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ANDA 74-538

oeC 1 8 1097

G. D. Searle & Co.
Attention: Doranne Frano
4901 Searle Parkway
Skokie, IL 60077

Dear Madam:

This is in reference to your abbreviated new drug application
dated August 19, 1994, submitted pursuant to Section 505(j) of
the Federal Food, Drug, and Cosmetic Act, for Trivora-21 and
Trivora-28 (Levonorgestrel and Ethinyl Estradiol Tablets, USP),
Triphasic Regimen.

Reference is also made to your amendments dated November 30,
1995; July 19, 1996; and January 27, February 20, February 25,
and October 24, 1897.

We have completed the review of this abbreviated application and
have concluded that the drug is safe and effective for use as
recommended in the submitted labeling. Accordingly, the
application is approved. The Division of Biocequivalence has
determined that your Trivora®-21 and Trivora®-28 (Levonorgestrel
and Ethinyl Estradiol Tablets, USP) Tablets are biocequivalent
and, therefore, therapeutically eguivalent to those of the listed
drug (Triphasil®-21 and Triphasil®-28 of Wyeth Ayerst
Laboratories, Inc.). Your dissolution testing should be
incorporated into the stability and quality control program using
the same method proposed in your application.

Under 21 CFR 314.70, certain changes in the conditions described
in this abbreviated application require an approved supplemental
application before the change may be made.

Post-marketing reporting requirements for this abbreviated
application are set forth in 21 CFR 314.80-81. The Office of
Generic Drugs should be advised of any change in the marketing
status of this drug.

We request that you submit, in duplicate, any proposed
advertising or promotional copy which you intend to use in your
initial advertising or promotional campaigns. Please submit all
proposed materials in draft or mock-up form, not final print.
Submit both copies together with a copy of the proposed or final
printed labeling to the Division of Drug Marketing, Advertising,



and Communications (HFD-240). Please do not use Form FD-2253
(Transmittal of Advertisements and Promotional Labeling for Drugs
for Human Use) for this initial submission.

We call your attention to 21 CAR 314.81(b) (3) which requires that
materials for any subsequent advertising or promotional campaign
be submitted to our Division of Drug Marketing, Advertising, and
Communications (HFD-240) with a completed Form FD-2253 at the
time of their initial use.

Siqgerely yours,
St IR
S - 12/18/57

vouglas B. Spdgrn
Director ?

Office of Generic Drugs

Center for Drug Evaluation and Research
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SCS Pharmaceuticals

Trivora’-21 Tablets

- ® - -
Trivora-28 Tablets o3 1997
(levonorgestrel and ethinyl estradiol tablets, USP)—
triphasic regimen

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

1y

ORAL CONTRACEPTIVE AGENTS

DESCRIPTION

Trivora-21 Tablets provide an oral contraceptive regimen of
6 blue tablets followed by 5 white tablets and 10 pink
tablets. Each blue tablet contains levonorgestret 0.05 mg
and ethinyl estradiol 0.03 g, each white tablet contains
levonorgestre! 0.075 mg and ethinyl estradiol 0.04 mg and
each pink tablet contains levonorgestrel 0.125 mg and
ethinyl estradiol 0.03 mg.

Trivora-28 Tablets provide a continuous oral contracep-
tive regimen of 6 blue tablets, 5 white tablets, 10 pink
tablets and then 7 peach tablets. Each blue tablet contains
levonorgestrel 0.05 mg and ethiny! estradiol 0.03 mg, each
white tablet contains levonorgestrel 0.075 mg and ethinyl
estradiol 0.04 mg, each pink tablet contains levonorgestrel
0.125 mg and ethinyl estradiol 0.03 mg and each peach
tablet contains inert ingredients.

Levonorgestrel is a totally synthetic progestogen with the
chemical name (-}-13-Ethyl-17-hydroxy-18,19-dincr-17a-
pregn-4-en-20-yn-3-one. Ethiny! estradiol is an estrogen with
the chemical name 19-Nor-17a-pregna-1,3,5(10)ktrien-20-
yne-3,17-diol. Their structural formulae follow:

LEVONORGESTREL ETHINYL ESTRADIOL
Cz1H2802 CagH2:072
MW. 31245 M.W. 296.41

The inactive ingredients present in all the tablets are lac-
tose monohydrate, magnesium stearate, povidone, starch
{corn} plus the following dyes:

Blue tablet: FD&C Blue #1
Pink tablet: FD&C Red #40
Peach tablet: FD&C Yellow #6

CLINICAL PHARMACOLOGY
Combination oral contraceptives act by suppression of
gonadotrophins. Although the primary mechanism of this
action is inhibition of ovulation, other alterations include
changes in the cervical mucus {which increase the difficulty
of sperm entry into the uterus) and the endometrium
{which may reduce the likelihood of implantation).

INDICATIONS AND USAGE
Oral contraceptives are indicated for the prevention of
pregnancy in women who elect to use this product as a
method of contraception.

Oral contraceptives are highly effective. Table | lists the
typical accidental pregnancy rates for users of combination
orzl contraceptives and other methods of contraception.l
The efficacy of these contraceptive methods, except ster-
ilization, depends upon the reliability with which they are
used. Correct and consistent use of methods can result in
lower failure rates.

TABLE I; PERCENTAGE OF WOMEN EXPERIENCING A
CONTRACEPTIVE FAILURE DURING THE FIRST YEAR OF
PERFECT USE AND FIRST YEAR OF TYPICAL USE

% of Women Experiencing an Accidenial
Pregnancy within the First Year of Use

Perfect Useb

Method Typical Usea

Chance 85 85

Crsrrminidoe 4 ~

~

< ~T
WARNINGS
[Tatawd

P = 1

Cigaw&moki% ir!ggasas the risk of serious car-
diovascular side effects from oral contraceptive use,
This risk increases with age and with heavy smok-
ing (15 or more cigarettes per day} and is guite
marked in women over 35 years of age. Women
who use oral contraceptives should be strongly
advised not to smoke.

The use of oral contraceptives is associated with
increased risks of several serious conditions including myo-
cardial infarction, thromboembolism, stroke, hepatic neo-

plasia, and gallbladder disease, although the risk of serious

morbidity or mortality is very small in healthy women with-

out underlying risk factors. The risk of morbidity and mor- |

tality increases significantly in the presence of other undes-
lying sisk factors such as hypertension, hyperlipidemias,
hypercholesterolemia, obesity and diabetes.2-5

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

The information contained in this package insest is prin-
cipally based on studies carried out in patients who used
oral contraceptives with higher formulations of both estro-
gens and progestogens than those in common use today.
The effect of long-term use of the oral contraceptives with
lower formulations of both estrogens and progestogens
remains to be determined.

Throughaout this labeling, epidemiological studies reported
are of two types: retrospective or case control studies and
prospective or cohort studies. Case control studies provide
& measure of the relative risk of a disease. Relative risk,
the ratio of the incidence of a disease among oral contra-
ceptive users 1o that among non-users, cannot be assessed
directly from case control studies, but the odds ratio
obtained is a measure of relative risk. The relative risk does
not provide information on the actual clinical occurrence of
a disease. Cohort studies provide not only a measure of
the relative risk but a measure of attributable risk, which
is the difference in the incidence of disease between oral
contraceptive users and non-users. The attributable risk
does provide information about the actual occurrence of a
disease in the population. (Adapted from ref. 12 and 13 with
the author’s permission.) For further information, the reader
is referred to a text on epidemiological methods.

1. THROMBOEMEBOLIC DISORDERS AND OTHER
VASCULAR PROBLEMS

a. Myocardial Infarction

An increased risk of myocardial infarction has been attnb-
uted to oral contraceptive use. This risk is primarily in
smokers or women with other underlying risk factors for
coronary artery disease such as hypertension, hypercho-
lesterolemia, morbid obesity and diabetes.2-5.13 The rela-
tive risk of heart attack for current oral contraceptive users
has been estimated to be 2 to 6.2.14-12 The risk is very low
under the age of 30. However, there is the possibility of a
risk of cardiovascular disease even in very young women
who take oral contraceptives.

Smoking in combination with oral contraceptive use has
been shown to contribute substantially to the incidence of
myocardial infarctions in women in therr mid-thirties or clder,
with smoking accounting for the majority of excess cases.20

Mortality rates associated with circulatory disease have
been shown to increase substantially in smokers over the
age of 35 and non-smokers over the age of 40 among
women who use oral contraceptives (see Table IH.16

TABLE #: CIRCULATORY DISEASE MORTALITY RATES

PER 100,000 WOMAN YEARS BY AGE, SMOKING STATUS |

AND ORAT MINTRACFPTIVE 1IQE

- ¢. Cerebrovascular diseases

An increase in both the relative and attributable risk
cerebrovascular events (thrombotic and hemorrh
strokes} has been shown in users of oral contracepti
in general, the risk is greatest among older {>35 ye.
hypertensive women who also smoke. Hypertension
found to be a risk factor for both users and non-users
both types of strokes while smoking interacted to incre
the risk for hemorrhagic strokes.34

In a large study. the relative risk of thrombotic str¢
has been shown to range from 3 for normotensive u.
to 14 for users with severe hypertension.35 The relative
of hemorrhagic stroke is reported to be 1.2 for non-sn

. ers who used oral contraceptives, 2.6 for smokers whc

not use oral contraceptives, 7.6 for smokers who used
contraceptives, 1.8 for normotensive users and 25.7
users with severe hypertension.35 The attributable risk

Is greater in women in their mid-thirties or older and am
smokers.13

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

A positive association has been observed between
amount of estrogen and progestogen in oral contracept
and the risk of vascular disease 36-3%8 A decline in se
high-density lipoproteins (HDL) has been reported
many progestational agents.22-24 A decline in serum h
density lipoproteins has been associated with an increa
incidence of ischemic heart disease.?® Because estrog
increase HDL cholesterol, the net effect of an oral cor
ceptive depends on a balance achieved between dose
estrogen and progestogen and the nature and abso
amount of progestogens used in the contraceptives.
amount of both hormones should be considered in
choice of an oral contraceptive 37

Minimizing exposure to estrogen and progestogen i
keeping with good principles of therapeutics. For any
ticular estrogen/progestogen combination, the dosage
imen prescribed should be one which contains the I
amount of estrogen and progestogen that is compat
with a low fadure rate and the needs of the indivic
patient. New acceptors of oral contraceptive agents shc
be started on preparations containing the lowest estro
content that produces satisfactory results for the individ
e. Persistence of risk of vascular disease
There are three studies which have shown persistence
fisk of vascular disease for ever-users of oral contrac
tives.17.34.40 |n a study in the United States, the risk
developing myocardial infarction after discontinuing -
contraceptives persists for at least 9 years for won
40-49 years who had used oral contraceptives for 5 or m
years, but this increased risk was not demonstrated in ol
age groups.'7In another study in Great Britain, the rish
developing cerebrovascular disease persisted for at lea:
years after discontinuation of oral contraceptives, altho
excess risk was very small.#0 There is a significas
increased relative risk of subarachnoid hemorrhage after
mination of use of oral contraceptives.34 However, th
studies were performed with oral contraceptive form
tions containing 50 pig or higher of estrogen.

2. ESTIMATES OF MORTALITY FROM
CONTRACEPTIVE USE

Ore study gathered data¥rom a variety of sources wh
have estimated the mortality rates associated with dif
ent methods of contraception at different ages {:
Table IIN31 These estimates include the combined risk
death associated with contraceptive methods plus the 1
attributable to pregnancy in the event of method fait
Each method of contraception has its specific benefits
risks. The study concluded that with the exception of «
contraceptive users 35 and older who smoke and 40 :
older who do not smoke, mortality associated with
methods of buth control is fow and below that associa
with childbirth. The observation of a possible increase
risk of mortality with age for oral contraceptive users
based on data gathered in the 1970s—but not reportec
the U.S. until 1983.16.41 However, current clinical pract
involves the use of lower estrogen dose formulations cc
bined with caretul restricton of oral contraceptive use
women who do not have the various risk factors listec
this iabeling.

Because of these changes in practice and, also, becat
of some limited new data which suggest that the risk
cardiovascular disease with the use of oral contraceptin
may now be less than previousty observed,”8.79 the Fe:
ity and Maternal Heatth Drugs Advisory Committee v
asked 10 review the topic in 1989. The Committee ¢
cluded that although cardiovascular disease risks may
Increased with oral contraceptive use atter age 40 in heal
non-smoking women (even with the newer low-dose forr
lations), there are greater potential health risks associar

[P
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The inactive ingredients present in all the tablets are lac-
tose monohydrate, magnesium stearate, povidone, starch
{corn} plus the following dyes:

Blue tablet: FD&C Blue #1
Pink tabfet: FD&C Red #40
Peach tablet: FD&C Yellow #6

CLINICAL PHARMACOLOGY
Combination oral contraceptives act by suppression of
gonadotrophins. Although the primary mechanism of this
action is inhibition of ovulation, other alterations include
changes in the cervical mucus {(which increase the difficulty
of sperm entry into the uterus) and the endometrium
fwhich may reduce the likelihood of implantation},

INDICATIONS AND USAGE
Oral contraceptives are indicated for the prevention of
pregnancy in women who elect to use this product as a
method of contraception.

Orat contraceptives are highly effective. Table | lists the
typical accidentat pregnancy rates for users of combination
oral contraceptives and other methods of contraception.!
The efficacy of these contraceplive methods, except ster-
ilization, depends upon the reliability with which they are
used. Correct and consistent use of methods can result in
lower failure rates.

TABLE I: PERCENTAGE OF WOMEN EXPERIENCING A
CONTRACEPTIVE FAILURE DURING THE FIRST YEAR OF
PERFECT USE AND FIRST YEAR OF TYPICAL USE

% of Women Experiencing an Accidental
Pregnancy within the First Year of Use

Method Typical Use2 Perfect Useb
Chance 85 85
Spermicides 2 6
Periodic abstinence 20 1-9
Withdrawal 19 4
Cap

Parous 36 26

Nulliparous 18 9
Sponge

Parous 36 20

Nulliparous 18 g
Diaphragm 18 6
Condom

Fermale 21 5

Male 12 3
Pilt 3

Progestin only 0.5

Combined 0.1
[10]3;

Progesterone 2 1.5

Copper T 380A 08 08
Injection {Depo-Provera) 0.3 03
Irnpfants {Norplant) 0.09 0.08
Female sterilization 0.4 0.4
Male sterilization .15 010

Adapted with permissionl.

aAmong typical couples who initiate use of a method [not nec-
essarily for the tirst time), the percentage who experience an
accidentat pregnancy during the first year if they do not stop use
for any other reason.

bAmong couples who initiate use of a method {not necessarily
for the first time} and who use it perfectly {both consistently and
correctly), the percentage who experience an accidental preg-
nancy during the first year if they do not stop use for any other
reason.

CONTRAINDICATIONS

Oral contraceptives should not be used in women who have

the tollowing conditions:

= Thrombophlebitis or thromboembolic disorders

* A past history of deep vein thrombophlebitis or throm-
boembolic disorders

e Cerebral vascular or coronary artery disease

* Known or suspected carcinoma of the breast

* Carcinoma of the endometrium or other known or sus-
pected estrogen-dependent neoplasia

* Undiagnosed abnormal genital bleeding

* Cholestatic jaundice of pregnancy or jaundice with prior
pitl use

* Hepatic adenomas, carcinomas of benign liver tumors

* Known or suspected pregnancy

a measure o1 the relative risk of a disease. Helative nsk,
the ratio of the incidence of a disease among oral contra-
ceptive users to that among non-users, cannct be assessed
directly from case control studies, but the odds ratio
obtained is a measure of relative risk. The relative risk does
not provide information on the actual clinical occurrence of
a disease. Cohort studies provide not only a measure of

the relative risk but a measure of attributable risk, which -

is the difference in the incidence of disease between oral
contraceptive users and non-users. The attributable risk
does provide information about the actual occurrence of a
disease in the population. (Adapted from ref. 12 and 13 with
the author’s permission.) For further information, the reader
is referred 10 a text on epidemiological methods.

1. THROMBOEMBOLIC DISORDERS AND OTHER
VASCULAR PROBLEMS

a. Myocardial Infarction

An mcreased risk of myocardial infarction has been attrib-
uted to oral contraceptive use. This risk is primarily in
smokers or women with other underlying risk factors for

coronary artery disease such as hypertension, hypercho-’

lesterolemia, morbid obesity and diabetes.2-5.13 The rela-
tive risk of heart attack for current oral contraceptive users
has been estimated to be 2 to 6.2.14-19 The risk is very low
under the age of 30. However, there is the possibility of a
risk of cardiovascular disease even in very young women
who take oral contraceptives. )

Smoking in combination with oral contraceptive use has
been shown 1o contribute substantially to the incidence of
myocardial infarctions in women in their mid-thirties or older,
with smoking accounting for the majority of excess cases.2¢

Mortality rates associated with circulatory disease have
been shown 1o increase substantially in smokers over the
age of 35 and non-smokers over the age of 40 among
women who use oral contraceptives {see Table H).16

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

Ever-users (Non-smokers) D Controls (Non-smokers)

2 BB Ever-uzers (Smokers) Controls (Smokers}
= 250
e o
T 2
s 5 200
o
2§ w0
=]
;:g 100
23 50
= 15-24 25-34 35-44 45 Age

Adapted from P.M. Layde and V. Beral, Tabie V&

Oral contraceptives may compound the effects of well
known risk factors such as hypertension, diabetes, hyper-
lipidernias, hypercholesterolemia, age and obesity.3.13.21 In
particular, some progestogens are known 1o decrease HDL
cholesterol and cause ghucose intolerance, while estrogens

may create a state of hyperinsulinism.21-25 Oral contra-

ceptives have been shown to increase blood pressure
among users {see WARNINGS, section 9}. Similar effects
on risk factors have been associated 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 dis-
ease associated with the use of oral contraceptives is well
established. Case control studies have found the relative
risk of users compared to non-users to be 3 for the first
episode of superficial venous thrombosis, 4 to 11 for deep
vein thrombosis or pulmonary embolism, and 1.5 to 6 for
women with predisposing conditions for venous thrombo-
embolic disease.12.13.26-31 Cohort studies have shown the
relative risk to be somawhat lower, about 3 for new cases
and about 4.5 for new cases requiring hospitalization.32 The
risk of thromboembolic disease due 1o oral contraceptives
is not related to length of use and disappears after pill use
is stopped.1?

A 2- to B-told increase in refative risk of post-operative
thremboembolic complications has been reported with the
use of oral contraceptives. The relative risk of venous
thrombosis in women who have predisposing conditions is
twice that of women without such medical conditions 83 |f
feasible, oral contraceptives should be discontinued at least
4 weeks prior 1o and for 2 weeks after elective surgery
and during and following prolonged immobilization. Since
the immediate postpartum period also is associated with
an increased tisk of thromboembolism, oral contraceptives
should be started no earlier than 4 10 6 weeks after deliv-
ery in women who elect not to breast feed.®3

v g o3 s e o
years after discontinuation of oral contraceptives, althe
excess risk was very smal.40 There is a significz
increased relative risk of subarachnoid hemorrhage after
mination of use of oral contraceptives.34 However, tt
studies were performed with oral contraceptive forrr
tions containing 0 pg of higher of estrogen.

2. ESTIMATES OF MORTALITY FROM
CONTRACEPTIVE USE

One study gathered data from a variety of sources w
have estirated the mortality rates associated with di
ent methods of contraception at different ages
Table 111141 These estimates include the combined ris
death associated with contraceptive methods plus the
attributable to pregnancy in the event of method fail
Each method of contraception has its specific benefits
risks. The study concluded that with the exception of
contraceptive users 35 and older who smoke and 40
oider who do not smoke, mortality associated wath
methods of birth control is low and below that assock
with childbirth. The observation of a possible increas
risk of mortality with age for oral contraceptive user
based on data gathered in the 1970s—but not reporte
the U.S. untit 1983.16.4% However, current clinical prac
involves the use of lower estrogen dose formulations ¢
bined with careful restriction of oral contraceptive us
women who do not have the varicus risk factors liste
this labeling.

Because of these changes in practice and, also, bece
of some limited new data which suggest that the ris
cardiovascular disease with the use of oral contracept
may row be less than previously observed,’8.79 the F
ity and Maternal Health Drugs Advisory Committee
asked 1o review the topic in 1989. The Committee -
cluded that although cardiovascular disease risks may
increased with oral contraceptive use after age 40 in hes
non-smoking women (even with the newer low-dose fot
lations), there are greater potential health risks associ
with pregnancy in older women and with the altern:
surgical and medical procedures which may be neces
if such women do not have access to effective and acc
able means of contraception.

Therefore, the Committee recommended that the b
fits of oral contraceptive use by healthy non-smo
women over 40 may outweigh the possible risks. Of co
older womnen, as all wormnen who take oral contracepti
should take the lowest possible dose formulation th:
effective 80

TABLE Iii: ESTIMATED ANNUAL NUMBER OF BIRTH
RELATED OR METHOD-RELATED DEATHS ASSOCIATE
WITH CONTROL OF FERTILITY PER 100,000 NONSTER
WOMEN, BY FERTILITY CONTROL METHOD
ACCORDING TO AGE

Method of conirol

and outcome 15-19 20-24 25-29 30-34 35-39 4

No fertility 78 74 91 148 257 !
control metheds*

Oral contraceptives 03 0.5 09 t5 138
non-smoker**

Oral contraceptives 22 34 66 135 511 1
smoker®*®

JD** 08 08 1.0 1.0 1.4

Condom® Tt 16 07 0.2 03

Diaphragm/Spermicide* 1.9 1.2 1.2 1.3 22
Periodic abstinence® 25 16 16 17 29

* Deaths are birth-related
** Dgaths are method-related

Estimates adapted from HW. Ory, Table 3%

3. CARCINOMA OF THE REPRODUCTIVE ORGANS
AND BREASTS

Numerous epidemiological studies have been performe
the incidence of breast, endometrial, ovarian and cer
cancer in women using ofal contraceptives. The ¢
whelming evidence in the literatire suggests that us
oral contraceptives is not associated with an increase ir
risk of developing breast cancer, regardless of the age
parity of first use or with most of the marketed brands
doses.42-44 The Cancer and Steroid Hormone ICASH) s
also showed no latent effect on the risk of breast ca
for at least a decade following long-term use.#3 A few s
ies have shown a slightly increased refative risk of di
oping breast cancer,24-47 aithough the methodolog
these studies, which included differences in examing
of users and non-users and differences in age at stal
use, has been guestioned.47-49 Some studies have repc
an increased relative risk of developing breast cancer,
ticularty at & younger age. This increased relative
appears to be related to duration of use 81.82
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¢. Cerebrovascular diseases
An increase in both the relative and atiributable risks of
cerebrovascular events {thrombotic and hemorrhagic
strokes} has been shown in users of oral contraceptives,
In general, the risk is greatest among older {>35 years),
hypertensive women who also smoke. Hypertension was
found to be a risk factor for both users and non-users for
both types of strokes while smoking interacted to increase
the risk for hemorrhagic strokes.34

In a large study. the relative risk of thrombotic strokes
has been shown to range from 3 for normotensive users
to 14 for users with severe hypertension.35 The relative risk
of hemorrhagic stroke is reported to be 1.2 for non-smok-

+ ers who used oral contraceptives, 2.6 for smokers who did

not use oral contraceptives, 7.6 for smokers who used oral
contraceptives, 1.8 for normotensive users and 25.7 for
users with severe hypertension.3® The attributable risk also
is greater in women in their mid-thirtses or older and among
smokers.13

d. Dose-related risk of vascular disease from oral
contraceptives
A positive association has been observed between the
amount of estrogen and progestegen in oral contraceptives
and the risk of vascular disease.35-38 A decline in serum
high-density lipoproteins (HDL) has been reported with
many progestational agents.22-24 A decline in serurn high-
density lipoproteins has been associated with an increased
incidence of ischemic heart disease.3® Because estrogens
increase HDL cholesterol, the net effect of an oral contra-
ceptive depends on a balance achieved hetween doses of
estrogen and progestogen and the nature and absolute
amount of progestogens used in the contraceptives. The
amount of both hormones should be considered in the
choice of an oral contraceptive.37

Minimizing exposure to estrogen and progestogen is in
keeping with good principles of therapeutics. For any par-
ticular estrogen/progestogen combination, the dosage reg-
imen prescribed should be one which contains the least
amount of estrogen and progestogen that is compatible
with a low failure rate and the needs of the individuat
patient. New acceptors of oral contraceptive agents should
be started on preparations containing the towest estrogen
content that produces satisfactory results for the individuat.
e. Persistence of risk of vascular disease
There are three studies which have shown persistence of
risk of vascular disease for ever-users of oral contracep-
tives.17.34.40 In a study in the United States, the risk of
developing myocardial infarction after discontinuing oral
contraceptives persists for at least 9 years for women
40-49 years who had used oral contraceptives for 5 or more
years, but this increased risk was not demonstrated in other
age groups.t7In another study in Great Britain, the risk of
developing cerebrovascular disease persisted for at least 6
years after discontinuation of oral contraceptives, although
excess risk was very small40 There is a sigaificantly
increased relative risk of subarachnoid hemorrhage after ter-
mination of use of oral contraceptives 34 However, these
studies were perfermed with oral contraceptive formula-
tions containing 50 pg-or higher of estrogen.

2. ESTIMATES OF MORTALITY FROM
CONTRACEPTIVE USE

One study gathered data from a variety of sources which
have estimated the mortality rates associated with differ-
ent methods of contraception at different ages (see
Table )41 These estimates include the combined risk of
death associated with contraceptive methods plus the risk
attributable to pregnancy in the event of methed failure.
Each method of contraception has its specific benefits and
risks. The study concluded that with the exception of oral
contraceplive users 35 and ofder who smoke and 40 and
older who do not smoke, mortality associated with all
methods of birth control is low and below 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 1970s—but not reported in
the UL.S. until 1983.16.41 However, current chinical practice
involves the use of lower estrogen dose formulations com-
bined with careful restriction of oral contraceptive use to
women who do not have the various risk factors listed in
this labeling.

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 previously observed,”8.79 the Fertl-
ity and Maternal Health Drugs Advisory Committee was
asked to review the topic in 1989 The Committee con-
cluded that although cardiovascular disease risks may be
increased with oral contraceptive use alter age 40 in healthy
non-smoking women [even with the newer low-dose formu-
tations), there are greater potential health risks associated
with preanancy in older wormen and with the alternative

o

Some studies suggest that oral contraceptive use has
been associated with an increase in the risk of cervical intra-
epithelial neoplasia in some populations of women.50-52
However, there continues to be controversy about the
extent to which such findings may be due to differences
in sexual behavior and cther factors.

In spite of many studies of the relationship between oral
contracgptive use and breast or cervical cancers, a cause
and efféct relationship has not been established.

4. HEPATIC NEOPLASIA
Bemgn hepatic adenomas are associated with cral contra-
ceptive use although the incidence of benign tumors is rare
in the United States. Indirect calcutations have estimated
the attributable risk to be in the range of 33 cases per
100,000 for users, a risk that increases after 4 or more
years of use.> Rupture of rare, benign, hepatic adenomas
may cause death through intra-abdominal hemarrhage 55-56

Studies in the United States and Britain have shown an
increased risk of devetoping hepatocellular carcinoma in
long-term (> 8 years) oral contraceptive users.57-59 How-
ever, these cancers are extremely rare in the United States
and the attributable risk {the excess incidence) of liver can-
cers in oral contraceplive users approaches less than 1 per
1,000,000 users.

5. OCULAR LESIONS

There have been clinical case reports of retinal thrombosis
associated with the use of oral contraceptives. Oral con-
traceptives should be discontinued if there is unexplained
partial of complete loss of vision; onset of proptosis or
diplopia; papilledema; or retinal vascufar lesions. Appropri-
ate diagnostic and therapeutic measures should be under-
taken immediately.

6. ORAL CONTRACEPTIVE USE BEFORE OR DURING
EARLY PREGNANCY
Extensive epidemiological studies have revealed no
increased risk of bisth defects in women who have used
oral contraceplives prior to pregnancy.50-62 Studies also do
not suggest a teratogenic effect, particularly insofar as car-
diac anomalies and limb reduction defects are concerned,
when taken inadvertently during early pregnancy.60.61.63,64

The administration of oral contraceptives 10 induce with-
drawal bleeding should not be used as a test for pregnancy.
Oral contraceptives should not be used during pregnancy
10 treat threatened or habrtual aborticn.

It is recommended that for any patient who has missed
2 consecutive pericds, pregnancy should be ruled out
before continuing oral contraceptive use. If the patient has
not adhered to the prescribed schedule, the possibility of
pregnancy should be considered at the first missed period.
Oral contraceptive use shouid be discontinued if pregnancy
is confirmed.

7. GALLBLADDER DISEASE

Earlier studies have reported an increased Lfetime
relative risk of gallbladder surgery in users of oral contra-
ceptives and estrogens.55-66 More recent studies, however,
have shown that the rtelative risk of devefoping galibladder
disease among oral contraceptive users may be minimal.87
The recent findings of minimal risk may be related to the
use of oral contraceptive formulations containing lower
hormonal doses of estrogens and progestogens.58

8. CARBOHYDRATE AND LIPID METABOLIC EFFECTS
Oral contraceptives have been shown to cause glucose
intplerance in a significant percentage of users.2> Qral con-
traceptives containing greater than 75 pg of estrogen cause
hyperinsulinism, while lower doses of estrogen cause less
glucose intolerance.” Progestogens increase insulin secre-
tion and create insulin resistance, this effect varying with
different progestational agents.2%.71 However, in the non-
diabetic woman, oral contraceptives appear to have no
effect on fasting blood glucose.5% Because of these demon-
strated effects, prediabetic and diabetic women should be
carefully observed while taking oral contraceptives.

Some women may develop persistent hypertriglyceride-
mia while on the pill.7Z As discussed earber (see WARN-
INGS, sections 1a. and 1d.), changes in serum triglycer-
wdes and lipoprotein levels have been reported in oral
contraceptive users.23
9. ELEVATED BLOOD PRESSURE
An increase in blood pressure has been reported in women
taking oral contraceptives and this increase is more likely
in older oral contraceptive users and with continued
use.73.84 Data from the Royal College of General Practi-
tioners and subsequent randomized trials have shown that
the incidence of hypertension increases with increasing con-
centrations of progestogens.

Wornen with a history of hypertension or hypertension-
related diseases or renal disease should be encouraged to
use ancther method of contraception. if women elect to
use oral contraceptives, they should be monitored closely
and if significant elevation of blood pressure occurs, oral
contraceptives should be discontinued. For most women,

4. FLUID RETENTION

Oral contraceptives may cause some degree 1
tion. They should be prescribed with caution, .
careful monitoring, in patients with conditions
be aggravated by fluid retention.

5. EMOTIONAL DISORDERS

Women with a history of depression shoulc
observed and the drug discontinued if depres:
a serious degree.

6. CONTACT LENSES

Contact tens wearers who develop visual
changes in lens tolerance should be assesse

' thalmologist.

7. DRUG INTERACTIONS

Reduced efficacy and increased incidence of
bleeding and menstrual irregularities have bes
with concomitant use of rifampin, A simila
though less marked, has been suggested with
phenylbutazone, phenytoin sodium, and poss
eofulvin, ampicilin and tetracyclines.’8

B. INTERACTIONS WITH LABORATORY TE
Certain endocrine and liver function tests an
ponents may be affected by oral contraceptiv

a. Increased prothrombin and factors VI, v
decreased antithrombin 3; increased nc
induced platelet aggregability.

b. Increased thyroid binding globulin (FB(
increased circutating total thyroid hormx
sured by protein-bound iodine {PBI), T4
by radioimmunoassay. Free T3 resi
decreased, reflecting the elevated TBG.
centration is unaltered.

¢..Other binding proteins may be elevated

d..Sex steroid binding globulins are increas
in elevated levels of total circulating sex
corticoids; however, free or biclogically
remain unchanged.

e. Triglycerides may be increased.

Glucose tolerance may be decreased.

g. Serum folate levels may be depressed
tfraceptive therapy. This may be of clinice
if @ woman becormes pregnant shortly
tinuing oral contraceptives.

9. CARCINOGENESIS

See WARNINGS section.

10. PREGNANCY !
Pregnancy Category X. See CONTRAINDIC
WARNINGS sections.

-

milk of nursing mothers and &
effects on the ghild have been reported, inclu
and breast enlatgement. In addition, oral c
given in the postpartum period may interfere
by decreasing the guantity and quality of breas
sible, the nursing mother should be advised n
contraceptives while breast feeding. She shoul
method of contgception since breast feeding
partial protection from becoming pregnant ar
protection decreases significantly as she bre
longer periods of time. The nursing mother sh
starting oral contraceptives only after she ha:
child completely.

INFORMATION FOR THE PATIH
See PATIENT LABELING printed below.

ADVERSE REACTIONS
An increased fisk of the following serious acve
has been associated with the use of oral ¢
isee WARNINGS section}:
* Thrombophlebitis
s Arteriaf thromboernbolism
» Puimonary embolism
* Myocardial infarction
* Cerebral hemorrhage
» Cerebral thrombosis
» Hypertension
+ Gallbladder disease
+ Hepatic adenomas, carcinomas or benign |

There is evidence of an association between
conditions and the use of oral contraceptives, i
tional confirmatory studies are needed:

» Mesenteric thrombosis

* Retinal thrombosis

The followina adverse reactions have beer
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developing cerebrovascular disease persisted for at least 6
years after discontinuation of oral contraceptives, although
excess risk was very small.2 There is a significantly
increased relative risk of subarachnoid hemorrhage after ter-
mination of use of oral contraceptives.34 However, these
studies were performed with oral contraceptive formula-
tions containing 50 pg or higher of estrogen.

2. ESTIMATES OF MORTALITY FROM
CONTRACEPTIVE USE

One study gathered data from a variety of sources which
have estimated the mortality rates associated with differ-
ent methods of contraception at different ages (see
Table 1)1 These estimates include the combined risk of
death associated with contraceptive methods plus the risk
attributable to pregnancy in the event of method failure.
Each method of contraception has its specific benefits and
risks. The study concluded that with the exception of oral
contraceptive users 35 and older who smoke and 40 and
older who do not smoke, mortality associated with all
methods of birth conirol is low and below 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 1970s—but not reported in
the LS. until 1983.16.41 However, current clinical practice
involves the use of lower estrogen dose formulations com-
bined with careful restriction of oral contraceptive use to
women who do not have the various risk factors listed in
this labeling.

Because of these changes in practice and, also, because
of some limited newMdata which suggest that the risk of
cardiovascular disease with the use of oral contraceptives
may now be less than previcusly observed,?8.79 the Fertil-
ity and Maternal Health Drugs Advisory Commmittee was
asked to review the topic in 1989. The Commitiee con-
cluded that although cardiovascular disease risks may be
increased with oral contraceptive use after age 40 in healthy
non-smoking women {even with the newer low-dose formu-
lations), there are greater potential health risks associated
with pregnancy in older women and with the alternative
surgical and medica! procedures which may be necessary
if such wormen do not have access to effective and accept-
able means of contraception.

Therefore, the Committee recommended that the bene-
fits of oral contraceptive use by healthy non-smoking
women over 40 may outweigh the possible risks. Of course,
older women, as all women who 1ake oral contraceptives,
shouid take the lowest pessible dose formulation that is
effective 80

TABLE HI: ESTIMATED ANNUAL NUMBER OF BIRTH-
RELATED OR METHOD-RELATED DEATHS ASSOCIATED
WITH CONTRCL OF FERTILITY PER 100,000 NONSTERILE
WOMERN, BY FERTILITY CONTROL METHOD
ACCORDING TO AGE

Method of controd

and gutcome 15-19 20-24 25-29 30-34 35-39 40-44

No fertility 7.0 74 31 148 257 282
control methods®

Oral contraceptives 0.3 0.5 0.9 19 138 316
non-smoker®*

Oral contraceptives 22 34 66 135 51 1172
smoker** .
o= 08 08 1.0 1.0 14 1.4
Condom® 1.3 16 07 02 0.3 04

Diaphragm/Spermicide® 1.9 1.2 1.2 13 22 28
Periodic abstinence*® 25 16 16 17 29 36

* Deaths are birth-related
** Deaths are method-related

Estimates adapted from HW. Ory, Table 39

3. CARCINOMA OF THE REPRODUCTIVE ORGANS
AND BREASTS

Numerous epidemiological studies have been performed on
the incidence of breast, endometrnal, ovarian and cervical
cancer in women using oral contraceptives. The over-
whelming evidenice in the literature suggests that use of
oral contraceptives is not associated with an increase in the
risk of developing breast cancer, regardless of the age and
parity of first use or with most of the marketed brands and
doses.42-44 The Cancer and Steroid Hormone {CASH) study
also showed no latent effect on the risk of breast cancer
for at least a decade following long-term use.#3 A few stud-
ies have shown a slightly increased relative nisk of devel-
oping breast cancer,44-47 ghhough the methodology of
these studies, which included differences in examination
of users and non-users and differences in age at start of
use, has been questioned.47-99 Some studies have reported
an increased relative risk of developing breast cancer, par-
ticutarly at a younger age. This increased relative risk
appears to be related to duration of use 89,82

Earlier studies have reported an increased lifetime
relative risk of gallbladder surgery in users of oral contra-
ceptives and estrogens.€5-68 More recent studies, however,
have shown that the relative risk of developing galtbladder
disease among oral contraceptive users may be minimal.8’
The recent findings of minirnal risk may be related 1o the
use of oral contraceptive formulations comaining lower
hormonal doses of estrogens and progestogens.t8

8. CARBOHYDRATE AND LIPID METABOLIC EFFECTS
QOral contraceptives have been shown to cause glucose
imolerance in a significamt percentage of users.?S Oral con-
traceplives containing greater than 75 pg of estrogen cause
hyperinsulinism, while lower doses of estrogen cause less
glucose intolerance 70 Progestogens increase insulin secre-
tich and create insulin resistance, this effect varying with
ditferent progestational agents.25.71 However, n the non-
diabetic woman, oral contraceptives appear to have no
eftect on fasting blood glucose.89 Because of these demon-
strated effects, prediabetic and diabetic women should be
carefully observed while taking oral contraceptives.

Some women may develop persistent hypertriglyceride-
mia while on the pill.72 As discussed earlier {see WARN-
INGS, sections 1a. and 1d.), changes in serurn triglycer-
ides and fipoprotein levels have been reported in oral
contraceptive users.23

9. ELEVATED BLOOD PRESSURE

An increase in blood pressure has been reported in women
taking oral contraceptives and this increase is more likely
in older oral contraceptive users and with continued
use. .84 Data from the Royat College of General Practi-
tioners and subsequent randomized trials have shown that
the incidence of hypertension increases with increasing con-
centrations of progestogens.

Women with a history of hypertension or hypertension-
related diseases or renal disease should be encouraged to
use another method of contraception. 1f women elect 1o
use oral contraceptives, they should be monitored closely
and it significant elevation of blood pressure occurs, oral
contraceptives should be discontinued. For most women,
efevated blood pressure will return 1o nosmal after stopping
oral contraceptives and there is no difference in the ocour-
rence of hypertension among eves- and never-users.72-75
10, HEADACHE
The onset or exacerbation of migraine or development of
headache with & new patiern which is recurcent, persistent
or severe requizes discontinuation of oral contraceptives and
evaluation of the cause.

11. BLEEDING IRREGULARITIES

Breakthrough bleeding and spotting are scmetimes encoun-
tered in patients on oral contraceptives, especially during
the first 3 months of use. Non-hormonal causes should be
considered and adequate diagnostic measures taken 10 rule
out maligriancy or pregnancy in the event of breakthrough
bleeding, as in the case of any abnormal vaginal bleeding.
If pathclogy has been excluded, time or a change to another
formulation may solve the problem. In the event of amen-
orrhea, pregnancy should be ruled out.

Some women may encounter post-pill amencrrhea or oli-
gomenorrhea, especially when such a condition was pre-
existent.

PRECAUTIONS
GENERAL
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
It is good medical practice for all women to have annual
history and physical examinations, including women using
oral contraceptives. The physical examination, however,
may be deferred until after initiation ot oral contraceptives
if requested by the woman and judged appropriate by the
clinician. The physical examination should include special
reference to blood pressure, breasts, abdomen and pelvic
organs, inctuding cervical cytology, and relevant laboratory
tests. In case of undiagnosed, persistent or recurrent abnor-
mal vaginal bleeding, appropriate measures should be con-
ducted to rule out malignancy. Women with a strong family
history of breast cancer or who have breast nodules should
be monitored wath particular care.
2. UPID DISORDERS
Wommen who are being treated for hyperlipidemias should
be followed closely if thev efect to use oral contraceptives.
Some progestogens may elevate LDL levels and may render
the control of hyperlipidemias more difficult.
3. LIVER FUNCTION
If jaundice develops in any woman receiving oral contra-
ceptives the medication should be discontinued. Stercid hor-
mones may be poorly metabotized in patients with impaired
liver function.

11. NURSING MOTHERS

Small amounts of oral contraceptive stercids have
identified in the milk of nursing mothers and a few ach
effects on the child have been reported, including jaut
and breast enlargement. In addition, oral contracep
given in the postpartum period may interfere with lact
by decreasing the quantity and quality of breast milk. If
sible, the nursing mother should be advised not 1o use
contraceptives while breast feeding. She should use am
method of contraception since breast feeding provides
partial protection from becoming pregnant and this p
protection decreases significantly as she breast feed
longer periods of time. The nursing mother should con
starting oral contraceptives only after she has weanet
chidd completely.

INFORMATION FOR THE PATIENT
See PATIENT LABELING printed below.

ADVERSE REACTIONS
An increased risk of the following serious adverse reac
has been associated with the use of oral contracep
(see WARNINGS section);
* Thrombophlebitis
» Arterial thromboembolism
* Pulmonary embolism
* Myocardial infarction
» Cerebral hemorrhage
» Cerebral thrombosis
* Hypertension
* (Gallbladder disease
* Hepatic adenomas, carcinomas or henign liver tume

There is evidence of an association between the follo
conditions and the use of oral contraceptives, although
tional confirmatory studies are needed:

» Mesentenc thrombosis

* Retinal thsombosis

The following adverse reactions have been reporte

patients receiving oral contraceptives and are believe

be drug-related:

* Nausea

= Vemiting

* Gastrointestinal symptomns {such as abdominal cre
and bloating}

» Breakthrough bleeding

« Spotting

* Change in menstrual flow

¢ Amenorrhea

* Temporary infertility after discontinuation of treatms

« Edema

« Melasma which may persist

« Breast changes: tenderness, enlargement, secretion

« Change in weight {increase or decrease)

« Change in cervical erosion and secretion .

+ Diminution in lactation when given immediately |

parium

Cholestatic jaundice

Migraine

Rash [allergic)

Mental depression

Reduced tolerance to carbohydrates

Vaginal candidiasis

+ Change in corneal curvature {steepening}

* Intolerance to contact lenses

The following adverse reactions have been reporte
users of oral contraceptives and the association has
neither confirmed nor refuted:

* Pre-menstrual syndrome
« Cataracts

* Changes in appelite

» Cystitis-like syndrome

+ Headache

* Nervousness

= Dizziness

» Hirsutism

¢ Loss of scalp hair

* Erythema rmultiforme
* Erythema nodosum

* Hemorrhagic eruption
* Vaginitis

+ Porphyria

* [mpaired renal function
* Hemalytic uremic syndrome
* Budd-Chiar syndrome
* Acne

+ Changes in libido

« Colitis



Some studies suggest that oral contraceptive use has
been associated with an increase in the risk of cervical intra-
epithelial nsoplasia in some populations of women 50-53
However, there continues to be controversy about the
extent 1o which such findings may be due to differences
in sexual behavior and other factors.

In spite of many studies of the retationship between oral
contraceptive use and breast or cervical cancers, a cause
and effect relationship has not been established.

4. HEPATIC NEOPLASIA
Benign hepatic adenomas are associated with oral contra-
ceptive 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 per
100,000 for users, a risk that increases after 4 or more
years of use 5 Rupture of rare, benign, hepatic adenomas
may cause death through intra-abdominal hemorrhage 55-56
Studies in the United States and Britain have shown an
increased risk of developing hepatocellular carcinoma in
long-term {> 8 vyears) oral contraceptive users.57-59 How-
ever, these cancers are extremely rare in the United States
and the attributable risk {the excess incidence) of liver can-
cers in oral contraceptive users approaches less than 1 per
1,000,000 users.

5. OCULAR LESIONS

There have been clinical case reports of retinal thrombosis
associated with the use of oral contraceptives. Oral con-
traceptives should be discontinued if there is unexplained
partial or complete loss of vision; onset of proptosis or
diplopia; papilledema; or retinal vascular lesions. Appropri-
ate diagnostic and therapeutic measures should be under-
taken immediately.

6. ORAL CONTRACEPTIVE USE BEFORE OR DURING
EARLY PREGNANCY
Extensive epidemiological studies have revealed no
increased risk of birth defects in women who have used
oral contraceptives prior 1o pregnancy 80-52 Studies also do
not suggest a terategenic effect, particularly insotar as car-
diac anomalies and limb reduction defects are concerned,
when taken inadvertently during early pregnancy.60.61,63.64

The administration of oral contraceptives 10 induce with-
drawal bleeding should not be used as a test for pregnancy.
Oral contraceptives should not be used during pregnancy
10 treat threatened or habitual abortion.

It is recommended that for any patient who has missed
2 consecutive periods, pregnancy should be ruled out
before continuing oral contraceptive use. If the patient has
not adhered to the prescribed schedule, the possibility of
pregnancy should be considered at the first missed period.
Oral contraceptive use should be discontinued it pregnancy
is confirmed.

7. GALLBLADDER DISEASE

Earlier studies have reported an increased lifetime
relative risk of gallbtadder surgery in users of oral contra-
ceptives and estrogens.55-96 More recent studies, however,
have shown that the refative risk of developing gatlbladder
disease among oral contraceptive users may be minimal 87
The recent findings of minimal risk may be related to the
use of oral contraceptive formulations containing lower
hormonal doses of estrogens and progestogens.58

8. CARBORYDRATE AND LIPID METABOLIC EFFECTS
Qral contraceptives have been shown to cause glucose
intolerance in a significant percentage of users.25 QOral con-
traceptives containing greater than 75 g of estrogen cause
hyperinsulinism, while lower doses of estrogen cause less
glucose intolerance. 7 Progestogens increase insulin secre-
tion and create insulin resistance, this effect varying with
different progestational agents.25.7 However, in the non-
dizbetic woman, oral contraceptives appear to have no
effect on fasting blood glucose. 89 Because of these demon-
strated effects, prediabetic and diabetic women should be
carefully observed while taking oral contraceptives.

Some women may develop persistent hypertrighyceride-
mia while on the pill.72 As discussed eardier {see WARN-
INGS, sections ta. and 1d.), changes in serum trighycer-
ides and lipoprotein levels have been reported in oral
contraceptive users.23

9. ELEVATED BLOOD PRESSURE

An increase n blood pressure has been reported in women
taking oral contraceptives and this increase is more hkely
in older oral contraceptive users and with continued
use.73.84 Data from the Royal College of General Practi-
ftioners and subsequent randomized trials have shown that
the incidence of hypertension increases with increasing con-
centrations of progestogens.

Women with a history of hypertension or hypertension-
related diseases or renal disease should be encouraged to
use another method of contraception. If women elect to
use oral contraceptives, they should be monitored clossly
and if significant elevation of blood pressure occurs, oral
contraceptives should be discontineed. For most women,

4. FLUID RETENTION
Oral contraceptives may cause some degree of fluid reten-
tion. They should be prescribed with caution, and only with
careful monitoring, in pattents with conditions which might
be aggravated by fluid retention.
5. EMOTIONAL DISORDERS B
Women with a history of depression should 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 oph-
thalmologist.
7. DRUG INTERACTIONS
Reduced efficacy and increased incidence of breakthrough
bleeding and menstrual irregularities have been associated
with concomitant use of rifampin. A similar association
though less rmarked, has been suggested with barbiturates,
phenylbutazone, phenytoin sodium, and possibly with gris-
eofulvin, ampicillin and tetracyclines.?s
8. INTERACTIONS WITH LABORATORY TESTS
Certain endocrine and liver function tests and blood com-
ponents may be affected by oral contraceptives:

a. Increased prothrombin and factors ik, VIII, IX, and X;

decreased antithrombin 3; increased norepinephrine-

induced platelet aggregability.

b. Increased thyroid binding globulin (TBG) leading to
increased circulating total thyroid hormone, as mea-
sured by protein-bound iodine (PBY, T4 by column or
by radioimmunoassay. Free T3 resin uptake is
decreased, reflecting the elevated TBG. Free T4 con-
centration is unattered.

¢...Other binding proteins may be elevated in serum.

d. Sex steroid binding globulins are increased and result
in elevated levels of total circulating sex steroids and
corticoids; however, free or biologically active levels
remain unchanged.

&. Triglycerides may be increased.

. Glucose tolerance may be decreased.

g. Serum folate levels may be depressed by oral con-
traceptive therapy. This may be of clinical significance
if a woman becomes pregnant shortly after discon-
tinging oral contraceptives.

9, CARCINOGENESIS
See WARNINGS section.

10. PREGNANCY

Pregnancy Category X. See CONTRAINDICATIONS and
WARNINGS sections.

11, NURSING MOT]
Small amounts of raceptive steroids have been
identified in the milk of nursifg mothers and a few adverse
effects on the child have beer\eported, including jaundice
and breast enlargement. In adWition, oral contraceptives
given i the postpartum period may interfere with lactation
by decreasing the quantity and quality of breast milk. If pos-
sible, the nursing mother should be advised not to use oral
contraceptives while breast feeding. She should use another
methogd of contraception since breast feeding provides only
partial protection from becoming pregnant and this partial
protection decreases significantly as she breast feeds for
longer periods of time. The nursing mother should consider
starting oral contraceptives only after she has weaned her
child completely.

INFORMATION FOR THE PATIENT
See PATIENT LABELING printed below,

ADVERSE REACTIONS

-

An increased risk of the following serious adverse reactions,

has been asiociated with the use of oral contraceptives
{see WARNINGS section):

= Thrombophiebitis

¢ Arterial thromboembolism

¢ Pulmonary embolisrm

» Myocardiad infarction

» Cerebral hemorrhage

« Cerebral thrombosis

* Hypertension

» Gallbladder disease

» Hepatic adenomas, carcinormas or benign fiver tumors

There is evidence of an association between the following
conditions and the use of oral contraceptives, although addi-
tional confirmatory studies are needed:

« Mesenteric thrombosis

« Retinal thrombosis

The following adverse reactions have been reported in

OVERDOSAGE
Serious il effects have not been reported following acute
ingestion of large doses of oral contraceptives by young
chiddren. Overdosage may cause nausea, and withdrawal
bleeding may occur in females.

HEALTH BENEFITS FROM ORAL
CONTRACEPTIVES

- The following health benefits related to the use of oral con-

traceptives are supported by epidemiological studies which
largely utifized oral contraceptive formulations comtaining
estrogen doses exceeding 0.035 mg of ethinyt estradiol or
0.05 mg of mestranol.8-1

Effects on menses:

* Increased menstrual cycle regularity

» Decreased blood loss and decreased incidence of iron
deficiency anemia

* Decreased incidence of dysmenorrhea

Effects refated to inhibition of owulation:

= Decreased incidence of functional ovarian cysts
* Decreased incidence of ectopic pregnancies

Effects from long-term use:

* Decreased incidence of fibroadenomas and fibrocystic dis-
ease of the breast

= Decreased incidence of acute pelvic inflammatory disease

» Decreased incidence of endometrial cancer

* Decreased incidence of ovarian cancer

DOSAGE AND ADMINISTRATION
To achieve maximurn contraceptive effectiveness, oral con-
traceptives must be taken exactly as directed and at tnter-
vals not exceeding 24 hours.

21-Day Schedule: fFor a DAY 1 START, count the first day
of menstrual flow as Day 1 and the first blue tablet is then
taken on Day 1. For a SUNDAY START, when menstrual
flow begins on or before Sunday, the first blue tablet is
taken on that day. With either a DAY 1 START or SUNDAY
START, 1 blue tablet is taken for 6 days, then 1 white tablet
for & days, then 1 pink tablet for 10 days. With either s
DAY 1 START or SUNDAY START, 1 tablet is taken each
day at the same time for 21 days. No tablets are taken for
7 days, then, whether bleeding has stopped or not, a new
course i5 started of 1 tablet a day for 21 days. This insti-
tutes a 3 weeks on, 1 week off dosage regimen.

28-Day Schedule: For a DAY 1 START, count the first day
of menstrual flow as Day 1 and the tirst blue tablet 1s ther
taken on Day 1. For a SUNDAY START when menstrual flow
begins on or before Sunday, the first blue tablet is taker
on that day. With either a DAY 1 START or SUNDAY START,
1 biue tablet is taken for 6 days, then 1 white tablet for £
days, then 1 pink tablet for 10 days, then 1 peach (inert;
tablet for 7 days. With either a DAY 1 START or SUNDAY
START, 1 tablet is taken each day at the same time for 2€
days. After afl 28 tablets are taken, whether bleeding has
stopped or not, the same dosage schedule is repeatec
beginning on the following day.

INSTRUCTIONS TO PATIENTS
* To achieve maximum contraceptive effectiveness, the ora
contraceptive pill must be taken exactly as directed anc
at intervals not exceeding 24 hours.
lmportant: Wormen shouldybe instructed to use an addr
tional method of protection until atter the first 7 days ol
administration Jn the initial cycle.
Due to the normally increased risk of thrornboernbolisn
occurring postpartum, women should be instructed not
to initiate treatment with oral contraceptives earlier thar
4 weeks after a full-term delivery. If pregnancy is termi
nated in the first 12 weeks, the patient should be
instructed to start oral contraceptives immediately ol
within 7 days. If pregnancy is terminated after 12 weeks,
the patient shoukd be instructed to start oral contracep
tives after 2 weeks 33.77
If spotting or breakthrough bleeding should occur, the
patient should continue the medication according to the
schedule. Should spotting or breakthrough bleeding per-
sist, the patient should notify her physician.
If the patient misses 1 pil}, she shouid be instructed tc
1ake it as soon as she vemembers and then take the next
- pill at the regular time. The patient should be advised that
missing 3 pill can cause spotting or fight bleeding anc
that she may be a little sick to her stomach on the days
she takes the missed pill with her regularly schedulec
pill. If the patient has missed more than one pill, see
DETAILED PATIENT LABELING: HOW TO TAXE THE
£ILL, WHAT TO DO IF YOU MISS PILLS.
* Use of oral contraceptives in the event of a missed men
strual period:
1. If the patient has not adhered to the prescribed dosage
regimen, the possibility of pregnancy should be con
sidered after the first missed period and oral contra



arlier studies have reported an increased lifetime. .
slative risk of gallbladder surgery in users of oral contra- .

eptives and estrogens B5-66 More recent studies, however,
ave shown that the relative risk of developing gatlbladder
isease among oral contraceptive users may be minimal 67
he recent findings of minimal risk may be refated to the
se of oral contraceptive formutations containing lower
ormonal doses of estrogens and progestogens. B8

. CARECHYDRATE AND LIPID METABOLIC EFFECTS
wal contraceptives have been shown to cause aqlucose
tolerance in a significant percentage of users.?5 Qral con-
aceptives containing greater than 75 ug of estrogen cause
yperinsulinism, while lower doses of estrogen cause less
ucose intolerance.’? Progestogens increase insulin secre-
on and create insulin resistance, this effect varying with
fferent progestational agen1s.25.71 However, in the non-
abetic woman, oral contraceptives appear to have no
‘fect on fasting blood glucose .59 Because of these demon-
rated effects, prediabetic and diabetic women should be
wrefully observed while taking orat contraceptives.

Some women may develop persistent hypertriglyceride-
ia while on the pill.72 As discussed earlier {see WARN-
IGS, sections 1a. and 1d.), changes in serum triglycer-
es and lipoprotein levels have been reported in oral
ntraceptive users.23

ELEVATED BLOOD PRESSURE
1 increase in blood pressure has been reported in womnen
king oral contraceptives and this increase is more likely
older oral contraceptive users and with continued
i8.7%.84 Data from the Roypl College of General Practi-
ners and subseqguent randomized trials have shown that
e incidence of hypertension increases with increasing con-
+ntrations of progestogens.

Women with a history of hypertension or hypertension-
tated diseases or renal disease should be encouraged 1o
e another method of contraception. if women elect 1o
€ oral contraceptives, they should be monitored closely
d if significant elevation of blood pressure occurs, oral
ntraceptives should be discontinued, For most women,
avated blood pressure will return to normal after stopping
at contraceptives and there is no difference in the occur-
ace of hypertension among ever- and never-users.73-75
. HEADACHE

& onset or exacerbation of migraine or development of
adache with a new pattern which is recurrent, persistent
severe requires discontinuation of oral contraceptives and
aluation of the cause.

. BLEEDING IRREGULARITIES

eakthrough bleeding and spotting are sometimes encoun-
ed in patients on oral contraceplives, especially during
2 first 3 months of use. Non-hormonal causes should be
nsidered and adequate diagnostic measures taken to rule
t malignancy or pregnancy in the event of breakthrough
:eding, as in the case of any abnormal vaginal bleeding.
sathology has been excluded, time or a change to another
‘ulation may solve the problem. In the event of amen-
‘hea, pregnancy should be ruled out.

Some women may encounter post-pill amenorrhea or oli-
menorrhea, especially when such a condition was pre-
Stent,

PRECAUTIONS
:NERAL,
tients should be counseled that this product does not

tect against HIV infection (AIDS)} and other sexually
nsmitted diseases.

PHYSICAL EXAMINATION AND FOLLOW-UP
s good medical practice for all women to have annual
tory and physical examinations, including women using
| contraceptives. The physical examination, however,
y be deferred until after initiation of oral contraceplives
equested by the woman and judged appropriate by the
ician. The physical examination should include speciat
srence to blood pressure, breasts, abdomen and pelvic
ans, including cervical cytology, and refevant laboratory
1s. In case of undiagnosed, persistent or recurrent abnor-
| vaginal bleeding, appropriate measures should be con-
“ted 1o rule out malignancy. Women with a strong farnily
tory of breast cancer or who have breast nodules should
monitored with particular care.
LIPID DISORDERS
men who are being treated for hyperipidernias should
followed closely if they elect to use oral contraceptives.
ne progestogens may elevate LDL levels and may render
control of hyperlipidemias more difficuit.
J4VER FUNCTION
andice develops in any woman receiving oral contra-
tives the medication should be discontinued. Stercid hor-
nes may be poorly metabolized in patients with impaired
¥ function.

11. NURSING MOTHERS

Srrall amounts of oral contraceptive steroids have been
identified in the milk of nuising mothers and a few adverse
effects on the child have been reported, including jaundice
and breast enlargement. In addition, oral contraceptives
given in the postpartum period may interfere with lactation
by decreasing the quantity and quality of breast milk, If pos-
sible, the nursing mother should be advised not to use oral
contraceptives while breast feeding. She should use another
method of contraception since breast feeding provides only
partial protection from becoming pregnant and this partial
protection decreases significantly as she breast feeds for
longer periods of time. The nursing mother should consider
starting oral contraceptives only after she has weaned her
child completely,

INFORMATION FOR THE PATIENT
See PATIENT LABELING printed below.

ADVERSE REACTIONS

An increased risk of the folowing serious adverse reactigns,

has  been associated with the use of oral contraceptives
{see WARNINGS section): ’

* Thrombophlebitis

* Arterial thromboembolism

* Pulmonary embolism

* Myocardial infarction

* Cerebral hemorrhage

* Cerebral thrombosts

* Hypertension

* Galibfadder disease

* Hepatic adenomas, carcinomas of benign liver tumors

There is evidence of an association between the following
conditions and the use of oral contraceptives, although addi-
tional confirmatory studies are needed:

* Mesenteric thrombosis

* Retinal thrombosis

The following adverse reactions have been reported in

patients receiving oral contraceptives and are believed to

be drug-related:

* Nausea

* Vomiting

* Gastrointestinal symptoms {such as abdominal cramps
and bloating)

* Breakthrough bleeding

* Spotting

* Change in menstrual flow

* Amenorrhea

* Temporary infertility after discontinuation of treatrnent

* Edema

* Melasma which may persist

* Breast changes: tenderness, enlargement, secretion

* Change in weight (increase or decrease)

* Change in cervical erosion and secretion

* Diminution in lactation when given immediately post-

partum

Cholestatic jaundice

Migraine

Rash (allergic}

Mentat depression

Reduced tolerance to carbohydrates

Vaginal candidiasis

Change in corneal curvature {steepening)

* Intclerance to contact lenses

The following adverse reactions have been reported in
users of oral contraceptives and the association has been
neither confirmed nor refuted:

* Pre-menstrual syndrome
= Cataracts

* Changes in appetite

» Cystitis-ke syndrome

* Headache

= Nervousness

» Dizziness

* Hirsutism

* Loss of scalp hair

* Erythema multiforme

* Erythema nodosum

« Hemorrhagic eruption

* Vaginitis

* Porphyria

* Impaired renal function
* Hernolytic uremic syndrome
* Budd-Chiari syndrome

* Acne

* Changes in libido

* Colitis
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tablet for 7 days. With either a DAY 1 START or SUNDAY
START, 1 tablet is taken each day at the same time for 28
days. After all 28 tablets are taken, whether bleeding has
stopped or not, the same dosage schedule is repeated
beginning on the following day.

INSTRUCTIONS TO PATIENTS
* To achieve maximum contraceptive effectiveness, the oral
contraceptive pill must be taken exactly as directed and
at intervals not exceeding 24 hours.

tional method of protection until after the first 7 days of

administration in the initial cycle.

Due to the normally increased risk of thromboemboiism

occurring postpartum, women should be instructed not

to initiate treatment with oral contraceptives earfier than

4 weeks after a full-term delivery. If pregnancy is termi-

nated in the first 12 weeks, the patient should be

instructed to start oral contraceptives immediately or
within 7 days. If pregnancy is terminated after 12 weeks,

. the patient should be instructed to start oral contracep-

"tives after 2 weeks 33.77 -

If spotting or breakthrough bleeding should occur, the

patient should continue the medication according to the

schedule. Should spotting or breakthrough bleeding per-
sist, the patient should notify her physician.

If the patient misses 1 pill, she should be instructed to

take it as soon as she remembers and then take the next

pill at the regular time. The patient should be advised that
missing a pill can cause spotting or light bleeding and
that she may be a little sick to her stomach on the days
she tekes the missed pill with her regularly scheduled
pill. If the patient has missed more than one pill, see

DETAILED PATIENT LABELING: HOW TO TAKE THE

PILL, WHAT TO DO IF YOU MISS PILLS.

Use of oral contraceptives in the event of a missed men-

Strual period:

1. If the patient has not adhered to the prescribed dosage
regimen, the passibility of pregnancy should be con-
sidered after the first missed period and oral contra-
ceptives should be withheld until pregnancy has been
ruled out.

2. If the patient has adhered to the prescribed regimen
and misses 2 consecutive pericds, pregnancy shouid
be ruled out before continuing the contraceptive
regimern.

HOW SUPPLIED

Trivora®-21 Tablets are available in 21-tablet blister cards.
Six blister cards are packaged in a carton. All the tablets
are unscored, round in shape. The blue tablets are debossed
with “SC5” on one side and "50/30" on the other side.
The white tablets are debossed with "SCS™ on one side
and “75/40" on the other side. The pink tablets are
debossed with "SCS” on one side and “125/30" on the
other side.

Trivore®-28 Tablets are available in 28-tablet blister cards.
Six blister cards are packaged in a carton. Trivora®-28
Tablets contain the same 21 active tablets as Trivora®-21
Tablets with 7 additional inert tablets. The peach inert
tablets are unscored, round in shape with "SCS” debossed
on one side and "P"” on the other side.

CAUTION: Federal law prohibits dispensing without pre-
scription.

Store at controlled room temperature 15°-30°C (59°-86°F).
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DETAILED PATIENT LABELING
This product (like al? oral contraceptives) is intended to
event pregnancy. it does not protect against HIV
nfection [AIDS) and other sexually transmitted
liseases.

INTRODUCTION
Any woman who considers using oral contraceptives (“birth
:ontrof pills™ or “the pill”} should understand the benefits
ind risks of using this forrm of birth control. This leaflet will
jive you much of the information you will need to make
his decision and also will help you determine if you are at
isk of developing any of the serious side effects of the
ill. it will tell you how to use the pilf properly so that it
vill be as effective as possible. However, this leaflet is not

WHO SHOULD NOT TAKE ORAL
CONTRACEPTIVES

Cigarette smoking increases the risk of serious car-
diovascutar side effects from oral contraceptive use.
This risk increases with age and with heavy smok-
ing (15 or more cigarettes per day} and is quite
marked in woman over 35 years of age. Women
who use oral contraceptives are strongly advised
not to smoke.

Some women should not use the pill, For example, you

should not take the pill if you are pregnant or think you may

be pregnant. You also should not use the pill if you have

any of the following conditions:

« A history of heart attack or stroke

*» Blood clots in the legs (thrombophiebitis), brain {stroke},
lungs |pulmonary embolism) or eyes

* A history of blood clots in the deep veins of your legs

* Chest pain {angina pectoris}

* Known or suspected breast cancer or cancer of the llnmg
of the uterus, cervix or vagina

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

* Yellowing of the whites of the eyes or of the skin (faun-
dice} during pregnancy or during previous use of the pill

= Liver tumor (benign or cancerous)

* Known or suspected pregnancy

Tell your health care provider if you have ever had any of

these conditions. Your health care provider can recommend

a3 safer method of birth control.

OTHER CONSIDERATIONS BEFORE TAKING
ORAL CONTRACEPTIVES
Tell your health care provider if you have or have had:
* Breast nodules, fibrocystic disease of the breast, an
abnormal breast x-ray or marnmogram
¢ Diabetes
* Eievated cholesterol or triglycerides
= High blood pressure
* Migraine or other headaches or epilepsy
* Mental depression
+ Gallbladder, heart or kidney disease
* History of scanty or &reguiar menstrual periods

Women with any of these conditions should be checked
often by their health care provider if they choose to use
oral contraceptives.

Also, be sure to inform your doctor or health care provider
if you smoke or are on any medications.

RISKS OF TAKING ORAL CONTRACEPTIVES
1. Risk of developing blood clots
Blood chots and blockage of blood vessels are the most
serious side effects of taking oral contraceptives. In-par-
ticular, a clot in the legs can cause thrombophlebitis and a
clot that travels to the lungs can cause a sudden blocking
of the vessel carrying blood to the fungs. Rarely, clots occur
in the blood vessels of the eye and may cause blindness,
double vision, or irpaired 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 blocd
clots. You should consult your doctor about stopping oral
contraceptives three to four weeks before surgery and not
taking oral contraceptives for two weeks after surgery or
during bed rest. You should also not take oral contracep-
tives soon after delivery of a baby. H is advisable to wait
for at least four weeks after delivery if you are not breast
feeding. If you are breast feeding, you should wait unti you
have weaned your child before using the pill (see GENERAL
PRECAUTIONS, While Breast Feeding).

2. Heart attacks and strokes

Oral contraceptives may increase the tendency to develop
strokes {stoppage or rupture of blood vessels in the brain)
and angina pectoris and heart attacks (blockage of biood
vessels in the heart). Any of these conditions can cause
death or temporary or permanent disability.

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

3. Gallbladder disease ‘
Oral contraceptive users may have a greater risk than non-
users of having gallbladder disease, although this fisk may
be related to pills containing high doses of estrogen.

4. Liver tumors

In rare cases, oral contraceptives can cause benign but dan-
gerous liver tumors. These benign 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 2 studies in which a few women who devel-
oped these very rare concers were found to have used oral

be seen from the table that for women aged 15 to 39 the
risk of death was highest with pregnancy (7-26 deaths per
100,000 wornen, depending on age}. Among pill users who
do not smoke the risk of death is always lower than that
associated with pregnancy for any age group, although over
the age of 40 the risk increases to 32 deaths per 100,000
women compared 1o 28 associated with pregnancy at that
age. However, for pitl users who smoke and are gver the
age of 35 the estimated number of deaths exceeds those
for other methods of birth control. If a woman is over the
age of 40 and smokes, her estimated risk of death is 4
times higher {117/100,000 women} than the estimated risk
assoctated with pregnancy {28/100,000 women} in that age
group.

The suggestion that women over 40 who. don't smoke
should not take oral contraceptives is based on information
from older high-dose pills 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
benefits of oral contraceptive use by healthy, non-smoking
women over 40 years of age may outweigh the possible
risks. However, all wornen, especially older women, are cau-
ticned to use the lowest dose pill that is effective.

WARNING SIGNALS
If any of these adverse effects occurs while you are taking
oral contraceptives, call your doctor immediately:
*» Sharp chest pain, coughing of blood or sudden shortness
of breath (indicating a possible clot in the lung}
Pain in the calf (indicating a possible clot in the leg}
Crushing chest pain or heaviness in the chest (indicating
a possible heart attack)
Sudden severe headache or vomiting, dizziness or faint-
ing, disturbances of vision or speech, weakness or numb-
ness in an arm or leg (indicating a possible stroke)
Sudden partial or complete loss of vision (indicating a pos-
sible clot in the eye)
Breast lumps {indicating possible breast cancer or fibro-
cystic disease of the breast: ask your doctor or health
care provider to show you how to examine your breasts)
Severe pain or tenderness in the stomach area {indicat-
ing a possible ruptured liver tumor)
Difficulty in sleeping, weakness, lack of energy, fatigue
or ¢change in mood (possibly indicating severe depression}
Jaundice or a yellowing of the skin or eyehalls, accom-
panied frequently by fever, fatigue, loss of appetite, dark-
colored urine or light-colored bowet movements (indicat-
ing possible liver prohlems)

SIDE EFFECTS OF ORAL CONTRACEPTIVES

1. Vaginal bleeding

Irregular vaginal bleeding or spotting may occur while you
are taking the pill. Irregular bleeding may vary from slight
staining between renstrual periods to breakthrough bleed-
ing which is a flow much like a regular period. lrregular
bleeding occurs most often during the first few months of
oral contraceptive use but may also occur after you have
been taking the pill for some time. Such bleeding may be
termmporary and usually does not indicate any serious prob-
fems. It is important to continue taking your pills on sched-
ule. If the bleeding occurs in more than 1 cycle or lasts for
more than a few days, talk to i{our doctor or health care
provider.

2. Contact lenses

It you wear contact lenses and notice a change in vision
or an inability 10 wear your lenses, contact your doctor or
health care provider.

3. Fluid retention

Orat contraceptives may cause edema {fluid retention} with
swelling of the fingers or ankles and may raise your blood
pressure. If you experience 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, head-
ache, nervousness, depression, dizziness, loss of scalp hair,
rash and vaginal infections.

if any of these side effects occurs, contact your doctor
or health care provider.

GENERAL PRECAUTIONS

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

At times you may not menstruate regularly after you have
completed taking a cycle of pilis. If you have taken your
pills regularly and miss 1 menstrua! period, continue taking
your pils for the next cycle but be sure tc inform your
heatth care provider before doing so. If you have not taken
the pills daily as instructed and miss 1 menstrual period,
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DETAILED PATIENT LABELING
s product {like all oral contraceptives) is intended to
vent pregnancy. It does not protect against HIV
ection {AIDS) and other sexually transmitted
pases. *

INTRODUCTION

r wornan who considers using oral contraceptives ("birth
trol pills” or "the pill”} should understand the benetits
' risks of using this form of birth control. This leaflet will
» you much of the information you will need to make
decision and alse will help you determine if you are at
of developing any of the serious side effects of the
it will tell you how to use the pill properly so that it
be as effective as possible. However, this leaflet is not
zplacement for a careful discussion between you and
r health care provider, You should discuss the informa-
y provided in this leaflet with him or her, both when you
t start taking the pill and during your regular visits. You
» should follow the advice of your health care provider
1 regard to regular checkups while you are on the pill.

FFECTIVENESS OF ORAL CONTRACEPTIVES

| contraceptives are used to prevent pregnancy and are
re effective than other nonrsurgical methods of birth con-
. When they are taken correctly, without missing any
i, the chance of becoming pregnant is less than 1%
wegnancy per 100 women per year of use). Typical fail-
rates are actually 3% per year. The chance of becom-
pregnant increases with each missed pill during a men-
al cycle.

1 comparison, typical failure rates for other nonsurgical
thods of birth control during the first year are as follows:

Comparison of reversible contraceptive methods:
ercentage of women experiencing a contraceptive
failure {pregnancy) during the first year of use.
% of Women Experiencing an Accidental
Pregnancy within the First Year of Use

hod Average Use Correct Use
contraception 85 85
rmicides il [
iodic abstinence 20 1-9°
hdrawal 19 4
iven birth 36 26
ever given birth 18 g
nge
iven birth 36 20
ever given birth 18 9
hragm 18 6
dom
amale 21 5
tale 12 3
3
rogestin only 0.5
ombined : 0.1
rogesterong 2 15
opper T 3B0A 038 06
ctables 0.3 0.3
fant 0.08 0.09

»ed with permission).

sending on method {calendar, ovulation, symptom-thermal)
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serious side effects of taking oral contraceptives. In par-
ticular, a clot in the legs can cause thrombophlebitis ard a
clot that travels to the lungs can cause a sudden blocking
of the vessel carrying blood 10 the lungs. Rarely, clots occur
in the blood vessels of the eye and may cause blindniess,
double vision, or impaired vision.

H 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 consult your doctor about stopping oral
contraceptives three to four weeks before surgery and not
taking oral contraceptives for two weeks after surgery or
during bed rest. You should also not take oral contracep-
tives soon after delivery of a baby. It is advisable to wait
for at least four weeks after delivery if you are not breast
feading. If you are breast feeding, you should wait until you
have weaned your child before using the pill {see GENERAL
PRECAUTIONS, While Ereast Feeding).

2. Heart attacks and strokes

Oral contraceptives may increase the tendency to develop
strokes {stoppage or rupture of blood vessels in the brain}
and angina pectoris and heart attacks (blockage of blood
vessels in the heart). Any of these conditions can cause
death or temporary or permanent disability.

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

3. Gallbladder disease

Oral contraceptive users may have a greater risk than non-
users of having galibladder disease, although this sisk may
be related to pills containing high doses of estrogen.

4. Liver tumors

In rare cases, oral contraceptives can cause benign but dan-
gerous fiver tumors. These henign 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 2 studies in which a few women who devet
oped these very rare cancers were found to have used oral
contraceptives for long periods. However, kiver cancers are
extremnely rare. The chance of developing fiver cancer from
using the pill is thus even rarer,

5. Cancer of the reproductive organs and breasts
There is, at present, no confirmed evidence that oral con-
traceptives increase the risk of cancer of the reproductive
organs in human studies. Several studies have found no
overall increase in the risk of developing breast cancer.
However, women who use oral contraceptives and have a
strong family history of breast cancer or who have breast
nodules or abnormal mammograms should be closely fol
lowed by their doctors. Some studies have reported an
increase in the risk of developing breast cancer, particulasly
at a younger age. This increased risk appears to be related
to duration of use.

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

ESTIMATED RISK OF DEATH FROM A BIRTH
CONTROL METHOD OR PREGNANCY
All'methods of birth control and pregnancy are associated
with a risk of developing certain diseases which may lead
to disability or death. An estimate of the number of deaths
associated with different methods of birth control and preg-
nancy has been calcuated and is shown in the foflowing

table:

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

Methed of control

and outcome 15-19 20-24 75-29 30-34 35-39 40-44

No fertility 70 74 91 148 257 282
control methods®

Oral contraceptives 03 05 089 19 138 318
non-smoker®*

Orat contraceptives 22 34 66 135 511 N7.2
smoker**

L0 0.8 08 10 10 1.4 1.4

Ceondom® 1.1 16 0.7 02 03 0.4
Diaphragmy/Spermicide® 1.9 1.2 1.2 13 2.2 2.8
Periodic abstinence® 25 16 16 17 29 36

* Deaths are birth-related
** Deaths are methodelated

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

are 1aKING e pil. HTeguiar pieeoiNy May vary trom siight
staining between menstrual periods to breakthrough bleed-
ing which is a flow much like a regular period. Irregular
bleeding occurs most often during the first few months of
oral contraceptive use but may also occur after you have
been taking the pill for some tirne. Such bleeding may be
temporary and usvally does not indicate any serious prob-
lems. It is important to continue taking your pills on sched-
ule. if the bleeding occurs in more than 1 cycle or lasts for
more than a few days, talk to your doctor or health care
provider.

2. Contact lenses

If you wear contact lenses and notice a change in vision
or an inability to wear your lenses, contact your doctor or
health care provider.

3. Fluid retention
Cral contraceptives may cause ederna (fluid retention) with
swelling of the fingers or ankles and may raise your blood
pressure. i you experience 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, head-
ache, nervousness, depression, dizziness, loss of scalp hair,
rash and vaginal infections.

If any of these side effects occurs, contact your doctor
or health care provider.

GENERAL PRECAUTIONS
1. Missed periods and use of oral contraceptives
before or during early pregnancy
At times you may not menstruate regularly aiter you have
completed taking a cycle of pills. if you have taken your
pills reguiarly and miss 1 menstrual period, continue taking
your pifls for the next cycle but be sure to inform your
health care provider before doing so. If you have not taken
the pills daily as instructed and miss 1 menstrual period,
or if you miss 2 consecutive menstrual pericds, you may
be pregnant. Check with your health care provider imme-
diately to determine whether you are pragnant. Do not con-
tinue to take oral contraceptives until you are sure you are
not pregnant, but continue 1o use another method of birth
control.

There is no conclusive evidence that oral comtraceptive
use is associated with an increase in birth defects when
taken inadvertently during early pregnancy. Previously, a few
studies had reported that oral contraceptives might be
associated with birth defects but these studies have not
been confirmed. Nevertheless, oral contraceptives or any
other drugs should not be used during pregnancy unless
clearly necessary and prescribed by your doctor. You shouid
check with your doctor about risks to your unbom child from
any medication taken during pregnancy.

2. While breast feeding

If you are breast feeding, consult your doctor before start-
ing oral contraceptives. Some of the drug will be passed
on to the child in the milk. A few adverse effects on the
child have been reported, including yellowing of the skin
jaundice} and breast enlargement. In addition, oral contra-
ceptives may decrease the amount and quality of your milk.
If possible, do not use oral contraceptives while breast feed
ing. You should use another method of contraception since
breast feeding provides only partial protection from becom-
ing pregnant and this partial protection decreases signifi-
cantly as you breast feed for longer periods of time. You
should consider starting orat contraceptives only after you
have weaned your child completely.

3. Laboratory tests

If you are scheduled for any laboratory tests, tell your doctor
you are taking birth control pills. Certain blood tests may
be affected by birth control pills.

4. Drug interactions

Certain drugs may interact with birth control pills to make
them less effective in preventing pregnancy or cause an
increase in breakthrough bleeding. Such drugs include ri-
fampin; drugs used for epilepsy such as barbiturates (for
example, phenobarbital) and phenytoin (Dilantin is one brand
of this drug); phenylbutazone (Butazolidin is one brand of
this drug} and possibly certain antibiotics. You may need to
use additional contraception when you take drugs which
can make oral contraceptives less effective.

5. Sexually transmitted diseases

This product [like all oral contraceptives) is intended to
prevent pregnancy. it does not protect against trans-
mission of HIV (AIDS) and other sexually transmitted
diseases such as chlamydia, genital herpes, genftal
warts, gonorrhea, hepatitis B, and syphilis.
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smoking increases the risk of serious car-
ar side effects from oral contraceptive use.
increases with age and with heavy smok-
T more cigarettes per day} and is quite
* women over 35 years of age. Women
oral contraceptives are strongly advised
oke.

2n should not use the pill. For example, you
ike the pill if you are pregnant or think you may
. You also should not use the pill if you have
sllowing conditions:

of heart attack or stroke

5 in the legs {thrombophlebitis), brain {stroke),
monary embolism) or eyes

of bleod clots in the deep veins of your legs
1 {angina pectoris) .
suspected breast cancer or cancer of the fining
fus, cervix or vagina

xd vaginal bleeding {until a diagnosis is reached
ctor)

of the whites of the eyes or of the skin (Laun-
g pregnancy or during previous use of the pill
i {benign or cancerous)

suspected pregnancy

Wth care provider if you have ever had any of
ons. Your health care provider can recommend
iod of birth control.

CONSIDERATIONS BEFORE TAKING
ORAL CONTRACEPTIVES
ith care provider if you have or have had:

dules, fibrocystic disease of the breast, an
reast x-ray or mammogram

holesterol or triglycerides

| pressure

7 other headaches or epilepsy
resSIon

-, heart or kidney disease

scanty or irregular menstrual periods

1y any of these conditions should be checked
ir health care provider if they choose to use
ptives.

re to inform your doctor or health care provider
+ of are on any medications,

F TAKING ORAL CONTRACEPTIVES
weloping biood clots

and blockage of blood vessels are the most
effects of taking oral contraceptives. In par-
in the legs can cause thrombophlebitis and a
els 10 the lungs can cause a sudden blocking
carying blood to the lungs. Rarely, clots occur
vessels of the eye and may cause blindness,
, or impaired vision.

oral contraceptives and need elective surgery,
in bed for a prolonged illness or have recently
aby, you may be at risk of developing blood
ould consutt your doctor about stopping oral
s three to four weeks before surgery and not
ntraceptives for two weeks after surgery or
3st. You should alsa not take oral contracep-
ter delivery of a baby. It is advisable to wait
wir weeks after delivery if you are not breast
u are breast feeding, you should wait until you
your child before using the pill (5ee GENERAL
NS, While Breast Feeding).

icks and strokes

ptives may increase the tendency to develop
Jage or rupture of blood vessels in the brain)
ectoris and heart attacks (blockage of blood
2 heart}. Any of these conditions can cause
porary or permanent disability.

reatly increases the possibility of suﬂenng
and strokes. Furthermore, smoking and the
ntraceptives greatly increase the chances of
d dying of heart disease.

w disease

ptive users may have a greater risk than non-
1g gafbladder disease, although this risk may
pills containing high doses of estrogen.

s
oral contraceptives can cause benign but dan-
ors. These benign liver tumaors can rupture
al interna! bleeding. In addition, a possible but
ssociation has been found with the pill and
1 2 studies in which a few women who devel
iy rare cancers were found to have used oral

2 far lnna rorinde Havan inr Bome mmmmmoe aee

be seen from the table that for women aged 15 to 39 the
risk of death was highest with pregnancy {7-26 deaths per
100,000 women, depending on age). Among pill users who
do not smoke the risk of death is always lower than that
associated with pregnancy for any age group, although over
the age of 40 the risk increases to 32 deaths per 100,000
wornen compared to 28 associated with pregnancy at that
age. However, for pill users who smoke and are pver the
age of 35 the estimated number of deaths exceeds those
for other methods of birth control. If a woman is over the
age of 40 and smokes, her estimated risk of death is 4
times higher (117/100,000 women} than the estimated risk
associated with pregnancy {28/100,000 woment} in that age
Group.

The suggestion that women over 40 who don't smoke
should not take oral contraceptives is based on information
from older high-dose pills 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
benefits of oral contraceptive use by healthy. non-smoking
women over 40 years of age may outweigh the possible
risks. However, all women, especially older wormen, are cau-
tioned to use the lowest dose pill that is effective.

WARNING SIGNALS
If any of these adverse effects occurs while you are taking
oral contraceptives, call your doctor immediately:
* Sharp chest pain, coughing of blood or sudden shortness
of breath {indicating a possible clot in the lung)
Pain in the calf {indicating a possible clot in the leg)
Crushing chest pain or heaviness in the chest findicating
a possible heart attack)
Sudden severe headache or vomiting, dizziness or faint-
ing, disturbances of vision or speech, weakness or numb-
ness in an arm or leg (indicating a possible stroke)
Sudden partial or complete loss of vision (indicating a pos-
sible clot in the eye)
Breast lumps (indicating possible breast cancer or fibro-
cystic disease of the breast: ask your doctor or health
care provider to show you how to examine your breasts)
Severe pain or tenderness in the stomach area (indicat-
ing a possible ruptured liver tumor)
Difficulty in sleeping, weakness, lack of energy, fatigue
or change in mood {possibly indicating severe depression)
Jaundice or a yellowing of the skin or eyeballs, accom-
panied frequently by fever, fatigue, loss of appetite, dark-
colored urine or lightcolored bowel movements (indicat-
ing possible liver problems)

SIDE EFFECTS OF ORAL CONTRACEPTIVES

1. Vaginal bieeding

Irregular vaginal bleeding or spotting may occur while you
are taking the pill. Irregular bleeding may vary from skght
starning between menstrual periods to breakthrough bleed-
ing which is a flow much like a regular period. Irregular
bleeding occurs most often during the first few months of
oral contraceptive use but may also occur after you have
been taking the pill for some time. Such bleeding may be
temporary and usually does not indicate any serious prob-
lems. It is important to continue taking your pills on sched-
ufe. If the bleeding occurs in more than 1 cycle or lasts for
more than a few days, talk to your doctor or health care
provider.

2. Contact tenses

If you wear contact lenses and notice 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
pressuse. If you experience 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, head-
ache, nervousness, depression, dizziness, loss of scalp hair,
rash and vaginal infections.

i any of these side effects occurs, contact your doctor
or heatth care provider.

GENERAL PRECAUTIONS

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

At times you may not menstruate regularly after you have
completed taking a cycle of pills. If you have taken your
pills regutarly and miss 1 menstrual period, continue taking
youwr pills for the next cycle but be sure to inform your
heaith care provider before doing so. If you have not taken
the pills daily as instructed and miss 1 menstrual penod

ar i wni mice 7 rancamtion mranntral sariada e

HOW TO TAKE THE PILL

IMPORTANT POINTS TO REMEMBER

BEFORE YOU START TAKING YOUR PILLS:
1.BE SURE TO READ THESE DIRECTIONS:
Before you start taking your pills.
Anytime you are not sure what to do. .

'2.THE RIGHT WAY TO TAKE THE PILL IS TO TAKE ONE
PILL EVERY DAY AT THE SAME TIME.
if you miss pifls you could get pregnant. This includes
starting the pack late.

The more pills 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 PILLS.
if you feel sick to your stomach, do not stop taking the
pifl. The problem will usually go away. if it doesn’t go
away, check with your doctor or clinic.

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

On the days you take 2 pills to make up for missed pills,
you could also feel a little sick 1o your stomach.

5.1F YOU HAVE VOMITING OR DIARRHEA, for any reason,
or IF YOU TAKE SOME MEDICINES, including some anti-
biotics, your pills may not work as well.

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

6. IF YOU HAVE TROUBLE REMEMBERING TO TAKE THE
PILE, ta¥k to your doctor or clinic 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.

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-pill pack has 21 “active” blue, white and pink pills
{with hormones) to take for 3 weeks, followed by 1 week
without pills,
The 28-pill pack has 21 “active” blue, white and pink pills
fwith hormones) to take for 3 weeks, followed by 1 week
of reminder peach pills {without hormones).

3.ALSO FIND:
1} where on the pack to start taking pills,
2} in what order to take the pills and
3} the week numbers as shown in the picture below.

Active Pill Colors: Blue, White and Pink

Trivora®-21 Tablets
MON TUE WED
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Active Pill Colors: Blue, White and Pink
Reminder Pill Color: Peach
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4,BE SURE YOU HAVE READY AT ALL TIMES:
ANOTHER KIND OF BIRTH CONTROL (such as condoms,
foamn, or sponge) to use as a back-up in case you miss
pills.
AN EXTRA, FULL PILL PACK.

WHEN TO START THE FIRST PACK OF PILLS

If you MISS
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staining between menstrual periods 1o breakthrough bleed-
ing which is a flow much like a regular period. Irregular

“bleeding occurs most often during the first few months of

ofal contraceptive use but may also occur after you have
been taking the pill for some time. Such bleeding may be
temporary and usually does not indicate any serious prob-
lems. 1t is important to continue taking your pils on sched-
ule. If the bleeding occurs in more than 1 cycle or lasts for
more than a few days, talk to your doctor or health care
provider.

2. Contact lenses

If you wear contact Jenses and notice 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. i you experience 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, head-
ache, nervousness, depression, dizziness, loss of scalp hair,
rash and vaginal infections.

i any of these side effects occwrs, contact your doctor
or hesalth care p‘ovider_

GENERAL PRECAUTIONS
1. Missed periods and use of oral contraceptives
before or during early pregnancy
At times you may not menstruate regularly after you have
completed taking a cycle of pills. If you have taken your
pills regularly and rmiss 1 menstrual period, continue taking
your pills for the next cycle but be sure to inform your
health care provider before doing so. If you have not taken
the pills daily as instructed and miss 1 menstrual period,
or if you miss 2 consecutive menstrual periods, you may
be pregnant. Check with your heaith care provider imme-
diately to determine whether you are pregnant. Do not con-
tinue to take oral contraceptives until you are suse you are
not pregnant, but continue to use another method of birth
control.

There is no conclusive evidence that oral contraceptive
use is associated with an increase in birth defects when
taken inadvertently during early pregnancy. Previously, a few
studies had reported that oral contraceptives might be
associated with birth defects but these studies have not
been confirmed. Nevertheless, oral contraceptives or any
other drugs should not be used during pregnancy unless
clearly necessary and prescribed by your doctor. You should
check with your doctor about risks 1o your unbemn child from
any medication taken during pregnancy.

2. While breast feeding

If you are breast feeding, consult your doctor before start-
ing oral contraceptives. Some of the drug will be passed
on to the child in the milk. A few adverse etfects on the
child have been reported, including yellowing of the skin
{jaundice} and breast enlargement. In addition, oral contra-
ceptives may decrease the amount and quality of your milk.
¥ possible, do not use oral contraceptives while breast feed-
ing. You should use another method of contraception since
breast feeding provides only partial protection from becom-
ing pregnant and this partial protection decreases signifi-
cantly as you breast feed for Jonger periods of time. You
should consider starting oral contraceptives only after you
have weaned your child completely.

3. Laboratory tests

If you are scheduled for any laboratory tests, tell your doctor
you are taking birth control pills. Certain blood tests may
be affected by birth control pilis.

4. Drug interactions

Certain drugs may interact with birth controt pills to make
themn less effective in preventing pregnancy or cause an
increase in breakthrough bleeding. Such drugs include ri-
farmpin; drugs used for epilepsy such as barbiturates {for
example, phenobarbital} and phenytoin (Dilantin is one brand
of this drugl; phenylbutazone (Butazolidin is one brand of
this drug) and possibly certain antibiotics. You may need to
use additional contraception when you take drugs which
can make oral contraceptives less effectiva.

5. Sexually transmitted diseases

This product {like all oral contraceptives) is intended to
prevent pregnancy. It does not protect against trans-
mission of BIV {AIDS} and other sexually transmitted
diseases such as chlamydia, genital herpes, genital
warts, gonorrhea, hepatitis B, and syphiis.
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3) the week numbers as shown in the picture below.

Active Pill Colors: Blue, White and Pink

Trivora®-21 Tablats
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Active Pill Colors: Blue, White and Pink
Reminder Pill Color: Peach

. Trivora®-28 Tablets .
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4.BE SURE YOU HAVE READY AT ALL TIMES:
ANOTHER KIND OF BIRTH CONTROL {such as condoms,
foam, or sponge} to use as a back-up in case you miss
pills.
AN EXTRA, FULL PILL PACK.

WHEN TO START THE FIRST PACK OF PILLS

You have a choice of which day to start taking your first™
pack of pills. Decide with your doctor or clinic which is the .

best day for you. Pick a time of day which will be easy to

rernernber.

Day 1 Start:

1.Take the first “active” blue pill of the first pack during
the first 24 hours of your period.

2.You will not need to use a back-up method of birth con-
trol, since you are starting the pil at the beginning of
your pericd.

Sunday Start;

1.Take the first "active” blue pill of the first pack on the
Sunday after vour period starts, even if you are still bleed-
ing. If your period begins 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 Sunday (7 days). Condoms, foam, _

or the sponge are good back-up methods of birth control.

WHAT T0 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.WHEN YOU FINISH A PACK OR SWITCH YOUR
BRAND OF PILLS:
21 pills: Wait 7 days to start the next pack. You will prob-
ably have your period during that week. Be sure that no
more than 7 days pass between 21-day packs.
28 pills: Start the next pack on the day after your last
“reminder” pill. Do not wait any days between packs,

WHAT TO DO IF YOU MISS PILLS
If you MISS 1 blue, white or pink “active” pill:
1.Take it as soon as you remember. Take the next pill at
your regular ime. This means you may take 2 pills in 1
day.
2.You do not need to use a back-up birth controf method
if you have sex.

It you MESS 2 blue or white “active” pills in a row in WEEK
t 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.davs after you miss pilts. You MUST use another birth
control method {such as condoms, foam, or sponge) as
a back-up for those 7 days.

astermines wnetner or not you are pregnant. Un
talk to your doctor or cfinic, use an appropriate ba
control method. i you miss 2 consecutive pe
should stop taking the pill until it is determine
are not pregnant.

Even it spotting or light bleeding should occur
taking the pill according to the schedule. Shoul
or light bleeding persist, you should notify your
clinic.

7. Stopping the pill before surgery or prolon:
bed rest

If you are scheduled for surgery or you need to =
for a long period of time you should tell your ¢
you are on the pill. You should stop taking th
weeks before your operation to aveid an increas
blood clots. Talk to your doctor about when you
taking the pill again.

8. Starting the pill after pregnancy

After you have a baby it is advisable to wait 4
before starting to take the pill. Talk to your do

- when you may start taking the pill after pregnar
* 9. Pregnancy due to pill failure

When the pili is taken correctly, the expected |
rate is approximately 1% (i.e., 1 pregnancy per 1{
per year). If pregnancy occurs while taking the pi
litthe risk to the fetus. The typical faflure rate of b
bers of pill users is less than 3% when women
missed pills are included.  you become preg
should discuss your pregnancy with your doctor.

10. Pregnancy after stopping the pill

There may be some delay in becoming pregnant
stop laking the pill, especially if you had irregul.
before you started using the pill. Your doctor m
mend that you defay becoming pregnant until you
one of more regular periods,

There does not appear to be any increase in bir
in newborn babies when pregnancy oceurs soon
ping the pill.

11. Overdosage

Serigus il effects have not been reported follow
tion of large doses of oral contraceptives by young
Overdosage may cause nausea and withdrawal b
females. In case of overdosage, contact your h
provider or pharmacist.

12. Other information

Your doctor or clinic will take a medical and fam
and will examine you before prescribing the pill.

ical exarnination may be delayed to another tir
request it and the health care provider believes t
good medical practice to postpone it. You shoulc
amined at least once a year. Be sure to inform w
or clinic if there is a family history of any of the «
listed previously in this leaflet. Be sure to keep a
ments with your doctor or clinic because this is
determine if there are early signs of side effects {

- the pilt.

Do ‘pot use the pill for any candition other tha
for which it was prescribed. The pill has been
specifically for you, do not give it to others who

* birth control pils.

HEALTH BENEFITS

In addition 1o preventing pregnancy, use of oral ¢

tives may provide certain health benefits. They ¢

* Menstnsml cycles may become more regular

+ Blood flow during manstruation may be lighter
iron may be lost. Therefore, anemia due to iron +
is less likely to occur

* Fain or other symptoms during menstruatior
encountered less frequently

¢ Ectopic {tubal} pregnancy may occur less frequ

* Non-cancerous cysts of lumps in the breast n
less frequently

* Acute pehvic inflammatory disease may occur
quently

~ » Oral contraceplive use may provide some |

against developing two forms of cancer: canc
ovaries and cancer of the Bning of the uterus

i you want more information about birth control
your doctor or clinic. They have a more technit
called PHYSICIAN LABELING which you might
read.

Store at controlled room temperature 15°-30°C (£
BRIEF SUMMARY

PATIENT PACKAGE INSERT
This product (like all oral contraceptives) is int
prevent pregnancy. R does not protect ags
infection (AIDS) and other sexually transmi
eases.
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IMPORTANT POINTS TO REMEMBER

FORE YOU START TAKING YOUR PILLS:

3E SURE TO READ THESE DIRECTIONS:

Jefore you start taking your pills.

\nytime you are not sure what to do.

'HE RIGHT WAY TO TAKE THE PILL IS TO TAKE ONE
ALL EVERY DAY AT THE SAME TIME.

F you miss pills you could get pregnant. This includes
itarting the pack late.

he more pills you miss, the more likely you are to get
regnant.

AANY WOMEN HAVE SPOTTING OR LIGHT BLEEDING,
3R MAY FEEL SICK TO THEIR STOMACH DURING THE
IRST 1-3 PACKS OF PILLS.

f you feel sick to your stomach, do not stop taking the
sill. The problem will usually go away. Hf it doesn't go
way, check with your doctor or clinic.

AISSING PILLS CAN ALSO CAUSE SPOTTING OR
JAGHT BLEEDING, even when you make up these missed
ills.

n the days you take 2 pills to make up for missed pills,
ou could also feel a little sick to your stomach.

F YOU HAVE VOMITING OR DIARRHEA, for any reason,
o IF YOU TAKE SOME MEDICINES, including some anti-
€otics, your pills may not work as well.

Jse a back-up methed {such as condoms, foam, or
;ponge} until you check with your doctor or dlinic,

F YOU HAVE TROUBLE REMEMBERING TC TAKE THE
L, tafk to your doctor or clinic about how to make pill-
aking easier or about using another method of birth
ontrol.

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

BEFORE YOU START TAKING YOUR PILLS

JECIDE WHAT TIME OF DAY YOU WANT TO TAKE
‘OUR PILL.

t is important to take it at about the same time every
fay.

00K AT YOUR PILL PACK TO SEE 1F IT HAS 21 OR
'8 PILLS:

he 21-pill pack has 21 “active™ blue, white and pink pills
with hormones) to take {or 3 weeks, followed by 1 week
vithout pills.

he 28pill pack has 21 "active™ blue, white and pink pills
with hormones) to take for 3 weeks, followed by 1 week
f reminder peach pills {without hormones).

ALSO FIND:

} where on the pack to start taking pills,

"1 in what order to take the pills and

3 the week numbers as shown in the picture below.

Active Pill Colors: Blue, White and Pink

/ Trivora®-21 Tablets
SUN  MON TUE WED THU FRl SAT

OO0
\

Active Pill Coloré: Blue, White and Pink
Reminder Pill Color: Peach

Trivora®-28 Tablets

L@@@@
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SE SURE YOU HAVE READY AT ALL TIMES:

\WNOTHER KIND OF BIRTH CONTROL (such as condoms,
pam, of sponge} to use as a back-up in case you miss
ills.

WN EXTRA, FULL PILL PACK.

WHEN TO START THE FIRST PACK OF PILLS

1 hovua 3 rhnira Af whirh Adov ta ctort” tabine e firdt

IT YOU VIl £ PHIK acCUve  DIIS IN 38 oW I VIE 3MJ YWWEGRS

1.¥f you are a Day 1 Starter:
THROW OUT the rest of the pil! pack and start a new
pack that same day.
¥ you are a Sunday Starter:
Keep taking 1 pill every day until Sunday.
On Sunday, THROW OUT the rest of the pack and start
a new pack of pills that same day.

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 youwr doctor or ¢linic because you might be
pregnant.

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

If you MISS 3 OR MORE blue, white or pink "active” pills

in a row {during the first 3 weeks):

1. you are a Day 1 Starter:

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

i you are a Sunday Starter:

Keep taking 1 pill every day until Sunday.

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

2.You may not have your peried this month but this is
expected. Howewver, 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 n the
7 days after you miss pills. You MUST use another birth
control method (such as condoms, foam, or sponge) as
a back-up for those 7 days.

A REMINDER FOR THOSE ON 28-DAY PACKS:

If you forget any of the 7 peach “reminder” pills in Week 4:
THROW AWAY the pills you missed.

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

You do not need a back-up method.

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

Use a BACK-UP METHOD anytime you have sex.

KEEP TAKING ONE "ACTIVE” PILL EACH DAY until you
can reach your doctor or clinic.

6. Missed periods, spotting or light bleeding

At times, you may not have a period after you have com-
pleted a pack of pills. If you miss 1 pericd but you have
taken the pills exactly as you were supposed to, continue
as usual into the next cycle. If you have not taken the pills
correctly, and have missed a period, you may be pregnant
and you should stop taking the pill until your doctor or clinic
determines whether or not you are pregnant. Until you can
tatk to your doctor of clinic, use an appropriate back-up birth
control method. If you miss 2 consecutive periods, you
should stop taking the pill untit it is determined that you
are not pregnant.

Even if spotting or fight bleeding should occur, continue
taking the pill according to the schedule. Should spotting
or light bleeding persist, you should notify your doctor or
chinic.

7. Stopping the pili before surgery or prolonged

bed rest

If you are scheduled for surgery or you need to stay in bed
for a long period of time you should tell your doctor that
you are on the pill. You should stop taking the pill four
weeks before your operation to avoid an increased risk of
blood clots. Talk to your doctor about when you may start
taking the pill again.

8. Starting the pill after pregnancy

After you have a baby it is advisable to wait 4-6 weaeks
before starting to take the pill. Talk to your doctor about
when you may start taking the pill after pregnancy.

© 9, Pregnancy due to pill failure

When the pill is taken correctly, the expected pregnancy
rate is approximately 1% li.e., 1 pregnancy per 100 women
per year). If pregnancy occurs while taking the pill, there is
little risk to the fetus. The typical failure rate of large num-
bers of pill users is less than 3% when women who have
missed pills are included. If you beccme pregnant, you
should discuss your pregnancy with your doctor.

10. Pregnancy after stopping the pill

There may be some delay in becomning pregnant after you
stop taking the pill, especially it you had irregular pefiods
before you started using the pill. Your doctor may recom-
mend that you delay becoming pregnant untdl you have had
one or more regular periods.

There does not appear 10 be any increase in birth defects
in newborn babies when pregnancy occurs soon after stop-
ping the pill.

11. Overdosage

-+ Serious ill effects have not been reported following nages-

R COHILIAUELMIVES, B RIIUYVIT ad  WHEUE GO NS Ul
"the pill,” are taken to prevent pregnancy and, when taken
correctty, have a failure rate of about 1% per year when
used without missing any pifls. The typical failure rate of
large numbers of pill users is less than 3% per year when
women who miss pills are included. For most women, oral
contraceptives are also free of serious or unpleasant side

s sffects-towever, forgetting to take oral contrateptives con-

siderably increases the chances of pregnancy.

For the majority of women, oral contraceptives can be
taken safely, but there are some women who are at high
risk of developing certain serious diseases that can be life-
threatening or may cause ternporary or permanent disabil-
ity. The risks associated with taking oral contraceptives
increase signiﬁcantly if you:

* Smoke

* Have high blood pressure, diabetes or high cholesterol

* Have or have had clotting disorders, heart attack, stroke,
angina pectoris, cancer of the breast or sex organs, jaun-
dice or malignant or benign liver tumors

You should not take the pill if you suspect you are preg-
nant or have unexplained vaginal bleeding.

Cigarette smoking increases the risk of serious car-
diovascular side effects from oral contraceptive use.
This risk increases with age and with heavy smok-
ing (15 or mora cigarettes per day) and is quite
marked in women over 35 years of age. Women
who use oral contraceptives are strongly advised
not to smoke.

Most side effects of the pill are not serious. The most
commen 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
3 months of use.

The serious side effects of the pill occur very infrequently,
especially if you are in good health and are young. How-
evar, you should know that the following medical conditions
have been associated with or made worse by the pill:

1. Blood clots in the legs {thrombophlebitis} or lungs {pul-
monary embolism}, stoppage or rupture of a blood
vessel in the brain {stroke), blockage of blood vessels
in the heart (heart attack or angina pectoris), eye or
other organs of the body. As mentioned above, smok-
ing increases the risk of heart attacks and strokes and
subsequent serious medical consequences.

2. Liver tumors, which may rupture and cause severe
bleeding. A possible but not definite association has
been found with 1he pill and liver cancer. However,
liver cancers are extremely rare. The chance of devel-
oping liver cancer from using the pifl is thus even rarer.

3. High blood pressure, although blood pressure usually
returns to normal when the pill is stopped.

The symptoms associated with these serious side effects
are discussed in the detailed leaflet given to you with your
supply of pills. Notify your doctor or health care provider if
you notice any unusual physical disturbances while taking
the pill. In addition, drugs such as rifampin, as well as some
anti-convulsants and some antibiotics, may decrease oral
contraceptive effectiveness.

Studies to date of women takmg the pill have not shown
an increase in the incidence of cancer of the breast or
cervix. There is, however, insufficient evidence to rule out
the possibility that the pill may cause such cancers. Some
studies have reported an increase in the risk of developing
breast cancer, particularly at 2 younger age. This increased
risk appears to be related to duration of use.

Taking the pil provides some important non-contracep-
tive health benefits. These include fess painful menstrua-
tion, less menstrual blood loss and anemia, 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 provider. Your health care provider will
take a medical and family history before prescribing oral
contraceptives and will examine you. The physical exami-
nation may be delayed 10 another time if you request it and
the health care provider believes that it is a good medical
practice to postpone it. You should be reexamined at least
once a year while taking oral contraceptives. The detailed
patient information leaflet gives you further information
which you should read and discuss with your health care
provider,

HOW TO TAKE THE PILL
See full text of HOW T TAKE THE PILL which is printed
in full in the Detailed Patient Labeling.

Revised: Nov. 20, 1996
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IE YOU HAVE READY AT ALL TIMES:
IER KIND OF BIRTH CONTROL {such as condoms,
» sponge) 10 use as a back-up in case you miss

[RA, FULL PILL PACK.
EN TO START THE FIRST PACK OF PILLS

a choice of which day to start taking your first”

ilts. Decide with your doctor or clinic which is the
for you. Pick a time of day which will be easy to
T

art: .

e first “active” blue pill of the first pack during
1 24 hours of your period.

I not need to use a back-up method of birth con-
e you are starting the pifl at the beginning of
:nod.

Start:

e first “active” blue pilt of the first pack on the
after your period starts, even if you are still bleed-
rour period begins on Sunday, start the pack that
lay.

other method of birth control as a back-up method
1ave sex anytime from the Sunday you start your
sk until the pext Sunday (7 days). Condoms, foam,
iponge are goad back-up methods of birth control.

WHAT TO DO DURING THE MONTH

ONE PILL AT THE SAME TIME EVERY DAY
THE PACK IS EMPTY.
skip pills even if you are spotting or bleeding
:n monthly periods or feel sick to your stomach
.
skip pills even if you do not have sex very often.
YOU FINISH A PACK OR SWITCH YOUR
} OF PILLS:
= Wait 7 days 1o start the next pack. You will prob-
ve your period during that week. Be sure that no
1an 7 days pass between 21-day packs.
i Start the next pack on the day after your last
der” pill. Do not wait any days between packs.

WHAT TQ DO IF YOU MISS PILLS

S8 1 blue, white or pink "active” pill:
as s00n as you remember. Take the next pill at
gular time. This means you may take 2 pills in 1

not need to use a back-up birth control method
1ave Sex.

38 2 blue or white “active” pills in a row in WEEK
‘EK 2 of your pack:
pills on the day you remember and 2 pills the next

ke 1 pill a day until you finish the pack.

AY BECOME PREGNANT if you have sex in the
after you miss pills. You MUST use another hirth
method {such as condoms, foam, or sponge) as
up for those 7 days.

“ birth control pills,

Qgerermings whether of not you are pregnant. UNTI you can
talk to your doctor or clinic, use an appropriate back-up birth
control method. if you miss 2 consecutive periods, you
should stop taking the pill until it is determined that you
are not pregnant.

Even if spotting or light bleeding should occur, continue
taking the pill according to the schedule. Should spotting
or light bleeding persist, you should notify your doctor or
clinic,

7. Stopping the pill before surgery or prolonged

bed rest

If you are scheduled for surgery or you need 1o stay in bed
for a long period of tme you should tell your doctor that
you are on the pili. You should stop taking the pill four
weeks before your operation to avoid an increased risk of
blood clots. Talk to your doctor about when you may start
taking the pill again.

' 8. Starting the pilt after pregnancy

After you have a baby it is advisable to wait 4-6 weeks
before starting to take the pill. Talk to your doctor about

- when you may start taking the pill after pregnancy.
~ 9. Pregnancy dua to pill failure

When the pill is taken correctly, the expected pregnancy
rate is approximately 1% {i.e., 1 pregnancy per 100 women
per year), H pregnancy occurs while taking the pill, there is
little risk to the fetus. The typical failure rate of large num-
bers of pill users is less than 3% when women who have
missed pills are included. If you become pregnant, you
should discuss your pregnancy with your doctor.

10. Pregnancy after stopping the pill

There may be some delay in becoming pregnant after you
stop taking the pill, especially if you had irregular periods
before you started using the pill. Your doctor may recom-
mend that you delay becoming pregnant until you have had
cne of more regular periods.

There does not appear to be any increase in birth defects
in newborn babies when pregnancy occurs scon after stop-
ping the pill.

11. Overdosage

Serious i effects have not been reported following inges-
tion of large doses of oral contraceptives by young children.
Overdosage may cause nausea and withdrawal bleeding in
fernales. In case of overdosage, contact your health care
provider or pharmacist.

12. Other information

Your doctor or clinic will take a medical and family history
and will examine you before prescribing the pilt. The phys-
ical examination may be delayed to another time if you
request it and the health care provider believes that it is a
good medical practice to postpone it. You should be reex-
amined at least once a year. Be sure to inform your doctor
or clinic it there is a family history of any of the conditions
listed previously in this leaflet. Be sure to keep all appoint-
ments with your doctor or clinic because this is a time to
determine if there are early signs of side effects from using
the pill.

Do not use the pill for any condition other than the one

" for which it was prescribed. The pill has been prescribed

specifically for you, do not give it to others who may want

HEALTH BENEFITS
In addition to preventing pregnancy, use of oral contracep-
tives may provide certain health benefits. They are:

+ Menstrual cycles may become more regular

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

Pain or other symptoms during menstruation may be
encountered less frequently

Ectopic (tubal} pregnancy may occur less frequently
Mor-cancerous cysts or lumps in the breast may ocour
less frequently

Acute pelvic inflammatory disease may occur less fre-
quently

Oral contraceptive use may provide some protection
against developing two forms of cancer: cancer of the
ovaries and cancer of the lining of the uterus

If you want more information about birth control pills, ask
your doctor or clinic. They have a more technical leaflet
called PHYSICIAN LABELING which you might want to
read. ’

Store at controlled room temperature 15°-30°C {59°-86°F).
BRIEF SUMMARY

PATIENT PACKAGE INSERT
This product (like all oral contraceptives} is intended to
prevent pregnancy. it does not protect against HIV
infection [AIDS} and other sexually transmitted dis-
eases.

hver cancers are extremely rare. the chance of dever
oping liver cancer from using the pill is thus even rarer.

3. High blood pressure, although blood pressure usually
returns to normal when the pill is stopped.

The symptoms associated with these serious side effects
are discussed in the detailed leaflet given 1o you with your
supply of pilts. Notify your doctor or health care provider H
you notice any unusual physical disturbances while taking
the pill. In addition, drugs such as rifampin, as well as some
anti-convulsants and some antibiotics, may decrease oral
contraceptive effectiveness,

Studies to date of women taking the pifl have not shown
an increase in the incidence of cancer of the breast or
cervix. There is, however, insufficient evidence to rule out
the possibility that the pill may cause such cancers. Some
studies have reported an increase in the risk of developing
breast cancer, particularly at a younger age. This increased
risk appears 10 be related to duration of use.

Taking the pill provides some important non-contracep-
tive health benefits. These include less painful menstrua-
tion, less menstrual blood loss and anemia, 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 provider, Your health care provider will
take a medical and family history before prescribing oral
contraceptives and will examine you. The physical exami-
nation may be delayed to ancther time if you request it and
the health care provider believes that it is a good medical
practice to postpone it. You should be reexamined at least
once a year while taking oral contraceptives. The detailed
patient iformation leaflet gives you further information
which you should read and discuss with your health care
provider.

HOW TO TAKE THE PILL
See full text of HOW TQ TAKE THE PILL which is printed
in full in the Detailed Patient Labeling.

Revised: Nov. 20, 1996
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8l failurn ragg of iarge Aumbers of pilt USErs ig lasy thep ?Jer year On the dayy You take 2 pis o make up for missed pis, You coulg

i rvomen wha miss piflg 4r8 included, 781 Women, oraf contrg. 2150 feel a [itfe sick g Ur stomach, N
faptivas are aiso fee of yerious or "“P'“‘;,"' side Sacts. Howavar, 5. IF YOU HAVE vonyTING i MARRHEA, for any reason, o i vou

9 take pifls consi erably increasas the o nGES of pregnancy, TAKE SOME MEDICINES, including some antibioties, your pips may

For the majority of wollen, gra) Conlraceptives can pe taken safefy, pyg Mot work as weji, - -

8 218 some women Wwho arg gt high risk of developmg certain serj- Use a back-ug method (such g5 condoms, foam, or 3ponge) until
ous disepsay that can be Infe-threarening OF may cayge temporary or ¥ou check with our doctor 04 clinic.
Bermanent disabifity. The Tisks associated with taking oral contracep. 8. IF YOU Have TJOUBI.E REMEMBERING Tq TAKE THE PILL, 1afi o’ : P
Uves incraagg stgnificandy if you: Your doctor ar ¢lipic #bout how 1o Make pill-takiny sasier or ahoyt : B
. oke using angther method of birth controf,

* Have high blood Préssure, disbates or high cholesterl 1O YOy HAVE ANy QUESTIONS o ARE UNSURE ABOUT THE ' o
* Have or haye had clotting disorders, heart atack, sirokg, angina INFORMATION N THIS LEAFLET cqit Your doctor or clinje. -
Pectoris, cancer of the hragst or sex orgens, jaundice OF malignant PILLS L - . ) ‘ -
oF benign fiver tumgrs \m YOU START TAXING Yoiup o " AN .
You should et take the pill if yoy suspect yoy arg Pregnant ar havg 3 '(t)_E.’CiE:E mgmi ?ti??ga:;,gr:‘;ﬁ:?n?fn‘;oﬁimu . . . i t
oxplained vaginal bleeding, 2 LDOKAT Yo pr TOSEE IF IT HAS 27 OR 23 po 3. E _ :

The has 21 “actyg” blus, white ang pink pills fwith hoy- .
Mones) to take for 3 woeks, followeq by 1 waek without piits. .
The 28.pj has 21 “aetive* blus, white ang pink pills fwith hor-
Mones) to take for 3 w:,aaks, followed by 1 week of Teminder peach

nes).

k4 :

I " .

of the pilt arg NOL sorious, The mags Common sych lg ,‘:h .,f;ﬁ.".,",g‘; ::,a:akk?ﬂ?: EI‘IZI:J;?! s

affects are Naysaq, vomiting, blgedis bw;::nm;n:;ﬁizpl:ﬁ::; 3] the week numbers a5 showy, in the piciure bolow, .
B58 side pffects, e5pecially nausea and vomiting, may subside withiny . - - !
# st 3 monng o0 Mmmcmm-,mmmm S . coL

The seriguy side offcts of the Pilt oecur very infraquenty, Bspecially if
YOu arg in good healtt and arg Young. Howayer, You shoulg know thay

the foil RY medical conditions haye been assacisted with pr Made
by the pit:
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embolism), Soppage or Tirpture of g hlggg vessel in the brajn
(stroke), blockage of bigod vessels i the heart (heary attack or
angina pacﬁoﬁgf Or other grgang of the body, Ay Mentionad
abova, smoking incraases the sk of hear Attacks and sirokes and
4 uent serigus Fedical Consequences,
2 Liver tumors, which May rupture a'alnd ;:nus;u S8VErs blaeding, 4
i nutdeﬁniu:ssuciaﬁon 25 bean undm‘tﬁlhepr’hnd
m»«:«. Hawaver, fyar Cancers arg mm rare. The chanca

The symptoms 83sociatad with thesg 3arious side gffacts grg discussed n..,h:"m pc;,w“p.',:u' o Pk

in the detaileg leaflot given 1o You with your supply of piits. Notify your

doctor or heaith carg Providar i you posice A0y Unusual physieal distyr-

bances whilg taking the pil 1 eddition, drugs such a5 rifampin, ag well

a3 30me anti-convulsants and some antibiotics, may decrease praf con-
plive effectivangsy,

Taking the i Provides some important nOn-contraceptive health bane-
¥its. Thess rpnclude less painfut fenstivation, jgsy menstrual bloog logs
and anemia, Pebvit infections and fewer cancers of the avary and
the fining of the uterus,




Trivora™- 21 Tablets {levonorgestrel and ethiny! estradiof tablets, USP}- triphasic regimen

Trivora®™: Z8 Tablets {levonorgestrel and ethimyt estradiol tablets, USP)— triphasic regimen

4. BE SURE YOU HAVE READY AT ALL TIMES;
ANOTH'EH KIND ﬂFhBI&TH CONTROL {such ;:m:ondoms, foam, of
spenge) to use as a back-up in case you miss pills.
AmTM FULL PIEL PACK.
WHEN TO START THE FRST PACK OF PILLS

You have a choice of which day to start taking your first pack of pills,
Decide with your doctor or clinic which is the best day for you_ Pick o
tma of day which will ba easy to remember. .

DAY 1 START:

1. Taka the first “activa™ blue pill of the first pack during the first 24

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

SUNDAY START:

i @ the first "sctive™ blue pill of the first pack on the

even if you are still bleading. i your period

ﬁ'"ginl on Sunday, start the pack that same day.
1 I as & back-up method if you
sex arytime from the Sunday you start your first pack until the

next Sunday (7 days). Condoms, foam, or the sponge are good back-
up methods of bi:r comtrol.

. WHAT TO DO DURING THE MONTH
L ;AEOHEHHATMMMWMMYMTHEPW

Do not skip pills even if you are spotting or biesding batwean
manthly of fesl sick to your stomach {nzusea),
Do ot skip pills even if you do not have sex oiten.

2. WHEN YOU FINISH A PACK OR SWITCK YOUR BRAND OF PILLS:
21 pills: Wait 7 days to stast the next pack. You will probably have
your period during that week. Be sure that no mors than 7 days

ass between 21-day packs.
Start the next pack on the day after your last “reminder”
pili. Do not wait any days between packs.

WHAT T0 DO,IF YOU MISS PHLS

IF you MISS 1 blue, white or pink "active™ pilt

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

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

Sex.

It you MISS 2 blue or white “active™ pills in a row in WEEK 1 OR WEEK 2

of your pack;

1. Take 2 pills on the day you ramamber #nd 2 pilis the next day,

2. Then take 1 pilt a day until you finish the pack,

3. You MAY BECOME BNANT if you have sex in the 7 days after
you miss pills. You MUST use another birth control methed (such as
condoms, foam, or sponge) as a back-uhl'%r those 7 days.

I you MISS 2 pink “active” pills in » row in THE 3rd WEEK:

1. i you arw & Day 1 Starter:

THROW DUT the rest of the pill pack and start a new pack that
same day.

M you are & Sunday Starter:

Keap taking 1 pill every day until Sunday.

On Sunday, THROW OUT the rest of the pack and stan a new pack
of pitls 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 & row, call your doctor
or clinic bacause you might be pregnant.

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

1 you MISS 3 OR MORE blue, white or pink “active” pills in a row {dur-

ing the first 3 weeks);

1. Nyowarsa Duy i Stacter:

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

Hyou are y Starter:

Keap taking 1 pill avery day until Gunday.

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

2 You may not have your periad this month but this is expectad.
Howaver, if you miss your period 2 months in & row, call yout doctor
or clinic because you might be pregnant. ’

3. You MAY BECOME PRE| if you have sex in the 7 days sfter
You miss pills. You MUST usa another birth control mathod {such a3
coadoms, foam, of sponge) as s back-up for those 7 days.

A REMINDER FOR THOSE O 26-DAY PACKS:

ilrmm fmxut eny of the T peach “reminder” pills in Week 4:
ROW AWAY the pills you missed. .

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

You do not need a back-up method.

RNALLY, IF YOU ARE STHL NOT SURE WHAT TO DO ABOUT THE PILLS
YOU HAVE MISSED:

Use a BACK-UP METHOD OF BIRTH CONTROL ariytime you have sex.

KEEP TAKING ONE "ACTIVE™ PILL EACH DAY until yoir can talk to your
doctor or clinic.

& Missed periods, or light bleading
Alﬁnn.ywmwnm’m iod after you have completed a pack of i,
If you: miss 1 period but you taken the pilts mactly a5 you were
posad tn, continue s Lsta! into the next cycla. If you have not taken the
comrectly, and hava missed a pesfod, you be prognant and yor should
stop taking the pill unth your doctor or clini ines whether of 1ot you
amc:rwmm.lkﬂwucanukmmdomercﬁc,mm ¥
back-up bisth control method. If you mys zmmmmmm
mu‘ghpilwﬂlisdmnnnﬂ‘ that your are not pregnant.

Even if spotting or Fght blced_in1 should occur, continue taking the pil
according to the schedule, Should spotting or light bleeding persist, you
shouid notify your doctor or clinic, :

7. Stopping the pifl befors sacgary or prolonged bed rest .
kunmmbrmwmmedhmhhdfwah\gwﬂd
tme you should tell doctor that you are on the pilt. You should stop trk
the pill 4 woeks your operation to avoid an mcreased risk of
cioes. Tak to your doctor about when you may start taking the pll again.

£, Starting the g3l after proguancy

Aftor you hiave  beby it is advisabla 10 walt 4-6 weeks before startng 10 tska the -
plfdmmdnmmmwymmlpﬁuhﬂmm.
s iimcy due v pill iallare - ' T L
butealbioty s o 100 oo paancy s pproc
ima e,  pragnancy per 100 women per yaar] gnanc
oecurs whils taking the Mhmﬁsk.mﬂl-mmwm
failurg rate of targe numbers of pilt users is less than 3% when women
who have mitsed pills arg included. ¥ you become pregnant, you should
discuss your pregnancy with your doctor. .

10. Praghency sfter ingthe pill - .
There may be :nmemnin bacpc:ming pr:ﬂ;unt after you stop taking
the pill, especielly if you had irregular pariods before you started using
the pill. Your doctor may racommend that you delay becoming pregriaitt
until you have hiad one or more regular periods. -
There does not appear to be any increass in birth defects in newbomn
babies whan pregnancy occurs soon after stopping the mll

1"

There are no reports of serious iliness or side eMects in young children
who have swallowed a large numbar of pills, [n adults, overdosage may
cause nausea and/or bleeding in females. In case of ovardosags; con-
tact your doctor, ¢linic or pharmacist

12, Dther information .

Your dactor or clinit will take 2 medical and family history and wil examme
you before prescribing the pill, The physical axamination may be delayed
to angther time # you requast it and the health care provider belisves that
itis @ good madical practice to postpone it. You should b reexamined at
least ance 2 year. Be surs to inform your doctor or clinic # tiere is a famity
history of 2ny of the conditions Hsted previously in this leafiet, Be sura to
keep sN appointments with your doctor or chric because this is 4 Bme to
determing if hers are sarly Signs of sida sffects from using the pil

Do not use the pill for any condition other than the one for which it was
prescribed. The pill has bean prescribad specificatly for you, do not
giva it to others who msy want birth contral pills., -

W you want mare information about birth control pils, ask your doctor or
clinic. They have a more tachnical leafiet called PHYS! LABELING
which you might want to read,

CAUTION: Federal law prohibits dispensing without prescription.

Stere at controflad reom temperature 15°-30°C {$3°-86°F).

4
MANUFACTURED BY
H MAC»{FdPngnc’m RICC 00791 )

v ’ ) REVISED AUGUST 1395
18-0151-00-02

© 1995 SYNTEX {F.P.} INC.




AUGUST 1995
DETAILED PATIENT LABELING .

Trivora™- 21 Tablets
(levonorgestrel and ethinyl estradiol tablets, USP)
— triphasic regimen

Each blue tablet (6):contains lévonorgestrel 0.05
mg and ethinyl estradiol 0.03 mg, each white
tablet (5) contains levonorgestrel 0.075 mg and
athinyl estradiol 0.04 mg and each pink tablet (10}
contains levonorgestral 0.125 mg and ethinyl
estradiol 0.03 mg.

Trivora™- 28 Tablets
flevonorgestrel and ethinyl estradiol tablets, USF)
— triphasic regimen
Each blue tablet (6} contains levonorgesirel
0.05 mg and ethinyl estradiol 0.03 mg, each white
tablet {5) contains levenorgestrel 0.075 mg and
ethinyl estradiol 0.04 mg, each pink tablet (10)
contains levonorgestrel 0.125 mg and ethinyl
estradiol 0.03 mg and each peach tablet (7)

contains inert ingredients. ’

-
This product {like all orat contraceptives) is
intended to prevent pregnancy. It does not
protect against HIV infection (AIDS) and other
sexually fransmitted diseases.

INTRODUCTION

Any woman who considers using oral contracep-
tives ("birth control pills™ or-“the pill") should
understand the benefits and risks of using this
form of birth control. This leafiet will give you
much of the information you will need to make this
decision and also will 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
properly so that it will be as effective as possible.
However, this leaflet is not a replacement for a
careful discussion between you and your health
care provider. You should discuss the informa-
tion provided in this leaflet with him or her, both
when you first start taking the pill and during yous
regular visits. You also should follow the advice of
your health care provider with regard to regular
checkups while you are on the pill.

EFFECTIVENESS OF ORAL CONTRACEPTIVES

Oral contraceptives are used 1o pretent pregnancy
and are more effective than othg non-surgical
methods of birth control. When they are taken

correctly, without missir ) any pills] the chance of ,

becoming pregnant is less than 1% (1 pregnancy
per 100 women per year of use). Typical failure
rates are actually 3% per year, The chance of
becoming pregnant increases with each missed
pill during a menstruat cycle.

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

Comparison of reversible contraceptive
methods: Percentage of women a
contraceptive failure (pregnancy) during the

first year of use. -
% of Women Experiencing a
‘ Pre?nancy within lheg
First Year of Use

Method Average Use  Correct Use
No contraception 85 85
Spemmicides 21 6
Perlodic abstinence 20 1-9
Withdrawal . 19 4
Cagiven birth . 36 26

Never given birth 18 9
Sponge

Given birth 36 20

Never given birth 18 9
Diaphragm 18 6
Condom

Female 21 5

Male 12 3
Pill 3

Progestin only 05

Combined 01
IuD

Progesterone 2 1.5

Copper T 380A 0.8 06
Injectables , 03 - 0.3
implant - 0.09 0.09
Adapted with permission.

aDepending on method {calendar, ovuiation,
symptem-thermal)

WHO SHOULD NOT TAKE ORAL
CONTRACEPTIVES

Cigarette smoking Increases the risk of
serlous cardiovascular side effects from
oral contraceptive use. This risk increases
with age and with heavy smoking (15 or
more clgarettes per day) and is quite
marked in women over 35 years of age.
Women who use oral contraceptives are
strongly advised not to smoke.

Some women should not use the pill. For example,
you should not take the pil if you are pregnant or

think you may be pregnant. You also should not use

the pill if you have any of the foliowing conditions:

« A history of heart dttack or stroke :

» Blood clots in the; (thrombophlebitis), brain
(stroke), lungs (puimonary embolism) or eyes

« A history of blooll clots in the deep veins of

your legs : .

« Chest pain {angina pectoris)

« Known or suspected breast cancer or cancer of
the lining of the ulerus, cervix or vaFina

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

P . - R

« Yellowing of the whites of the eyes or of the
skin (jaundice) during pregnancy or during
Eevious use of the pill :

« Liver tumor (benign or cancerous)

= Known or suspected pregnancy

Telt your health care provider if you have ever had
any of these condftions. Your health care provider
can recommend a safer method of birth control.

OTHER CONSIDERATIONS BEFORE TAKING
ORAL CONTRACEPTIVES

Teg your health care provider if you have or have
had:

« Breast nodules, fibrocystic disease of the breast,
an abpormal breast x-ray of mammogram
e I

vated ¢ erol oF
High blood pressure
Migraine or other headaches or epilepsy
Mental deprassion
Gallbladder, heart or kidney disease
History of scanty or imegular menstrual periods
Women with any of these conditions should be
checked often by their health care provider if they
choose to use oral contraceptives. -

Alsa, be sure to inform your doctor or health care
provider if you smoke or are on any medications.

® * & 8 & 89

RISKS OF TAKING ORAL CONTRACEPTIVES
1. Risk of developing blood clots

* Bfood ciots and blockage of blood vessels are the

&l

most serious side effects of taking orat contracep-
tives. in paricular, a clot in the legs can cause
thrombophiebitis and a clot that travels to the
lungs can cause a sudden blocking of the vessel
carrying blood tol the lungs. Rarely, clols occur in
the blood vesselsiof the eye and may cause blind-
ness, double vision, or impaired vision.

iIf you take oraf 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 ciots. You shouid consult
your doctor about stopping oral contraceptives three
to four weeks before surgery and not laking oral
contraceptives for two weeks after surgery or during
bed rest. You should also not take oral contracep-
tives soon after delivery of a baby. It is advisable to
wail 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 %e ore
using the pill (See GENERAL PRECAUTIONS,
While Bréast Feeding).

2. Heartattacks and strokes

Oral contraceptives may increase the tendency to
develop strokes (stoppage or rupture of blood
vessels in the brain) and angina pectoris and
heart attacks {blockage of blood vessels in the
heart}. Any of these conditions can cause death of
temporaly or permanent disabdlity.

Srmoking greatly increases the possibility of
suffering heart aftacks and strokes, Furthermore,
smoking'and the use of oral contraceptives greatly
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increase the chances of developing and dying of
heart disease.

3. Gallbladder disease

Oral contraceptive users may have a greater risk
than non-users of having gallbladder disease
although this risk may be related to pills cHntaining
high deses of estrogen.

4, Liver tumors

In rare cases, oral contraceplives can causa benign
but dangerous liver tumors. These benign liver
tumors can rupture and cause fatal intemal rg.
In addiion, a possible but not definite association has
been found with the pill and Iiver-cancers in 2 shudies
in which a few women who deve ‘these very
rare cancers were found to have oral contracep-
tives for long periods. However, liver cancers are
extremely rare. The chance of devetoping liver
cancer from using the pill is thus even rarer. .

5. Cancer of the breast and reproductive organs

There Is, at present, no confimed evidence that oral
contraceptives increase the risk of cancer of the
reproductive organs In human studies. Several
studies have found no overall increase in the risk of
developing breast cancer. However, women who
use oral contraceptives and have a strong family
history of breast cancer or who have breast nodules
or abnormal mammograms should be followed
closely by their doctors. Some studies have reported
an increase in the risk of developing breast cancer,
partictiarly at a younger age. This imcreased risk
appears 1o be related to duration of use.

Some studies have found an increase in the inci-
dence 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 asso-
clated 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:

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

Mathod of control
and outcome

No fertility 7.0 74 91 148 257 282
control methods® .

Oral contraceptives 03 05 0% 1% W8 N6
non-smoket™ E

Oral contraceptives 22 34 66 135 S5l1 1172
smoker"* :

151 2024 25-20 30-34 3539 40-44

o 08 08 10 10 {4 14
Condom* 11 18 07 02 43 04
DiaphragnvSpermicide® 1.9 12 12 13 22 28
Pefodicabstnence’ 25 16 18 17 49 a8
*Deaths are birth-retated f

*Deaths are method-related B

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
135 who smoke and pill users over the age of 40
even If they do not smoke. It can be seen the
tabile that for women aged 15 to 39 the risk of death
is highest with pregnancy {7-26 deaths per 100,000
wormnen, rIildgﬂgnding on age). Among pilt users who
donot s the risk of death is always Jower than
that associated with pregnancy for any age group,
although over the age of 40 the risk increases 1o 32
deaths per 100,000 women compared 10 28 associ-
ated with pregnancy at that age. However, for pil
users who smoke and are gver the age of 35 the
estimated number of deaths exceeds those for
cther methods of birth control. If a woman is over
the age of 40 and smokes her estimated risk of
death is 4 times higher (117/100,000 women) than
the estimated risk assoclated with pregnancy
(28/100,000 women) in that age group.

The suggestion that women over 40 who don’t
smoke should not take oral contraceptives is
based on information from older high-dose pills
and on less selective use of pills than is practiced
today. An Advisory Gommittee of the FDA
discussed this issue in 1989 and recommended
that the benefits of oral contraceptive use by
healthy, non-smoking women over 40 years of
age may outweigh the possible risks. However, all
woimen, especially older women, are cautioned to
use the lowest dose pill that is effective.

WARNING SIGNALS

If any of these adverse effects occurs while you
are iaking oral contraceptives, call your doctor
immediately:

= Sharp chest pain, coughing of blood ¢r sudden
shortness of breath (indicating a possible clot in
the lung) . :

« Pain in the calf (indicating a possible clet in the leg)

» Crushing chest pain or heaviness in the chest
indicating a possible heart attack) )

» Sudden severe headache or vomiting, dizzi-
ness or fainting, disturbances of vision or
speech, weakness or numbness in an arm or
leg (indicating a possible stroke)

« Sudden partiai or complete loss of vision (indi-
cating a possible clot in the eye)

» Breast lumps (indicating possible breast cancer
or fibrocystic disease of the breast: ask your
doctor or health care provider to show you how
to examine your breasts)

« Savere pain or tendemess in the stomach area
(indicating a possible ruptured liver tumor)

= Difficulty in sleeping, weakness, lack of energy,
fatigue or change in mood (possibly indicating
severe depression)

= Jaundice or a yellowing of the skin or eyeballs,
accompanied frequently by fever, fatigue, loss of
appetite, dark-colored urine or Ii?hi red bowel
movements (indicating possible liver problems)

SIDE EFFECTS OF ORAL CONTRACEPTIVES
1. Vaginal bleeding
lrregular vaginal bleeding or spotting may occur

while you are taking the pill. regular bleeding may
vary fro slight staining between menstrual periods
1o breakthr bleeding which is a flow much like
a regular penicd. lrregular bleeding occurs most
oftert during the first few months of oral contracep-
tive use but may also occur after you have been
taking the pill for some time. Such bleeding may be
temporary and usually does not indicate any
serious problem.-It is important to continue taking
your pills on schedule, If the bleeding occurs in
more than 1 cycle or fasts for more than a few
days, talk to your doctor or health care provider.

2. Contact lenses

if you wear contact lenses and notice a change in
vision or an inability to wear your lenses, contact
your doctor or health care provider.

3. Fluld retentlon

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

4, Metasma (Mask of Pregnancy)

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

5. Other side effects

Cther side effects may include change in appstite,
headache, nervousness, depression, dizziness,
foss of scalp hair, rash and vaginal infections.

¥ any of these side effects occurs, contact your
doctor or health care provider.

GENERAL PRECAUTIONS

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

At times you may not menstruate regularly after you
have completed taking a cycle of pills. If you have
taken your pills regularly and miss 1 menstrual
period, continue taking your pills for the next cycle
but be sure to inform your health care provider
before doing so. i you have not taken the pills daily
as instructed and miss 1 menstrual period, or if you
miss 2 consecutive menstrual periods, you may be
pregnant. Check with your health care provider
immediately to deterrnine whether you are pregnant.
Do not continue to take oral contraceptives until you
are sure you are not pregnant, but continue to use
another method of birth control.

There is no conclusive evidence that oral contra-
ceptive use is associated with an increase in birth
defects when taken inadvertenily during early
pregnancy. Pieviously, a few studies had reported
that oral confraceptives might be associated with
birth defects but these studies have not been
confirmed. Nbvertheless, oral contraceptives or
any other drugs should not be used dunng preg-
nancy unless glearly necessary and prescribed by
your doctor. You should check with your doctor

- about risks to’your unborn child from any medica-
tion taken durihg pregnancy. )
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2. While breast feeding )
It you are breast feeding, consult your doctor before
starting oral contrace . Some of the drug will
be passed on to the child in the milk. A few_adverse
effects on the chitd have been reported, including
yellowing of the skin (jaundice) and breast enfarge-
ment. In addition, oral contraceptives may decrease
the amount and quality of your milk. If possible, do
not use oral contraceptives and use ancther method
of contraception while breast feeding. You should
consider starting oral lives only after you
have weaned your child completely.
3. Laboratory tests _
If you are scheduled for any laboratory tests, tell
our doctor you are taking birth control pils. Centain
tests may be affected by birth control pifls.

4. Drug interactions .
Cortain drugs may interact with birth control pills
to make them less effective in preventing preg-
hancy or cause an increase in breakthrough
bleeding. Such drugs include rifampin; drugs used
for epilepsy such as barbiturates (for example,
ghenobarbital) and phenytoin (Dilantin is one
rand of this drug); phenylbutazone (Butazolidin is
cne brand of this drug} and possibly centain antibi-
otics. You may need to use additional
contraception when you take drugs’ which can
make oral contraceptives less effective.

5. This product (like all oral contraceptives) is
intended to prevent pregnancy. It does not
otect against transmission of HIV Infection
rATIDS) and other sexually fransmitted diseases
such as chlamydia, genital herpes, genital
warts, gonoirhea, hepatitis B, and syphilis.

HOW TO TAKE THE PILL

IMPORTANT POINTS TO REMEMBER

BEFORE YOU START TAKING YOUR PILLS:

1. BE SURE TO READ THESE DIRECTIONS:
Before you start taking your pilis.

Anytime Gyou are not sure what to do.

2. THE RIGHT WAY TO TAKE THE PILL 1S TO
TAKE ONE PILL EVERY DAY AT THE SAME
TIME.

Af you miss pills you could get pregnant. This

includes starting the pack late.

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

3. MANY WOMEN HAVE SPOTTING OR LIGHT
BLEEDING, OR MAY FEEL SIGK TO THEIR
STOMACH DURING THE FIRST 1-3 PACKS
OF PILLS. i
H you feef sick to your stomach, do bot stop taking
the pill. The problem will usually go away. i it

't h?o , chock with your or clinic.

4. MISSING PILLS CAN ALSO CAUSE SPOT-

TING OR LIGHT BLEEDING, ejen when you

make up these missed pills. i

On the days you take 2 pills tq make up for

missed pills, you could also feel'a little sick to

your stomach. '

5. IF YOU HAVE VOMITING OR DIARRHEA, for
any reason, or IF.YOU TAKE SOME MEDI-
CINES, including sore antibiotics, your pills

* may not work as well.

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

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 me of birth control.

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

BEFORE YOU START TAKING YOUR PILLS

1. DECIDE WHAT TIME OF DAY. YOU WANT TO
TAKE YOUR PILL. ,
ft is imporlant to take it at about the same time

.mw&‘;., v aih

2. LOOK AT YOUR PILL PACK TO SEE IF IT HAS
%Ogjapaufplusggg:ﬁ s 21 blue, white and

e 21-pi as 21 “active” blue, white an

pink pills {with hormones) to take for 3 weeks,
Tollowed by 1 week without pills.
The 28-pj has 21 “active” blue, white and
pink pits {with hormones) to take for 3 weeks,
tollowed by t week of reminder peach pills
without hormones), -

3. ALSO FIND:
1) where on the pack to start taking pills,

2; in what order to take the pills and

3) the week numbers'as shown in the picture below.

Active PRl Colors: Blue, White and Pink
/ Trivora™ .21 Tablots ——

(sunmumwmwmw

J6]6/0/0]00)0)

OOOOOOE
10/0]0/010010)

‘ 21 Tablets

.
(LEVORORGESTREL A ETHINYL. ESTRADHIL TABLETS, LISP) - TRIPHASIC REGIWER

k W by SYNTEX (F.7.3 H4C., BUMACAD, PUERTD RICT 00791 €184 WM

Active Pill Colors: Blue, White and Pink
Reminder Pill Color: Peach

Trivora™ -28 Tahlets
&N MOW e ;

joloiciolojolo
QOOOCOC)
QOOOOOO

LOOOOOOO

W Oy SYMTEX P10, UMACAD, PLIERTO PR W7 @1 1

4. BE SURE YOU HAVE READY AT ALL TIMES:
ANOTHER KIND OF BIRTH CONTROL (such
as condoms, foam, or sponge) to use as a
back-up in case you miss pills.

AN EXTRA, FULL PILL PACK.

WHEN TO START THE HIRST PACK OF PILLS

You have a choice of which day to start taking

your first pack of pills. Decide with your doctor or

clinic which is the best day for you. Pick a time of

day which will be easy to remember.

DAY 1 START:

1. Take the first “active” blue pill of the first pack
during the 2

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

the beginning of your period.

SUNDAY START: o ‘

1. Take thefirst “active” blue pill of the first pack
on the v -peri , aven if

you are still bieeding. If your period begins ori
Sunday, start the pack that same day.

2. : i as a back-up
method if you have sex anylime from the Sunday
you start your first pack until the next Sunday (7
days). Condoms, foam, or the sponge 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 1S EMPTY.
Do not skip pills even if you are spotting or
bieeding between monthly periods or feel sick
to your stomach (nausea).
Do not skip pills even if you do not have sex
very often. .

2. WHEN YOU FINISH A PACK OR SWITCH
YOUR BRAND OF PILLS:
21 plils; Wait 7 days to slart the next pack. You
will probably have your period during that week.

. Be sure that no more than 7 days pass
between 21-day packs.
28 pills: Start the next pack on the day after
your last “reminder” pill. Do not wait any days
between packs. '

2T

WHAT TO DO IF YOU MISS PILLS

If you MISS 1 blue, white or pink “active” pill:

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

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

If you MISS 2 blue or white “active” pills in a row

-Th'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 pil a day until you finish the pack.

i

L
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I
IS
N




1-inch Bar Code

~



] | 1/2 - inch bar code




sMouwnsa V305
NDOLID 8t} 40f ﬁm,raqe; 1eInga
Joueds pue;uaue BYFIO) 811
d

126 Tablets
NDC 0905-0289-21

.estradiol 0.04 mg and each p
Ievonorgestrel 0125 g and etﬁmy£




3 0905-0289-21




51 INILYd IHi 01
NIAID aq Aoy} eyt 3410037y

104 suotBIp
; aﬁe);aed jusned; oy
;sraeu.ueqd Bursuadsiqg oz sjop

. {Ievonorgestrel and ethmyl
estradiol tablets, USP

Each bjue tablet (B} contains levonorgestr _05 m ;
and ethrnyn' esrradfol 0,03 mg,. eactrwhite tabler 15).
el 0.0




CENTER FOR DRUG
EVALUATION AND RESEARCH

APPLICATION NUMBER:

74-538

CHEMISTRY REVIEW(S)



10.

12.

REVIEW NG. 17 7
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74~538

NAME AND ADDRESS OF APPLICANT

Syntex (F.P.), Inc.

HCO1 Box 16625, Bo. Mariana Road. 909, KM. 111
Humacao, Puerto Rico 00791

Mailing Address:
3401 Hillview Avenue
Palo Alto, CA 94304

BASIS OF SUBMISSTION

Listed drug product is Triphasil® by Wyeth Ayerst Labs.
approved in NDA # 19-192 and 19-190. A patent certification
is submitted on page 12. Syntex certified that the three US
patents; 3,666,858, 3,850,911, 3,959,322, and 3,957,982
which claim the listed drug have expired. No exclusivity
exists for the drug product. The proposed drug product
contains the same active ingredients and has same strength,
dosages form, route of administration, indications and usage
as the listed drug.

SUPPLEMENT (s)
N/A

PROPRIETARY NAME
DT | | R
Trivora 21 and 28 Tablets

NONPROPRIETARY NAME
Levonorgestrel and Ethinyl Estradiol Tablets

SUPPLEMENT (s) PROVIDE(s) FOR:
N/A

AMENDMENTS AND OTHER DATES:
FIRM:

Original submission: 8-19-94

Amendment: 9-27-94 & 10-7-94 (To submit response to OGD's
letter dated 9-12-94) .

FDA: ' :
Incomplete filing letter: 9-12-94
Accepted for filing: 10-11-94

PHARMACOLOGICAL CATEGORY. 11.-RX or OTC
Oral Contraceptive Rx
RELATED IND/NDA/DMF(s)

DMF —— .

DMF v




ANDA 74-538 Page 2 of 23
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13. DOSAGE FORM
Tablet

14. POTENCY
21 Day: 0.05 mg/0.03 mg; 0.075 mg/0.04 mg; 0.125 mg/0.03 mg
28 day: 0.05 mg/0.03 mg; 0.075 mg/0.04 mg; 0.125 mg/0.03 Mmg;
and placebo

15. CHEMICAL NAME AND STRUCTURE -
Listed in labeling insert per current USP

16. RECORDS AND REPORTS
N/A

17. COMMENTS
“A. GENERAL COMMENTS:

T

\___,W
A M’-’”-"«



ANDA 74-538 ' Page 3 of 23

B. COMMENTS TO BE INCLUDED IN NA LETTER:
All the comments listed in sections # 20, 23, 25, 27, 28,
29, 32, 33, and 34.

18. CONCLUSIONS AND RECOMMENDATIONS ‘
Not approved. A NA letter with major amendment is being sent
to Syntex citing all the comments/deficiencies listed in
this review.

i9. REVIEWER: DATE COMPLETED:
Mujahid L. Shaikh 12-27-94
Revised on 1-4-95

cc: ANDA 74-538
DUP File
Division File
Field Copy

Endorsements: g —
\%\ 0y lzm ly
HFD-625/M.Shaikh/1-4-95
HFD-625/M.Smela/1-6-95
X:\WPFILE\CARLOS\SHAIKH\7453BREV.1

F/T by dvw/3-13-95 | ' ‘SL\Q)\qS

g L]
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CHEMISTRY REVIEW NO, 2
ANDA # 74-538
NAME AND ADDRESS OF APPLICANT

G. D. Searle & Co.
4901 Searle Parkway

~ Skokie, IL 60077

Former owner of the ANDA:

Syntex (F.P.), Inc.

HCO1 Box 16625, Bo. Mariana Road. 909, KM. 111

Humacao, Puerto Rico 00791

[This ANDA was transferred to G. D. Searle & Co. per NC
dated 8-31-95]

BASIS OF SUBMISSION
Acceptable per CR # 1.

SUPPLEMENT (s)
N/B

PROPRIETARY NAME
Trivora™ 21 and 28 Tablets

NONPROPRIETARY NAME
Levonorgestrel and Ethinyl Estradiol Tablets

FIRM:

Original submission: 8-19-94

Amendment: 9-27-94 & 10-7-94 (To submit response to OGD's
letter dated 9-12-94)

NC: 3-28-95

NC: 8-31-95 (Transfer of ownership of this ANDA from Syntex)
NC: 9-18-95 (Transfer of ownership of this ANDA from Searle)
* ONC: 11-17-95 (Submission of updated FDA Form 356h after
ownership change)

* NC (Bio): 11-30-95 (Response to bio letter dated 3-27-95)
* NC: 5-15-96

* Major Amendment: 6-10-96 (Response to NA - chemistry +
labeling letter dated 3-23-95).

*NC (Bio): 7-19-96

FDA: :

Incomplete filing letter: 9-12-94
Accepted for filing: 10-11-94

NA letter (Chemistry + Labeling): 3-23-35
NA letter (Bio): 3-27-95

Acknowledgement of transfer: 11-17-95



10.

12.

13.

14.

15.
16.

17.

.DMF

PHARMACOLOGICAL CATEGORY 11. RX or OTC
Oral Contraceptive Rx

RELATFD TND/NDA/DMF(s) . ,
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DOSAGE FORM
Tablet

POTENCY )

21 Day: 0.05 mg/0.03 mg; 0.075 mg/0.04 mg; 0.125 mg/0.03 mg
28 day: 0.05 mg/0.03 mg; 0.075 mg/0.04 mg; 0.125 mg/0.03 mg;
and placebo

CHEMICAL NAME AND STRUCTURE =
Listed in labeling insert per current USP

' RECORDS AND REPORTS

N/A

COMMENTS

'A.  GENERAL COMMENTS:




18.

19.

cc:

products for levonorgestrol and Ethinyl estradiol
present in the drug product. '

B. COMMENTS TO BE INCLUDED IN NA LETTER:
All the comments listed in sections # 21, 29, 32, 33,
and 34.

CONCLUSIONS AND RECOMMENDATIONS

Not approved. A NA letter with MINOR amendment is being sent
to Searle citing all the comments/deficiencies listed in
this review. ' :

REVIEWER: DATE COMPLETED:
Mujahid L. Shaikh 9-23-96

ANDA 74-538
DUP File
Division File
Field Copy

Endorsements:

=\
HFD-625/M.Shaikh/9-24-96 \23 - Qégﬁé,_
HFD-625/M.Smela/K.Furnranz for/9~25-9¢ %\ >
x:new\firmsnz\searle\ltrs&rev\74538rc .

F/T by: bc/9-26-96
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ANDA # 74-538

NAME AND ADDRESS OF APPLICANT

G. D. Searle & Co. -
4901 Searle Parkwvay '

Skokie, IL 60077

Former owner of the ANDA:

Syntex (F.P.), Inc.

HCO1 Box 16625, Bo. Mariana Road. 909, KM. 111

Humacao, Puerto Rico 00791

[This ANDA was transferred to G. D. Searle & Co. per NC
dated 8-31-95]

BASIS QF SUBMISSION
Acceptable per CR # 1.

SUPPLEMENT (s)
N/A

PROPRIETARY NAME
Trivora™ 21 and 28 Tablets

NONPROPRIETARY NAME
Levonorgestrel and Ethinyl Estradiol Tablets

FIRM:

Ooriginal submission: 8-19-94

Amendment: 9-27-94 & 10-7-94 (To submit response to OGD's
letter dated 9-12-94) :

NC: 3-28-95

NC: 8-31-95 (Transfer of ownership of this ANDA form Syntex)
NC: 9-18-95 (Transfer of ownership of this ANDA from Searle)
ONC: 11-17-95 (Submission of updated FDA Form 356h after
ownership change)

NC (Bio): 11-30-95 (Response to bic letter dated 3-27-95)
NC: 5-15-96

Major Amendment: 6-10-96 (Response to NA - chemistry +
labeling letter dated 3-23-95).

NC (Bio): 7-19-96

* NC: 9-3-96

* Minor Amendment: 11-21-96

FDA:

Incomplete filing letter: 9-12-94
Accepted for filing: 10-11-94

NA letter (Chemistry + Labeling): 3-23-95
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10.

12.

13.

14.

15.

16.

NA letter (Bio): 3-27-95
Acknowledgement of transfer: 11-17-95
NA letter: 10-15-96 (Chemistry + Labeling)

PHARMACOLOGICAL CATEGORX 11. RX or OTC
Oral Contraceptive Rx

RELATFN TND/NDA/DMF(s)
DMF -

DMF

DMF
DMF
DMF

DMF
DML
DMF
DMF
DMF

DMF st ":"‘"‘7 - RS e '._ el AR 3 N - ..h ..n 7--',.' r.f—:.r' __.,;_ '
DMF T p— e 5 o P — i

DMF e
DME s
DMF  seom. i

DMF awmes

. DOSE2 -

Tablet )

POTENCY

21 Day: 0.05 mg/0.03 mg; 0.075 mg/0.04 mg; 0.125 mg/0.03 mg
28 day: 0.05 mg/0.03 mg; 0.075 ng/0.04 mg; 0.125 mg/0.03 mg;
and placebo ’ '

Listed in labeling insert per current USP -

S
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M

Additional information is required for containers/closure,
and control and stability of the drug product.

B. COMMENTS TO BE INCLUDED IN NA LETTER:
All the comments listed in section nos. 26, 28, 29 and 34.

18.
Not approved. A letter with minor amendment is being issued
to the applicant including all the comments in section
17(B).

19. REVIEWER: DATE COMPLETED:
Mujahid L. Shaikh 12-3-96

Revised on 12-9-96

cc: ANDA 74-538
DUP File
Division File
Field Copy

Endorsements:

t -~ - .
. 1> 10 ’
HFD-625/M.Shaikh/12-9-9F _ . \ . ’ [=
HFD-625/M.Smela/12-10-96 Ef

x:new\firmsnz\searle\ltrs&rev\74 3’rev 3 (:,
F/T by: bc/12-18-96 éJﬁB
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CHEMISTRY REVIEN NO. 4
ANDA # 74-538

G. D. Searle & Co.

4901 Searle Parkway
Skokie, IL 60077

Former owner of the ANDA:

syntex (F.P.), Inc. '

HCO1l Box 16625, Bo. Mariana Road. 909, KM. 111

Humacao, Puerto Rice 00791

[This ANDA was transferred to G. D. Searle & Co. per NC
dated 8-31-95] )

BASIS OF SUBMISSION
Acceptable per CR # 1.

SUPPLEMENT(S)
N/A

PROPRIETARY NAME
Trivora™ 21 and 28 Tablets

Levonorgestrel and Ethinyl Estradiol Tablets

SUPPLEMENT (s) PROVIDE(S) FOR:
N/A

AMENDMENTS AND OTHER DATES:

FIRM:

Original submission: 8-19-94

amendment: 9-27-94 & 10-7-94 (To submit response to OGD's
letter dated 9-12-94)

NC: 3-28-95

NC: 8-31-95 (Transfer of ownership of this ANDA form Syntex)
NC: 9-18-95 (Transfer of ownership of this ANDA from Searle)
ONC: 11-17-95 (Submission of updated FDA Form 356h after
ownership change)

NC (Bio): 11-30-95 (Response to bio letter dated 3-27-95)
NC: 5-15-96

Major Amendment: 6-10-96 (Response to NA - chemistry +
labeling letter dated 3-23-95).

NC (Bio): 7-19-96

NC: 9-3-96

Minor Amendment: 11-21-96

* New Submissions

* Minor Amendment: 2-14-97 (Response to NA letter dated 12-
27-96)

%* ONC (BIO): 2-20-97

* ONC (BIO): 2-25-97

* ONC (BIO): 7-27-97



FDa:

Incomplete filing letter: 9-12-94
Accepted for filing: 10-11-92

NA letter (Chemistry + Labeling): 3-23~95
‘NA letter (Bio): 3-27-95

Acknowledgment of transfer: 11-17-95

NA letter: 10-15-96 (Chemistry + Labeling)
NA letter: 12-27-96 (Chemistry + Labeling)

10. PHARMACOLOGICAL CATEGORY 11. Rx or OTQ
Oral Contraceptive Rx

12. RELATED IND/NDA/DMF(S) .
DMF — .

L i
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DMF -~ ot
DMF —=—m.
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15V J— . -
DMF -~
DMF ~—

13. DOSawr rwim
Tablet

14. POTENCY
21 Day: 0.05 mg/0.03 mg; 0.075 mg/0.04 mg; 0.125 mg/0.03 mg
28 day: 0.05 mg/0.03 mg; 0.075 mg/0.04 mg; 0.125 mg/0.03 mg;
and placebo

15.
Listed in labeling insert per current USP

16. RECORDS AND REPORTS
N/A

17. COMMENTS



1s8.

19.

cc:

\ !

Approved pending acceptable EER.

REVIEWER: DATE COMPLETED:
Mujahid L. Shaikh 7 3-4-97

ANDA 74-538
DUP File )
Division File
Field Copy

Endorsements:

HFD-625/M.Shaikh/3-4-97

HFD-625/M. Smela/3-10-~97
x:new\firmsnz\searle\1trs&rev\74538rev.4
F/T by: bc/3-18-97

APPEARS THIS WAY
ON ORIGINAL
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CHEMISTRY REVIEW NO. 5
ANDA # 74-538

G. D. Searle & Co.
4901 Searle Parkway
Skokie, IL 60077

Former owner of the ANDA:

Syntex (F.P.), Inc.

HCO1 Box 16625, Bo. Mariana Road. 909, KM. 111

Humacao, Puerto Rico 00791

[This ANDA was transferred to G. D. Searle & Co. per NC
dated 8-31-95]

BASIS OF SUBMISSION
Acceptable per CR # 1.

SUPPLEMENT (s)
N/A
R

Trivora®™ 21 and 28 Tablets

NONPROPRIETARY NAME
Levonorgestrel and Ethinyl Estradiol Tablets

SQEELEMEHTIg) PROVIDE (s) FOR:
N/A L

AMENDMENTS AND OTHER DATES: -

FIRM: _

Original submission: 8-19-94

Amendment: 9-27-94 & 10-7-94 (To submit response to OGD's
letter dated 9-12-94)

NC: 3-28-95

NC: 8-31-95 (Transfer of ownership of this ANDA form syntex)
NC: 9-18-95 (Transfer of ownership of this ANDA from Searle)
ONC: 11-17-95 (Submission of updated FDA Form 356h after
ownership change)

NC (Bio): 11-30-95 (Response to bio letter dated 3-27-95)
NC: 5-15-96

Major Amendment: 6-10-96 (Response to NA - chemistry +
labeling letter dated 3-23-95).

NC (Bio): 7-19-96

NC: 9-3-96

Minor Amendment: 11-21-96

New Submissions .

Minor Amendment: 2-14-97 (Response to NA letter dated 12-27-
96)

ONC (BIO): 2-20-97

ONC (BIO): 2-25-97

*# NC: 10-3-97 .

* Amendment: 10-24-97 (Response to 9-22-97 NA letter)

- JUR—— S— ,
blodi s ot sl S et A AR A




FDA:

Incomplete filing letter: 9-12-94
Accepted for filing: 10-11-94

NA letter (Chemistry + Labeling): 3-23-95
NA letter (Bio): 3-27-95

Acknowledgment of transfer: 11-17-95

NA letter: 10-15-96 (Chemistry + Labeling)
NA letter: 12-27-96 (Chemistry + Labeling)
Bio Acceptance letter: 2-24-97

ANDA NA letter: 9-22-97

10. PHARMACOLOGICAL CATEGORY 11. RX or OTC
Oral Contraceptive Rx

12. RELATED IND/NDA/DMF(s)

DMF s PR O S-S SO Sih A A e s

DMF

g gt
DMF s
DMF

DMF
DMY worevics
DMF -
DMT
DMF
DMF
DMF
DMF
DMF
DMF
DMF
DMF

13. DOSAGL swrun
Tablet

14. PQTENCY
21 Day: 0.05 mg/0.03 mg; 0.075 mg/0.04 mg; 0.125 ng/0.03 mg
28 day: 0.05 mg/0.03 mg; 0.075 mg/0.04 mg; 0.125 mng/0.03 mg;
and placebo

15. C

Listed in labeling insert per current USP
16. RECORDS AND REPORTS

N/A

17. COMMENTS



18.

19.

cCc:

Endorsements:

CONCLUSIONS AND RECOMMENDATIONS
Approved.

REVIEWER: DATE COMPLETED:
Mujahid L. Shaikh 12-5-97
Revised 12-11-97

ANDA 74-538
DUP File
Division File
Field Copy

' N L
| LB A
HFD-625/M.Shaikh/12-8-97 . \ > \&~
HFD-625/M.Smela/12-8-97
x:new\firmsnz\searle\ltrs&rev\74538rev.5

F/T by: ~
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CENTER FOR DRUG
EVALUATION AND RESEARCH

APPLICATION NUMBER:
74-538

BIOEQUIVALENCE REVIEW



FEB 28 lag5

Levonorgestrel/Ethinyl Estradiol, Syntex, Inc.
Trivora'™, Triphasic Regimen Palo Alto, CA
0.050 mg / 0.030 mg Submission Date:
0.075 mg / 0.040 mg August 19, 1994

0.125 mg / 0.030 mg
ANDA #74-538
Reviewer: L. Chuang
WP74-538.894

Review of Two Biocequivalence Studies, Dissolution Data and a

Waiver Regquest

Introduction;

Levonorgestrel is a totally synthetic progestin; ethinyl estradiol
is a semisynthetic estrogen. The combination product acts as a
birth control agent through inhibition of ovulation.

A.

Levonorgestrel (LNG)

LNG is well absorbed and completely available, with no
evidence of a first-pass effect. Mean T, ranges from 0.5 -
2 hours. Following a single dose, elimination is biphasic
with mean terminal half-lives ranging from 12 - 45 hours.
Peak plasma levels are in the low ng/mL range.

LNG is 93 - 95% bound to plasma proteins. The majority of
this binding is to sex hormone binding globulin (SHBG).
Lesser binding to serum albumin also occurs. Binding is of
high affinity, low capacity and low affinity, high capacity
types, respectively. Binding to alpha,-glycoprotein may also
occur. LNG dosed alone lowers SHBG binding capacity, whereas
EE dosed alone increases SHBG binding capacity. The effect of
co-administration of both drugs may be an increase in SHBG
levels, possibly combined with changes in the clearance and/or
volume of distribution of ING. As a result, LNG plasma levels
increase during the first dosing cycle greater than would be
expected from single dose pharmacckinetics. In addition, the
biologic half-life is increased upon multiple dosing.

Following oral dosing, LNG appears in the plasma principally
as unmetabolized LNG, with lower levels of a reduced
metabolite, 3¢, 5p-tetrahydronorgestrel. LNG occurs
principally in the unconjugated form in the plasma, although
low concentrations of sulfate and glucuronide conjugates are
found. The reduced metabolite occurs principally in sulfated
form. Additional metabolites are found in the urine.
Cumulative seven day excretion following a large oral dose of
labeled LNG resulted in 45% of labeled drug in the urine and
32 % of labeled drug in the feces.

Ethinyl Estradiocl (EE)



Peak EE levels occur within 1-2 hours following an oral dose.
Mean C_  levels due to a 70 mcg EE dose are in the 170-200
pg/mL range. Kinetics obey a two compartment model following
oral dosing, with the terminal linear segment of the profile
beginning about 8 hours postdose. The biologic half-life of
EE is 6-20 hours.

EE exhibits a large first-pass effect, with an absgolute
bioavailability of about 43%. About 65% of the first-pass
metabolism is due to sulfate conjugation of EE in the gut
wall. The drug occurs predominantly as the sulfate conjugate
in the blood, with conjugated levels about 10 times greater
than unconjugated levels. Unconjugated drug is 97-98% plasma
protein bound. Binding is to albumin, not to SHBG. However,
daily doses of EE as low as 30 mcg induce SHBG. The drug
undergoes biliary recycling subsequent to sulfate and
glucuronide conjugation.

A variety of phase 1 metabolites are formed from EE, primarily
aromatic hydroxylation. A major wmetabolite 1is 2-
hydroxyethinyl estradiol.

C. Marketed Products
The triphasic combination is marketed by the innovator firm,

Wyeth-Ayerst, in a triphasic regimen product consisting of the
following three strengths of tablets:

L Phase 1 - 6 tablets: 50 mcg LNG/30 mcg EE
] Phase 2 - 5 tablets: 75 mcg LNG/40 mcg EE
n Phase 3 - 10 tablets: 125 mcg LNG/30 mcg EE

Only the innovator products, Triphasil®-21 and Triphasil®-28
(Wyeth-Ayerst) are available.

Bioequivalence Study - Phase 1 Tablet (Low Doge 0.050 mg ING / 0.030 mg
EE)

The purpose of this study (protocol #30-6106) is to determine the
bioequivalence of the phase 1 tablet of Triphasil® and the firm's
similar product in healthy female subjects.

The clinical portion of the study was conducted by

e s e The plasma analysis was
conducted by DAL i o —

S P ' The study was conducted during

May 24-October 10, 1993. The - |
| wwmmmm pproved the protocol and subject informed consent form for
this study on April 29, 1993.

R S

 The study design was single-dose, single-center, randomized, two-
period crossover. Thirty-one (31) female volunteers were
recruited. The reported demography of these volunteers included



age (20-33 years old), weight (48.0-73.0 kg) and height (152-175
cm) .

The inclusion criteria stated in the protocol are:

1. healthy women 18-35 years old

2. women who have not used oral contraceptive for at least 60
days.

3. women who have regular normal menstrual cycles

4. women whose weight are within 10% of normal body weight for
their heights and frames.

5. women who are non-smokers for the past 6 months

6. women who agree to use effective means of birth control

throughout the duration of the study.
The exclusion criteria stated in the protocol are:

1. women who are pregnant or suspect of being pregnant

2. women who have donated blood within the past 30 days

3. women who have taken enzyme inducing drugs within the past 28
days

4. women who have known sensitivity to the test formulation

None of the 31 subjects took any drug for 14 days prior to each
study phase or had any alcohol and xanthine containing food and
beverages for 48 hours prior to and during the study and all of
them signed the informed consent forms. They were fasted overnight
and assigned to one of the following treatments according to a
randomly assigned sequence:

Treatment A - Reference Drug: Two Triphasil® phase 1 tablets,
2 x 0.05 mg LNG/2 x 0.03 mg EE,
Wyeth-Ayerst batch #3816- 007-
12058, formulation #F3816-017,
potency 99.1%/99.0%, expires
02/95.

Treatment B - Test Drug: Two LNG/EE tablets, 2 x 0.05 mg/2 x
0.03 mg, Syntex batch #3816-
007-12055, formulation #F3816-
010, potency  98.7%/100.2%,
batch size .tablets.

Each treatment was taken with 240 mL of water. Subjects continued
to fast until 4 hours after dosing. Blood samples (15 mL each)
were collected at 0, 0.5, 1, 1.5, 2, 4, 6, 8, 10, 12, 16, 24, 30,
48 and 72 hours post-dose. Plasma samples were prepared and stored
at -20°C until analysis. There was at least 4 weeks washout time
between the 2 periods.

‘Analytical Method:
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acceptable ranges 'upon entry and exit from the study with few
exceptlons which were deemed not clinically 81gn1f1cant by the
investigator.

Six subjects experienced 8 adverse events. These events included
stomach cramps, abdominal cramps, breast tenderness, nausea,
fatigue, and pallor.

As expected from the protocol, 928 plasma samples were collected
from the 29 subjects who completed the study. The results of
standard curves were not reported, only the results of 30 sets of
QC samples were reported as discussed in the analytical method
gsection. Four samples were reassayed for EE due to pharmacokinetic
anomaly, 2 of them the reassay confirmed the original values and
the other 2 were each repeated twice and the repeated values were
consistent and therefore reported.

The firm reported in Appendix D, Plasma Assay Data Report, that
"the week 1 (presumably period 1, treatment B)), 0.5 ht, sample for
EE from subject #27 was lost and was reported as "quantity not
sufficient for analysis (QNS)". However, in the following Table 2,
the EE concentration for the same subject at same time point was
reported as 57.6 pg/mL. Instead, the EE concentration of subject
#3 at the same time point of the same period was listed as QONS.

The mean plasma concentrations of EE and ING at each sampling point
after each treatment in 29 subjects and the mean pharmacokinetic
parameters are presented below in Tables 1&2. The terminal
elimination rate constant was computed by log linear regression
analysis over 10 hours (for EE) or 12 hours (for LNG) through 72
hours.

APPEARS THIS WAY
ON ORIGINAL



Table 1
Mean (C.V.%) Plasma EE Concentrations (pg/mlL) at Each
Sampling Time Point and Least Square Means of Pharmacokinetic
Parameters (n = 29 -- Low_Doge Study)

ﬂ Time (hour) | Treatment B (Syntex) Treatment A (Wyeth-Ayerst}

0.00 0 0

0.50 — prar —— —
e, U —— e
. e . —
l_:f‘fwm sl s —
| e e e o
- B R e S
8 . 0 0 L i Pr— P S
10.00 T il - PN,
12.00 e s N J—
16.00 S e S i
i 24.00 N— T— Wi "
30.00 s o i e
36.00 _ e - J— m——
48.00 — _— R .
72.00 — : antat ——

AUC,. 1383.0 (30) 1288.0 (25)

1576.0 (28) 1469.0 (24)

c 146.0 (25) 140.0 (28)

LNAUC, , 7.19 (4.3) 7.13 (3.7) H
LNAUC, ; 7.32 {(3.9) 7.26 (3.6) H
LNcmg, 4.95 (5.0) 4.90 (5.9)
T (hr} 1.62 (38) 1.69 (31) “
Ta/n 15.0 (24) 14.4 (27)
* unless otherwise indicated

(n = 28)

)
i



subject within sequence, period and treatment. Not any significant
period, sequence or treatment effect was observed in the parameters
of EE, however, there were significant period effects for both
LNAUC, , and LNAUC, . . of LNG and gignificant period and treatment
effects for LNC__  of LNG.

The LS means of all 3 untransformed and log transformed
pharmacokinetic parameters of both EE and LNG, ratio of these means
and the 90% confidence interval of test product versus reference
product are presented in Tables 3&4.

Table 3

Statistical Analysis -- EE -- Low Doge Study

Parameter LS Means LS Means T/R 90% Confid.
: (Syntex) (Wyeth-Ayerst) Interval

w

AUC,_, 1386 1291 1.07 |101.0; 111.3
{pg*hr/mL)

LNAUC, , 7.19 7.13 1.06 99.9; 112.6
AUC{,.i 1579 1471 1.07 101.5; 113.2

nf .
LNAUC, ;. | 7.33 7.26 1.07 101.0; 112.5
C,., (pg/mL) | 146 140 1.04 95.4; 112.2
Lqux 14.854 4,802 1.052 97.1; 113.2
Table 4

Statistical Analysis -- LNG -- Low Dose Study

Parameter LS Means L.S Means T/R 90% Confid.
(Syntex) (Wyeth-Ayerst) Interval

AUCmt 29.1 28.1 1.04 98.7; 108.6
(ng*hr/mL)

LNAUC,_, 3.30 3.27 1.02 97.7; 107.0
AiK%- 36.2 34.3 1.05 99.2; 111.7

-inf

{(ng*hr/mL)

LNAUQ&jM 3.49 3.46 1.04 98.6; 109.2
¢ (ng/mL) {3.23 2.87 1.13 107.3; 118.2
LNCmm 1.11 1.10 1.11 105.9; 1l6.6




Comments:

1. The firm did not provide the frame size of individual subjects
in order for the reviewer to determine if their weights were
within 10% of normal weight as described in the table of
"Degirable Weight for Adults from the Metropeolitan Life
Insurance Company”.

2. Assay validation information supporting the quantitation
1imits for both EE and LNG were not provided by the firm.

3. The concentration range of the standard curve was not
provided.

4. The acceptance criteria for the standard curve and the QC
samples of each run were not provided.

5 The subject number for the subject whose hour 0.5, period 1,
plasma sample was lost during analytical process, was
inconsistent in the text (#27) and Table 2 (#3) of Appendix 4,
the "Plasma Assay Data Report"™.

6. The 90% confidence interval for log transformed AUC,,, AUC

. » -3 fl
and C_, are all within 80-125% acceptable range. o

Bioequivalence Study - Phase 3 Tablet (High Doge: 0.125 LNG
0.030 mg EE)

The purpose of this study (protocol #32-6106) is to determine the
bioequivalence of the phase 3 tablet of Triphasil® and the firm's
similar product in healthy female subjects.

The clinical portion of the study was conducted by
The plasma analysis

was conducted by

ramn m——— The study was
conducted during June 25-September 20, 1993. The Investigational
Review Board of - ie. approved the
protocol and subject informed consent form for this study on June
11, 1993.

The study design was single-dose, single-center, randomized, two-
period crossover. Thirty-two (32) female volunteers were
recruited. The reported demography of these volunteers included
age (19-34 years old), weight (47.7-78.2 kg) and height (151-177
cm} .

The inclusion and exclusion criteria and the restrictions were the
same as those in the above study. All subjects were fasted
overnight and assigned to one of the following treatments according
to a randomly assigned sequence:

S



Treatment A - Reference Drug: Two TriphasilR phase 3 tablets,
2 x 0.125 mg LNG/2 x 0.03 mg
EE, Wyeth-Ayerst batch #3816~
007-12060, formulation #F3816-
017, ©potency 102.2%/103.1%,
expires 02/95.

Treatment B - Test Drug: Two LNG/EE tablets, 2 x 0.125 mg/2
x 0.03 mg, Syntex batch #3816-007-
12057, formulation #F3816-015,
potency 102.0%/103.3%, batch size
- -tablets.

Each treatment was taken with 240 mL of water. Subjects continued
to fast until 4 hours after dosing. Blood samples (15 mL each)
were collected at 0, 0.5, 1, 1.5, 2, 4, 6, 8, 10, 12, 16, 24, 30,
48 and 72 hours post-dose. Plasma samples were prepared and stored
at -20°C until analysis. There was at least 4 weeks washout time
between the 2 periods. :

Analytical Method;:

Results:

Four (4) subjects (#1, #2, #21 and #29) failed to complete the
study. One did not show up and 3 voluntarily withdrew before
beginning of period 2.

All subjects' blood and urine chemistries were in the normal
acceptable ranges upon entry and exit from the study with few
exceptions which were deemed not clinically significant by the
investigator.

Forty-seven (47) adverse events were reported by 29 subjects during
treatment A and 43 events were reported by 27 subjects during
treatment B. only 17 of these events were considered by the
investigator as being possibly drug related. They included
headache, nausea, breast tenderness, abdominal bloating, dizziness,
increased blood pressure, spotting and vomiting.

As expected from the protocol, 896 plasma samples were collected
from the 28 subjects who completed the study. The results of
standard curves were not reported, only the results of 29 sets of
QC samples were reported as discussed in the analytical method
section. Nine (9) plasma samples were reassayed for EE due to
pharmacokinetic anomaly, the reassay confirmed the original values
in 6 of these samples, 2 were each repeated twice and the repeated

10



values were consistent and therefore reported, and 1 had quite
different repeated value than the original value (152 pg/mL versus
91.5 pg/mL) but insufficient sample precluded a third assay and the
repeated value was reported since it fitted the pharmacckinetic
profile. Two (2) plasma samples had processing errors and were
reported as "quantity not sufficient" for both EE and LNG values.

The mean plasma concentrations of EE and LNG at each sampling point
after each treatment in 28 subjects and the mean pharmacokinetic
parameters are presented below in Tables 5&6. The terminal
elimination rate constant was computed by log linear regression
analysis over 10 hours (for EE) or 12 hours (for LNG) through 72
hours. :

APPEARS THIS WAY
ON ORIGINAL

11



Table 6
Mean (C.V.%) Plasma LNG Concentrations (ng/mL) at Each

Sampling Time Point and Least Square Means of Pharmacokinetic
Parameters (n = 28 -- High Dose Study)

ﬂ Time (hour) | Treatment B (Syntex) Treatment A {Wyeth-Ayerst)
0 0
3.62 (57) 2.48 (83)
5.95 (40) 6.13 (36)
5.73 (36) 6.02 {33)
4.89 (33) 5.17 (34)
2.64 (37) 2.73 (35)
1.95 (44) 2.02 (46)
1.62 (50) 1.69 (49)
1.41° (53) 1.50 (52)
1.31 {55) 1.35 (48)
1.13 (53) 1.15 {50)
0.861 (57) 0.88 (52)
0.783 (58) 0.789%  (48):
0.676 (57) 0.742 (51)
0.514 (54) 0.525 (51) ﬂ
0.279 (56) 0.307 (54)
AUC,., 69.1 (47) - 71.3 (43)
(ng*h/mL)
?gg$§7mL) a?.o (47) 86.0 (44)
6.44 (34) 6.33 (36)
LNAUC, . 4.13 (11) 4.17 (11)
wiﬁavcmhﬁ 4.30 (11) 4.35 (11)
LNC_.. 1.78 (21) 1.80 (19) I '
T (hr) 1.33 (23) 1.26 (25)
Ty 30.0 (34) 31.2 (34)

unless otherwise indicated
(n = 27)

nu

13



Table 2

Mean (C.V.%) Plagma LNG Concentrations (ng/mli) at Each

Sampling Time Point and Least Square Means of Pharmacokinetic

Parameters (n = 29

Low Dose Study)

‘! Time (hour) | Treatment B {(Syntex) | Treatment A (Wyeth-Ayerst}
0.00 0 0
0.50 2.58 (55) 1.95 (58)
1.00 2.97 (37) 2.82 (32)
1.50 2.46 (34) 2.44 (32)
2.00 1.90 (32) 1.99 (34)
4.00 0.998 (40) 1.02. - (38)
6.00 0.731 (37) 0.757 (42)
8.00 0.636 (48) 0.614 (43)
10.00 0.562 (39) 0.582 (41)
||12.00 0.530 (46) 0.509 (40)
" 16.00 0.473 (51) 0.444 (45)
||24.00 0.346 (54) 0.331 (47)
30.00 0.316 (48) 0.300 (44)
36.00 0.291 (49) 0.288 (45)
48.00 0.224 (64) 0.206 (57)
“ 72.00 0.131 (75) 0.121 (67}
AUC,., 29.2 (43) 28.1 (25)
(ng*h/mL)
AUC ;, 36.2 (52) 34.3 (47)
(ng*h}mL)
C . 3.25 (36) 2.87 (32)
LNAUC, . 3.30 (12) 3.27 (11)
LNAUC, , 3.49 (12) 3.45 (11)
IlLNCmL 1.12 (33) 1.00 (32)
T, (hr) 0.934 (34) 1.02 (24)
T,,, 32.6 (41) 31.2 (35) H
Analysis of Variance was performed on each pharmacokinetic

parameter for both EE and LNG,

with terms included sequence,



Bnalysis of Variance was performed on each pharmacokinetic
parameter for both EE and LNG, with terms included sequence,
subject within sequence, period and treatment. No significant
(p<0.05) period, sequence or treatment effect was observed in any
log transformed pharmacokinetic parameters of either EE or LNG.

The LS means of all 3 untransformed and LN-transformed
pharmacckinetic parameters of both EE and LNG, ratio of these means

and the 90% confidence interval of test product versus reference
product are presented in Tables 7&8.

Table 7

Statistical Analysis -- EE -- High Doge Study

Parameter LS Means LS Means T/R 90% Confid.
(Syntex) (Wyeth-Ayerst) Interval

AUC,_, 1398 | 1360 1.03 | 96.8; 108.8
(pg*hr/mL)

LNAUC, . 7.19 7.19 1.01 95.6; 105.8
AUC,.; 1535 1493 1.03 97.5; 108.22

- inf

(pg*hr/mL)

LNAUC, . . 7.29 7.28 1.01 96.1; 105.5
Cony (pg/mL) 150 141 1.06 96.7; 115.7
LNC 4,94 4,92 1.02 94.5; 110.0

Table 8

Statistical Analysis -- LNG -- High Doge Study

Parameter LS Means LS Means T/R 90% Confid.
{sYNTEX) (Wyeth-Ayerst) Interval

W
AUC,_, 69.7 72.1 0.97 {90.1; 103.3
(ng*hr/mL)

LNAUC,_, 4.14 4.18 0.96 90.0; 101.7
AUCO. 82.5 87.0 0.95 89.1; 100.6

-inf

{ng*hr/mL)

LNAUC, . 4.31 4.37 0.94 88.7; 99.9
Conx (ng/mL) 6.37 6.50 0.98 92.7; 103.3
LNC_ . 1.79 1.82 0.97 91.6; 103.1
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Comment :

1. The firm did not provide the frame size of individual subjects
in order for the reviewer to determine if their weights were
within 10% of normal weight as described in the table of
Desirable Weight for Adults from the Metropolitan Life
Insurance Company.

2. Assay validation information to support the quantitation
limits for both EE and LNG were not provided by the firm.

3. The concentration range of the standard curve was not
provided.

4. The acceptance criteria for the standard curve and the QC
samples of each run were not provided.

5. The 90% confidence interval for log trangformed AUC, ., AUCy ..,
and C__ are all within 80-125% acceptable range. ‘ v

X

Dissolution Testing:

The firm has submitted dissolution data on its LNG/EE Tablets, low
dose (0.050 mg/0.030 mg), lot #3816-007-12055 and high dose (0.125
mg/0.030 mg), lot #3816-007-12957, compared to the corresponding
reference product, Triphasil Tablets, lot #3816-007-12958 and lot
#3816-007-12060 respectively. The method and results are presented
in Tables 9&10.

Table 9. In-Vitro Dissolution Testing- Low Doge Tablets

I. Conditiong for Dissolution Testing:

USP XXII Basket Paddle xx_RPM 75 No. Units Tested: 12
Medium: Polvysorbate Solution _in watexr, 5 ppm Volume: 500 ml
Reference Drug: (Manuf.) Triphasil Low Dose Tablet (Wyeth-Ayerst)
Asgay Methodology: e S : ' e .
,:.M
II. Results of In-Vitro Diggolution Testing:
Sampling Tegt Product Reference Product
Times (min)
Lot # 3816-007-12055 Lot # 3816-007-12058
Strength: 0.050/0.03 mg Strength: 0.050/0.030
Mean % of LNG Range (%CV) Mean % of LNG Range {(%CV)
Dissolved Dissolved
15 64.3 ISR (21.1) 66.3 e (11.3)
30 86.9 T i {(10.8) 83.5 i {6.4)
45 94.9 sl (o ) 87.7 Bt (5.9)
60 95.8 J— (4.7) . (6.6)

(es]
Nl
[¥8
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Mean % of EE Range (%CV) Mean % of EE Range {(3CV)

Dissolved Dissgolved
15 59.4 | ——— '23.3) 56.7 — {16.4)
30 83.7 — 121.1) 73.1 S (9.7)
45 90.9 —"  (5.8) © 76.9 R - (7.9)
60 92.6 —— {(3.6) 78.2 —— (9.2)

Table 10. In-Vitro Dissolution Testing- High Dose Tablet

I. Conditions for Dissolution Testing:

USP XXIXY Basket ____ Paddle xx RPM 75 No. Units Tested: 12

Medium: Polysorbate Solution in water, 5 ppm Volume: 500 ml
Reference Drug: (Manuf.) Triphasil High Dose Tablet (Wyeth-Averst)
Assay Methodology: > : il Sl R

A

II. Results of In-Vitro Dipsolution Testing:

Sampling Test Product Reference Product
Times (min
Lot # 3816-007-12057 Lot # 2816-007-12060
Strength: 0.125/0.03 mg Strength: 0.125/0.030 mg
Mean % of LNG Range (%CV) Mean % of LNG Range (%CV)
Digsolved Diasolved
i5 41.8 ma ™ (21.8) 68.17 e (14.8)
30 69.8 —msise 113.7) 86.6 — (5.4)
45 83.0 wmmpeas 110 ,3) 90.1 {(4.6)
60 88.9 C memmre (g 7) 91.6 e (4.9)
AT v
Mean % of EE Range (%CV) Mean % of EE Range {%CV)
Dissolved : Dissolved
15 41.0 emsitnse. 23 .5) 64.2 womo: (15.6)
30 67.3 paetmisib 14.5) 79.8 ——— (6.8)
Comments:
i. The above dissolution results (mean % dissolved) comply with

the USP 23 specification of "not less than -— {(Q}, and not
less than —— (Q), of the labeled amount of both ingredients
are dissolved in 30 minutes, and 60 minutes respectively” for
levonorgestrel and ethinyl estradiol tablets.

16



2. Three (3) of the 12 high dose tablets tested had dissolution
results less than Q, but none was less than Q-— . This is
acceptable according to the Acceptance Table of Dissolution in
USP 23, p. 1793.

Wailver Request for Phagse 2 Tablet (Mid-Dose 0.075 mg LNG/
0.040 mg EE):

The firm is requesting a waiver of in vivo bioavailability study
for the firm's mid-dose ING/EE tablet, 0.075-mg/0.040 mg, based on
the results of biocequivalence studies conducted above on both low
dose and high dose tablets. The comparative formulations of all 3
strengths of products are listed below in Table 11.

Table 11: Comparative Formulationsg of Low, Mid and High Doge
Tablets Manufactured by Syntex Inc.

Ingredient Weight Per
Tablet (mg)
Mid Dose High Dose |
Levonorgestrel 0.05 0.075 0.125
Ethinyl Estradiol 0.03 0.04 0.03
Lactose, H,0 - S, e,
Providone ™ . P — e
| Starch (Corn) e -

The firm has submitted dissolution data on its mid-dose LNG/EE
0.075/0.040 mg Tablet, lot #3816-007-12056, compared to the
reference product, Triphasil Phase 2 Tablet, lot #3816-007-12059.
The method and results are presented in Table 12.

17



Table 9., In-Vitro Dissolution Testing- Mid Dose Tablet

I. Conditions for Disgolution Testing:

USP XXIT Basket Paddle xx RPM 75 No. Units Tested: 12
Medium: Polysorbate Solution in water, 5 ppm Volume: 500 ml

Reference Drug: (Manuf.) Triphasil MidLow Doge Tablet (Wyeth-Ayerst)
Assay Methodology:

L e

IT. Results of In-Vitro Disgolution Testing:

Sampling Tegt Product Reference Product
Timea (min) .
Lot # 3816-007-12056 Lot # 3816-007-12059
Strength; 0.075/0.040 mg Strength: 0.075/0.040 mg
Mean % of LNG Range (%CV) Mean % of LNG Range (%CV)
Dissolved Dissolved
15 50.6 M (13.6) 75.3 i (8.4)
30 74 .4 ) {13.8) 92.4 e {(3.9)
45 86.7 LT i (8.8) 95.0 I (3.2)
60 92.6 E— (6.1) 98.3 . (3.6)
Mean % of EE Range (%CV) Mean % of EE Range (CV)
Digsolved Dissolved
15 53.1 ety (13 7) 81.3 s (8.7)
30 79.5 AT {12.5) 91.9 i {(4.7)
45 92.1 e {(7.7) 93.3 e {3.3)
60 98.4 n——_ {(5.2) 96.3 ot ———y (3.9)
Comments:
i. The above dissolution results comply with the USP 23

specification of "not less than = (Q), and not less than "~
{(0), of the labeled amount of both ingredients are dissolved
in 30 minutes, and 60 minutes respectively" for levonorgestrel
and ethinyl estradiol tablets.

2. The comparative formulations indicate that all 3 strengths
contain the same amount of inactive ingredients and have the
same total weight. Therefore, the ratio of each inactive
ingredient to total weight is the same for all 3 products.

3. The firm included in thig submission a letter of understanding
that in vivo bioequivalence study was required for the high -
and low dose tablets while the waiver for the mid dose tablet
could be considered after the completion of these biostudies.
This is based on the results of a meeting among the firm's
representatives and the staff of the Agency on September 4,
1992.

18



4. The waiver in vivo biocequivalence study for the mid dose
tablet can not be granted until the results of both
bicequivalence studies on the low and high dose tablets are
found acceptable by the Division of Biocequivalence.

Deficiencies:

1. The firm should provide the frame size of all subjects in both
studies.

2. The firm should submit -the validation information for the
lowest quantitation limit of the assay methodology.

3. The firm should provide the concentration range and the
results of all standard curves performed during the analysis
of study samples.

4. The firm should provide the acceptance criteria for the
results of standard curves and QC samples.

5. The firm should clarify the subject number whose plasma sample

at 0.5 hour, period 1, low dose study, was lost during
analytical process.

Recommendation:

1.

The bioequivalence studies conducted by Syntex, Inc. on its
Levonorgestral/Ethinyl Estradiol tablets, 0.050 mg/ 0.030 mg
and 0.125 mg/0.030 mg, batch #3816-007-12055 and #3816-007-
12057 respectively, comparing them to Triphasil® 0.050
mg/0.030 mg and 0.125 mg/0.030 mg respectively, have been

found incomplete due deficiencies stated above.

The waiver of in vivo biocequivalence study requirement for the
firm's Levonorgestrel/Ethinyl Estradiol tablet, 0.075 wmg/
0.040 mg, can not be granted until both biocequivalence studies
have been found acceptable by the Division of Bicequivalence.

The dissolution testings conducted by Syntex Inc. on all three
strengths of the test products, batch #3816-007-12055, #3816~
007-12056 and #3816-007-12057, are acceptable. The
dissolution testings should be incorporated into the firm's
manufacturing controls and stability program. The dissolution
testing should be conducted in 500 ml of 5 ppm polysorbate
solution in water at 37°C using USP XXIII apparatus 2 at 75
rpm. The test products should meet the following
specifications:

"not less than —— and not less than -  of the
labeled amount of both of both levonorgestrel and
ethinyl estradiol in the dosage form are dissolved
in 30 minutes, and 60 minutes respectively.”
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The above recommendation and deficiencies should be forwarded to
the firm.

h 5\ v
Lin-whei \huang ‘

Division of Bioequivalence
Review Branch I

RD INITIALED RMHATRE i{sq . ﬁw & M

FT INITIALED RMHATRL 7

Concur: \% " Date: &'!23 , 9y
Rabindra Patnaik, Ph.D. v
Acting Director, Division of Bicequivalence

cc: ANDA 74-538 (ori'ginal, duplicate), HFD-600 (Hare), HFD-630,
HFC-130 (JAllen), HFD-344 (CViswanathan), HFD-652 (Mhatre,
Chuang), Drug File, Division File

APPEARS THIS WAY
ON ORIGINAL
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CENTER FOR DRUG
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APPLICATION NUMBER:
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REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number: 74-538 Date of Submission: November 21, 1996
Applicant's Name: G.D. Searle & Co.

Proprietary Name: Trivora® - 21 Tablets ahd Trivora®
- 28 Tablets

Established Name: Levonorgestrel and Ethinyl Estradiol
Tablets USP,
0.05 mg/0.03 mg, 0.075 mg/0. 04 mg,
0.125 mg/0.03 mg

Labeling Deficiencies:

1. BLISTER PACK CONTAINER ' (1 x 21 and 1 x 28)
Satisfactory in final print.

2. STICKER AND BLISTER CARD (1 x 21 and 1 x 28) i
The directions in step 1 allow for a "day 1" start
only. Revise so the "Sunday start" dlrections are also
included.

3. CARTON (6 ¥ 21 or 6 x 28 tablets)

Satisfactory in final print. |
4, INSERT
I. BRIEF SUMMARY INSERT
Satisfactofy in draft.
IT. DETAILED PATIENT LABELING INSERT
Satisfactory in draft.
ITT. PHYSICIAN INSERT

Satisfactory in draft.

ETRVP PRSI S NS
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Please revise your sticker and blister card labels as
instructed above, and submit final printed sticker and
blister card container labels, brief summary, detalled
patient and professional insert labellng.

Please note that we reserve the rlght to request further

changes in your labels and/or labeling based upon. ‘changes in

the approved labeling of the listed drug or upon further
review of the appllcatlon prior to approval

To facilitate review of your next submlssion, and in Lo
accordance with 21 CFR 314.94(a) (8) (iv), please provide a
side-by-side comparison of your proposed labeling with your
last submission with all differences annotated and
explained.

Jerry Phillips

Director

Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research




' APPROVAL SUMMARY (List the package size, strength(s), and date of
submission for approval):

Do you have 12 Final Printed Labels and Labeling? Yes
Blister Pack Container: November 21, 1996 (21s and 28s)
Sticker and Blister Card:

Carton Labeling: November 21, 1996 (6 x 21 or 6 X 28).

Brief Patient Summary Insert Labeling:

Professional Package Insert Labeling:

Detailed Patient Insert Labeling:

Revisions needed post-approval:

BASIS OF APPROVAL:

Was this approval based upon a petition? No

what is the RLD on the 356(h) form: Triphasil®

NDA Number: 19-190 (21) and 19-192 (28)

NDA Drug Name: Triphasil® -21 or Triphasil® - 28 Tablets:

NDA Firm: Wyeth Laboratories

However, this insert was based on the labeling of

NDA 18-977/8-019 - Tri-Norinyl®; Approved August 30, 1995;
Revised April 1995. Syntex See FTR.

Was this approval based upon an OGD labeling guidance? No
Basis of Approval for the Container Labels: Approved Tri—ﬁ'orinyl0
labeling in file folder.

Basis of Approval for the Carton Labeling: Approved Tri-Norinyl®

carton labeling.

Other Comments:  See FTR regarding model.

REVIEW OF PROFESSIONAL LABELING CHECK LIST

Established Name

Different name than on acceptance to file letter? X

Is this product a USP item? IFf so, USP supplement in which verification was X
assured. USP 23

Is» this name different than that used in the Orange Book? X




If not USP, has the product name bean proposed in the PF?

Error Prevention Analysis

Has the firm proposed a proprietary name? If yes, complete this subsaction.

Do you find the name cbjaectionable? List reasons in FIR, if so. Considar:
Misleading? Sounds or locks like another name? USAN stem presant? Praefix or
Suffix present?’

Bas the name been forwarded to the Labaling and Nomenclature Committee? If so,
what were the recoomendations? If the nama was unacceptable, has the firm besn
notified?

Packaging

Is this a new packaging configuration, never been approved by an ANDA or MDA? If
yes, dascribs in FIR.

I# this package size mismatched with the reccmmended dosage? If yes, the Poison
‘Prevention Act may raquire a CRC.

Dcas the package proposed have any safety and/or regulatory concerns?

If IV product packaged in syringe, could thare be adverse patient outcoma 1f given
by direct IV injection?

Conflict beatwaeen the DOSAGE AND ADMINISTRATION and INDICATIONS ssctions and the
packaging configuration?

Is the strangth and/or concentration of the product unsupported by the insert
labaling?

¥

Is the color of the container (i.a. the color of the cap of a mydriatic ophthalmic)
or cap incorrect?

Individual cartons required? Iasues for FTR: Innovator individually cartoned? X

Light sensitive product which might require cartoning? Must the package insert
accompany the product?

Are there any other safaty concerns?

Labeling

Is the name of the drug unclear in print or lacking in prominence? mamshouldb-
the most prominent informaticn on the labal}.

Has applicant failed to clearly differentiate mmltiple product strangths?

Is the cox'porat. loge larger than 1/3 contajnar label? (Ko regulation - ses ASHR
guidalinas)

Labeling {continued)

-.»'+'
X E

Doas RID make special diffarentiaticon for this label? (1.e., Pediatric atrength va
Adult; Oral Solution va Concentrate, Warning Statemants that might be in red for
the KDA)

Is the Manufactursd by/Distributor statement incorrect or falsely inconsistent
betwean labels and labsling? Is "Jointly Manufactured by...", statemant needed?

PFailura to describa solid oral dosage form identifying markings in HOW SUPFLIED?

Has the firm failed to adaquataly support compatibility or stability claims which
appear in the insert labeling? Note: Chemist should confirm the data has bean

adaquately supported.

Scoring: Dascribe scoring configuration of RLD and applicant {pags #) in the FIR

Is the scoring configuration different than tha RLD?

Has the firm failed to descrilbe the scoring in the HOW SUPPLIED section?

vgn =




Inactive Ingredientr {FTR: Iist page # in application whare inactives are
listed) : :

Doss tha product contain alcohol? I!so,huth-ucmcro!th.ltatmtb.m ' X
confirmed? ‘ . .

Do any of the inactives differ in concentration for this route of adni.:_t.i..ltta‘l'_‘l.bn?' - X

Any advarse o.t‘f.cta anticipated from inactives (i.e., bmyl alcohol - in noénat.a)? : X

Is there a discrepancy in inactives betwsen DESCRIPTIGN and the ecnpo.l.tt.ton . x.
statemant? . - - :

na-thtnm'ethcrinqr.dimtl'bmuodtopromtatrad-mt?I!lo,1-' o) x N P
claim supported? . -

humtnn-tthneolorugaguuummm-tat-nt.ultl.g, S . x
Fallure to list gelatin, coloring agents, ant:ln:Lcrthal- on' c:plu.‘l.u in . . . x
DRSCRIPTION? _ ] ' ;

Failure to list dyes in imprinting inks? (Coloring agents a.g., irom nxid.l nead . X g
not be listaed) _ ‘

USP Issues: (FTR: List USP/NDA/ANDA dispensing/storage recommendations)

Do contalner recoomendations fail to meet or saxceed USP/NDA recomnendations? If so, X
ara tha racommandations supported and is the difference acceptable?

Does USP have lakeling recoomendaticns? If any, doas ANDA maet them? X . , f
Is tha product light sensitive? If so, is NDA andlo.r ANDA in a light resistant X
ceontainer?

Failure of DESCRIPTION to meet USP Description and Solubility information? If so, X
UsP information should bhe used. EHowevar, only includn solvents appearing in )

innovator labaling.

Biocequivalence Issues: (Compare bicsquivalency values: insart to ltudy
List Cmax, Tmax,” T 1/2 and date study acceptable)}

Insert labaling ‘referancas a food affect or a no-affect? If 20, Was a food study X

done?
Has CLINICAL PHARMACOLOGY been modified? If so, briefly datail ihnr-/vhy B x

Patentlzxclusivity Issues?: FR: c:ud: thea Orange Bock edition or '
cumlative supplemant for verification of the latest Patent or hﬂlﬂlivity List
expiration date for all patents, exclusivities, etc. or if noue, please state.

FOR THE RECORD:

1. This review was based on the Labeling‘bf Tri-Norinyl 21
& 28 day Tablets (8yntex; Approved August 30, 1995;
Revised April 1995).

2. The RLD for this drug product is Tri-phasil (Wyeth).
This firm modeled their labeling after Tri-Norinyl
(Syntex). After discussion with Yana Mille it was
determined this was acceptable. Yana gave me some _
background information on the labeling of BCP's. If a
generic firm has an NDA approved for another birth
control product and wanted to market a different
generic product, it was determined that the generic
firm could use their NDA's labeling for the generiec.
She explained that even though there is a class
labeling guidance for these drug products, a majority

" of times the NDA's add much more information in order
to not be sued. This information is approved in new
drugs. However, each company differs in the amount of




information they submit in the labeling and in turn the
labeling is not consistent for all birth control
products. It would not be fair to a company who has an
NDA with all this information in it to not be able to
use it in their generic insert because the RLD does not
have the same information in it. The DOSAGE AND '
ADMINISTRATION must remain the same for the type of
dosing regimen.

3. Patent/Exclusivities

There are no patents or exclusivities listed in the
16th edition of the Orange Book or supplement nine.

4. Storage/Dispensing Recommendations
USP: Preserve in well closed containers.

NDA: Store at controlled room temperature 15° - 30° C
{59° - 86° F).

ANDA: Store at controlled rocom temperature 15° -
30° € (59° - 86° F).

5. Product Line
The innovator packages this product in 21 or 28 day

cycle packs. The generic is proposing the same
packaging size.

6. All inactives are listed in the DESCRIPTION section of
the labeling. 8See pages 1337, 1406, 1474 and 1546.1.

Date of Review: December 16, 1996

Date of Submission: November 21, 1996
Minor Amendment/3rd cycle/Draft

Primary Reviewvar: - | Date:
,b] 2] 1efae
8 4 Revi : Date:
econdary Reviewer: ate )a-ryéz
i::)’ s ‘
Team Leader: - -, / Date: ., r?/éé,

cc:
ANDA 74-538
DUP/DIVISION FILE
HFD-613/CHolquist/AVezza/JGrace (no cc)
njg/12/17/96/x:\new\firmsnz\ltrs&rev\searle\74538na3.1
Review




DEPARTMENT OF HEALTH AND HUMAN SERVICES
Public Health Service
FOOD AND DRUG ADMINISTRATION

ESTABLISHMENT EVALUATION REQUEST

REQUEST TYPE (Check One) " DATE PHONE NO.
O Original FollowUp O FUR December 20, 1996 {301) 594-0370 - e
REQUESTORS NAME: M.Shaikh/S.0'Keefe DIVISION: Office of Generic Drugs MAIL CODE: HFD-625 <
APPLICATION AND SUPPLEMENT NUMBER: ANDA 74-538
BRAND NAME: ESTABLISHED NAME: Levoncrgestrel and Ethinyl Estradiol Tablets

UsP

DOSAGE STRENGTH: 0.05 mg/0.03 mg; 0.075 mg/0.04 mg; 0.125 mg/0.03 mg 21 and 28 day

STERILE OYes 8 No

PROFILE CLASS:: TCM , PRIORITY CLASSIFICATION (See SMG CDER-4820.3)
APPLICANT'S NAME: Syntex (F.P.) Inc.

APPLICANT'S ADDRESS: 3401 Hillview Avenue, M/S $1-200
Palo Alto, California
94304

COMMENTS : FUR and addition of an alternate packaging and testing facility (No. 5.)

B DMF NUMBER/ FKEY
FACILITIES TO E EVALUATED RESPONSIBILITY PROFILE CODE CIRTS ID
fMame and Complete Address)
1. Syntex 5.A. de C.V., Division Quimica Manufacturer of

Km. 4 Carretera Federal ’ Drug Substance

Cuernavaca-Cuautia
62500 Jiutepec, Morelos

MEXICO .
2. o -M
3. Syntex {F.P.} Inc. Manufacturer of
Bo. Mariana Rd. 909, Km. 1.1 Drug Product

Humacao, Puerto Rico 00791

4. Syntex Research Testing Facility
3401 Hillview Avenue
Palo Alto, California

94304

5. Searle & Ca. WD l\l"“ar[ M Alternate final
State Road Highway 189, KM, 2.0. packaging,
Caguas, PR 00725 (O, : labeling, stability

E testing for DP

- FORM FDA 3274 {8/92) Distribution: Original and Yellow Copy: HFD-324.
cc: ANDA 74-538 HFD-625/Div File

x:\wpfile\eerforms\74538
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REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

Date of Review: July 8, 1996

-ﬁhte of Bubmission: June 10, 1996

?rimafy Reviewer: carol Holquist

secondary'keviewer: Adolph Vezza

ANDA Number: 74-538 Review Cycle: 2 - Draft

Applicant's Name [as seen on 356(h)]: G. D. Searle & Co.

_Manufacturer's Name (If different than applicant): Syntex

{F.P.)
Inc.

Proprietary Name: Trivora™ -~ 21 Tablets and Trivora™ - 28
Tablets :

;EStabiished Name: Levonorgestrel and Ethinyl Estradiol Tablets

UsSP, 0.05 mg/0.03 mg, 0.075 mg/0.04 mg,
0.12% mg/0.03 mg

'LABELING DEFICIENCIES, WHICH ARE TO BE INCORPORATED WITH THE

CHEMISTRY COMMENTS TO THE FIRM:

'B.  LABELING DEFICIENCIES

1. BLISTER PACK CONTAINER (1 x 21 and 1 x 28)
a. Include the STD warning statement.

b. - If space permlts include the "Usual Dosage”
statement

2. STICKER AND BLISTER CARD. (1 x 21 and 1 x 28)
Satisfactory in draft.

3. CARTON 6 Blisters (21 or 28 tablets) and 6 Tablet
Dispensers

Satisfactory in draft.



-

I;

IT.

4. INSERT

BRIEF SUMMARY INSERT

a. Delete the last sentence of the fourth

paragraph after the boxed warnlng. " oo 1

:
d
%

:DETAILED PATIENT LABELING INSERT

‘a.' INTRODUCTION - Révise the first sentence to

read.

...contraceptives (the birth control plll or
the pill}...

b. EFFECTIVENESS OF ORAL CONTRACEPTIVES

i. Revise paragraph one to read:
Oral contraceptlves or . = b T 3
e emmessene . are used to prevent

pregnancy .,..control‘ When they are
taken correctly, St

e

LA T T

fypical;;.

ii. Table - Insert the following text above
rAdapted with permission as follows:

Adapted .
c. WHO SHOULD ‘NOT TAKE ORAL CONTRACEPTIVES -
' ‘Revise the first paragraph after the boxed
warning to read:

. ..stroke.

. Blood clots in the legs



a4t Ak - Bk b L et o

(thrombophlebitis), lungs...

" OTHER CONSIDERATIONS BEFORE TAKING ORAL

CONTRACEPTIVES - Insert a space between the
penultlmate paragraph and the last item
;1sted in paragraph one.

e. "RISKS OF TAKING ORAL CONTRACEPTIVES

i. Revise the first sentence of number 3 to
read:

...users probably have a...

ii. Revise the title of number 5 to read:
Cancer of the reproductive organs and
breasts.

In addition, revise paragraph one to
read:
...should be closely followed by their
doctors.
£. ESTIMATED RISK OF DEATH FROM A BIRTH CONTROL
METHOD OR PREGNANCY, Second paragraph - ...of

death was highest...

g. SIDE EFFECTS OF ORAL CONTRACEPTIVES

i.

ii.

+

Number one - ...any serious problems
it_...
Number four - Delete " T

——==c from the title.

h. GENERAL PRECAUTIONS

.-

l.

ii.

Number one - Revise the first paragraph
to read:

T AN A LN e ST you may not
menstruate...so. If you...lnstructed
and missed a menstrual period, or if you

missed two...

Number 2 - Revise to read:

...If possible do not use oral

contraceptives ot
use another method of
contraceptlon gt AT A




e
|

Number 5 - Insert the following text as

the title:
Sexually transmitped diseases

s T R

;
|
.r
;E
j
£
/
|
,-

i3
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III. PHYSICIAN INSERT

Revise this insert to be in accord with the
enclosed Labeling Guidance Text For Combination
Oral Contraceptives pPrescribing Information (PI)
Physician Labeling;- Revised August 1994.

T Please revise your labels and labeling, as instructed above,
and submit final printed blister stickers and blister card,
blister pack labels and carton labeling and draft insert
labeling. To facilitate review of your next submission, and
in accordance with 21 CFR 314.94(a) (8) (iv), please provide a
side-by-side comparison of your proposed labeling with your
last submission with all differences annotated and
explained. Please note that we reserve the right to request
further changes in your labels and labeling based upon
changes in the approved labeling of the listed drug or upon
further review of the application prior to approval.

APPROVAL SBUMMARY (List the package size, strength(s), and date of
submission for approval):

Do you have 12 Final printed Labels and Labeling? Yes
Blister Stickers and Card:

Blister cards:

carton Labeling:

Professional Package Insert Labeling:

{;; _ Detailed Patient Package Insert Labeling:




Sy

L rhed)

Brief Summary Patient Package Insert:
Aukiliary Labeling:
Revisions needed post-approval:
BASIS OFZAPPROVAL;
Was this approval based upon a petition? No
What‘is the RLD on the 356(h) form: Triphasil
; HDA.Num§ef: |
' :NEA'Drﬁg.Namé:
. NDA-Firm$-
Date of Approval of NDA Insert and supplement #:
Has this been verified by the MIS system for the NDA?

Yes No

Was this approval based upon an OGD labeling guidance?
No, but on class labeling guidance from NDA.

If yes, give date of labeling guidance:
August 1994
Basis of Approval for the Container Labels:
 Baéis of.ApprOVal for the Carton Labeling:

Other Commeﬁts: - .

REVIEW OF PROFESSIONAL LABELING CHECK LIST

-Applicai\t's Esfablished Name Yes | No | NA.

Different pame than on acceptance to file letter? X

| Is this product a USP item? If so, USP supplement in which verification was assured. X

Isthxs name different than that used in the Orange Book? _ X

| If not USP, has the product name been proi:o_sed in the PF? X

Error Prevention Analysis

| PROPRIETARY NAME

| Has 'th_e firm proposed a proprictary name? If yes, comﬁlete this subsection. X

| Do you find the name objectionable? List reasons in FTR, if so. Consider: Misleading? X
‘Sounds or looks like another name? USAN stem present? Prefix or Suffix present?




.y

Has the name been forwarded to the Labeling and Nomenclature Committee? If so, what
were the recommendations? If the name was unacceptable, has the firm been notified?

PACKAGING -See applicant's packaging configuration in FTR

Is this a new packaging configuration, never been approved by an ANDA or NDA? If
yes, describe in FTR.

>

Is this package size mismatched with the recommended dosage? If yes, the Poison
Prevention Act may require a CRC.

>

Does the package proposed have any safety and/or regulatory concerns?

If TV product packaged in syringe, could there be adverse patient outcome if given by
direct IV injection?

Conflict between the DOSAGE AND ADMINISTRATION and INDICATIONS sections
and the packaging configuration?

Is the strength and/or concentration of the product unsupported by the insert labeling?

Is the color of the container (i.e. the color of the cap of a mydriatic ophthalmic) or cap
incorrect?

ol =l e i e

Individual cartons required? Issues for FTR: Innovator individually cartoned? Light
sensitive product which might require cartoning? Must the package insert accompany the
product?

Are there any other safety concerns?

LABELING

Is the name of the drug unclear in print or lacking in prominence? (Name should be the
most prominent information on the label).

Has applicant failed to clearly differentiate multiple product strengths?

Is the corporate logo larger than 1/3 container label? (No regulation - see ASHP
guidelines)

Error Prevention Analysis: LZABELING (Continued)

Yes

No

N.A.

Does RLD make special differentiation for this label? (i.e., Pediatric strength vs Adult;
Oral Solution vs Concentrate, Wamning Statements that might be in red for the NDA)

Is the Manufactured by/Distributor statement incorrect or falsely inconsistent between
labels and labeling? Is "Jointly Manufactured by...", staternent needed?

Failure to describe solid oral dosage form identifying markings in HOW SUPPLIED?

Has the firm failed to adequately support compatibility or stability claims which appear in
the insert labeling? Note: Chemist should confirm the data has been adequately

supported.

Scoring: Describe scoring configuration of RLD and applicant (page #) in the
FIR

Is the scoring configuration different than the RLD?

Has the firm failed to describe the scoring in the HOW SUPPLIED section?

Inactive Ingredients: (FTR: List page # in application where inactives are
listed)




Does the product contain alcohol? If so, has the accuracy of the statement been
confirmed? o

| Do any of the inactives differ in concentration for this route of administration?

Any adverse effects anticipated from inactives (i.e., benzy! alcohol in neonates)? -

1 Is there a discrepancy in inactives between DESCRIPTION and the composition

statement?

| Has the term "other ingredients” been used to protect a trade secret? If so, is claim

supported?

; ‘Failure to list the coloring agents if the composilion statement lists e.g., Opacode,
{oposprayr  ~

| Faiture to list gelatin, coloring agents, antimicrobials for capsules in DESCRIPTION?

| Failure to list dyes in imprinting inks? (Coloring agents €.g., iron oxides need not be

listed)

USP Issues: (FTR: List USP/NDAJANDA dispensing/storage recommendations)

Do container recommendations fail to meet or exceed USP/NDA recommendations? If so,
are the recommendations supported and is the difference acceptable?

Does USP have labeling recommendations? If any, does ANDA meet them?

Is the product light sensitive? If so, is NDA and/or ANDA in a light resistant container?

Failure of DESCRIPTION to meet USP Description and Solubility information? If so,
USP information should be used. However, only include solvents appearing in innovator
labeling.

Bidequivalence Tssues: (Compafc bioegivalency values: insert to study. List
Cmax, Tmax, T 1/2 and date study acceptable)

" | Insert labeling references a food effect or a no-cffett? If so, was a food study done?

Has CLINICAL PHARMACOLOGY been modified? If so, briefly detail where/why.

Patent/Exclusivity Issues: FTR: Check the Orange Book edition or cumulative
supplement for verification of the latest Patent or Exclusivity. List expiration

date for all patents, exclusivities, etc. or if none, please state.

NOTES /QUESTIONS TO THE CHEMIST:

Enclose Labeling Guidance with the chemistry letter.

FOR THE RECORD:

1. This review was based on the Labeling Guidance Text For

combination Oral Contraceptives Prescribing Information

(PI); Revised August 1994.

2. Patent/Exclusivities

There are no patents or exclusivities listed in the
~16th edition of the Orange Book or supplement five.

3. Storage/Dispensing Recommendations



. USP: Preserve in well closed containers.

- Nbaérstorglat controlled room temperature 15° - 30° C
(59° - 86° F).

AﬁDA: Store at controlled room temperature 15° -
' 30° C (59° - 86° F).
4. 'Ptodﬁgt_nine

The innovator packages this product in 21 or 28 day
- cycle packs. The generic is proposing the same
_ packaging size. SRR |

s. . all inactives are listed in the DESCRIPTION section of
the labeling. See pages 1337, 1406, 1474 and 1546.

v~
, < ey f%
ﬁ?imary'keviﬁfer ' Date
Y e
19! Difas

Actil Team Leader Date
Labg)ing Review Branch

cct L

| ANDA 74-538 -
bup/Division File. _
HFD-613/CHolquist/AVezza (no cc)
njg]?/24/96/fifménz/searle/1trs&rev/74538NA2.L

"Review o

_Enclcse-Labeling_Guidance



DEPARTMENT OF HEALTH AND HUMAN SERVICES PUBLIC HEALTH SERVICE
SYNTEX '

3401 HILLVIEW AVE | _
P**O ALTO - CA 94303

ANDA #: NO74538

Dear Sir/Madam:

We acknowledge the receipt of your abbreviated new drug application
submitted pursuant to Section 505(3) of the Federal Food, Drug and
Cosmetic Act for the following:

NAME OF DRUG:
LEVONORGESTREL; ETHINYL ESTRADIOL

Dosage Form: TAB  Potency: TRIPHASIC 21; 28 DAY USP:
N o.osm»g/o-ofi’mg
44 0.5 aql 0.0H |
DATE OF APPLICATION: 19-AUG-94 7% 0. RS [ 0-3a7) - 1|otay
DATE OF RECEIPT: 25-AUG-94 77005 778{ 0 0F Y

. 75r 4] 0 04 g 190 0SS b o,
We will correspond with you further after we have had the opportunity to e
review the application.

However, in the interim, please submit three additional copies of the
analytical methods and descriptive.information needed to perform the tests
on the samples (both the’ = s esapuirmareremirerre AT finished dosage
form) and validate the analytical methods. Please do not send samples
unless specifically requested to do so. 1f samples are required for
validation, we will inform you where to,send them in a separate
communication.

1f the above methodology is not submitted, the review of the application
will be delayed.

Please identify any communications concerning this application with the
ANDA number shown above.

Sincerely yours,

fﬂ¢ndkgw{111 | Roger L. Williams, M.D.

_ 5 Director
HED - A office of Generic Drugs
Center for Drug Evaluation and Research



MEMO OF TELCON

DATE: August 16, 19%4
BETWEEN: Tracy Lin/Syntex (415-354-2286)
SUBJECT: Combining 21 day and 28 day birth control (BC)} tablets

in one application or separate applicaticns

-Background: Syntex was preparing an ANDA for a 21 day & 28 day BC
product to be combined in one application. The firm wanted
confirmation that one application would be acceptable. There were
several phone calls with Ms Lin pressing for a definitive answer.
PPG #20-90 does not spell out a definitive answer for combining the
21 day and the 28 day products. The intent of PPG #20-90 is to
combine similar tablet products into a single application. The
Orange Book lists examples of birth control products with one and
two applications for the 21 and 28 day products. Conversations
with HFD-510 offered no additional insight. OGD labeling people
had no objections for one application. OGD chemists also saw no
problems with combining both packaging into one applicatiomn.

In my final telephone conversation of BAugust 16, 1994 with
concurrence with Gordon, I told the firm that it appears that one
application is acceptable, however OGD reserves the right to~change .
its decision if new information comes to light once the application
is submitted.

-Please note the application was submitted as one application

and was accepted.

Harvey Greenberg -’/ \\q} )
May 12,1995 : '

(This a summary from my telephone log and Syntex file regarding 21
‘and 28 day BC tablets in one application)

bcpills.tel
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PPN S

REVIEW OF PROFESSIONAL LABELING #1
. o
DRAFT
DATE OF REVIEW: January 23, 1985

ANDA #: 74-538

NAME OF FIRM: Syntex (F.P.) Inc.

? NAME OF DRUG: Trade: Trivora™-21 Tablets
3 Trivora™-28 Tablets

Generic: Levonorgestrel and Ethinyl
Estradiol Tablets, USP

DATE OF SUBMISSION: August 19, 1994

COMMENTS :

BLISTER PACK CONTAINER: 1 x 21 tablets and 1 x 28 tablets

] There are two starting options to choose from when you begin
o taking birth control pills. A Day 1 (first day of the
menstrual flow) or a Sunday start (Sunday after your
menstrual flow begins). Your package design, with the
stamped days of the week, allows for a Sunday start only.

We believe this package design could be confusing to the
patient. The directions instruct the patient to take the

5 nfirst pill of the first pack". However, if the patient
chooses the Day 1 option, she must choose the day of the
week, the menstrual flow begins (not necessarily Sunday) and
continue through the cycle not receiving all 21 or 28
tablets. We believe stickers should be available to place
over the pre-printed days or propose some other type of
system that will ensure the patient receives the pill on the
proper day and for the proper amount of days in each phase.
We refer you to the innovator’s product for guidance.

FRtrRRE

3
B
B
3

CARTON: 6 Blisters (21 or 28 tablets) and 6 Tablet Dispensers

1. rUsual Dosage" rather than

2. Delete " ~— —————en This
information appears in the Usual Dosage statement.

3. Revise your carton contents statement as follows:

6 Blisters containing 21 (or 28) tablets each and 6
Tablet Dispensers

AUXILIARY LABEL: Satisfactory in draft.




INSERT:

GENERAL COMMENTS

1. The model you have used in your side-by-side
comparison is not the most currently approved
innovator’s labeling. There are numerous changes
needed throughout the text of your insert. Please
refer to Triphasil®-21 [Wyeth Laboratories Inc;.
Approved April 20, 1994; Revised September 15,

- 1993 (professional labeling); Revised June 1,
1993, {patient labeling)] for guidance.

In addition, to the above changes please note the
following:

2. Revise your subsection headings so that they do
not appear to have the same prominence as the
section headings.

3. Inactive ingredients, lactose - Please note that
there are two USP/NF monographs for lactose.
Please revise accordingly.

4. Pleasé include the molecular weight and formula of
each active ingredient in the DESCRIPTION section.

RECOMMENDATIONS :

1.

2.

Inform the firm of the above comments.

Request the firm revise their blister tablet container
labels, carton, package insert, and patient labeling,
then prepare and submit final printed container and
auxiliary labels and carton labeling and draft
professional and patient labeling.

FOR THE RECORD:

1.

We have asked the firm to start over and submit new
professional and patient insert labeling. Review
revealed extensive changes needed.

Upon resubmission, the review will be based on
Triphasil® -21 Approved April 20, 1994.

NOTE: Carol Zimmermann REVIEWED THIS DOCUMENT - FOR
. THIS REVIEW ONLY

Adolph Vezza
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FCR DRUG EVALUATION AND RESEARCH

DATE: November 4, 1994

"FROM: Cecelia Parise

CSO, RSB
SUBJECT: Random Assignment

TO: The Record
ANDA 74-453

This is an application for a drug product with a strength of 1 mg
or less. Usually, our policy states that these drug products are
assigned directly to Steve Sherken. However, since M. Shaikh
reviewed a related application before this policy was in effect,
the application will be assigned to Random II and the Branch
Chief will assign the application to the appropriate reviewer.

e PN
Ma. }%M\% W\



MEMORANDTUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE: September 28, 1995
FRCM: Bill Russell,'CSO, RSB
SUBJ: Telecon -

TO: ANDAs 74-538 and 73-597

I spoke with Donna Helms at Searle to request in-date 356h's for
these applications.

I also spoke with Lynn Hansen at Syntex to request in-date 356h's
with original signatures. Also I requested her to revise the
letter transferring 74-538 dated August 31, 1995, using Syntex
USA letterhead and original signatures. I also requested they
include an explanation why the letter for 74-538 was signed by
Dan Zabrowski instead of the designated agent, Katy Morton. I was
told Katy was no longer with the firm and suggested they include
that information.



MEMORANDTUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE: 5/9/96

FROM: Bill Russell, céo, RSE
SUBJECT: Teiecon

TO: ANDA 74-538

I spoke with Doran Frano who will investigate and get back to me.

§/13: Doran says they should have the data soon. She'll have a
conference tomorrow to get a definite date and get back with us.

fﬂﬂa-::Dpcm— collodd fooel ﬁ;4»1*V:q14mewjftg,ugpfﬂﬂcwﬁh_3@Ja1»-ou4b




4/4/96: J. Gross

RE: ANDA 74-538 |
Syntex
Levonorgeterol /Ethinyl

Contact: Doran Frano (70€) 982-7691

. 847

Background:

' The firm submitted on November 30, 1995 an amendment to the
application in response to our letter dated March 27, 1985.
After the review of this amendment additional questions were
raised. After consultation with the reviewer and Team
Leader it was concluded to save time that the firm should be
contacted for clarification of the issues.

Action:

The firm was called and the following information was

requested:

1. Results of standard curves from all assays, including
means and CV.

2. Clarification of QC concentrations, whether they are

— ~— . The original

submission and amendment have different wvalues.

3. Medical records/case report and clinical records
{(entrance screening, post-study examination.

4. Submit info with 356h,.cite this T-con and date.

Internal Action:

1. This t-con will close the bio-clock on this
application, and the amendment will be considered "IC".

2. Due to the minor nature of the requested data when the
data is submitted it should be routed directly to the
reviewer for immediate review, and the clock will be
restarted.



——

\_J"i/_'\tm -

Levonorgestrel/Ethinyl Estradiol, Searl P ez avguest +Hoo
Trivora™, Triphasic Regimen Slokie, IL o, e
0.050 mg / 0.030 mg Submission Date: *
0.075 mg / 0.040 mg ‘ November 30, 1995 0.125 mg / 0.030°
mg 7
ANDA #74-538 Tty
Reviewer: L. Chuan
e s b

e

e B L Ty,

The following items are required for completion of the review: -
L1 Results of standard curves from all assays, including means and CV.
2. Clarification of QC concentrations, whether they are - e
~—— they were shown differently in the original sbmission and in the Aamendment).
3. Medical records/case reports and clinical records (entrance screening, post-study
examination, etc.)

B et

These information can either be faxed to the firm or requzsted by telephone.

;4éJ{;5>*51&5&3L“%fﬁﬁgb‘{§‘”%fﬁé*ﬁ%;4jjﬁyé¥%§;é;igl-_>




ELECTRONIC MAIL MESSAGE

Date: 04-Apr-1996 01:52pm EST
From: Jason Gross
> ‘ GROSSJ
S I Dept: HFD-615 MPN2 113
= Tel No: 301-594-2290 FAX 301-594-018
' 70: Lin-Whei Chuang | ( CHUANG )
CC: Yih Chain Huang { HUANGY )

Subject: ANDA 74-538
4/4/96: J. Gross

RE: ANDA 74-538
Syntex
Levonorgeterol/Ethinyl

Contact: Doran Frano (708) 982-7691

Background:

‘ The firm submitted on November 30, 1995 an amendment to the
application in response to our letter dated March 27, 1995. After the
review of this amendment additional questions were raised. After
consultation with the reviewer and Team Leader it was concluded to save
time that the firm should be contacted for clarification of the issues.

Action:
The firm was called and the following information was requested:

1. Results of standard curves from all assays, including means
and CV.

B sl

2. clarification of QC concentrations, whether they are
—~ — e The original submission and amendment
have different values.

3. Medical records/case report and clinical records (entrance
screening, post-study examination.

4. Submit info with 356h, cite this T-con and date.
‘Internal Action:

1. This t-con will close the bio-clock on this application, and
the amendment will be considered "IC".

2. Due to the minor nature of the requested data when the data
is submitted it should be routed directly to the reviewer for immediate



review, and the clock will be restarted.

APPEARS THIS WAY
ON ORIGINAL




CDEK Bstabhishment rvanauon xepor rage + ur &
for November 03, 1997
Application:  ANDA 74538/000 Priority: Org Code: 600
Stamp: 25-AUG-1994 Regulatory Due: Action Goal: District Goal: 25-0CT-1995
Applicant: SEARLE Brand Name:
4901 SEARLE PKY Established Name: LEVONORGESTREL; ETHINYL
SKOKIE, IL. 60077 ESTRADIOL
Generic Name:
Dosage Form: TAB (TABLET)
Strength: TRIPHASIC 21; 28 DAY
FDA Contacts:  J. WILSON IH (H¥FD-617) 301-327-5848 , Project Manager
M. SHAIKH (HFD-625) 301-827-5848 , Review Chemist
S. OKEEFE (HFD-617) " 301-827-5848 , Team Leader
Overall Recommendation:

ACCEPTABLE on 28-0OCT-1997bv M. EGAS (m322) 301-594-0093
WITHHOLD on 08-SEP-1997 by J. D AMBROGIO (HFD-324)301-827-0062

Establishment:

et A

o 7 ST

Profile: CSN QAI Status: NONE
Last Milestone: OC RECOMMENDATION
Milestone Date: 28-QCT-1997

Decision: ACCEPTABLE

Reason: DISTRICT RECOMMENDATION

DMF No:

'+ AADA No:

Responsibilities: ‘e

Establishment: 2623450
GD SEARLE AND CO
HWY 1892 KM 2
CAGUAS, PR 00625

Profile: TCM OAI Status: NONE

Last Milestone: OC RECOMMENDATION
Milestone Date:  05-MAY-1997

Decision: ACCEPTABLE

Reason: DISTRICT RECOMMENDATION

DMF No:
AADA No:

Responsibilities: FINISHED DOSAGE PACKAGER
' FINISHED DOSAGE STABILITY
TESTER

Establishment: 2650097
' SYNTEX FP INC
BO MARIANA RD 909 KM 1.1
HUMACAO, PR 00661

OAI Status: NONE
0OC RECOMMENDATION

Profile:. TCM
Last Milestone:

DMF No:
AADA No:

Responsibilities: FINISHED DOSAGE
MANUFACTURER



UL LI OSLWAULASLLEIITHL LY Aluauvil INGUVLL g v

for November 03, 1997

Milestone Date:  05-MAY-1997

Decision: ACCEPTABLE

Reason: DISTRICT RECOMMENDATION

Establishment: 2911044 DMF No:
SYNTEX INC/ OREAD LABS AADA No:
3401 HILLVIEW AVENUE

PALO ALTO, CA 94304

Profile: NEC QA Status: NONE Responsibilities: FINISHED DOSAGE RELEASE

Last Milestone: OC RECOMMENDATION - TESTER
Milestone Date: 17-JAN-1997
Decision: ACCEPTABLE
Reason: BASED ON PROFILE
Establishment: 9610327 DMF No: —
SYNTEX SA AADA No:

62000 CUERNAVACA, MORELOS, , M

Profile: CSN OAI Status; NONE . Responsibilities: DRUG SUBSTANCE
Last Milestone: OC RECOMMENDATION MANUFACTURER
Milestone Date: 21-AUG-1997

Decision: ACCEPTABLE

Reason: DISTRICT RECOMMENDATION




-APPROVAL SUMMARY PACKAGE

ANDA NUMBER:  74-538

FIRM: G. D. Searle & Co,

DOSAGE FORM: Tablet

STRENGTH: 231 day: 0.05 mg/0.03 mg; 0.075 mg/0.04 mg; and
0.125 mg/0.03 mg _
28 day: 0.05 mg/0.03 mg; 0.075 mg/0.04 mg; 0.125
ng/0.03 mg plus placebo.

DRUG: Levonorgestrel and Ethinyl Estradiol Tablet USP
Trivora-21 and Trivora-28 Tablets

CGMP STATEMENT/EIR UPDATED STATUS:
EER submitted on 11-3-97 for all the facilities listed in Section
# 33 of CR # 5 is acceptable per Egas on 10-28-97.

BIOQ STUDY:
Acceptable per bio letter to the firm dated 2-24-97.

METHODS VALIDATION - (DESCRIPTION OF DOSAGE FORM SAME AS FIRM'S):
Not required.

STABILITY - ARE CONTAINERS USED IN STUDY IDENTICAL TQ THOSE IN
CONTAINER SECTION?

Containers used in the stability studies are identical to those
listed in container section.

Expiration dating period of 24 months for the drug product is
acceptable based on the stability data for the exhibit batches
generated at CRT and under accelerated stability conditions.

LABELING:
Satisfactory per C. Holquist's review completed on 3-5-97.

V. 8} C :
N/A

SIZE OF BIO BATCH - (FIRM'S SOURCE OF NDS O.K.2):
Levonorgestrel/Ethinyl Estradiol

0.05 mg/0.03 mg ~ lot # 18678; Size: a - tablets).
0.075 mg/0.04 mg - lot # 98679; Size: s = Lablets).
0.125 mg/0.03 mg - lot # 38680; Size: - - tablets).
Placebo: lot # 57454; Size: »—= au ' tablets).

NDS Source: .
Referenced DMF ~—— = = _ for Syntex Corporation

was found adequate per M. Shaikh's review completed on 1-11-95.
This DMF remains adequate after review of 4-25-97 amendment. This
reviewer completed the review on 12-11-97.




Referenced DMF - e - - is
adeguate per M. Shaikh's review dated 12-4-97.

SIZE OF STABILITY BATCHES — (IF DIFFERENT FROM BIQ BATCH WERE
v CESS?

Size of bio/stability Batch:

Levonorgestrel/Ethinyl estradiol

0.05 mg/0.03 mg - lot # 18678; Size:!: "wemcmssomswsss tablets).
0.075 mg/0.04 mg - lot # 98679; Size: ot =" tablets).
0.125 mg/0.03 mg -~ lot # 38680; Size: ‘= - tablets).
Placebo: lot # 57454; Size: | N tablets).

CH - C
BIO/STABILITY?
Production batch size post-approval of the application is
| TTeesem™ ) Tablets) for each color tablet and for the placebo
tablets.

Manufacturing process for intended production size batch is same
as used for the stability batch except for tooling for which a
pre-market commitment has been made.

ccC: ANDA 74-538
Division File

Field Copy
.
Endorsements: _ c!i o [Ll\t\ 0‘7
HFD-625/M.Shaikh/12-11-97 { "‘\J

HFD-625/M.Smela/12-11-97

x:\new\firmsnz\searle\ltrs&rev\74538app.sm2 =~ Lﬁﬂ{
F/T by: i
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Department of Health and Human Services
Public Health Service
Food and Drug Administration
Center for Drug Evaluation and Research

Office of Generic Drugs
. Rockville, Maryland
Datek;‘ L% @C@fﬂb@ l%?
ro: (oot Foamso - QIS
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This document is intended only for the use of the party to whom it is addressed
and may contain information that is privileged, confidential, and protected from
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deliver the document to the addressee, this communication is not authorized. If you have

received this document in error, please immediately notify us by telephone and retum it to us
at the above address by mail. Thank you.



CDER Establishment Evaluation Report ~ Page 1
for December 14, 1997

Application: ANDA 74538/0600
Stamp: 25-AUG-1994 Regulatory Due;
Applicant: SEARLE
4901 SEARLE PKY
SKOKIE, IL 60077

FDA Contacts: - J. WILSON III (HFD-617)

M. SHAIKH (HFD-625)
S. OKEEFE (HFD-617)

of 2
Priority: Org Code: 600
Action Goal: District Goal: 25-Q0CT-1995
Brand Name: :
Established Name: LEVONORGESTREL; ETHINYL ES
Generic Name:
Dosage Form: TAB (TABLET)
lStrength: TRIPHASIC 21; 28 DAY

301-827-5848 , Project Manager
301-827-5848 , Review Chemist
301-827-5848 , Team Leader

Overall Recommendation:

ACCEPTABLE ¢n 28-OCT-1997 by M. EGAS(HFD-322)301-594-0095
WITHHOLD on 08-SEP-1997by J. D AMBROGIO(HFD-324)301-827-0062

Establishient; wesessiesmsams

Lo

MF No; e

AADA No:
Ll
et et it
Profile: CSN OAI Status: NONE Responsibilities:
Last Milestone: OQC RECOMMENDAT 28-0CT-1997
Decision: ACCEPTABLE
Reason; DISTRICT RECOMMENDATION
Establishment: 2623450 DMF No:
GD SEARLE AND CO
HWY 189 KM 2 AADA No:
CAGUAS, PR 00623
Profile: TCM OAI Status: NONE Responsibilities: _
Last Milestone: QC RECOMMENDAT 05-MAY-1997 FINISHED DOSAGE PACKAGER
Decision: ACCEPTABLE FINISHED DOSAGE STABILITY TESTER
Reason: DISTRICT RECOMMENDATION

Establishment: 2650097
SYNTEX FP INC
BO MARIANA RD 909 KM 1.1
HUMACAQ, PR 00661

Profile. TCM OAI Status; NONE

Last Milestone: (QC RECOMMENDAT 05-MAY-1997
- Decision: ACCEPTABLE

Reason: DISTRICT RECOMMENDATION

DMF No:

AADA No:

- Responsibilities:

FINISHED DOSAGE MANUFACTURER

Establishment: 2911044

DMF No:



CDER Establishment Evaluation Report Page 2 of 2
for December 14, 1997 '

2911044 AADA No:
SYNTEX INC / OREAD LABS )
3401 HILLVIEW AVENUE
PALO ALTO, CA 94304 Responsibilities:
FINISHED DOSAGE RELEASE TESTER
Profile: CTL OAI Status: NONE
Last Milestone: OC RECOMMENDAT 17-JAN-1997
Decision: ACCEPTABLE :
Reason: BASED ON PROFILE
Establishment: 9610327 : , DMF NO:  pememiicii.
SYNTEX SA .
AADA No:
62000 CUERNAVACA, MORELOS,,
Profile: CSN QAI Status: NONE Responsibilities:
Last Milestone: OC RECOMMENDAT 21-AUG-1997 DRUG SUBSTANCE MANUFACTURER
Decision: ACCEPTABLE
Reason; DISTRICT RECOMMENDATION
APPEARS THIS WAY

ON ORIGINAL



CENTER FOR DRUG
EVALUATION AND
RESEARCH

APPLICATION NUMBER:

74-538

CORRESPONDENCE



SEARLE

Searle

4901 Searle Parkway
Skokie, Mincis 60077
Telephone 847 8982 7000
Fax 847 982 4701

October 24, 1997

Douglas Sporn, MD
Office of Generic Drugs
Center for Drug Evaluation and Research (HFD-600)
Metro Park North II ' ‘
7500 Standish Place
Rockville, Maryland 20855
AfiZnsteirr RE:  ANDA 74-538
Y Trivora® (levonorgestrel and
ethinyl estradiol tablets USP)
Triphasic Regimen
A / Ao MINOR AMENDMENT
Dear Mr. Sporn:

In accordance with 21 CFR 314.120 and in response to your letter of September 22, 1997,
G.D. Searle and Co. hereby submits a MINOR AMENDMENT to the above mentioned
ANDA.

Searle has been notified by = —— at the cGMP-related deficiencies
associated with the- : “have been corrected.

If you have any questions regarding this matter, please do not hesitate to contact me.

Sincerely,

wl

Doranne Frano
Associate Director
Regulatory Affairs
(847) 982-7691
(847) 982-8090 (fax)

RECEIVED
- 0CT 27wom
GENERIC DRUGS

DF/sai ANDA74-538.doc

M-3-77
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Searle

4901 Searle Parkway
Skokie, linois 60077
Telephone 708 982 7000
Fax 708 982 4701

February 25, 1997

Mr. Dougias Sporn

Director

Office of Generic Drugs

Center for Drug Evaluation and Research
Metro Park North If (HFD-600)

7500 Standish Place

Rockville, MD 20855

SEARLE

RE:

Dear Mr. Sporn:

Per a phone request from Ms. Lizzie Sanchez enclosed are the Case Report Forms for

ANDA #74-538
Trivora®
(levonorgestrel and
ethinyl estradiol
tablets, USP)
triphasic regimen

PHONE REQUEST

the Trivora Bioequivalence Study LAB 32-6106 (High Dose).

If you have any questions regarding this matter, piease do not hesitate to contact me.

DF}j

trivora2.feb

Sincerely,

Doranne Frano
Regulatory Affairs -
(847) 982-7691
(847) 982-8090 fax

L

A Y P e



SEARLE

Searle

Box 5110

Chicago, lfinois 60680-5110

Telephone 847 982 7000 o

Fax 847 470 1480 IR ILASIITY

LN SN 5. APy

February 20, 1997

Mr. Douglas Sporn

Director

Office of Generic Drugs

Center for Drug Evaluation and Research
Metro Park North I (HFD-600)

7500 Standish Place

Rockville, MD 20855

RE: ANDA #74-538
Trivora®
(levonorgestrel and
e o : ethinyl estradiol
S EONE I S tablets, USP)
triphasic regimen

PHONE REQUEST

Dear Mr. Spomn:

Per a phone request from Ms. Lizzie Sanchez enclosed are the Case Report Forms
for the Trivora Bioequivalence Study LAB 30-6106 (Low Dose). Searle is
obtaining the requested Case Report Forms for LAB 32-6106 (High Dose), and we
expect to submit them.

If you have any questions regarding this matter, please do not hesitate to contact
me,

Sincerely,

RECEIVED Doranne Frano

Regulatory Affairs
. (847) 982-7691
FEB 2 1 1997 (847) 982-8090 fax

" RENERIC DRUGS



SELRLE

oy

Searfe .

4901 Searle Parkway
Skokie, Minois 60077
Telsphone 847 982 7000
Fax 847 982 4701

Mr. Douglas Sporn

Director '

Office of Generic Drugs

Center for Drug Evaluation and Research:
Metro Park North II (HFD-600)

7500 Standish Place

Rockville, MD 20855

Dear Mr. Sporn:

January 3, 1997

RE: ANDA #74-538
Trivora®
(levonorgestrel and
ethiny! estradiol
tablets, USP)
triphasic regimen

Reference is made to your letter dated December 27, 1996 regarding the above-mentioned

ANDA.

G.D. Searle & Co. hereby notifies you of our intent to amend this application in

accordance with 21 CFR 314.120.

If you have any questions concerning this matter, please do not hesitate to contact me.

triverajan

incerely,

Lt

A la

Doranne Frano

Regulatory Affairs
(847) 982-7691
(847) 982-8090 fax

RECEIVED |
JAN O 6'1997

GENERIC DRUGS



CANDA 74-538

"G. D. Searle_&”cO. L
' Attent10n°’ Doranne Frano

' 4901 Searle Parkway -
Skokle,,IL 60077 j-"

Dear Madam.

Thls is in reference to your abbrev1ated new drug appllcatlon',.

dated August 19, 1994, submitted pursuant to Section 505(j) of : o
the Federal Food Drug, and Cosmetic Act, for Levonorgestrel and -
Ethinyl Estradlol Tablets USP, 21 day: 0.05 mg/0.03 mg; 0.075" f IR
mg/0.04 mg; and 0.125 mg/0.03 mg and 28 day: 0.05 ng/0.03 mg; . - o . -
0.075 mg/0.04 mg; 0.125 mg/O 03 mg; placebo. o SR

Reference is also made your amendments dated September 3, aﬁd L
November 21, 1996. R

The application is def1c1ent and therefore, Not Approvable underi
Sectlon 505 of the Act for-the follow1ng reasons. -

CAs Chemlstry Deflclenc1es.j£§ =

1.

;ahatches.-Please.prov1de a commltment ‘to submit’the
- following information for the f1rst"commerc1
each strength"' SRR M

ﬁfF,h;Certlflcate of Analysls of;ti’;‘R

= - '-dComparatlve dlssolutlon proflle ‘data for
L .vs._the ANDA exhlblt batch.-v

'Please 1nclude a statement that you will not release
the drug product to the market until the requested :
information is rev1ewed and found. satlsfactory., We_:*ﬁ
will review the data on receipt. 'This data should be-gt
submitted as a supplement marked- “Expedlted Rev1ew o
Requested." If you have this data, then 1t may be
prov1ded 1n 11eu of the commltment._,,‘ A




- of - the drug product.

'a. ' You have requested an explratlon datlng perlod o

. Labellng DeflClenc1eS°=”

_1; BLISTER PACK CONTAINER | (1 x 21 and 1 X 28)

2;_' STICKER AND BLISTER CARD (1 X 21 and 1 X 28)

We have the follow1ng comments regardlng;the stability

36 months for the drug product. Please use a
tentative expiration datlng period of 24 months.

An extension will require full term data for three

productlon batches.

b. Please revise your post-approval stability
commitment to use storage condltlons of 25°C i
2°C/60*5%RH, or 25 - 30°C. -

c. Please provide three months stablllty data under
accelerated condltlons for product packaged into

the newly proposed =~ ____———""
blister film.

Satlsfactory 1n flnal prlnt

‘The dlrectlons in step 1 allow for a "day 1"'start_
only. ' Revise so the "Sunday start" dlrectlons are_

;.also 1nc1uded. _ _
3. _CARTON B (6 x 21 or 6 x. 28 tablets)

Satlsfactory 1n f1na1 prlnt.

4. INSERT

I. BRIEF SUMMARY INSERT
‘Satisfactory in draft. =
II.  DETAILED PATIENT LABELING INSERT

Satlsfactory in draft.‘_




. III. PHYSICIAN INSERT - .

i Satlsfactory ln draft.

'Please revise your stlcker and bllster card labels as
1nstructed above,_and submit final prlnted stlcker ‘and
_bllster card container 1abels, brief summary detailed
,patlent and profeSSIOnal 1nsert 1abel""

"Please note that we reserve the rlqht to:reg

. ,changes in your. labels and/or 1abe11ng ba d
. the approved labellng of. the' llsted drug o_
'rev1ew of the appllcatlon prlor to approva

To fa0111tate review of your next sumeSSIOn, and in "
accordance with 21 CFR 314.94(a) (8) (iv), please prov1de a o
side-by-side comparison of your proposed’ 1abe11ng with yourr"'
last submission w1th all dlfferences annotated and '
explalned.

In addition to responding. to the deficiencies presented above,
please note and acknowledge the follow1ng comment in your ‘
response:

The CGMP compliance .of the facilities listed in your

appllcatlon shall be evaluated by our Office of Compllance
and a satisfactory evaluation is requlred prlor to the
approval of thlS appllcatlon. _ :

The file on this appllcatlon is now closed :
take an action described under 21 CFR 3124. 120" which wil
amend or withdraw the appllcatlon., Your amendmerit shoulc
to all the deficiencies listed. - A part1a1 reply will
considered for: review, nor w1ll the review. clock be" reactl
until all. def101enc1es have been addressed jf

this letter will be considered a- MINOR AMENDMENT-an h
plalnly marked as such in your cover . letter.. Please3 fe

amendment 1ssuance of our subsequent actlon lette
delayed. ' Further, if a. major. def1c1ency is. c1tedJ1
bloequlvalence rev1ew, the subsequent Not Approvabl'

have substantial dlsagreement with- our reasons for_not approv1ng
this appllcatlon you may request an opportunltyf or. a hearin

Slncerely yours,',:"

78/

Q# Rasmikant M. Patel Ph D.'}fg
Director' =~ = S Y
Division of Chemlstry I _
Office of Generic Drugs" e ' B
Center for Drug Evaluatlon and Research'“;fg;




EARLE

Searle :

4801 Searle Parkway
Skokie, Minois 60077
Telephone 847 982 7000
Fax 847 982 4701

Mr. Douglas Sporn

Director

Office of Generic Drugs

Center for Drug Evaluation and Research
Metro Park North II (HFD-600)

7500 Standish Place

Rockville, MD 20855

Dear Mr. Sporn:

" In response to your letter dated October 15, 1996 and in accordance with 21 CFR
314.120, G.D. Searle & Co. hereby submits this minor amendment to the above-
mentioned ANDA. Your comments are written below in italics followed by our

responses.
A. - Chemistry Deficiencies:

1

Response:

November 21, 1996

RE: ANDA #74-538
Trivora®
(levonorgestrel and
ethinyl estradiol
tablets, USP)
triphasic regimen

MINOR AMENDMENT

i e AT Y



Mr. Douglas Sporn
Office of Generic Drugs
November 21, 1996
Page 2

2.

Response:

B. Labeling Deficiencies:
1. BLISTER PACK CONTAINER (1 X 21 and 1 X 28)

a Include the STD warning statement.

Response:

The blister container has been modified from a plastic compact to 2
printed foil blister pack and a cardboard pocket (envelope). This
configuration is identical to the envelopes used originally when the
Norethin®1/35-21&28 ANDA 71-480 & 71-481 was marketed by
GD. Searle & Co.. An example of the Trivora packaging
configuration is included in Attachment 3. Final printed copy of the
Trivora blister pack foit and pocket is included in Attachment 4.

b. If space permits include "Usual Dosage " statement.

Response:

The "Usual Dosage" statement has been included on the Trivora
pocket.

2. STICKER AND BLISTER CARD (1 X 21 and 1 X 28)

Satisfactory in drafl.

H




Mr. Douglas Sporn
Office of Generic Drugs
November 21, 1996
Page 3

Response:

The sticker card has been modified to combine the text for 21 and 28
 day instructions into one label that will be printed on the back of the
sticker card.

Final printed copy of the sticker card and text is included in
Attachment 3.

3. CARTON 6 Blisters (21 or 28 tablets) and 6 Tablet Dispensers
Satisfactory in draft.
Response: B

The carton has been modified to G.D. Searle & Co. format and is
identical to the approved carton format for Searle’s Demulen, NDA
18-168. The blisters will be inserted into the Trivora pocket with all
required patient labeling before being packaged into the cartons (see
Attachment 3). The text copy has been revised to reflect this
modified packaging configuration.

Final printed copy of the carton is included in Attachment 6.

4, INSERT

The inserts were modified as requested if the suggested change strengthened
the current statements and were not in conflict with currently approved
labeling for other O.C. products.

I BRIEF SUMMARY INSERT

a. Delete the last sentence of the fourth paragraph after the
boxed warning. [Some studies have reported an increase... ]

This change was not made, the current text is felt to be
adequate.

b. Finally, if you are still not sure what to do about the pills you
have missed: Delete mumbers six thru twelve.

The numbers 6 through 12 were deleted but the text provides
information and has therefore not been deleted.



;E :7'.‘::" E: :

Mr. Douglas Sporn
‘Office of Generic Drugs
November 21, 1996
Page 4
IL DETAILED PATIENT LABELING INSERT
a INTRODUCTION - Revise the first sentence to read:

..contraceptives (the birth control pill or the pill)...

The current text is felt to be adequate.
b. EFFECTIVENESS OF ORAL CONTRACEPTIVES

i Revise paragraph one to read:

Oral contraceptives : s
~—— are used to prevent pregnancy...control. When
they are taken correctly,

e rr———————r—

L -

——e Typical...
The current text is felt to be adequate.

ii. Table - Insert the following text above "Adapted with
permission as follows:

Adapted...
The current text is felt to be adequate.

c. WHO SHOULD NOT TAKE ORAL CONTRACEPTIVES -
Revise the first paragraph after the boxed warning to read:

...Stroke.

. Blood clots in the legs (thrombophlebitis), lungs...



Mr. Douglas Sporn
Office of Generic Drugs
November 21, 1996
Page 5
The cuirent text is felt to be adequate.

d OTHER CONSIDERATIONS BEFORE TAKING ORAL
CONTRACEPTIVES - Insert a space between the penultimate
paragraph and the last ifem listed in paragraph one.

A space has been added.

€. RISKS OF TAKING ORAL CONTRACEPTIVES

i Revise the first sentence of number 3 to read:
...users probably have a...

The current text is felt to be adequate.

ii. Revise the title of number 5 read:

Cancer of the reproductive organs and breasts.
In addition, revise paragraph one to read:
...should be closely followed by their doctors.
The text has been reﬁsed as suggested.

f ESTIMATED RISK OF DEATH FROM A BIRTH
CONTROL METHOD OR PREGNANCY, Second
paragraph - ...of death was highest...

The text has been revised as suggested.
g SIDE EFFECTS OF ORAL CONMCEPTMS

i Number one - ...any serious problems it...

The text has been revised as suggested.

/:_ uﬁbm

if. Number four - Delete "
the title.

The text has been revised as suggested.



Mr. Douglas Sporn
Office of Generic Drugs
‘November 21, 1996
Page 6

GENERAL PRECAUTIONS
i Number one - Revise the first paragraph to read:
[ e you may not

menstruate...so. If you...instructed and missed a
menstrual period, or if you missed two..

The current text is felt to be adequate.
ii. Number 2 - Revise to read:

...If possible do not use orq\l contraceptives’ .-

— - Juse another method of
contraception ——— ' e

7

The text has been revised as suggested.
iii.  Number 5 - Insert the following text as the fitle:
Sexually transmitted diseases

The title has been added.

[4/‘




Mr. Douglas Sporn
Office of Generic Drugs
November 21, 1996
Page 7

e e
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Mr. Douglas Sporn
Office of Generic Drugs
November 21, 1996
Page 8

The paragraph has been relocated as suggested..

Lo

M.  PHYSICIAN INSERT

Revise this insert to be in accord with the enclosed Labeling
Guidance Text for Combination Oral Contraceptives Prescribing
Information (PI) Physician Labeling; Revised August 1994.

The proposed Trivora labeling is identical to our other approved oral contraceptive
products. A side-by-side comparison of the proposed Trivora inserts to the approved
labeling for Tri-Norinyl NDA 18-977 and Levora ANDAs 73-592 and 73-594 has been
provided in Attachment 7 for your reference. Revised Draft Physician Insert, Detailed
Patient Labeling and Brief Summary of patient labeling is included in attachments 8, 9
&10.

In addition, a side-by-side annotated comparison of the June 10, 1996 proposed labeling
to the Revised Draft labeling, as requested in your Oct. 15, 1996, is included in
Attachment 11.

Finally, Searle acknowledges that the cGMP compliance of the facilities refered to in our
* application will be evaluated by the FDA Office of Compliance and that a satisfactory
evaluation is required prior to the approval of this application.

If you have any questions concerning this matter, please do not hesitate to contact me.

erely,

e

oranne Frano
Regulatory Affairs
(847) 982-7691
(847) 982-8090 fax

Enc.

trivoranov



Searle )

4801 Searle Parkway
Skokie, linois 60077
Telephone 847 982 7000
Fax 847 982 4701

November 21, 1996
Mr. Jeremiah Beckwith, Jr.

Director of Investigations
FDA San Juan District Office
Stop 8%; Fernandez Juncos Avenue
Puerta de Tierra Station
San Juan, PR 00906
Re: ANDA 74-538
s e gz P : Trivora
SEGRLE (levonorgestrel and
ethinyl estradiol
tablets, USP)

triphasic regimen
MINOR AMENDMENT
Dear Mr. Beckwith:

G. D. Searle & Co. hereby submits a field copy of the above-mentioned ANDA
amendment dated November 22, 1996.

G.D. Searle & Co. certifies that this is true copy of the amendment submitted to FDA
headquarters in Rockville, Maryland.

Please note that the packaging information for adding”—— REPLACES the
information provided in our September 3, 1996 submission. This is the only
information that has changed from that submission.

If you have any questions concerning this submission, please do not hesitate to contact
me.

AAT LA TA A e
ofanne Frano = ™

Regulatory Affairs

(847) 982-7691

(847) 982-8090 fax

POV UL L

e

cc:  Office of Generic Dhigs

sanjuan nov



ANDA 74-538

G. D. Searle & Co. 0CT 15 1996

Attention: Doranne Frano
4901 Searle Parkway
Skokie, IL 60077

Dear Madam:

This is in reference to your abbreviated new drug application
dated August 19, 1994, submitted pursuant to Section 505(j) of
the Federal Food, Drug, and Cosmetic Act, for Levonorgestrel and
Ethinyl Estradiol Tablets USP, 21 day: 0.05 mg/0.03 mg; 0.075
mg/0.04 mg; and 0.125 mg/0.03 mg and 28 day: 0.05 ng/0.03 mg;
0.075 mg/0.04 mg; 0.125 mg/0.03 mg; placebo.

Reference is also made your amendments dated November 17 and 30,
1995, and May 15, June 10 and July 19, 1996.

The application is deficient and, therefore, Not Approvable under
Section 505 of the Act for the following reasons:

A. Chemistry Deficiencies:




: 'Labellng Deflcienc1es-L

. prllﬁ_.BLISTER PACK CONTAINER (1x21and 1x28)

JIJﬁ#hQIIIIfispace permlts 1nc1ude the

};a.;p:Include the STD warnlng statement;"”

'*f?STICKER'AND BLISTER CARD (1 % 21 an *1;x?2 ):

"Satlsfactory in draft. B “'ihid'-

';II. 'DETAILED PATIENT LABELING INSERT

"Usual'r
"_1statement. f_..

CARTON 6 Blisters (21 or 28 tablets) and 6 Tablet
Dlspensers

Satisfactory in draft.

INSERT - SR
TI. BRIEF SUMMARY INSERT
a. Delete the last sehtence of the fourth

paragraph after the boxed warning. [Some T _1-7*1“'I§
studles have reported an 1ncrease...]r .

. b. Flnally, If you are Stlll not sure whatstO;do
. about the pills you have’ mlssed-” Delete:;?
‘ numbers s1x thru twelve.sp p"

III‘a.'f INTRODUCTION - Rev1se the flrs?*r"v”
o : read°' S R 5 5

...contraceptlves (the blrth control p111 or'
the plll)...»,_vl B

b;:"EFFECTIVENESS OF ORAL CONTRACEPTIVES

i. Rev1se paragraph one.to read

Oral contraceptlves ';__;;l;;cg_ﬂﬂ—-~”
g I are used to prevent
pregnancy ....control.  -When they'are
taken’ correctly, T A R e

e

ii. Table - Insert ‘the follow1ng text abcve
_"Adapted w1th perm1551on as follows-_'




e

=

Adapted...

WHO SHOULD NOT TAKE ORAL CONTRACEPTIVES -
Revise the first paragraph after the boxed
warning to read:

. ..stroke.

. Blood clots in the legs
(thrombophlebitis), lungs...

OTHER CONSIDERATIONS BEFORE TAKING ORAL
CONTRACEPTIVES — Insert a space between the
penultimate paragraph and the last item
listed in paragraph one.

RISKS OF TAKING ORAL CONTRACEPTIVES

i. Revise the first sentence of number 3 to
read: :

. ..users probably have a.;.
ii. Revise-the title of number 5 to read:

cancer of the reproductive organs and
breasts.

In addition, revise paragraph one to
read:

...should be closely followed by their
doctors.

ESTIMATED RISK OF DEATH FROM A BIRTH CONTROL
METHOD OR. PREGNANCY, Second paragraph - ...0f
death was highest. ..

SIDE EFFECTS OF ORAL CONTRACEPTIVES

i. Number one - ...any serious problems
it...

ii. Number four - Delete ": ~——v
- ! from the title.



...If possible do not use ora
contraceptives -
7T~ -use
contraception




et on s
e
S N7 g

'“IiI;[PHYSICIAN

Please rev1se your 1.
and submit final p”lnteq

plister pack labels and bartonnlabel
labeling.. To. faclllt:te,revfew of. your
‘in ‘accordance with 21 CF 31 .
_ 51de—by—51de comparlsow of ‘you
“last submission .with: all’ dlffe
explalned. Please note* o




' further review of the application prior to approval.

In addition to respéhding'to the-deficieﬁciééipféééhteﬁﬁj_;-j”i'
above, please note and acknowledge the following;comments,ip]

- prior to the approval of this applicatio

The file on this application is now closed. You are reéquired to”
take an action described under 21 CFR 314.120 which will either
amend or withdraw the application. Your amendment should: respond
to all the deficiencies listed. ‘A partial reply will not be .
considered for review, nor will the review clock be reactivated .
antil all deficiencies have been addressed. The response to this.
letter will be considered a MINOR amendment and should be so
designated in your cover letter. If you have substantial _
disagreement with our reasons for not approving this application,
you may request an opportunity for a hearing.

Sincerely YOur?, o | | |
‘%‘ AN U\\\\C‘_\‘ .;: os ' .

£or Rasmikant M. Patel, Ph.D. =~ .-
 pirector IR
Division of Chemistry I =
. Office of Generic Drugs .~ o e
Center for Drug Evaluation and Resear h.




Searle ) ™
4901 Searle Parkway
Skokie, Minois 60077

Teiephone G47 982 7000 _NEW CORRESP

Fax 847 982 4701 NG b

_ Mﬁr"’q
June 10, 1996 bﬁ['"ﬁf‘i\jco
FDA San Juan District Office JUN 12 1996

Stop 8% Fernandez Juncos Avenue

Puerta de Tierra Station L s HRE i

San Juan, PR 00906 T é

Re:  ANDA 74-538 Trivora™ 21 and 28 Tablets i
SELARLE (levonorgestrel and ethinyl estradiol tablets, USP) :

Triphasic Regimen
Dear Sir or Madam:

G. D. Searle & Co. hereby submits a field copy of the above-mentioned ANDA
amendment.

G.D. Searle & Co. certifies that this is true copy of the amendment submitted to FDA
headquarters in Rockville, Maryland.

If you have any questions concerning this submission, please do not hesitate to contact

me.
Sineegely,
N Qi A \%/( D
Doranne Frano
Regulatory Affairs

(847) 982-7691
(847) 982-8090 fax

O, &’ VE‘D

EIRTT -

™G DRUGS

cc: Office of Generic Drugs

sanjuan.jun

[ —
-




Searle 0
4901 Searle Parkway
Skokie, Hlinois 60077

Telephone 8§47 982 7000 ’ *
Fax 847 982 47071

L | NDA ORgiﬁE%Em

¥

June 10, 1996

pECEIVED

Douglas Sporn '

Director - JUN 11 1996 . 2
Office of Generic Drugs ' _ : p,l‘
Food and Drug Administration AR Ut‘«“‘:
Document Control Room #1354 GENE%{;U ﬁﬁ "Hf)}) ¥
Metro Park North I1 N

SEA RLE 7500 Standish Place C ,J\Q \o\}(’

Rockville, MD 20855-2773 L/O\.-Gv )
RE: ANDA 74-538, Trivora™ -21 and -28 Tablets .

(levonorgestrel and ethinyl estradiol tablets, USP) Triphasic Regimen

MAJOR AMENDMENT: PENDING APPLICATION

Dear Mr. Spom:

Reference is made to the ANDA cited above and to the non-approval letter dated March 23,
1995. G.D. Searle & Co. hereby amends the above-referenced ANDA. For ease of review,
the comments included in the March 23, 1995 letter are reproduced below in bold type,
followed by our responses.

A. Chemistry Deficiencies:




' Redacted | %

Page(s) of trade
secret and /or
confidential
commercial

information



- Office of Generic Drugs

Food and Drug Administration
June 10, 1996

Page 10

B. Labeling Deficiencies:

BLISTER PACK CONTAINER: 1 x 21 tablets and 1 x 28 tablets

There are two starting options to choose from when a patient begins taking an
oral contraceptive: A Day 1 (first day of the menstrual flow) or a Sunday start
(Sunday after your menstrual flow begins). Your package design, with the
stamped days of the week, allows for a Sunday start only. We believe this
package design could be confusing to the patient. The directions instruct the
patient to take the “first pill of the first pack”. However, if the patient chooses
the Day 1 option, she must choose the day of the week the menstrual flow begins
(not necessarily Sunday) and continue through the cycle not receiving all 21 or
78 tablets. We believe stickers should be available to place over the pre-printed
days or propose some other type of system that will ensure the patient receives
the tablet on the proper day and for the proper amount of days in each phase.
We refer you to the innovator’s product for guidance. '

We have provided stickers (Attachment 23) for the patient to place over the pre-
printed days to indicate the starting date of their oral contraceptive use.



Office of Generic Drugs

Food and Drug Administration
June 10, 1996

Page 11

CARTON: 6 Blisters (21 or 28 tablets) and 6 Tablet Dispensers

1. “Usual Dosage” rather than o ‘

2. Delete ¢ : R .his information appears in
the Usual Dosage statement.

3. Revise your carton content statement as follow's:

6 Blisters containing 21 (or 28) tablets each and 6 Tablet Dispensers

The carton labels have been revised to include all of the FDA comments. The
final printed carton labels are provided in Attachment 24.

" AUXILIARY LABEL: Satisfactory in draft.
INSERT:
GENERAL COMMENTS

1. The model you have used in your side-by-side comparison is not the most
currently approved innovator’s labeling. There are numerous changes
needed throughout the text of your insert. Please refer to Triphasil® -21
[Wyeth Laboratories Inc; Approved April 20, 1994; Revised September
15,1993 (professional labeling); Revised June 1, 1993, (patient Iabeling)]
for guidance.

In addition to the above changes, please note the following:

2. Revise your subsection headings so that they do not appear to
have the same prominence as the section headings.

3. Inactive ingredients, lactose - please note that there are two
USP/NF monographs for lactose. Please revise accordingly.

4, Please include the molecular weight and formula of each active

ingredient in the DESCRIPTION section.

Please revise your blister tablet container labels, carton, package insert, and
patient labeling, then prepare and submit final printed container and auxiliary

labels and carton labeling and draft professional and patient labeling. %
We have incorporated all the FDA comments into the packagé insert. This revision 1 (_PI;Q/

‘reflects the update of the Brevicon, Norinyl and Tri-Norinyl inserts approved August(

30, 1995). Container, auxiliary and carton labeling are provided in Attachments 23 ) Q\éy )

and 24. Draft professional and patient labeling are provided in Attachment 25.




Office of Generic Drugs
Food and Drug Administratio
Tune 10, 1996 :
Page 12

In addition, all labeling has been revised to reflect the transfer of this ANDA (effective
August 31, 1995) to G.D. Searle & Co. Trivora will be distributed by SCS
Pharmaceuticals, a wholly owned subsidiary.

In addition to responding to these deficiencies, please note and acknowledge the
following in your response:

1. The CGMP compliance of all the facilities listed in your application shall be
evaluated by our Office of Compliance and a satisfactory evaluation is required
prior to the approval of this application.

We acknowledge that a satisfactory evaluation of all the facilities listed in our
application is required prior to approval.

2. The acceptance of the product specifications and expiration dating period of two
years including the stability data is contingent on resolution of the issue of the
proposed dissolution specification.

As indicated in our responses to Items 6.e. and 7.c., the USP dissolution specification
for uncoated Levonorgestrel/Ethinyl Estradiol Tablets has been adopted. We believe
this resolves the issue of the proposed dissolution specification.

3. Please submit additional room temperature stability data for the executed batch
| if available.

Updated stability data through 24 months is included in Attachment 14.

If you have any questions regarding this submission, please do not hesitate to contact me.

e

Doranne Frano
Regulatory Affairs
(847) 982-7691

(847) 982-8090 (Fax)

Enc.

ciwpdocsitrivora.rsp



SEARLE

Searle

4807 Searle Parkway

Skokis, Minois 60077

Telephone 847 982 7000

Fax 847 982 4701 /

May 15, 1996 NEW CORRESR, <M /fu {qc

Douglas Sporn

Director

Office of Generic Drugs REC

Center for Drug Evaluation and Research E' / i/g
Metro Park North IT (HFD-600) i D
7500 Standish Place Ar 1 7
Rockville, MD 20855 199

Re:  ANDA 74-538 Trivora™ 21 and 28 Tablets
- (levonorgestrel and ethinyl estradiol tablets, USP)
Triphasic Regimen

Dear Mr. Sporn:

Reference is made to a telephone conference with Bill Russell, and a non-approval
letter dated March 23, 1995 regarding the above-mentioned ANDA. G.D. Searle &
Co. acquired this ANDA on August 31, 1995, following the acquisition of Syntex by
Hoffmann-La Roche. The activities requlred to respond to the March 23, 1995 FDA -
non-approval letter were initiated by Searle following the transfer of the ANDA
ownership in August of 1995 and are on-going. G.D. Searle & Co. hereby commits to
providing a response by June 10, 1996 and understands that if this commitment 1s not
met, the ANDA will be voluntarily withdrawn.

If you have any questions concerning this matter, please do not hesitate to contact me.

Sineerely,

A XA

Doranne Frano
Regulatory Affairs
(847) 982-7691
(847) 982-8090 fax

idvora.may



- SEARLE

Searle .
4901 Searle Parkway L 3
Skokie, Hllinois 60077 it S

Telephone 708 982 7000 U -
Fax 708 982 4701 BIOAVMLAM

November 30, 1995

Rabindra N. Patnaik, Ph.D.

Acting Director, Division of Bioequivalence

Office of Generic Drugs

CDER, FDA Mz CORRLSE,
Metro Park North Il /V'C/g 22
7500 Standish Place, Room 150

Rockville, MD 20855-2773

RE: ANDA 74-538, Trivora™ -21 and -28 Tablets ~ RECEIVED !
{levonorgestrel and ethinyl estradiol, USP}

‘Triphasic Regimen uet 01 1995
AMENDMENT TO PENDING APPLICATION:

R onse to Bioequivalence Comments
esp oequivalence en GENER!C BRUGS

Dear Dr. Patnaik:

In accordance with 21 CFR 314.120 and in response to your letter dated
March 27, 1995, G.D. Searle & Co. hereby amends the above-mentioned
ANDA. As requested, a copy of your letter is provided in Attachment 1.
For ease of review, your comments are reproduced below in italics,
followed by our responses.

1. The frame size of all subjects in both studies was not submitted and
is required to properly evaluate the + 10% of normal requirement
specified in the study protocol. : -

‘Response:

The frame size data were not collected on the case report forms for the
subjects in the studies. However, each subject’s body weight was
within 10% of the average weight for their age and height, as
determined by the Metropolitan Life Insurance Co. weight tables, which
requires the frame size to determine inclusion. The weight and height
information for each subject is provided in Table 1 of the study reports.
For ease of review, copies of these tables are provided in Attachment 2.

2. Assay validation information supporting the quantitation limits for
both levonorgestrel and ethiny! estradiol was not provided.



Office of Generic Drugs
CDER, FDA

November 30, 1995
Page 2

Response:

To assess the accuracy and precision of the RIA standard curves for EE,
and LNG, the recovery of EE, added at each point of the standard curve
was determined. The same procedure was also used for the standard
curves for LNG. Each RIA standard curve is prepared using 3 aliquots of
calibration standard at each of 10 concentrations for EE, and each of 9
concentrations for LNG. Standard curves are calculated by means of the
four-parameter curve fitting procedure of Rodbard and Hutt. (Rodbard
and Hutt, Statistical Analysis of Radicimmunoassays and Immunometric
{Labeled Antibody) Assays, in "Radioimmunoassays and Related
Procedures in Medicine", International Atomic Energy Agency, Vienna,
1974, 165-192).

For EE,, the amount of 1.56 pg read off the standard curve corresponds
to concentration of 5 pg/ml in a sample, and for LNG the amount of
3.13 pg (0.00313 ng) read off the standard curve corresponds to a
concentration of 12.5 pg/mt in a sample. The relationship between the
amount of EE, or LNG read off the standard curve for a sample (X) and
the concentration of EE, or LNG in a sample of plasma (Y) is shown by
the following equation:

Xipg} x 1/R x 1/F x 1/Vimi} = Y{pg/mi)

where R = Procedural recovery {approximately 50% to 60%)
F = Fraction of the final aliquot used in the RIA (1/3)
V =Volume of plasma used for analysis (2 ml)

Attachment 3 lists precision and accuracy data at the quantification
limits for EE, and LNG from the first six curves of each of the two
studies {Study 30-6106 and Study 32-6106), and Attachment 4 lists al}
the data for all curve points for the first six curves in each study. As
shown in Attachment 3, the 1.56-pg point for EE, has a %CV of 16.2%
and recovery of 95.56%, while the 3.13-pg point for LNG has a %CV of
6.08% and a recovery of 88.8%. These data support the quantification
fimits of 5 pg/ml for EE, and 12.5 pg/ml for LNG.

3. The concentration range and the results of the standard curves used
during the analysis of study samples were not provided.

Response: _
The concentration ranges and results of the standard curves, including
tabulated data and plotted data for each curve, along with control and



Office of Generic Drugs
CDER, FDA
November 30, 1995
Page 3

study sample analysis data from the first six assays for LNG and EE,
were provided in Volume 2, pages 275-381 {(“Representative Raw Data
for the Standards, Controls and Study Samples for the First Six Subjects
for Study No. 30-6106") and Volume 3, pages 571-676 ("Representative
Raw Data for the Standards, Controls, and Study Samples for the First
Six Subjects for Study No. 32-6106").

For ease of review, we have included {Attachment 4) summarized data
for the first six standard curves from each study for levonorgestrel and
ethinyl estradiol in 4 tables.

Using the individual counts for the first six sets of standards and the
resultant standard curves generated by each set, we provided the
calculated concentrations of the calibration standards, along with the
four curve parameters, A, B, Cand D (Attachment 4}. We also provided
calculated values of the mean, standard deviation, precision (%CV) and
accuracy {% recovery)} for the calibrator concentrations and the
parameters for the six representative curves. For these tables, all values
have been rounded to the indicated values before use in any further
calculation. Note that Parameter C, which describes the analyte mass at
the midpoint of the curve, provides a measure of reproducibility of the
curve from run to run.

Equation for the Four-Parameter Logistic Model

Y= _(AD) _ +D
1+(x/C¥

X is analyte mass; Y is response

Reference: Rodbard and Hutt, Statistical Analysis of Radioimmunoassays
and Immunometric (Labeled Antibody) Assays, in "Radioimmunocassays

~ and Related Procedures in Medicine”, International Atomic Energy
Agency, Vienna, 1974, 165-192.

4. The acceptance criteria for the results of standard curves and QC
samples was not provided.



Office of Generic Drugs
CDER, FDA

November 30, 1995
Page 4

Response:

Assay run acceptance is based on SOPs which stipulate that quality
control samples are prepared such that their concentrations correspond
to approximately 20%, 50%, and 80% of the maximum displacement of
the label. {For this assay the EE, concentrations in the quality controls
were ™ , -~ and the LNG concentrations were ~———
-=  Two quality control samples at each concentration are
analyzed in each run. The results from all quality control samples are
recorded and monitored. For an assay to be accepted, no more than two
quality control samples in the run and no two at a given concentration
may deviate by more than 20% from the validated mean concentration
established for the quality control.

5. In the low dose study, at 0.5 hr. of period |, there are discreparncies
in the report concerning a plasma sample that was lost during
analytical processing. Please provide a detailed explanation that
clarifies the subject involved and the circumstances.

Response: .

During the first robotic processing {11/2/93) of the samples from Subject
3, a robot processing error invalidated the run, and all samplies were
reprocessed for analysis. For Subject 3: 0.5 hr. of period 1, insufficient
sample remained for the reprocessing and analysis; therefore, the result
was reported as Quantity Not Sufficient (QNS).

We believe this response will enable you to complete your review of the
bioequivalence study. !f you have any questions regarding this
submission, please do not hesitate to contact me.

Sincerely,

/S&%MM

Donna K. Helms

Director, Regulatory Affairs
44| 708)-982-4751

(708} 982-8152 {FAX)

DKH/Ipb

c:\wpdocs\74-5382.nov
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August 31, 1995

Center for Drug Evaluation and Research

Division of Generic Drug Products

HFD-230,178-20

5600 Fishers Lane ' : - ~mpec T
Rockville, MD 20857 4 PRiest v

Subject: Transfer of Ownership of Pending ANDA No. 74-538
Trivora™ 21 and 28 day Tablets, USP Triphasic Regimen
(levonorgestrel and ethinyl estradiol tablets)

Dear Sirs:

This is to notify the United States Food and Drug Administration that pursuant to an
Agreement dated July 24, 1995, ali rights to the subject pending Abbreviated New Drug
Application No. 74-538 for levonorgestrei and ethinyl estradiol tablets have been
transferred from Syntex (U.S.A.) Inc. to G.D. Searle and Co. pursuant to 21 CFR § g
314.72, effective as of August 31, 1995. Searle will be given a complete copy of the
NDA.

The regulatory agent for this ANDA is now Daniel L. Zabrowski, Vice President Drug
Regulatory Affairs, Hoffman-La Roche Inc..

For any questions regarding this transfer, please contact Ms. Lynn Hansen, Regulatory
Affairs, Syntex (415) 852-1476 or Ms. Donna Helms, Regulatory Affairs, Searle
(708) 982-4751.

Sincerely, ) _
| WLZWW@/ L

Daniel L. Zabrowski, Ph.D.
Vice President

Drug Regulatory Affairs
Hoffman-La Roche Inc.
acting as agent for

Syntex {U.S.A) Inc.

cc: Ms. C. Nuechterlein  Syntex (U.S.A.) Inc. | REG E‘VEﬁ :

Ms. C. Zammuto -G.D. Searie and Co.
oct 10 9%

GENERIC DRUGS



| BNDA 74-538

Donna-i.uﬁelﬁs . r-'”“_ : R
-ie Parkway s 'r:;r?NQY_]:ZJggs?”’"
I1 60077 S

"‘eDearrﬁadam'

"We acknowledge recelpt of your communlcatlon dated

September 18, 1995, submitted as regquired by the provisions of

_Regulation 21 CFR 314.72(a) and Section 505(k) of the Federal

Food, Drug and Cosmetic Act for Levonorgestrel and Ethinyl

ﬁEstradlol ‘Tablets USP, 21 Day: 0.05 mg/0.03 mg; 0.075 mg/0.04 mg;
- .and 0.125 mg/0.03 mg and 28 Day: 0.05 mg/0.03 mg; 0.075 mg/0.04
'{'mg, 0.125 mg/o 03 mg; and placebo.

i Your letter detalls ‘the transfer of ownership of the ANDA from

gSyntex (F.P, ), Inc. to G.D. Searle and Co.

rﬁappllcatlon._*

'ursuant7to 21 CFR 314 72(b), the new owner shall advise FDA
‘ - 'y¢Change in’the conditiong of the approved application.
he: mater1a1 submitted is belng retained as part of your -

"“*_Slncerely yours,' _ '
[%I Whp|as
”iJerry Phllllps R
Actlng Director ‘
“Division of Labeling and Program Support

'jfofflce of ‘Generic Drugs.
frCenter for Drug Evaluatlon and Research

fDUP/Jaéketﬂﬁ]
;DlVlslon?F le
“Field- Copy. .

'HFD- 600/Read1ng Flle
‘HFD-82" SRR ]
HFD- 613/Labe11ng . \ /r J o
Endorsement'**‘HFD—615{PR1ckman, Act? "\\ Jk -—~date
e T U pEple15/WRussell, CSf (G-t idate '

"rd;HFD—slo/CHoppes, Actg Chy\gr, LRB
WP file\x: \new\flrmsnz\searle\ltrs&rev\74538 .£
_F/T hrw 11-14-95 , . “

'3.Transfer of Ownershlpt



Searle

4901 Searfe Parkway
Skokie, liinois 60077
Telephone 708 982 7000
Fax 708 882 4701

September 18, 1995 | ""ﬁ_l@“ﬁi
W

Center for Drug Evaluation and Research

Division of Metabolism and Endocrine Drug Products
HFD-510

5600 Fishers Lane

Rockville, MD 20857

RE: Acceptance of Ownership
ANDA No. 74-538
SEARLE Trivora™ 21 and 28 day Tablets, USP Triphasic Regime!
(levonorgestrel and ethinyl estradiol tablets)

Dear Sirs:

The purpose of this communication is to notify the United States Food and
Drug Administration that pursuant to 21 CFR § 314.72, G.D. Searle & Co.
hereby accepts responsibility and ownership of the above mentioned
Abbreviated New Drug Application, effective August 31, 1995. Enclosed is a
signed FDA Form 356H and a copy of the letter reflecting transfer of
ownership from Syntex (F.P.) Inc. to Searle.

o Searle will comply with all commitments, agreements, promises and conditions
: made by Syntex {F.P.) inc. and contained in this application. Searle will have a
complete copy of the ANDA, including supplements and records that are
required to be kept under 21 CFR § 314.80 and 21 CFR § 314.81. Revised
labeling will be submitted separately to reflect the change in ownership. All
changes to this ANDA will be made in accordance with 21 CFR § 314.70.

If you have any questions concerning this matter, please do not hesitate to
contact me.

Sincerely,

MW

Donna K. Helms

Director, Regulatory Affairs - RECE‘VED '

S (708) 982-4751
L (708) 982-8152 FAX

P

lip SyntexX\ANDA 74-538




SYNTEX (F.P.) INC. - (805) 6520908
HC 01 BOX 16625

BO. MARIANA ROAD 909 KM. 1.1

HUMAGCAO, PUERTO RICO 00661-9731

* NEW CORRESP

August 31, 1995

/ Center for Drug Evaluation and Research
: Division of Generic Drug Products
HFD-230,17B-20
5600 Fishers Lane
Rockville, MD 20857

Subject: Transfer of Ownership of Pending ANDA No. 74-538
Trivora™ 21 and 28 day Tablets, USP Triphasic Regimen

(levonorgestrel and ethinyl estradiol tablets)
Dear Sirs:

This is to notify the United States Food and Drug Administration that pursuant to an
Agreement dated July 24, 1995, all rights to the subject pending Abbreviated New Drug
Application No. 74-538 for levonorgestret and ethinyl estradiol tablets have been
transferred from Syntex (F.P.) inc. to G.D. Searie and Co. pursuantto 21 CFR §
314.72, effective as of August 31, 1995. Searle will be given a complete copy of the
NDA.

For any questions regarding this transfer, please contact Ms. Lynn Hansen, Regulatory
Affairs, Syntex (415) 852-1476 or Ms. Donna Helms, Regulatory Affairs, Searle
(708) 982-4751.

Sincerely,

Nl Sghnaost /I~

Dan L. Zabrowski, Ph.D.
Vice President

Drug Regulatory Affairs
Hoffman-La Roche Inc.
acting as agent for
Syntex (F.P.) Inc. .

cc:  Ms. C. Nuechterein Syntex (U.S.A.) Inc.
Ms. C. Zammuto G.D. Searle and Co.




- SYNTEX (U.5.A.) INC.

3407 HILLVIEW AVENUE, P.O. BOX 10850

PALO ALTO, CALIFORNIA 84303
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(415) 855-5050
TELEX 4997273 SYNTEX PLA

N NEW CORRESP

Mr. Douglas L. Sporn '

Acting Director, Office of Generic Drugs
CDER, FDA

Document Control Room

Metro Park North II

7500 Standish Place, Room 150
Rockville, MD 20855-2773

Re: Notice of Intent to File an Amendment

ANDA 74-538 Trivora™ -21 and -28 Tablets
Levonorgestrol and Ethinyl Estradiol Tablets, USP Triphasic Regimen

Dear Mr. Spom:

March 28, 1995

We acknowledge receipt of the non-approval letter issued by Dr. Rashmikant Patel dated March
23, 1995 regarding the subject ANDA. In accordance with 21 CFR § 314.120 (a), we wish to

notify you of our intent to amend this ANDA.

If you have any questions, you may contact Ms. Katy Morton at (415) 354-2287 or myself at

(415) 354-2286.

Sincerely,

Tracy Lin
Program Manager
Regulatory Agent for

Syntex (F.P.) Inc.



Levonorgestrel and Ethinyl Estradiol Tablets USP
ANDA 74-538

MAR 27 1995

-

Syntex (F.P.) Inc.

Attention: Katy Morton

3401 Hillview Avenue M/S S1i-200
Palo Alto, CA 94304

Dear Ms., Morton

Reference is made to the Biocequivalence studies submitted August
19, 1994, for Levonorgestrel and Ethinyl Estradiol Tablets USP.

The Office of Generic Drugs has reviewed the referenced material
and determined that the biocequivalence studies comparing the test
product, Levonorgestrel and Ethinyl Estradiol Tablets USP, lots
1816-007~12055 and 3816-007-12057, manufactured by Syntex, with
the reference listed drug Triphasil®, lots 3816-007-12058 and
3816-007-12060, manufactured by Wyeth-Ayerst are incomplete for
the following reasons:

1. The frame size of all subjects in both studies was not
submitted and is required to properly evaluate the #10% of
normal requirement specified in the study protocol.

2. Assay validation information supporting the guantitation
l1imits for both levonorgestrel and ethinyl estradiol were
not provided.

3. The concentration range and the results of the standard
curves used during the analysis of study samples, was not
provided.

4. The acceptance criteria for the results of standard curves

and QC samples was not provided.

5. In the low dose study, at 0.5 hr, of period I, there are
discrepancies in the report, concerning a plasma sample that
was lost during analytical processing. Please provide a
detail explanation that clarifies the subject involved and
the circumstances.

The in vivo biocequivalence study waiver request for the mid dose
tablet can not be considered until the results' of bioequivalence
studies on both the low and high dose tablets are found
acceptable. ‘ :



An action described under 21 CFR 314.96 which will amend this
application is required, if you have any questions, please call
Jason A. Gross, Pharm.D., at (301) 594-2290.

In future correspondence regarding this issue, please include a
copy of this letter.

Sincerely yours,

Rabindra N. Jatnaik, Ph.D.

Acting Director

Division of Bioequivalence

Office of Generic Drugs

Center for Drug Evaluation
and Research

PPEARS THIS WAY
) ON ORIGINAL
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PO

-0 syntex (F.P.) - Inc. g
~Attention: Katy Morton - MAR 2 3 1095
.. 3401 Hillview Ave, M/S §1-200 -
" Palo Alto, CA 94304 - - o

Dear Madam:

This is in reference to your abbreviated new drug application
dated August 19, 1994, and accepted for filing on October 11,
1994, submitted pursuant to Section 505(3j) of the Federal Food,

-~ Drug, and Cosmetic Act, for Levonorgestrel and Ethinyl Estradiol
Tablets USP, 21 day: 0.05 mg/0.03 mg; 0.075 mg/0.04 mg; and 0.125
mg/0.03 mg and 28 day: 0.05 mg/0.03 mg; 0.075 mg/0.04 mg; 0.125
mg/0.03 mg; placebo.

Reference is also made to your amendments dated September 27 and
October 7, 1994.

The Epplication is deficient and, therefore, not approvable under
Section 505 of the Act for the following reasons:

"A. ' Chemistry Deficiencies:

1

"o




Redacted 2

Page(s) of trade
secret and /or
confidential
‘commercial

information
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B. Labeling Deficiencies:

BLISTER PACK CONTAINER: 1 X 21 tablets and 1 x 28 tablets

There are two starting options to choose from when a
patient begins taking an oral contraceptive: A Day 1
(first day of the menstrual flow) or a Sunday start
(sunday after your menstrual flow begins). Your
package design, with the stamped days of the week,
allows for a Sunday start only. We believe this
package design could be confusing to the patient. The
directions instruct the patient to take the "first pill
of the first pack". However, if the patient chooses
the Day 1 option, she must choose the day of the week ;- (!
the menstrual flow begins (not necessarily Sunday) an
continue through the cycle not receiving all 21 or 28
tablets. We believe stickers should be available to
place over the pre-printed days or propose sonme other
type of system that will ensure the patient receives
the tablet on the proper day and for the proper amount
of days in each phase. We refer you to the innovator's

product for guidance.



CARTON: 6 Blisters (21 or 28 tablets) and 6 Tablet

. Dispensers
1. "Usual Dosage" rather than " ~—————
2. Delete "~ ' ' ' _ This

information appears in the Usual Dosage statement.
3. Revise your carton contents statement as follows:

6 Blisters containing 21 (or 28) tablets each and
6 Tablet Dispensers

AUXILIARY LABEL: Satisfactory in draft.
INSERT:
GENERAL COMMENTS

1. The model you have used in your side-by-side
comparison is not the most currently approved
innovator's labeling. There are numerous changes
needed throughout the text of your insert. Please
refer to Triphasil®-21 [Wyeth Laboratories Inc;
Approved April 20, 1994; Revised September 15,
1993 (professional labeling); Revised June 1,
1993, (patient labeling)] for guidance.

In addition, to the above changes please note the
following:

2. Revise your subsection headings so that they do
not appear to have the same prominence as the
section headings.

3. Tnactive ingredients, lactose - Please note that
there are two USP/NF monographs for lactose.
Please revise accordingly.

4. Please include the molecular weight and formula of
each active ingredient in the DESCRIPTION section.

" Please revise your blister tablet container labels, carton,
package insert, and patient labeling, then prepare and subnit
final printed container and auxiliary labels and carton labeling

and draft professional and patient labeling.

In addition to responding to these deficiencies, please note and
acknowledge the following in your response:

1. The CGMP compliance of all the facilities listed in your
application shall be evaluated by our Office of Compliance
and a satisfactory evaluation is required prior to the
approval of this application.



2. The acceptance of the product specifications and expiration
dating period of two years including the stability data is
contingent on resolution of the issue of the proposed
dissolution specification. '

3. Please submit additional room temperature stability data for
the executed batch if available.

The file on this application is now closed. You are required to
take an action described under 21 CFR 314.120 which will either
amend or withdraw the application. Your amendment should respond
" to all the deficiencies listed. A partial reply will not be
considered for review, nor will the review clock be reactivated
until all deficiencies have been addressed. The response to this
jetter will be considered a MAJOR amendment and should be so
designated in your cover letter. You will be notified in a
separate letter of any deficiencies identified in the
bioequivalence portion of your application. If you have
substantial disagreement with our reasons for not approving this
application, you may request an opportunity for a hearing.

Sincerely yours,
sl a7mor

Rashnikant M. Patel, Ph.D.

Director

Division of Chemistry I

office of Generic Drugs

Center for Drug Evaluation and Research

cc: ANDA 74-538
DUP File
Division File
Field Copy
HFD-600/Reading File

Endorsement: Lo e i . 3lzllq T /‘g’ P

HFD-625/M.Shaikh/1-4-95 s _ o
HFD-613/A.Vezza/3-14-95 (' %j;//b/‘if , M.lg
HFD-625/M. Smela/1~6-95 ’ ) [er 3
HFD-617/D.Konigstein/CS0/1-11-95, 3-14~95 .~

X: \WPFILE\CARLOS\SHAIKH\74538LTR. 1 )
F/T by dvw/3-15-95 | 7%! .

NOT APPROVABLE - MAJOR



' ANDA 74-538

T 0CT 25 o

Attention: Katy Morton

n;;3401'HillviewiAvenue;_M/S.517200
" palo Alto, CA 94304 .~ -

Dear Madam:

“We acknowledge the receipt of your abbreviated new drug

application submitted pursuant to Section 505(j) of the Federal
Food, Drug and Cosmetic Act.

Reference is elso made to our "Refuse to File" letter dated

‘September 12, 1994, and your amendment dated October 7, 1994.

NAME OF DRUG: Levonorgestrel and Ethinyl Estradiol Tablets USP,
21 day: ©0.05 mg/0.03 mg; 0.075 mg/0.04 mg; and
0.125 mg/0.03 Mg
28 day: ©0.05 mg/0.03 mg; 0.075 mg/0.04 mg; 0.125
"mg/0.03 mg; and placebo

" DATE OF APPLICATION:  Rugust 19, 1994

DATE OF. RECEIPT: August 25, 1994

" DATE ACCEPTABLE FOR FILING: October 11, 1994

We will'cerrespond with you further after we have had the
opportunity to review the application.

We remind'you of your responsibility to submit a properly signed

_and'executed-356(h)'form with each submission. We refer you to
-21.CFR‘314,50(a) for further guidance.

_-;Please_identify'any_communications,concerning this application
{_With;the'ANDA:number shown above.



Should you have questlons concernlng thls appllcatlon, contact°

Dav1d Konlgsteln _
-Consumery Safety Offlcer

'“l'(301) 594-0370"

'":?lslncerely you 7

pl

,»_ééraon R." Johnston
“Acting Director
- Division of Labellng and Program Support
- Office of Generic Drugs
Center for Drug Evaluatlon and Research

ANDA74 -538
Eolo} DUP/Jacket
-~ Division. F11e'
Field Copy -
HFD- 600/Read1ng Flle

HFD-82 - _ .

e HFD-615/MBennett : nifs?

L Endorsement. HFD-615/PRickman, Acting Chie : /L date
- HFD-615/KRoberts, CSO date’

. .HFD-625/MSmela, Sup. Chem.

ate
_'7"'?“;1;-1-}‘111& ?o\iikgide\nsw .ack /3 ‘/5 \ﬁq* /S / ',;\ '

'ANDA Acknowledgement Letter!

it
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SYNTEX DEVELOPMENT RESEARCH 3@/ {415) 855-5050
DIVISION OF SYNTEX (U.S.A.} INC. . 5Lk 0 R ' G | N A L .
3401 HILLVIEW AVENUE, P.O. BOX 10850 ga
PALO ALTO, CALIFORNIA 84303
e : '
(S| SYNTEX P

HUMAN PHARMACEUTICAL REGULATORY AFFAIRS

Mr. Gordon R. Johnston - October 7, 1994
Acting Director, Division of Labeling and Program Support
Office of Generic Drugs W \\(\, e

CDER, Food and Drug Administration : )

Metro Park North II | ARENDMENT
7500 Standish Place, Room 150

Rockville, MD 20855-2773

Re: AMENDMENT
ANDA 74-538 Levonorgestre!l and Ethinyl Estradiol Tablets, USP, Triphasic Regimen

Dear Mr.. Johnston,

Thank you for taking the time today to discuss with Dan Zabrowski and myself our concerns
regarding your September 12,1994 refusal to file letter. Although we are still not in agreement
with the action taken on this ANDA, in the interest of avoiding further delays in filing this ANDA,
we hereby amend the subject application to include the requested information. For ease of review,
FDA’s comments are reproduced below, followed by our response.

FDA Comment: You have failed to provide a letter of authorization from Syntex (U.S.A) Inc.
granting the Agency permission to reference the drug master file for ethinyl estradiol in support of
your application.

Response: A letter of authorization from Syntex Corporation, the holder of ethinyl estradiol
DMF, granting FDA permission to reference DMF # = in support of the subject Syntex (F.P)
Inc. ANDA is provided in Attachment 1. :

FDA Comment: You are required to submit a certified copy of the technical section of the
application to the FDA district office at the time of submission. In addition, you must include a
certification in the archival copy of the application that the field copy is a “true” copy of the
technical sections of the application. Refer to Sections 314.94 (d)(5) and 314.440 of the Final
Rule, published in the Federal Register, September 8, 1993, pages 47351 and 47352. Please
provide a revised third (field) copy certification.

Response: As requested, a revised Third Copy Certification pursuant to 21 CFR §314.94 (d)(5)
is provided in Attachment 2. Also provided is a copy of the cover letter which accompanied the
third copy sent to the district office. :

We believe this ANDA is acceptable for filing. If you have any questions, you may contact Ms.
Tracy Lin at (415) 354-2286 or myself at (415) 354-2287.

Sincerely,

T Katy Morton, Senior Manager ac- I :
o Regulatory Agent for Syntex (FP.)Inc.*” '

R [N 3,
é g Ty Lol
T A P S




i ENDA 74-538

LFSYntex Research S

‘Attentlon' Katy Morton : . :
v - Agent For:. Syntex. (F. P. ) Inc.%: S

3401 Hillview Avernue, M/S -Sl- 200 LT Tl SEP

E_EalorAlto, Callfornla 94304

I 2 10‘34

' Dear Madam:
Please refer to your abbrev1ated new drug appllcatlon (ANDA)
dated August 19, 1994, submitted under Section 505(j) of the
Federal Food, Drug and Cosmetic Act for Levonorgestrel and
Ethinyl Estrad101 Tablets USP, 21 day: 0.05 mg/0.03 mg; 0.075

-.mg/o 04 mg; and 0. 125 mg/0.03 mg and 28 day: 0.05 mg/0.03 mg;
0.075 mg/O 04 mg, 0.125 mg/o 03 mg; ‘and placebo

We have glven your appllcatlon a prellmlnary rev1ew ‘and we find
S that it is not sufflclently complete to merlt a crltlcal
SR technlcal rev1ew. . : L . , .

.:_,ujWe are: refu51ng to file thlS ANDA under 21 CFR 314. 101(d)(3) for
j~;gthe follow1ng reasons-; ST R S

‘_You have falled to prov1de a 1etter of authorlzatlon from
Syntex (U.S,A:) Inc.’ grantlng the Agency perm1551on to.

' reference: the drug master file for ethlnyl estrad101 in
-support of your appllcatlon._ ‘ - :

EYou are requlred to submlt a certlfled copy of the techn1ca1
 section of. the appllcatlon to the FDA district office at the
" time of subm1551on. In addition, you must dinclude:a ’
'_,certlflcatlon 4n the/archival copy. of. ‘the appllcatlon that
jo e o e, L thes field- copy is -a "true" copy of: the: technlcal sections of
R R fthe appllcatlon.l Refér to Sections 314. 94(d) (5) and 314.440
.0+ .7 . 'of the Final Rule, publlshed in the Federal Register,
.j5September 8, -1993, pages 47351 and -47352. - Please prov1de a
'_revlsed thlrd {fleld) copy certlflcatlon.__ ' -

;ﬁ?Thus,’lt Wlll not be flled as an abbrev1ated new. drug appllcatlon_
:=w1th1n the meanlng of Sectlon 505(3) of the Act._,‘. : : S

-a-fftW1thin 30 days of the date of thlS 1etter you may amend your
“rkappllcatlon to 1nc1ude the above:- information or request in .

-uwrguwrltlnq an. 1nforma1 ‘conference about our refusal to file the.
:'n;appllcatlon.' To file this appllcatlon over FDA's protest you
ff.fmust avall yourself of thls 1nforma1 conference

i




- ANDA#74-538.ref
Ceer DUP/Jacket

:“If after the 1nforma1 conference, you st111 do’ not agree with our

concluslon, you may"’ make a .written request to file the

_.,appllcatlon over protest, as authorized by 21 CFR 314. 101(c). If
[fgyou do - so, the appllcatlon shall be filed over protest under 21
i CFR: 314 101(b) The filing date will be 60 days after the. date.
oo you requested the: 1nformal conference. If you have any questlons
' ”-]please call‘ R P .

.sQthyatl Roberts o
~¢j,,fConsumer Safety Offlcer .
“ﬁqg(301) 594 -0315 - - ‘

'Slnc ly yours,

-f}' , r_;,_ o - | 5 QA}L'? ;
e _Gordon R. r@'\ston o / V
S V_Actlng Di or T

"Division of Labellng and Program Support
‘0ffice of Generic Drugs
- Center for Drug Evaluation and Research

: D1v151on Flle
"‘HFD -82 .
Fleld Copy.-

lﬂ:,?_{5 HFD- 600/Read1ng F11e : ';-ﬂ- _ ﬁ§'- o
R HFD—GlS/MBennett TR ‘ [,/7.{1
Endorsement'~ HFD~ 615/PRlckman, Actlng Ff ate
. R S ST, ’HED:G&SfePartse—weso “_Egi____dﬁte
'-*‘f"';',-'f-*f;HFnﬂsls/KRoberts, €SO af7d ﬁ;lﬂ,
. ' HFD-625/MSmela, Chem Branch, 7 [:2 suaLe :
© WP-File B:\rtfanda\74538.rer ¥ o ?l?t?{

"ﬂ“F/T File hrw 8-30-94
ANDA - Refuse to F11e'-




SYNTEX DEVELOPMENT RESEARCH {A
DIVISION OF SYNTEX (U.S.A.} INC.
3401 HILLVIEW AVENUE, P.O. BOX 10850
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Acting Director, Office of Generic Drugs
CDER, FDA

Document Control Room -

Metro Park North II

7500 Standish Place, Room 150
Rockville, MD 20855-2773

Subject: New ANDA for Trivora™ - 21 and - 28 Tablets _
(Levonorgestrel and Ethinyl Estradiol Tablets, USP) Triphasic Regimen

Dear Mr. Sporn,

On behalf of Syntex (F.P.) Inc. and under the provisions of Section 505(j) of the Federal Food, Drug,
and Cosmetic Act, and Section 314.55 of the Code of Federal Regulations, Title 21, we are submitting
an Abbreviated New Drug Application for Trivora™ - 21 and - 28 Tablets (Levonorgestrel and Ethinyl
Estradiol Tablets, USP) Triphasic Regimen. These oral contraceptive products consist of a triphasic
regimen of three active tablets (Phase 1 - 0.05/0.03 mg, Phase 2 - 0.075/0.04 mg, and Phase 3 -
0.125/0.03 mg levonorgestrel and ethinyl estradiol, respectively) with and without placebo tablets.

The listed drugs, Triphasil® - 21 and 28 Tablets (Levonorgesirel and Ethinyl Estradiol Tablets, USP)
Triphasic Regimen, are the subjects of Wyeth Ayerst” approved NDAs 19-192 and 19-190,
respectively. Our decision to file both the 21 and 28 day presentations in a single ANDA was discussed
with Mr. Harvey Greenberg at the Regulatory Support Branch of the OGD on August 15, 1994 and
found acceptable. : ’

The patent for Triphasil® - 21 and 28 Tablets has expired (May 18, 1993) and there is no unexpired
exclusivity covering Triphasil tablets.

This ANDA meets the criteria for an ANDA in that the condition of use, active ingredients, route of
administration, dosage form, and strength are identical to those of the listed drug.

The labeling for Trivora tablets is consistent with the innovator’s labeling but is modeled after Syntex’
OC class labeling and is identical to our recently approved Levora (Levonorgesirel and Ethinyl Estradiol
Tablets) labeling except for the Description, Dosage and Administration and How Supplied sections.
This labeling has inciuded all FDA’s recent requirements with respect to (1) new simplified instruction
for the “How To Take the Pili” (HTTTP) section (“FDA PPI Instructions for OC Use” guideline,
revised March 18, 1992), (2) warnings about HIV infection and other sexually transmitted diseases
(FDA 4/8/93 letter), (3) delayed physical examination (FDA 6/29/93 letter).

Bioequivalence studies which demonstrate the bioequivalence between Syntex (F.P.) Inc.’s Trivora
tablets and Wyeth’s Triphasil tablets (Phase 1 and Phase 3) are provided in Section VL. The
bioequivalence study protocols were discussed with Dr. Dighe, Dr. Nerurkar and Dr. Adams on
September 4, 1992 and were found acceptable. A Letter of Understanding sﬁmﬁ% ion
was submitted on September 15, 1992 (provided in Section VIL.1). Pursuant to 0.22(d)(2),
a waiver for the bioeguivalence study for Phase 2 tablets is requested based on In Vitro dissolution data
and evidence showing that all tablets are proportionally similar in their active and umgvcgu&iﬁﬂnts
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This ANDA contains 7 volumes. The organization of this ANDA follows the Table of Contents
provided in the OGD Policy and Procedure Guide #30-91. The signed Regulatory Agent Authorization
Letter, Certification Statement, Conviction Information and Third Copy Certification are also provided.

By copy of this letter, we would like to request comments from Mr. Jerry Phillips regarding the
acceptability of the Trivora trade name. If you have any questions during your review if this ANDA,
we would be pleased to respond by telephone, written communications, or in person. Please contact -
Ms. Tracy Lin at (415) 354-2286 or myself at (415) 354-2287.

Sincerely,

y{@? 7?7;:-27;__.

Katy Morton, Senior Manager
Regulatory Agent for Syntex (F.P.) Inc.

CC by Fax: Mr. Jerry Phillips




