do become pregnant while using oral contraceptives, the risk fo
the fetus is small, on the order of no more than one per thousand. You
should, however, discuss the risks to the developing child with your

Pregnancy after stopping the pill

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

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

Overdosage

Serious Iil effects have pot been reported following Ingestlon of large

doses of oral contraceptives by young children Overdosage may cause

nausea and withdrawal bleeding in females. In case of overdosage, con-
et your health-care provider or pharmacist.

Other information

Your heamH:are provider will take a medical and laml%hls(ory before

prescribing oral contraceptives and will examine you.

examination may be delayed to anather time if you mquesl it and !ne

health-care provider befieves that it is awm nate to postpone it. You

should be reexamined at least once a yeal sure to inform your

health-care provider If there is a family hlsiory of any of the condttions

listed previously in this leaftet Be sure to keep all appointments with

your health-care provider, because this is a time to determine if there

are earty signs of side effects of oral-contraceptive use.

Do not use the drug for m{‘::ndmon other than the one for which it

was prescribed. This drug has been prescribed specifically for you; do

not give it to others who may want birth-control pills.

HEALTH BENF.FITS FROM ORAL CONTRACEPTIVES
In additio use of oral ives may

provide cenam benefits. They are:
« Menstrual cycles may become more regular.
« Blood flow during menstruation may be lighter, and less iren may be
fost. Therefore, anemia due 10 iron deficiency is less ukely to occur.
« Pain or other during may be
|ess Irequenlry
rian cysts may occur ess frequently.
. Eclaplc (tubal} pregnancy may occur less frequently.

WHAT TO DO IF YOU MISS PILLS

cysts or limps in the breast may occur less frequentfy.
. Acule pelvic inflammatory disease may oceur fess frequerdly.

Il yon MISS 4 white or light-orange “active” pill:

n as you remember. Taka the next pill at your regular
llme Ihis muns you take 2 pills in 1 d
2. You do not need to use a back-up blnh cortroi method i you have
sex.

i ¥‘ou MISS 2 white or light-orange “active™ pilts in a row in WEEK 1
OR WEEK 2 of your pack.

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

2. Then take { pill a day until you finish the pack.

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

wélxlss 2 white or light-orange "active” pills in a row in THE 3rd

The Day 1 Starter instructions are for the 21-day pill pack only. The
28-day phl pack does not accommodate a DAY 1 START dosage regi-
men. The Sunday Starter instructions are for either the 21-day or
28-day pill pack.
1. ¥ you are a Day 1 Starter:
;HROW OUT tha rest of the pill pack and start a new pack that same

2

i you are a Sunday Starter:

Keep taking 1 pill every day until Sunday.

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

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 or
clinic because you might be pregnant.

use may provide some protection against develop-
lnq two forms of cancer: cancer of the ovaries and cancer of the lining
of the uterus.
1t you want more mformation about birth-control pills, ask your doctor
of pharmacist, They have a more technical Yeaflet called the Profes-
sionaf Labeling which you may wish to read
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Division of Reproductive and Urologic Drug Products

Regulatory Project Manager Label Review

Application Numbers:
NDA 16-672/5-046, S-047  Ovral® (norgestrel and ethinyl] estradiol)
NDA 16-806/S-028, S-029  Ovral®-28 (norgestrel and ethinyl estradiol)
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Material Reviewed:
e Physician Insert
* Detailed Patient Labeling

Submission Date: March 21, 2000
Receipt Date: March 23, 2000

Review: ~

¢ The sponsor submitted supplemental applications, 16-672/S-046 and 16-806/S-028, on December 28,
1996 which provided for revisions to the EFFECTIVENESS OF ORAL CONTRACEPTIVES
SECTION of the Detailed Patient Package Insert and the Prescribing Information, specifically to
delete all reference to the contraceptive sponge and to clarify DMPA “ Depo-Provera™ and condom to
“male condom”

e An approvable letter was issued on July 31, 1997 which required the sponsor to update the Trussell
Table in the Prescribing Information to the 1998 version, and to reinstate all references to the
contraceptive sponge that were deleted

e The sponsor submitted supplemental applications, 16-672/S-047 and 16-806/S-029, on April 17, 1997,
in response to FDA correspondence dated December 11, 1996, requesting that the following labeling
changes be made:

Physician Insert

WARNINGS subsection 1.d. added sentence:

- —————a

INDICATIONS AND USAGE section, revised to read:
“Oral contraceptives are indicated for the prevention of pregnancy in women who elect to use this
product as method of contraception. Oral contraceptive products such as Ovral or Ovral-28 which
contain 50 mcg of estrogen, should not be used unless medically indicated.”

Detailed Patient Labeling

INTRODUCTION section, first sentence revised to read:
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» These supplements were approved on August 14, 1997, with the request that the Trussell Table be
updated to the 1998 version at the next printing

* A supplement request letter was sent to the sponsor on March 4, 1998, in which the Division
requested the addition of a Pediatric Use subsection to all oral contraceptive labeling

e  On December 21, 1999, the Division conveyed to the sponsor that FPL incorporating all of the FDA
requested changes to these supplements could be submitted as a complete response

* On February 28, 2000, the sponsor informed the Division that their FPL for these products was printed
but that the revision that added the contraceptive sponge back to the instruction portion of the patient
labeling had been inadvertently omitted (the Division responded that this FPL could be submitted,
however, the addition of the contraceptive sponge information must be added to the patient labeling at
the next printing, which the sponsor agreed to perform (see March 21, 2000 submission):

Detailed Patient Labeling
IMPORTANT POINTS TO REMEMBER
Before You Start Taking Your Pills:

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

The contraceptive sponge is no longer available and, therefore, the above statement does not require a
reference to the contraceptive sponge at this time. Instead, the statement should be revised for consistency
with other current combination oral contraceptive labels to read:

“Use a back-up method (such as condoms or feams spermicides) until you check with your doctor
or clinic.” ‘

Conclusions

e Approve labeling supplements 16-672/S-046 and 16-806/S-028, but request the revision of the word
“spermicides” in place of “foam” in the Detailed Patient Labeling, as noted above, at the next
printing .

e Acknowledge the FPL for labeling supplements 16-672/S-047 and 16-806/5-029, but request the
revision of the word “spermicides” in place of “foam” to'the Detailed Patient Labeling at the next
printing as a condition to Acknowledge and Retain the FPL

Jeanine A. Best, M.S.N., R.N.
Regulatory Project Manager
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Concurrence:

Terri Rumble, B.S.N.
Chief, Project Management Staff

Dena Hixon, M.D.
Medical Team Leader

Susan Allen, M.D., M.P.H.
Director

Comments:
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cc:

Onig. NDA’s 16-672, 16806

HFD-580/Div File

HFD-580/BestMercier

Concurrence: Rumblet,03.12.01/Hixon,03.13.01/Alien,03.13.01
Drafted: JAB/March 8, 2001/N16672S46etallabrev.doc

Final: JAB/March 20, 2001
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