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ANDA 75-804
SEP 25 2002

Barr Laboratories, Inc.
Attention: Nicholas C. Tantillo
2 Quaker Road

P.0O. Box 2900

Pomona, NY 109870

Dear Sir:

This is in reference to your abbreviated new drug application
(ANDA) dated February 16, 2000, submitted pursuant to Section
505(j) of the Federal Food, Drug, and Cosmetic Act (Act), for
Sprintec™-28 Tablets (Norgestimate and Ethinyl Estradiol
Tablets, 0.25 mg/0.035 mg, respectively), packaged in a 28-day
cycle regimen.

Reference is also made to your amendments dated April 10, May 2,
and November 28, 2000; February 1, April 20, and October 12, '
2001; and July 9, September 4, September 5, and September 10,
2002. :

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 Bioequivalence has
determined your Sprintec™-28 Tablets to be biocequivalent and,
therefore, therapeutically equivalent to the listed drug (Ortho-
Cyclen®—28 Tablets, of RW Johnson Pharmaceutical Research
Institute). Your dissolution testing should be incorporated
into the stability and quality control program using the same
method proposed in your application.

Under Section 506A of the Act, 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 and 314.98. 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 that 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-40). Please do not use Form FDA 2253
(Transmittal of Advertisements and Promotional Labeling for
Drugs for Human Use) for this initial submission.

We call your attention to 21 CFR 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-40) with a completed Form
FDA 2253 at the time of their initial use.

Sincerely yours,

Gary Buehler ‘/

Director %{L§ S

Office of Generic Drugs

Center for Drug Evaluation and Research
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Sprintec™
(norgestimate and
ethinyl estradiol tablets)
P

7 SAMPLE

Revised SEPTEMBER 2002
31090160102

APPROVED

Rx only
Patients should be counseled that this product does not protect against HIV infection {AIDS) and other sexuaily transmitted diseases.

DESCRIPTION:
Sprintec™ Tablets are a
compound ethinyl estradiol.
Each blue tablet contains 0.250 mg of the p (18, 19-Dinor-17-pregn-4-en-20-yn-3-one,17-(acety-
loxy)-13-gthyl-, oxime, {17a)-{+)-) and 0.035 mg of the estrogenic compound, ethinyl estradiol (19-nor-17c-pregna, 1,3,5(10)-trien-20-

and the

oral the pl

yne-3, 17-diol), and the inactive ingredients include anhydrous lactose, FD&C blue no. 2 fake, lactose magne-
sium stearate, and pregelatinized starch.
Each white tablet contains only inert ing| as follows: anhy lactose, hydroxypropy stearate,

and microcrystalline celluose.
The structural formula is as follows:

CHy
| ocoCH,

2208,

-C=CH

HON Norgestimate
CLINICAL PHARMACOLOGY:
Oral Contraception:
Combination oral actby Although the primary mechanism of this action is inhibition of ovu-

pression of g p
lation, other alterations include changes in the cervical mucus (which increase the difficulty of sperm entry into the uterus) and the
endometrium (which reduce the likelihood of implantation).
Receptor binding studies, as well as studies in animals and humans, have shown that norgestimate and 17-deacetyl norgestimate, the
major serum metabolite, combine high progestational activity with minimal intrinsic icity90-93 { i ination with

3Among couples to avoid p the who continue to use a method for one year.

4The percents becoming pregnant in columns (2) and (3) are based on data from populations where contraception is not used
and from women who cease using contraception in order to become pregnant. Among such populations, about 89% become
pregnant within one year. This estimate was lowered slightly (to 85%) to represent the percent who would become pregnant with-
in one year among women now relying on ible methods of ion if they i

SFgams, creams, gels, vaginal suppositories, and vaginal fitm.
SCervical mucus (ovulation) method supplemented by calendar in the pr
latory phases.

7With spermicidal cream or jelly.

Sithout spermicides.

In clinical trials with riorgestimate and ethinyl estradiol, 1,651 subjects completed 24,272 cycles and a total of 18 pregnancies

were reported. This represents an overall use-efficacy (typical user efficacy) pregnancy rate of 0.96 per 100 women-years. This
rate includes patients who did not take the drug correctly.

fatory and basal body in the post-ovu-

GONTRAINDICATIONS:

Oral contraceptives should not be used in women who currently have the following conditions:
o Tl itis or ic disord

« A past history of deep vein itis or d

» Cerebral vascular or coronary artery disease.

« Known or suspected carcinoma of the breast.

« Carcinoma of the endometrium or other known or
« Undiagnosed abnormal genital bleeding.

« Cholestatic jaundice of pregnancy or jaundice with prior pill use.
» Hepatic adenomas or carcinomas.

« Known or suspected pregnancy.

WARNINGS:

Cigarette smoking increases the risk of serious cardiovascular side effects from oral ive use. This risk i with age
and with heavy smoking (15 or more cigarettes per day) and is quite marked in women over 35 years of age. Women who use oral
ives should be strongly advised not to smoke.

The use of oral ives is with i risks of several serious conditions including myocardial infarction, throm-
ism, stroke, hepatic and disease, aithough the risk of serious morbidity or mortality is very small in healthy
women without underlying risk factars. The risk of morbidity and mortality increases significantly in the presence of other underlying risk
factors such as hypertension, hyperlipidemias, obesity and diabetes.
Practii pl ibing oral ives should be familiar with the following information refating to these risks.
The information contained in this package insert is principally based on studies carried out in patients who used oral contraceptives with
higher i than those in common use taday. The effect of long-term use of the oral contracep-
tives with lower and p remains to be determined.
hl this labeling, studies reported are of two types: retrospective or case control studies and prospective or
cohort studies. Case control studies provide a measure of the relative risk of a disease, namely, a ratio of the incidence of a disease among
oral contraceptive users to that among nonusers. The relative risk does not provide information on the actual clinical occurrence of a dis-
ase. Cohort studies provide a measure of attributable risk, which is the difference in the incidence of disease between oral contraceptive
'1sers and nonusers. The attributable risk does provide information about the actual occurrence of a disease in the population (adapted
from refs. 2 and 3 with the author's ission). For further i ion, the reader is referred to a text on epidemiological methods.
1. Thromboembolic Disorders and Other Vascular Problems:
a. My i jon: An i risk of jal infarction has been attribuled to oral contraceptive use. This risk is primarily in
smokers or women with other underlying risk factors for coronary artery disease such as hypertension, hypercholesterolemia, morbid
obesity, and diabetes. The refative risk of heart attack for current oral contraceptive users has been estimated to be two to six 410 The risk
is very low under the age of 30.
Smoking in combination wilh oral contraceptive use has been shown to ially to the i of i i
i women in their mid-thisties or older with smoking accounting for the majority of excess cases.!! Mortality rates associated with circu-
latory disease have been shown to increase substantially in smokers, especially in those 35 years of age and older among women who

use oral contraceptives. CIRCULATORY DISEASE MORTALITY RATES PER 100,000
WOMAN-YEARS BY AGE, SMOKING STATUS
AND ORAL CONTRACEPTIVE USE
EVER-USERS (NON-SMOKERS) ] CONTROLS {NON-SMOKERS)
- EVEH-USEHS (SMOKERS) ENICONTROLS (SMOKERS)

d est
estrogen:

nd p
of both es

200

£

(NO. OF DEATHS/100,000 WOMAN — YT 4R

MORTALITY RATE

1524 2534 3544

AGE 4

0

TABLE II. {Adapied from PM. Layde and V. Beral, ref. #12.}
Qral may the effects of well-k risk factors, such as diabetes, hy age and obe-
sity.13 In particular, some progestogens are known to decrease HOL cholesterol and cause glucose intolerance, while estrogens may cre-
ale a state of hyperinsulinism. 14-18

Oral contraceptives have been shown 10 increase blood pressure amang users (see Section 9 in WARNINGS). Similar effects on risk fac-
tors have been associated with an increased risk of heart disease. Oral contraceptives must be used with caution in women with car-
diovascular disease risk factors.

in

ethinyl estradiol, does not counteract the estrogen-induced increases in sex hormene binding globulin (SHBG), resulting in lower serum
testosterong 90.91.84

Acne:

Acne is a skin condition with a multifactorial etiology. The combination of ethinyl estradiol and norgestimate may increase sex hormong
binding globulin {SHBG) and decrease free testosterane resulting in a decrease in the severity of facial acne on otherwise healthy women
with this skia condition. N

Norgestimate and ethinyl estradiol are well absorbed following oral administration of Sprmtec. On the average, peak serum concen-
trations of norgestimate and ethinyl estradiol are observed within two hours (0.5-2.0 hr for norgestimate and 0.75-3.0 hr for ethinyl estra-
diol) after administration foilowed by a rapid decling due to distribution and elimination. Although i serum ions fol-
lowing single or multiple dosing were generally below assay detection within 5 hours, a major norgestimate serum metabolite, 17-deacetyl
norgestimate, {which exhibits a serum halt-[ife ranging from 12 to 30 hours) appears rapidly in serum with concentrations greatly exceed-
ing that of i T ite i i active and the pharmacologic profile is similar to that of

he 17- metabolite is
norgestimate. The elimination half-life of ethinyl estradiol ranged from approximately 6 to 14 hours.
ized and elimi

has minimal genic activity (see CLINICAL PHARMACOLOGY), and thefe is some evidence that the risk of myocardial
i i i with oral ives is lower when the p has minimal genic activity than when the activity is
greaters7.
b T Ani risk of ic and ic disease with the use of oral contraceptives is well

established. Case control studies have found the relative risk of users compared to nonusers to be 3 for the first episode of superficial
venous thrombosis, 4 to 11 for degp vein thrombosis or pulmonary embalism, and 1.5 to 6 for women with predisposing conditions for
venous thromboembolic disease.2/19-24 Cohort studies have shown the relative risk to be somewnhat lower, about 3 for new cases and
about 4.5 for new cases requiring jtalization. 2 The risk of bolic disease iated with oral ives is not relat-
ed to length of use and disappears after pill use is stopped.2

A two- to four-fold increase in relative risk of post-operati i has been reported with the use of oral con-
traceptives.9 The relative risk of venous thrombosis in women who have predisposing conditions s twice that of women wilhout such
medical conditions.26 If feasible, oral ives should be di i at least four weeks prior to and for two weeks after elective
surgery of a type associated with an increase in risk of thromboembolism and during and following profonged immobilization. Since the

Both norgestimate and ethinyl estradiol are i by renal and fecal path Following i
of 14C-norgestimate, 47% (45-49%) and 37% (16-49%) of the ini ioactivi imi in the urine and feces, respec-
tively. Unchanged norgestimate was not detected in the urine. In addition to 17-deacetyl anumber of ites of norges-

timate have been identified in human urine following of These include 18, 19-Dinor-17-pregn-
4-gn-20-yn-3-one, 17-hyd[oxy-13-ethyl,(17u)-(-):1§,19»Dinor—5£-17-pregnan-20-yn.3a,17ﬂ-dihydroxy-13-ethyl.(17u), various hydroxy-

lated and of these Ethinyl estradiol is metabolized to various hydroxylated products and their glu-
curonide and sulfate conjugates.

INDICATIONS AND USAGE:

Sprintec Tablets are indicated for the prevention of pregnancy in women who elect to use oral contraceptives as a method of contra-
ception.

Oral contraceptives are highly.affective. Tabla | fists the typical accidental pragnancy rates for users of combination oral contraceptives
and other methods of contraception. The efficacy of these contraceptive methods, except sterilization, depends upon the reliability with
which they are used. Correct and i use of methods can result in lower failure rates. -

period is also with an il risk of oral should be started no ear-
lier than four weeks after delivery in women who elect not to breast feed or four weeks after a second trimester abortion.
¢. Cerebrovascular diseases: Oral contraceptives have been shown to increase both the relative and attributable risks of cerebrovascular
events (thrombotic and hemorrhagic strokes), although, 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 nonusers, for both types of strokes, and smoking interacted
to increase the risk of stroke.27-29
In alarge studg/. the relative risk of thrombotic strokes has been shown to range from 3 for normotensive users to 14 for users with severe
hypertension.39 The relative risk of hemorrhagic stroke is reported to be 1.2 for non-smokers who used oral contraceptives, 2.6 for smok-
ers who did not use oral contraceptives, 7.6 for smokers who used oral ives, 1.8 for ive users and 25.7 for users
with severe hypertension.30 The attributable risk is also greater in older women.®
d. Dose-related risk of vascular disease from oral contraceptives: A positive assaciation has been observed between the amount of estro-
gen and progestogen in oral contraceptives and the risk of vascular disease.31-33 A decline in serum high density lipoproteins (HDL) has
been reported with many progestational agents.4-16 A decline in serum high density lipgproteins has heen iated with an i

TABLE |: PERCENTAGE OF WOMEN EXPERIENCING AN UNINTENDED PREGNANCY DURING THE FIRST YEAR OF TYPICAL USE
AND THE FIRST YEAR OF PERFECT USE OF CONTRACEPTION AND THE PERCENTAGE CONTINUING USE AT

THE END OF THE FIRST YEAR.
UNITED STATES .
% of Women Experiencing an % of Women
Unintended Pregnancy Continuing tUse
within the First Year of Use at One Year3
Method Typical Use? Perfect Use?
] @ O] @

Chance? 85 8
Spermicides® 26 [ 40
Periodic abstinence 25 63

Calendar 9

Ovulation Method 3

Sympto-Thermal® 2

Past-Ovulation 1
Withdrawal 19 4
Cap?

Parous Women 40 2 42

Nulliparcus Women 20 9 56
Spange

Parous Women 40 20 ) !

Nulliparous Women 20 9 56
Diaphragm’ 20 [ 56 |
Condom3 : |

Female (Reality} 21 5 56 >

Male 14 3 61 7
pil 5 n ok

Progestin Only 05

Combined 0.1
UD

Progesterong T 20 15 81

Copper T380A 08 06 78

LNg 20 [A] 0.1 81
Depo-Provera 0.3 03 70
Norplant and Norplant-2 0.05 0.05 88
Female Sterilization 05 05 100
Male Sterilization 0.15 0.10 100

Adapted from Hatcher et al., 1998 Ref. #1.

1Among typical couples who initiate use of a method (not necessarily for the first time), the percentage who experience an acci-
gental pregnancy during the first year if they do not stop use for any other reason.

'Among couples who initiate use of a method (not necessarily for the first time) and who use it perfectly (both consistently and
correctly), the who i an acci during the first year if they do not stop use for any other rea-
son.

of ischemic heart disease. Because estrogens increase HDL cholesteral, the net effect of an oral contraceptive depends on a bal-
ance achieved between doses of estrogen and progestogen and the activity of the p used in the ives. The activity and
amount of both hormones should be considered in the choice of an oral contraceptive.
Minimizing exposure to estrogen and progestogen is in keeping with good principles of therapeutics. For any particular estrogen/progesto-
gen combination, the dosage regimen prescribed should be one which contains the least amount of estragen and progestogen that is com-
patible with a low failure rate and the needs of the individual patient. New of oral ive agents should be started on
preparations containing 0.035 mg or less of estrogen.
e, Persistence of risk of vascular disease: There are two studies which have shown persistence of risk of vascular disease for ever-users
of oral contraceptives. In a study in the United States, the risk of i ial i ion after dit inuing oral i
persists for at least 9 years for women 40-49 years who had used oral contraceptives for five or more years, but this increased risk was
not demonstrated in other age groups.® In another study in Great Britain, the risk of developing cerebrovascular disease persisted for at
least 6 years after dit inuation of oral ives, although excess risk was very small.3 However, both studies were performed
with oral i i ining 50 or higher of
2. Estimales of Mortality from Contraceptive Use:
One study gathered data from a variety of sources which have estimated the mortafity rate associated with different methods of contra-
ception at different ages (Table |l). These include the ined risk of death iated with ive methods plus the
risk attributable to pregnaney in the event of method failure. Each method of contraception has its specific benefils and risks. The study
that with the ion of oral ive users 35 and older whe 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 an increase in risk of mor-
tality with age for oral contraceptive users is based on data gathered in the 1970's.33 Current clinical recommendation involves the use
of lower estrogen dose ions and a careful i ion of risk factors. In 1988, the Fertility and Maternal Health Drugs Advisory
Committee was asked to review the use of oral contraceptives in women 40 years of age and over. The Committee concluded 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 formulations), there are also greater potential health risks assaciated with pregnancy in older women and with the alter-
native surgical and medical procedures-which may be necessary if such women do not have access to effective and acceptable means of
ion. The Gt i that the benefits of low-dose oral contraceptive use by healthy non-smoking women over
40 may outweigh the possible risks.
0f course, older women, as all women, who take oral contraceptives, should take an oral contraceptive which contains the least amount
of estrogen and progestogen that is compatible with a low failure rate and individual patient needs.

TABLE IIl: ANNUAL NUMBER OF BIRTH-RELATED OR METHOD-RELATED DEATHS ASSOCIATED WITH CONTROL OF
FERTILITY PER 100,000 NON-STERILE WOMEN, BY FERTILITY CONTROL METHOD ACCORDING T0 AGE

Method of Control 15-18 20-24 25-29 30-34 35-39 40-44
and Quicome

No fertility 7.0 74 91 148 25.7 282
control methods*

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

Oral contraceptives 22 34 , 68 13.5 511 172
smoker**

up** 08 08 1.0 1.0 14 14

Gondom* 11 16 0.7 0.2 03 04

Diaphragm/ 19 12 12 13 22 28
spermicide*

Periodic 25 16 16 17 29 36
abstinence*

*Deaths are birth-refated
* *Deaths are method-related
Adapted from H.W. Ory, ref. #35.




3. Carcinoma of the Reproductive Organs and Breasts:

Numerous epidentiological studies have been performed on the incidence of breast, endometrial, ovarian, and cervical cancer in women
using oral contraceptives. While there are conflicting reporis. most studies suggest that use of oral contraceptives is not assaciated with
an overall increase in the risk of developing breast cancer. Some studies have reported an increased relative risk of develoging breast can-
cer, particularly at a younger age. This increased relative risk has been reported to be related to duration of use.3644.79-89

A meta-analysis of 54 studies found a small increase in the frequency of having breast cancer diagnosed for women who were currently
using combined oral contraceptives or had used ther within the past ten years. This increase in the frequency of breast cancer diagno-
sis, within ten years of stopping use, was generally accounted for by cancers localized to the breast. There was no increase in the fre-
quency of having breast cancer diagnosed ten or more years after cessation of use. !

Some studies suggest that oral contraceptive use has been associated with an increase in the risk of cervical intragpithelial neoplasia in
some populations of women. 4948 However, there continues to be controversy about the extent to which such findings may be due to dif-
ferences in sexual behavior and other factors.

4. Hepatic Neoplasia:

Benign hepatic a are with oral use, although the incidence of benign tumors is rare in the United States.

 Breast changes: tendemess, enlargement, secretion.
« Change in weight (increase or decrease).

« Change in cervical erosion and secretion.

« Diminution in lactation when.given immediately postpartum.

« Cholestatic jaundice.

* Migraine.

* Rash (allergic). -

« Mental depression.

« Reduced tolerance fo carbohydrates.

= Vaginal candidiasis.

» Change in corneal curvature (steepening}.

« Intolerance to contact ienses.

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

Indirect have the attri risk to be in the mnge of 3.3 cases/100,000 for users, a risk that i after four
or more years of use especiallg/ with oral contraceptives of higher dose.2% Rupture of benign, hepatic adenomas may cause death through
intra-abdominat hemorrhage.50.51

Studies have shown an i
are rare in the U.S.

S. Ocular Lesions:
There have been clinical case reports of retinal thrombosis associated with the use of oral contraceptives. Orat contraceptives should be
discontinued if there is unexplained partial or complete loss of vision; onset of proptosis or diplopia; papilledema; or retinal vascular
lesions. Appropriate di ic and i should be undertaken immediately.

6. Oral Contraceptive Use Before or During Early Pregnancy:
Extensive egideminlogical studies have revealed no increased risk of birth defects in women who have used oral rior to

52-54.96 in oral

risk of ping users. However, these cancers

P

« Cataracts,

« Changes in appetite.

= Cystitis-like syndrome.

= Headache.
Nervousness.
Dizziness.
Hirsutism.
Loss of scalp hair.
Erythema muttiforme.

p
pregnancy. 5957 The majority of recent studies also do not indicate a teratogenic effect, particularly in so far as cardiac anomalies and limb
reduction defects are concerned,33.56.58.59 when taken inadvertently during early pregnancy.

The inistration of oral ives to induce wil bleeding shoutd not be used as a test for pregnancy. Oral contraceptives

should not be used during pregnancy 1o treat threatened or habitual abortion.

It is recommended that for any patient who has missed two 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 time

of the first missed period. Oral ive use should be di: { until is ruled out.

7. Gallbladder Disease:

Earlier studies have reported an increased lifetime relative risk of gallbladder surgery in users of oral contraceptives and estrogens.60.51

More recent studies, however, have shown that the relative risk of developing gallbladder disease among oral contraceptive users may be

minimal 52-64 The recent findings of minimal risk may be related to the use of oral i i ining lower hormon-

al doses of estrogens and progestogens.

8. Carbohydrate and Lipid Metaholic Effects:

Oral contraceptives have been shown to cause a decrease in giucose tolerance in a significant percentage of users.? This effect has been

shown to be directly refated to estrogen dose.85 Progestogens increase insulin secretion and create insulin resistance, this effect varying

with different pragestational agents. 17,66 However, in the non-diabetic worman, oral contraceptives appear to have no effect on fasting blood

glucose.57 Because of these demonstrated effects, prediabetic and diabetic women in particular should be carefuliy monitored while taking

oral contraceptives.

A small proportion of women will have persistent hypertriglyceridemia while on the pill. As discussed earlier (see WARNINGS, 12 and 1d), f

changes in serum triglycerides and lipoprotein levels have been reported in oral contraceptive users.

In clinicat studies with norgestimate and ethinyl estradiol there were no clinically significant changes in fasting blood glucase levals. No

statistically significant changes in mean fasting blood glucose levels were observed aver 24 cycles of use. Glucose tolerance tests showed

minimal, clinically insignificant changes from baseline to cycles 3, 12, and 24.

8. Elevated Blood Pressure:

An increase in blood pressure has been reported in women taking oral contraceptives6® and this increase is more l‘ijkely in older oral con-
an

 Erythema nodosum.
o F ic eruption.

= Vaginitis.

= Porphyria.

 impaired renat function.

* Hemolytic uremic syndrome.

= Acne.

= Changes in libido.

« Colitis.

« Budd-Chiari Syndrome.

OVERDOSAGE:

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

NON-CONTRACEPTIVE HEALTH BENEFITS:

The following non-contraceptive heaith benefits related to the use of combination oral contraceptives are supported by epidemiological
studies which Iargely utilized oral i i ining estrogen doses ing 0.035 mg of ethiny! estradiol or 0.05
mg mestranol./3-/8

- Effects on menses:

« Increased menstrual cycle regularity.
» Decreased blood loss and i
* D inci of Thea.

Effects related to inhibition of ovulation:

« Decreased incidence of functional gvarian cysts.
*D inci of ectapic i

Other effects:

of iron anemia.

ystic disease of the breast.

* D y disease.

of fi and
of acute pelvic il
f ial cancer.

traceptive users 59 and with extended duration of use.6' Data from the Royal College of General P random-
ized trials have shown that the inci of ion i with i ing progestational activity.

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 closely and it significant elevation of blood pres-
sure aceurs, oral ives should be di i For most women, elevated blood pressure will return to normal after stopping
oral contraceptives, and there is no difference in the occurrence of hypertension between former and never users.58-71 It should be noted
that in two separate large clinical trials (N=633 and N=911), no statistically significant changes in mean blaod pressure were observed
with norgestimate and ethinyl estradiol,

10. Headache: )

The onset or exacerbation of migraine or development of headache with a new pattern which is recurrent, persistent or severe requires
i inuation of oral ives and ion of the cause.

11. Bleeding Iregularities:

Breakthrough bleeding and spotting are sometimes encountered in patients on oral contraceptives, especially during the first three months
of use. Non-hormonal causes should be i and adequate di i taken 1o rule out malignancy or pregnancy in the
event of breakthrough bleeding, as in ihe case of any abnormal vaginal bleeding. If pathology has been excluded, time or a change to
another formulation may solve the problem. In the event of amenorrhea, pregnancy should be ruled out.

Some women may post-pill or when such a condition was preexistent.
12. Ectopic Pregnancy:
Ectopic as well as i may occur in failures.

PRECAUTIONS:
1. Physical Examination and Follow Up:

D o
 Decreased incidence of ovarian cancer.
DOSAGE AND ADMINISTRATION:

Oral Contraception:

To achieve m i Sprlmec Tablets must be taken exactly as directed and at intervals not exceeding 24
hours. Sprmtec Tablets are available in the Blister Pack Tablet Dispenser which is preset for a Sunday Start. Day 1 Start is also provided.
28-Day Regimen (Sunday Stari):

When taking Sprmtec 28 Tablets, the first tablet should be taken on the first Sunday after menstruation begins. If period begins on
Sunday, the first tablet should be taken that day. Take one active tablet daily for 21 days followed by one white tablet daily for 7 days. After
28 tablets have been taken, a new course i started the next day (Sunday). For the first cycle of a Sunday Start regimen, another method
of contraception should be used until after the first seven consecutive days of administration.

If the patient misses one (1) active tablet in Weeks 1, 2, or 3, the tablet should be taken as soon as she remembers. If the patient miss-
es two (2) active tablets in Week 1 or-Week 2, the patient should take two (2) tablets the day she remembers and two (2) tablets the next
day; and then continue taking one (1) tablet a day until she finishes the pack. The patient should be instructed to use a back-up method
of birth contral if she has sex in the seven (7) days after missing pills. If the patient misses two (2) active tablets in the third week or
misses three (3) or more active tablets in a row, the patient should continue taking one tablet every day until Sunday. On Sunday the
patient should throw out the rest of the pack and start a new pack that same day. The patient should be insiructed to use a back-up method
of birth control if she has sex in the seven (7) days after missing pills.

Complete instructions to facilitate patient counseling on proper pilt usage may be found in the Detaifed Patient Labeling (How to Take the PiF
section).

28-Day (Day 1 Start):

It is good medical practice for all women to have annual history and physical examinations, including women using oral
The physical examination, however, may be deferred until after initiation of 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, including cervical cytology, and relevant laboratory tests. in case of undiagnosed, persistent or recurrent abnormal vaginal bleed-
ing, appropri should be to rule out mali Women with a strong family history of breast cancer or who have
breast nodules should be monitored with particular care.

2. Lipid Disorders:

Women who are being treated for hyperlipidemias should be followed closely if they elect to use oral contraceptives. Some progestogens
may elevate LDL levels and may render the controt of hyperlipidemias more difficult.

3. Liver Function:

If jaundice develops in any woman receiving such drugs, the
olized in patients with impaired liver function.

4. Fluid Retention:

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

5. Emotional Disorders: .

Women with a histary 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 ophthalmologist.

7. Drug Interaclions:

should be di Steroid

may be poorly metab-

The dosage of Sprmtec 28 Tablets, for the initfal cycle of therapy is one active tablet administered daily from the 1st day through the
21st day of the menstrual cycle, counting the first day of menstrual flow as *Day 1" followed by one white tablet daily for 7 days. Tablets
are taken without interruption for 28 days. After 28 tablets have been taken, a new course is started the next day.

If the patient misses one (1) active tablet in Weeks 1, 2, or 3, the tablet should be taken as soon as she remembers. If the patient miss-
es two (2) active tablets in Week 1 or Week 2, the patient should take two (2) tablets the day she remembers and two {2) tablets the next
day; and then continue taking one (1) tablet a day until she finishes the pack. The patient should be instructed 1o use a back-up method
of birth contral if she has sex in the seven (7) days after missing pills. If the patient misses two (2) active tablets in the third week or
misses three (3) or more active tablets in a row, the patient should throw out the rest of the pack and start a new pack that same day. The
patient should be instructed to use a back-up method of birth control if she has sex in the seven {7) days after missing pills.

Compl)ele instructions to facilitate patient counseling on proper pill usage may be found in the Detailed Patient Labeling (How to Take the Pl
section).

The use of Sprinlec for contraception may be initiated 4 weeks postpartum in women who elect not to breast faed. Whén the tablets
are administered during the postpartum period, the i risk of ic disease iated with the postpartum period must
be considered. (See CONTRAINDICATIONS and WARNINGS concerning thromboembolic disease. See also PRECAUTIONS for "Nursing
Mothers") The possibility, of ovulation and conception prior to initiation of medication should be considered.

{See Discussion of Dose-Related Risk of Vascular Disease from Oral Contraceptives.)

ADDITIONAL INSTRUCTIONS FOR ALL DOSING REGIMENS:

Breakthrough bleeding, spotting, and amenorrhea are frequent reasons for patients di oral ives. In

bleeding, as in all cases of irregular bleeding from the vagina, nonfunctionaf causes should be borne in mind. In undiagnosed persistent
or recurrent abnormal bleeding from the vagina, adequate diagnostic measures are indicated to rule out pregnancy or malignancy. if

Reduced efficacy and i i of bleeding and it been iated with

use of rifampin. A similar association, though less marked, has been suggested with barbiturates, phenylbutazone, phenytoin sodium, car-
bamazepine, and possibly with gri in, ampicillin and ines.’2

8. Interactions with Lakoratory Tests:

Certain endocrine and liver function tests and blood components may be affected by oral contraceptives:
a. Increased prothrombin and factors VI, VIlI, IX, and X; antithrombin 3; i i
bility.

induced platelet aggrega-

b. Increased thyroid binding globulin (TBG) leading to increased circulating total thyroid hormene, as measured by protein-bound iodine
(PBI}, T4 by column or by radioimmunoassay. Free T3 resin uptake is decreased, reflecting the elevated TBG, free T4 concentration is unal-
tered.

c. Other binding proteins may be elevated In serum. T -

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

e. High-density lipoprotein (HDL-C) and total cholesterol (Total-C) may be increased, low-density lipoprotein (LDL-C} may be increased or
decreased, while LDL-C/HDL-C ratio may be and tri may be '

f. Glucose tolerance may be decreased.

g. Serum folate levels may be depressed by oral contraceptive therapy. This may be of clinical significance if a woman becomes pregnant
shortly after discontinuing oral contraceptives.

9. Carcinogenesls:

See WARNINGS section.

10. Pregnancy: .
Pregnancy Category X: See CONTRAINDICATIONS and WARNINGS sections.
11. Nursing Mothers: .
Small amounts of oral contraceptive steroids have been identified in the milk of nursing mothers and a few adverse effects on the child
have been reported, including jaundice and breast addition, ination oral ives given in the peri-
od may interfere with lactation by decreasing the quantity and quality of breast milk. if possible, the nursing mother should be advised
not to use combination oral contraceptives but to use other forms of ion until she has weaned her child.

12, Pediatric Use: ' .

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

13. Sexually Transmitted Diseases:

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

INFORMATION FOR THE PATIENT:

See Patient Labeling printed below.

ADVERSE REACTIONS:

Anincreased risk of the following serious adverse reactions has been associated with the use of oral contraceptives (See WARNINGS section).
. itis and venous is with or without i .
« Arterial thromboembgism. >
« Pulmonary embelism

» Myocardial infarction.

* Gerebral hemorrhage.

* Gerebral thrombosis.

« Hypertension.

* Gallbladder disease.

* Hepatic adenomas or benign liver tumors.

The following adverse reactions have been reported in patients receiving oral contraceptives and are believed to be drug-related:
« Nausea.

« Vomiting.

. (such as cramps and bloating).
* Breakthrough bleeding.

= Spotting.

* Change in menstrual flow.

* Amenorrhea.

« Temporary infertility after discontinuation of treatment.

* Edema.

» Melasma which may persist.

has been excluded, time or a change to another formulation may solve the problem. Changing to an oral contraceptive with a
higher estrogen content, while ially useful in minimizi irregularity, should be done only if necessary since this may
increase the risk of thromboembolic disease. .

Use of oral contraceptives in the event of a missed menstrual period:

1. )f the patient has not adhered to the prescribed schedule, the possibility of pregnancy should be considered at the time of the first
missed period and oral ive use should be di i until is ruled out.

2. If the patient has adhered to the prescribed regimen and misses two consecutive periods, pregnancy should be ruled out before con-
tinuing oral contraceptive use. -

HOW SUPPLIED:

Sprmtec“" 28 (norgestimate and ethinyl estradiol tablets 0,250 mg/0.035 mg) are packaged in cartons of six blister cards. Each card
contains 21 blue tablets and 7 white inert ingredients. Each blue tablet contains 0.250 mg of the i i
together with 0.035 mg of the estrogenic compound, ethinyl estradiol which are round, unscored tablets, debossed by on one side and
987 on the other side. Each white tablet contains inert ingredients and have a debossed b on one side and 143 on tie other side.

{NDC 0555-9016-58).

Storeat 25°C (77°F); excursions permitted to 15°-30°C (59°-86°F).
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BRIEF SUMMARY PATIENT PACKAGE INSERT

Oral contraceptives, also known as “birth-control pills” or “the pill", are taken to prevent pregnancy.

When taken correctly to prevent pregnancy, oral contraceptives have a failure.rate of less than 1% per year when used without missing

any pills. The typical failure rate of farge numbers ofpill 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 effects. However, forgetting to take pills considerably increas-

es 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 cer-

tain serious diseases that can be fatal or may cause temporary or permanent disability. The risks associated with taking oral contracep-

tives increase significantly if you: .

* smoke

= have high blood pressure, diabetes, high cholesterol

« have or have had clotting disorders, heart attack, stroke, angina pectoris, cancer of the breast or sex organs, jaundice, or malignant or
benign liver tumors.

Although cardiovascular disease risks may ba increased with oral contraceptive use after age 40 in'healthy, non-smoking women (even

with the newer low-dose formulations), there are also greater potential health risks associated with pregnancy In older women.

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

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

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

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

1. Blood clots in the legs (th is), lungs ( y i stoppage or rupture of a blood vessel in the brain (stroke),
blockage of blood vessels in the heart (heart attack and angina pectoris) or other organs of the body. As mentioned above, smoking
increases the risk of heart attacks and strokes and subsequent serious medical consequences. :

2. In rare cases, oral contraceptives can cause benign but dangerous liver tumors. These benign liver tumors can rupture and cause fatal
internal bleeding. In addition, some studies report an increased risk of developing liver cancer. However, liver cancers are rare.

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 patient leaflet given to you with your supply of
pilis. Notify your doctor or healthcare provider if you notice any unusual physical disturbances while taking the pill. In addition, drugs
such as rifampin, as well as some anti and some antibiotics may decrease oral contraceptive effectiveness.

There is conflict among studies regarding breast cancer and oral contraceptive use. Some studies have reported an increase in the risk
of developing breast cancer, particularly at a younger age. This increased risk appears to be related to duration of use. The majority of
studies have found no overall increase in the risk of developing breast cancer. 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. There is insufficient evidence to rule out the possibility that pills may cause such cancers.

Taking the combination pill provides some impartant non-contraceptive benefits. These include less painful menstruation, less menstru-
al 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 healthcare provider. Your healthcare provider will take a medical and
family history before prescribing oral contraceptives and will examine you. The physical examination may be delayed to another time if
you request it and the healthcare provider believes that it is a good medical practice to postpone it. You should be reexamined at least
once 2 year while taking oral contraceptives. Your pharmacist should have given you the detailed patient information labeling which gives
you further information which you should read and discuss with your healthcars provider.

Sprmtec Tablets (like all oral contraceptives) are intended to prevent pregnancy. Oral contraceptives do not protect against transmis-
sion of HIV (AIDS) and other sexually transmitted diseases such as chlamydia, genital herpes, genital warts, gonorrhea, hepatitis B, and
syphiis.

DETAILED PATIENT LABELING

E NOTE: This labéling is revised from time to time as important new medical i b

Eeags review this labeling carefulty. §

Printec™ Tablets: Each blue tablet contains 0.250 mg norgestimate and 0.035 mg ethinyl estradiol. Each white tablet contains inert ingredients.
INTRODUGTION:
Any woman who considers using oral contraceptives (the birth-control pill or the pill) should understand the benefits and risks of using
this form of birth control. This patient labefing will give you much of the information you will need to make this decision and will also
help you determine if you are at risk nf developing any of the serious side effects of the pill. it will tell you how to use the pill properly
sa that it will be as effective as possible. However, this labeling is not a replacement for a careful discussion between you and your health-
care provider. You should discuss the information provided in this labeling with him or her, both when you first start taking.the pill and
during your revisits. You should also foltow your healthcare provider's advice with regard to regular check-ups while you are on the pill.
EFFECTIVENESS OF ORAL CONTRACEPTIVES FOR CONTRACEPTION .
Oral contraceptives or “birth-control pills” or “the pill” are used to prevent pregnancy and are more effective than other non-surglcal
methods of birth control. When they are taken correctly, the chance of becoming pregnant is less than 1% (1 pregnancy per 100 women
per year of use) when used perfectly, without missing any pills. Typical failure rates are actually 3% per year. The chance of becoming
pregnant increases with each missed pill during a menstrual cycle.
In comparison, typical failure rates for other non-surgical methods of birth control during the first year of use are as follows:
Implant: <1%
Injection: <1%
1UD: 1 to 2%
Diaphragm with spermicides: 20%
Spermicides alone: 26%
Vaginal sponge: 20 to 40%
Female sterilization: <1%
Male sterilization: <1%
Cervical Cap with spermicides: 20 to 40%
Condom alone (male): 14%
Condom alone (femalg): 21%
Periodic abstinence: 25%
Withdrawal: 19%
No methods: 85%

WHO SHOULD NOT TAKE ORAL CONTRAGEPTIVES:

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

Some women shoutd not use the pill. For example, you should not take the pill if you are pragnant or think you may be pregnant. You

should also not use the pill if you have had any of the following conditions:

« A history of heart attack or stroke

« Blood clots in the legs (th is), luf

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

« Chest pain (angina pectoris) .

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

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

* Yellowing of the whites of the eyes or of the skin (jaundice) during pregnancy or during previous use of the pill

= Liver tumor (benign or cancerous)

* Known or suspected pregnancy

Eell r%(our he?[thcare provider if you have ever had any of these conditions. Your healthcare provider can recommend another method of
irth control.

OTHER CONSIDERATIONS BEFORE TAKING ORAL CONTRACEPTIVES:

Tell your healthcare provider if you have or have had: ,

. gre:m nodules, fibrocystic disease of the breast, an abnormal breast X-ray or mammogram

« Diabetes

* Elevated cholesterol or triglycerides

« High blood pressure

* Migraine or other headaches or epilepsy

» Mental depression

* Gaitbladder, heart or kidney disease

« History of scanty or irreguiar menstrual periods

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

Also, be sure to inform your doctor or healthcare provider it you smoke or are on any medications.

RISKS OF TAKING ORAL CONTRACEPTIVES:

1. Risk of developing blood clots: .

Blood clots and blockage of biood vessels are ane of the most serious side effects of taking oral contraceptives and can cause death or

serious disability. in particular, a clot in the legs can cause thrombophlebitis and a clot that travels to the lungs can cause sudden block-

ing of the vessel carrying blood to the lungs. Rarely, clots occur in the blood vessels of the eye and may cause blindness, double vision,

or impaired vision.

1 you take oral contraceptives and need elective surgery, need to stay in bed for a prolonged itlness or have recently delivered a baby,

you may be at risk of developing blood clots. You should consult your doctor about stopping oral contraceptives four weeks before sur-

gery and not taking oral contraceptives for two weeks after surgery or during bed rest. You should also not take oral contraceptives soon

after delivery of a baby. It is advisable to wait for least four weeks after delivery if you are not breast feeding or four weeks after a sec-

ond trimester abortion. if you are breast feeding, you should wait until you have weaned your child before using the pill..(See aiso the

section on Breast feeding in GENERAL PRECAUTIONS.) X

The risk of circulatory disease in oral contraceptive users may be higher in users of high-dose pills and may be greater with longer dura-

tion of oral contraceptive use. In addition, some of these increased risks may continue for a number of years after stopping oral contra-

ceptives. The risk of abnormal blood clotting increases with age in both users and nonusers of oral contraceptives, but the increased risk

from the oral contraceptive appears to be present.at-all ages. For women aged 20 to 44 it is estimated that about 1 in 2,000 using oral

contraceptives will be hospitalized each year because of abnormal clotting. Among nonusers in the same age group, about 1 in 20,000

would be hospitalized each year. For oral contraceptivé users in general, it has been estimated that in women between the ages of 15 and

34 the risk of death due to a circulatory disorder is abput 1 in 12,000 per year, whereas for nonusers the rate is about 1 in 50,000 per

year. In the age group 35 to 44, the risk is estimated to be about 1 in 2,500 per year for oral contraceptive users and about 1 in 10,000

per year for nonusers.

2. Heart attacks and strokes:

Oral contraceptives may increase the tendency to develop strokes (stoppage or rupture of blood vessels in the brain) and angina pectoris

and heart attacks (blockage of blood vessels in the heart). Any of these conditions can cause death or serious disability,

Smoking greatly increases the possibility of suffering heart attacks and strokes. Furthermore, smoking and the use of aral contraceptives

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

3. Gallbladder disease: :

Oral contraceptive users probably have a greater risk than nonusers of having galibladder disease, afthough this risk may be reiated to

pills containing high doses of estrogens. s

4. Liver tumors:

In rare cases, oral contraceptives can cause benign but dangerous liver tumors. These benign liver tumors can rupture and cause fatal

internal bleeding. In addition, some studies report an increased risk of developing liver cancer. However, liver carncers are rare.

§. Cancer of the reproductive organs and breasts: .

There is conflict among studies regarding breast cancer and oral contraceptive use. Some studies have reported an increase in the risk

of developing breast cancer, particutarly at a younger age. This increased risk appears to be related to duration of use. The majority of

studies have found no overall increase in the risk of developing breast cancer.

or eyes



A meta-analysis of 54 studies found a small increase in the frequency of having breast cancer diagnosed for women who were current-
ly using combined oral contraceptives or had used them within the past ten years. This increase in the frequency of breast cancer diag-
nosis, within ten years of stopping use, was generally accounted for by cancers localized to the breast. There was no increase in the fre-
quency of having breast cancer diagnosed ten or more years after cessation of use.
Some studies have found an increase in the incidence of cancer of the cervix in women who use oral contraceptives. However, this find-
ing may be related to factors other than the use of oral contraceptives. There is insufficient evidence to rule out the possibility that pills
may cause such cancers.
ESTIMATED RISK OF DEATH FROM BIRTH-CONTROL METHOD OR PREGNANCY:
All methods of birth control and are i with a risk of ing certain diseases which may lead to disability or death.
An estimate of the number of deaths associated with different methods of birth control and pregnancy has been calculated and is shown
in the following table. -

ANNUAL NUMBER OF BIRTH-RELATED OR METHOD-RELATED DEATHS ASSOCIATED WITH CONTROL OF FERTILITY

PER 100,000 NON-STERILE WOMEN, BY FERTILITY-CONTROL METHOD ACCORDING TO AGE

Method of Control 15-19 20-24 25-29 30-34 35-39 40-44
and Outcome

No fertility 70 74 9.1 148 257 28.2
control methods* .

Oral contraceptives 0.3 05 09 19 138 316
non-smoker* *

Oral contraceptives 22 34 66 135 51.1 17.2
smoker**

o 0.8 08 1.0 1.0 14 14

Condom* 1.1 16 0.7 0.2 03 0.4

Diaphragm/ 19 12 12 13 22 2.8
spermicide*

Periodic 25 1.6 16 17 2.9 3.6 !

abstinence”*
" * Deaths are birth-related
**Deaths are method-related

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

In the above table, the risk of death from any birth-control methed is less than the risk of childbirth, except for oral contraceptive users
over the age of 35 who smoke and pill users over the age of 40 even if they do not smoke. It can be seen in the 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 was always lower than that associated with pregnancy for any age group, although over the age of 40,
the risk increases to 32 deaths per 100,000 women, p to 28 iated with at that age. However, for pill users who
smoke and are over the age of 35, the estimated number of deaths exceed those for other methads of birth contral. If 2 woman is over
the age of 40 and smokes, her estimated risk of death is four times higher (117/100,000 women) than the estimated risk associated wit
pregnancy {28/100,000 women) in that age group. .
The suggestion that women over 40 who do not smoke should not take oral contraceptives is based on information from older, higher-
dose pills. An Advisory Committee of the FDA discussed this issue in 1989 and recommended that the benefits of tow-dose oral‘contra-
ceptive use by healthy, non-smoking women over 40 years of age may outweigh the possible risks.
WARNING SIGNALS:
If any of these adverse effects occur while you are taking oral contraceptives, call your 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) :
« Grushing chest pain or heaviness in the chest (indicating a possible heart attack)
- Sudden severe headache or vomiting, dizziness or fainting, disturbances of vision or speech, weakness, or numbness in an arm or leg
{indicating a possible stroke)
« Sudden partial or complete loss of vision (indicating a possible clot in the eye)
« Breast lumps (indicating possible breast cancer or fibrocystic disease of the breast; ask your doctor or healthcare provider lo show you
how to examine your breasts) .
- Severe pain or tenderness in the stomach area (indicating a possibly 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 light-
colored bowel movements (indicating possible liver problems)
SIDE EFFECTS OF ORAL CONTRACEPTIVES:
1. Vaginal bleeding:
Irregular vaginal bleeding or spotting may occur while you are taking the pills. Irregular bleeding may vary from slight staining between
menstrual periods to breakthrough bleeding which is a flow much like a regular period. Irregular bleeding occurs most often during the
first few months of oral contraceptive use, but may also occur after you have been taking the pill for some time. Such bleeding may be
temporary and usually does not indicate any serious problems. It is important to continue taking your pills on schedule. If the bleeding
occurs in more than one cycle or lasts for more than a few days, talk to your doctor or healthcare provider.
2. Contact lenses:
It you wear contact lenses and notice a change in vision or an inability to wear your lenses, contact your doctor or healthcare provider.
3. Fluid retention:.
Oral contraceptives may cause edema (fluid reteniion) with swelling of the fingers or ankles and may raise your blood pressure. If you
experience fluid retention, contact your dactor or healthcare provider.
4, Melasma:
A spotty darkening of the skin is possible, particularly of the face, which may persist.
5. Other side effects: _
Other side effects may include nausea and vomiting, change in appetite, headache, nervousness, depression, dizziness, loss of scalp hair,
rash, and vaginal infections.
If any of these side effects bother you, call your doctor or healthcare provider.
GENERAL PRECAUTIONS:
1. Missed perlods and use of oral contraceplives before or during early pregnancy:
There may be times when you may not menstruate regularly after you have completed taking a cycle of pills. If you have taken your pills
regularly and miss one menstrual period, continue taking your pills for the next cycle but be sure to inform your healthcare provider
before doing so. if you have not taken the pills daily as instructed and missed a menstrual period, you may be pregnant. if you missed
two consecutive menstrual periods, you may be pregnant. Check with your provider i It to ing whether you
are pregnant. Do not continue to take oral contraceptives until you are sure you are not pregnant, but continue to use another method of
contraception.
There is no conclusive evidence that oral contraceptive use is assaciated with an increase in birth defects, when taken inadvertently dur-
ing early pregnancy. Previously, a few studies had reported that oral contraceptives might be assaciated with birth defects, but these find-
ings have not been seen in more recent studies. Nevertheless, oral contraceptives or any other drugs should not be used during prep-
nancy unless clearly necessary and prescribed by your doctor. You should check with your doctor about risks to your unborn child of
any medication taken during pregnancy.
2. While breast-feeding: :
If you are breast-feeding, consult your doctor before starting 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 addi-
tion, combination oral cantraceptives may decrease the amount and quality of your milk. If possible, do not use combination oral can-
traceptives while breast-feeding. You should use another method of contraception since breast-feeding provides only partial protection
from becoming pregnant and this partial protection decreases significantly as you breast feed for lenger periods of time. You should con-
sider starting combination 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 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 break-
through bleeding. Such drugs include rifampin, drugs used for epilepsy such as barbiturates (for example, phenobarbital), anticonvul-
sants such as carbamazepine (Tegretol is one brand of this drug), phenytoin (Dilantin Is one brand of this drug), phenylbutazone
{Butazolidin is one brand) and possibly certain antibiotics. You may need to use additional contraception when you take drugs which can
make oral contraceptives less effective.
§. Sexually transmitted diseases:
Sprmlec Tablets (like all oral contraceptives) are intended to prevent pregnancy. Oral contraceptives do not protect against transmis-
sim}1 ‘c'r.f HIV (AIDS) and other sexually transmitted diseases such as chlamydia, genital herpes, genital warts, gonorrhea, hepatitis B, and
syphiis. .

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.

1f you miss pills you could get pregnant. This includes starting the pack late. The more pills you miss, the more likely you are to get preg-

nant.
3. MANY WOMEN HAVE SPOTTING OR LIGHT BLEEDING, OR MAY FEEL SICK TO THEIR STOMACH DURING THE FIRST 1-3 PACKS OF
PILLS. It you do feef sick to your stomach, do not stop taking the pill. The problem will usually go away. If it doesn't go away, check with
your doctor or clinic.

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

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

5. IF YOU HAVE VOMITING OR DIARRHEA, for any reason, or [F YOU TAKE SOME MEDICINES, including some antibiotics, 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 PILL, talk to your dactor or clinic about how to make pill-taking asier or about
using another method of birth control.

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

E R

SUNDAY START:
Take the first “active” blue pilt of the first pack on the Sunday afier your period starts, even if you are still bleeding. If your period begins
on Sunday, start the pack that same day.
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.
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 control, since you are starting the pill at the beginning of your period.
WHAT 70 DO BURING THE MONTH
1. TAKE ONE PILL AT THE SAME TIME EVERY DAY UNTIL THE PACK IS EMPTY.
Do not skip pills if you are spotting or bleeding between monthly periods or fee! 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: .
28 pills: Start the next pack on the day after your last “reminder” white pill. Do not wait any days between packs.

WHAT T0 DO IF YOU MISS PILLS

If you MISS 1 blue “active” pill:

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

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

If you MISS 2 blue “active” pills in a row in WEEK 1 OR WEEK 2 af ydur pack:

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

2. Theri take 1 pill a day until you finish the pack.

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

If you MISS 2 blue “active” pills in a row in THE 3rd WEEK:

1.1l 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.

If you are a Day 1 Starter:

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

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

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

It you MISS 3 OR MORE blue “active” pills in a row (during the first 3 weeks):

1. If you are a Sunday Starter:

Keep taking 1 pill every day until Sunday. On Sunday, THROW OUT the rest of the pill pack and start a new pack that same day.

I you are a Day 1 Starter:

THROW QUT the rest of the pack and start 2 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, cail your doctor
or clinic because you might be pregnant.

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

A REMINDER FOR THOSE ON 28-DAY PACKS:
If you forget any of the 7 white “reminder” pills in Week 4:

THROW AWAY the pills you missed.
Keep taking one pill each day until the pack is empty.

You do ot need a back-up method.

FINALLY, IF YOU ARE STILL NOT SURE WHAT TO D0 ABOUT THE PILLS YGU HAVE MISSED:
Use a BACK-UP METHOD anytime you have sex.
KEEP TAKING ONE ACTIVE PILL EACH DAY until you can reach your doctor or cfinic.

PREGNANGY DUE TO PILL FAILURE: ,
The incidence of pill failure resulting in pregnancy is approximately one percent (i.e., one pregnancy per 100 women per year) if taken
every day as directed, but more typical failure rates are about 3%. If failure does occur, the risk to the fetus is minimal.
PREGNANCY AFTER STOPPING THE PiLL:
There may-be some delay in becoming pregnant after you stop using oral contraceptives, especially if you had irregular menstrual cycles
hefore you used oral contraceptives. It may be advisable to postpone conception until you begin menstruating regularly once you have
stopped taking the pill and desire pregnancy. -
There does not appear to be any increase in birth defects in newborn babies when pregnancy occurs soon after stopping the pill.
OVERDOSAGE: :
Serious ill effects have not been reported following ingestion of large doses of oral contraceptives by young children. Overdosage may
cause nausea and withdrawal bleeding in females. In case of contact your provider or i
OTHER INFORMATION:
Your healthcare provider will take a medical and family history before prescribing oral contraceptives and will examine you. The physical
examination may be delayed to another time if you request it and the healthcare provider believes that it is a good medical practice to
postpone it. You should be reexamined at least once a year. Be sure to inform your healthcare provider if there is a family history of any
of the conditions listed previously in this leaflet. Be sure to keep all appointments with your healthcare provider, because this is a time
1o determine if there are early signs of side effects of oral contraceptive use.
Do not use the drug for any condition other than the one for which it was prescribed. This drug has been prescribed specifically for you;
do not give it to others who may want birth-contro pills.
HEALTH BENEFITS FROM ORAL CONTRACEPTIVES:
In addition to p ing use of ination oral
* Menstrual cycles may become more regular

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

Pain or other during ion may be

may provide certain benefits. They are:

BEFORE YOU START TAKING YOUR PILLS T
1. DECIDE WllAT TIME OF DAY YQU 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 28 PILLS: -
The 28-pill pack has 21 “active” blue pills (with hormones} to take for 3 weeks. This is followed by 1 week of “reminder” white pills
{without hormones). - )

3. ALSO FIND: -

1) where on the pack to start taking pills,

2) in what order to take the pills
CHECK PICTURE OF THE FOLD-OVER-DOSE CARD AND ADDITIONAL INSTRUCTIONS FOR USING THIS PAGKAGE AT THE END OF
THE BRIEF SUMMARY.

4, BE SURE YOU HAVE READY AT ALL TIMES:

ANOQTHER KIND OF BIRTH CONTROL (such as condoms, foam or sponge) to use as a back-up method In case you miss pills.

AN EXTRA, FULL PILL PACK

WHEN TO START THE FIRST PACK OF PILLS
You have a choice for.which day 10 start taking your first pack of pills. Sprintec Tablets are available in the Blister Pack Tablet
Dispenser which is preset for a Sunday Start. Day 1 Start is also provided. Decide with your dactor or clinic which is the best day for
you. Pick a time of day which will be easy to remember.

» Ectopic (tubal) pregnancy may occur less frequently

. cysts or fumps in the breast may occur less frequently

« Acute pelvic inflammatory disease may occur less frequently

« 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/health care provider or pharmacist. They have a more technical
leaflet called the Professional Labeling, which you may wish to read. The professional labeling is also published in a book entitled
Physicians’ Desk Reference, available in many book stores and public libraries.
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28 Tablets
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COMBINATION BRIEF SUMMARY
AND PATIENT PACKAGE INSERT

[NRRIERTI

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

RI SAT SUN MON TUE WED THU
AT SUN MON TUE WED THU' FRI

NOTICE: Oral contraceptives are intended to prevent pregnancy. They do not protect against trans-
mission of HIV (AIDS) and other sexually transmitted diseases.

DIRECTIONS FOR USE OF THIS STICKER: . ! .

The Tablet Disgenser indicates Sunday as the day you start your pills. If you are starting the pills on
any other day but Sunday, J)eel the atfached sticker b selech,n?. the day you plan to start. Place the_
sticker over the pre-printed days of the week and make sure it lines up with the pills. This sticker will
help to remind you to take your pill every day.

R11-01 BARR LABORATORIES, INC.
07-0160 Pomona, NY 10970

DETAILED PATIENT LABELING

[~ |

Rx only E

This product (like all oral contraceplives) is intended to hravenl pregnancy. It does not protect against
HIV infection (AIDS) and other sexually transmitted diseases. :

PLEASE NOTE: This labeling is revised from Iima‘ln fime as important new medical information
hecomes available. Therefore, plaase review this labeling carefully.

Sprintec™ (norgestimate and ethinyl estradiol tablets): Each blue tablet contains 0.250 mg
norgestimate and 0.035 mg ethinyl estradiol. Each white tablet contains inert ingredients.

INTRODUCTION:

Any woman who considers using oral contraceptives (the birth-control pill or the pill) should
understand the benefits and risks of using this form of birth control. This patient labeling witl
give you much of the information you will need to make this decision and will also help you
determine if you are at risk of developing any of the serious side effects of the pill. It will tell
you how to use the pill properly so that it will be as effective as possible. However, this label-
ing is not a replacement for a carefu! discussion between you and your healthcare provider.
You should discuss the informaticn provided in this labeling with him or her, both when you
first start taking the pill and during your revisits. You should also follow your healthcare
provider's advice with regard to regular check-ups while you are on the pill.

EFFECTIVENESS OF ORAL CONTRACEPTIVES FOR CONTRAGEPTION:

Oral contraceptives or “birth-control pills” or “the pill” are used to prevent pregnancy and are
more effective than other non-surgical methods of birth control. When they are taken cor-
rectly, the chance of becoming pregnant is less than 1% (1 pregnancy per 100 women per year
of use) when used perfectly, without missing any pills. Typical failure rates are actually 3% per
year. The chance of becoming pregnant increases with each missed piil during a menstrual cycle.
In comparison, typical failure rates for other non-surgical methods of birth contro! during the
first year of use are as follows:

Implant: <1%

Injection: <1%

|UD: 110 2%

Diaphragm with spermicides: 20%

Spermicides atone: 26%

Vaginal sponge: 20 to 40%

Female sterilization: <1%

Male sterifization: <1%

Cervical Cap with spermicides: 20 to 40%

Condom alone (male): 14%

Condom alone (female): 21%

Periodic abstinence: 25%

Withdrawal: 19%

No methods: 85%

WHO SHOULD NOT TAKE ORAL CONTRACEPTIVES:

* Elevated cholesterol or triglycerides

* High blood pressure

* Migraine or other headaches or epilepsy

* Mental depression .

* Gallbladder, heart or kidney disease

* History of scanty or irregular menstrual periods

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

Also, be sure to inform your doctor or healthcare prdvider if you smoke or are on any medications.

RISKS OF TAKING ORAL CONTRAGEPTIVES:

1. Risk of developing blood clots . . .

Blood clots and blockage of blood vessels are one of the most serious side effects of taking
oral contraceptives and can cause death or serious disability. In particular, a clot in the legs
can cause thrombophlebitis and a clot that travels to the lungs can cause sudden blocking
of the vessel carrying blood to the lungs. Rarely, clots ocour in the blood vessels of the eye
and may cause blindness, double vision, or impaired vision.

1f you take oral contraceptives and need elective surgery, need to stay in bed for a prolonged
illness or have recently delivered a baby, you may be at risk of developing blood clots. You
should consult your doctor about stopping oral contraceptives four weeks before surgery
and not taking oral contraceptives for two weeks after surgery or during bed rest. You should
also not take oral contraceptives soon after delivery of a baby. it is advisable to wait for at least
four weeks after delivery if you are not breast-feeding or four weeks after a'second trimester
abortion. If you are breast-feeding, you should wait until you have weaned your child before
using the pill. (See also the section on Breast Feeding in GENERAL PREGAUTIONS.)

The risk of circulatory disease in oral contraceptive users may be higher in users of high-
dose pills and may be greater with longer duration of ‘oral contraceptive use. In addition,
some of these increased risks may continue for a number of years after stopping oral con-
traceptives. The risk of abnormal blood clotting increases with age in both users and
nonusers of oral contraceptives, but the incre d risk from the oral contraceptive appears
to be present at all ages. For women aged 20 to 44 it is estimated that about 1 in 2,000 using
oral contraceptivves will be hospitalized each year because of abnormal clotting. Among
nonusers in the same age group, about 1 in 20,000 would be hospitalized each year. For oral
contraceptive users in general, it has been estimated that in women between the ages of 15
and 34 the risk of death due to a circulatory disorder is about 1 in 12,000 per year, whereas
for nonusers the rate is about 1 in 12,000 per year, whereas for users the rate is about 1 in
50,000 per year. in the age group 35 to 44, the risk is estimated to be about 1 in 2,500 per
year for oral contraceptive users and about 1 in 10,000 per year for nonusers.

2. Heart attachs 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 serious disability.

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

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

4. Liver tumors

In rare cases, oral contraceptives can cause benign but dangerous liver tumors. These
benign liver tumors can rupture and cause fatal internal bleeding. In addition, some studies
report an increased risk of developing liver cancer. However, liver cancers are rare.

5. Cancer of the reproductive organs and breasts

. There is conflict among studies regarding breast cancer and oral contraceptive use. Some

studies have reported an increase In the risk of developing breast cancer, particularly at a
younger age. This increased risk appears to be related to duration of use. The majority of
studies have found no overall increase in the risk of developing breast cancer.

A meta-analysis of 54 studies found a small increase in the frequency of having breast can-
cer diagnosed for women who were currently using combined oral contraceptives or had
used them within the past ten years. This increase in the frequency of breast cancer diagno-
sis, within ten years of stopping use, was generally accounted for by cancers localized to the
breast. There was no increase in the frequency of having breast cancer diagnosed ten or
more years after cessation 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. There is insufficient evidence to rule out the possibility that pills may
cause such cancers.

ESTIMATED RISK OF DEATH FROM A BIRTH-CONTROL METHOD OR 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 asso-
ciated with different methods of birth control and pregnancy has been calculated and is
shown in the following table.

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

Cigaretie smoking increases the risk of serious cardiovascular side effects from oral contraceptive use.
This risk increases with age and with heavy smoking (15 or more cigarettes per day) and is quite marked

in women over 35 years of age. Women who use oral contraceptives are strongly advised not to smoke.
[]

Some women shouid not use the pill. For example, you should not take the pill if you are preg-

nant or think you may be pregnant. You should also not use the pill if you have had any of the

following conditions: M )

* A history of heart attack or stroke e

* Biood clots in the legs (thrombophlebitis), lungs (pulmonary embolism), or'eyes

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

* Chiest pain {angina pectoris)

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

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

* Yellowing of the whites of the eyes or of the skin (jaundice) during pregnancy or during previous use of
the pill

* Liver tumor (benign or cancerous)

* Known or suspected pregnancy

Tell your healthcare provider if you have ever had any of these conditions. Your healthcare
provider can recommend another method of birth control.

OTHER CONSIDERATIONS BEFORE TAKING ORAL CONTRACEPTIVES:

Tell your healthcare provider if you have or have had:
+ Breast nodules, fibrocystic disease of the breast, an abnormal breast x-ray or mammogram
* Diabetes

Method of Control 15-19 20-24 25-29 30-34 35-39 40-44
and Qutcome

No fertility 70 74 9.1 148 25.7 282
control methods*

Oral contraceptives 03 05 09 19 13.8 318
non-smoker* "

Oral contraceptives 22 34 6.6 135 51.1 17.2
smaoker**

up** 08 0.8 10 10 14 14

Condom* 11 1.6 0.7 02 0.3 04

Diaphragm/ 19 12 1.2 13 2.2 28
spermicide*

Periodic 25 18 1.6 17 29 36

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

In the above table, the risk of death from any birth-control method Is less than the risk of
childbirth, except for oral contraceptive users over the age of 35 who smoke and pill users
over the age of 40 even if they do not smoke. It can be seen in the table that for women aged
15 to 39, the risk of death was highest with pregnancy 9'26- deaths per 100,000 women,
depending on age). Among pilt users who do not smoke, the risk of death was always lower
than that associated with pre%nanceg for any age group, although over the age of 40, the risk
increases to 32 deaths per 100,000 women, compared to 28 associated with pregnancy at
that age. However, for pill users who smoke and are over the age of 35, the estimated num-
ber of deaths exceed those for other methods of birth control. If a woman is over the age of
40 and smokes, her estimated risk of death is four times higher (117/100,000 women) than
the estimated risk associated with pregnancy (28/100,000 womeny in that age group.

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



WARNING SIGNALS:

If any of these adverse effects occur while you are taking oral contraceptives, call your doctor immedi-
ately:

* 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)

* Grushing chest pain or heaviness in the chest (indicating a possible heart attack)

* Sudden severe headache or vomiting, dizziness o fainting, disturbances of vision or speech, weakness,
or numbness in an arm or leg (indicating a possible stroke)

* Sudden partial or complete loss of vision (indicating a possible clot in the eye)

* Breast lumps (indicating possible breast cancer or fibracystic disease of the breast; ask your doctor or
healthcare provider to show you how to examine your breasts)

* Severe pain or tendemess in the stomach area (indicating a possibly ruptured fiver fumor}

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

* Jaundice or a yellowing of the skin or eyeballs, accompanied frequently by fever, fatigue, loss of appetite,
dark colored urine, or light colored bowel movements (indicating possible liver problems) :

SIDE EFFECTS OF ORAL CONTRACEPTIVES:

1. Vaginal bleeding

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

3. Fluid retention

Oral contraceptives may cause edema (fiuid retention) with swelling of the fingers or ankles
and may raise your blood pressure. If you experience fluid retention, contact your doctor or
healthcare provider. : :

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

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

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

GENERAL PRECAUTIONS:

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

There may be times when you may not menstruate regularly after you have completed taking
a cycle of pilis. If you have taken your pills regularly and miss one menstrual period, continue
taking your pills for the next cycle but be sare to inform your healthcare provider before doing
$0. If you have not taken the pills daily as instructed and missed a menstrual period, you may
be pregnant. If you missed two consecutive menstrual periods, you may be pregnant. Check
with your healthcare provider immediately to determine whether you are pregnant. Do not con-
tinue to take oral contraceptives until you are sure you are not pregnant, but continue to use
another method of contraception.

There is no conclusive evidence that 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 findings
have not been seen in more recent studies: Nevertheless, oral contraceptives or any other
drugs should not be used during pregnancy unless clearly necessary and prescribed by your
doctor. You should check with your doctor about risks to your unborn child of any medication
taken during pregnancy. :

2, While breast-feeding: o ’

If you are breast-feeding, consult your doctor before starting 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 report-
ed, including yellowing of the skin (jaundice) and breast enlargement. In addition, combination
oral contraceptives may decrease the amount and guality of your mitk. If possible, do not use
combination oral contraceptives while breast-feeding. You should use another method of contra-
ception since breast-feeding provides only partial protection from becoming pregnant and this partial
protection decreases significantly as you breast feed for longer periods of time. You should consider
starting combination oral contraceptives only after you have weaned your child completely.

3. Lahoratory 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-controf pills.

4, Drug interactions: .

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

5. Sexually transmitted diseases: S

Sprmtec Tablets (like all oral contraceptives) are intended to prevent pregnancy. Ora! con-
traceptives do not protect against transmission of HIV (AIDS) and other sexually-transmitted
diseasis such as chlamydia, genital herpes, genital waris, gonorrhea, hepatitis B, and syphilis.

HOW T0 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 pills you could get pregnant. This includes starting the pack late. The more pills you miss, the
more likely you are to get pregnant, R .

3. MANY WOMEN HAVE SPOTTING OR LIGHT BLEEDING, OR MAY FEEL SICK TO THEIR STOMACH DUR-
ING THE FIRST 1-3 PACKS OF PILLS, .If you feel sick to'your storach, do rot stop taking the pill. The prob-
lem 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 pilis, 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 MEDIGINES, including
some antibiotics, your pills may not work as well. Use a back-up method (such as condoms, foam, or

(Over)
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Oral contraceptives, also known as “birth-control pills” or “the pill", are taken to prevent pregnancy.
When taken tly to prevent pi oral ives have a failure rate of less than 1%
per year when used without missing any pills. 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 contra-
ceptives are also free of serious or unpleasant side effects. However, forgetting to take pills 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 fatal or may cause temporary or
permanent disability. The risks associated with taking oral contraceptives increase significantly if you:

. *smoke

ehave high blood pressure, diabetes, high cholesterol

ehave or have had clotting disorders, heart attack, stroke, angina pectoris, cancer of the breast or

sex organs, jaundice, or malignant or benign liver tumors.

Although cardiovascular disease risks may be increased with oral contraceptive use after age 40 in

healthy, rion-smoking women {even with the newer low-dose formulations), there are also greater
ial health risks i with-pregnancy in older women.

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

Most side effects of the pill are not serious. The most common such effects are nausea, vomiting, bleed-
ing between menstrual periods, weight gain, breast tendemess, and difficulty wearing contact fenses.
These side effects, especially nausea and vomiting may subside within the first three months of use.
The serious side effects of the pill occur very inirequently, especially if you are in good heaith and
are young. However, you should know that the following medical conditions have been associated
with or made worse by the pill: . '

1. Blood clots in the legs {1 D itis), ungs (pul y ), or rupture of
2 blood vessel in the brain (stroke), blockage of blood vessels in the heart (heart atiack and angina
pectoris) or other organs of the body. As mentioned above, smoking increases the risk of heart
attacks and strokes and subsequent serious medical consequences.

2. In rare cases, oral contraceptives can cause benign but dangerous liver tumors. These benign
liver tumors can rupture and cause fatal internal bleeding. In addition, some studies report an
increased risk of developing liver cancer. However, liver cancers are rare.

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 patient label-
ing. Notify your doctor or healthcare provider if you notice any unusual physicat disturbances while
taking the pill. In addition, drugs such as rifampin, as well as some anticonvuisants and some
antibiotics may d oral ive effecti 3

There is conflict among studies regarding breast cancer and oral contraceptive use. Some studies
have reported an increase in the risk of developing breast cancer, particularly at a younger age. This
increased risk appears to be related to duration of use. The majority of studies have found no over-
all increase in the risk of developing breast cancer. 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 1o factors other than the use of oral contraceptives. There is insufficient evidence to rule out
the possibility that pills may cause such cancers. .

Taking the combination pill provides some important non-contraceptive benefits. These include less
painful menstruation, less menstrual blood loss and anemia, fewer pelvic infections, and fewer can-
cers of the ovary and the lining of the uterus. :

Be sure to discuss any medical condition you may have with your healthcare provider. Your health-
care provider will take a medical and family history before prescribing oral contraceptives and will
examine you. The physical examination.may be delayed to another time if you request it and the
healthcare provider believes that it is a good medicai-practice to postpane it. You should be reex-
amined at least onge a year while taking oral contraceptives. The detailed patient labeling gives you
further information which you should read and discuss with your heafthcare provider.

Sprlntec Tablets (like ali oral contraceptives) are intended to prevent pregnancy. Oral contra-
ceptives do not protect against transmission of HIV (AIDS) and other sexually transmitted diseases
such as chlamydia, genital herpes, genital warts, gonorrhea, hepatitis B, and syphilis.

HOW T0 TAKE THE PILL .
IMPORTANT POINTS T0 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 pills 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 STOM-
ACH DURING THE FIRST 1-3 PACKS OF PILLS: If you do fee! sick to your stomach, do not stop tak-
ing the pill. The problem will usually go away. If it doesn’t go away, check with your doctor or clinic.
4. MISSING PILLS GAN ALSO GAUSE 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 2
little sick to your stomach.

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

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

7. 1IF 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,

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

2. LOOK AT YOUR PILL PACK TO SEE IF IT HAS 28 PILLS:

The 28-pill pack has 21 “active” biue pills (with hormones) to take for 3

weeks. This is followed by 1 week of “reminder” white pills (without hormanes).

3. ALSO FIND:

1) where on the pack to start taking pills,

2) in what order to take the pills.

CHECK PICTURE OF THE FOLD-OVER-DOSE CARD AND ADDITIONAL INSTRUCTIONS FOR
USING THIS PACKAGE AT THE END OF THE BRIEF SUMMARY,

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 PAGK

WHEN TO START THE F/AST PACK OF PILLS

You have a choice for which day to start taking your first pack of pills. Sprmlec Tablets are avail-
able in the Blister Pack Tablet Dispenser which is preset for a Synday Start. Day 1 Start is also pro-
vided. Decide with your doctor or clinic which is the best day for you. Pick a time of day which will
be easy to remember.

SUNDAY START:

Take the first “active” blue pifl of the first pack on the Sunday after your period starts, even if you
are still bleeding. If your period begins on Sunday, start the pack that same day.

Use another method of birth controf 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.

DAY 1 START:

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

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.

(Over)



APPROVED

WHAT TO DO DURING THE MONTH
1. TAKE ONE PILL AT THE SAME TIME EVERY DAY UNTIL THE PACK IS EMPTY.
Do not skip pills even it 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: -
28 pills: Start the next pack on the day after your last “reminder” white pill. Do not wait any days
between packs.

WHAT T0 DO IF YOU MISS PILLS

1f you MISS 1 (blue) "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 method if you have sex.

It you MISS 2 (blue) "active” pills in a row in WEEK-1 OR WEEK 2 of your pack:

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

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

3. You MAY BECOME PREGNANT if you have sex in the 7 days after you miss 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 2 (blug) “active” pills in a row in THE 3rd WEEK:

1. If 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.

If you are a Day 1 Starter: . e

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

2. You may not have your period this month but this is expected. However, if you miss your period

2 months in a row, call your doctor or ¢linic because you might be pregnant.

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

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

If you MISS 3 OR MORE (blue) “active” pills.in a row (during the first 3 weeks):

1.1 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.

If you are a Day 1 Starter:

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

2. You may not have your period this month but this is expected. However, if you miss your period

2 months in a row, call your doctor or clinic because you might be pregnant.-

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

another birth control method {such as-condoms, foam, or.sponge) as a back-up for those 7 days.
A REMINDER FOR THOSE ON 28-DAY PACKS: :

If you forget any of the 7 white “reminder” pilis in WEEK 4:

THROW AWAY the pills-you missed. -

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

You do not need a back-up method.

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

Use a BACK-UP METHOD anytime you have sex. KEEP TAKING ONE “AGTIVE" PILL EACH DAY until

you can reach your doctor or clinic. :

Tt T INFORMATION FOR PATIENfS
PLEASE READ ME!
There are two ways to start taking birth control pills, Sunday Start or Day 1 Start. Your health
care provider will tell you which to use. )

How to Use the Blister Cards for the 28 Tablets:

1. Pick the Days of the Week Sticker that starts the first day of your period. (This is the day you

begin bleeding or spotting, even if it is midnight when bleeding begins.) When you have picked the
right sticker, throw away the others and place the sticker on the blister card over the pre-printed
days of the week and make sure it lines up with the pills.
2. Your blister package consists of three parts, the foif pouch, wallet, and a blister pack containing
28 individually sealéd-pills. Note that the pills are arranged in four numbered rows of 7 pills, with
the pre-printed days of the week printed above them. All 21 blue pills are “active” birth control pills,
and 7 white “reminder” pills. Refer to the sample of the blister-card below: - c

g v+ [SUN_MON TUE WED THU PR s
* 0000000
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FO000000
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3. After taking the last white pill, start a new blister card the very next day no matter when your period start-
ed. You will be taking a pill every day without interruption. Any fime you start the pills later than directed, pro-
tect yourself by using another method of birth control untii you have taken a pill a day for seven consecutive
days. After taking the tast white pill, start taking the first blue pill from the blister card the very next day.
4. Take the pills in each new package as before. Start with the blue pill on row #1 and take one pill
each day, left to right, until the last white pill has been taken.

THREE WAYS TO REMEMBER IN WHAT ORDER TO TAKE THE PILLS.
1. Fallow the sticker with the days of the week (placed above the pills).
2. Always go from left to right.
3. Always finish all your blue pills.
Side Effects:
Some side effects are normal and will go away after the first 1, 2 or 3 months as your body gets
used to the pill. For more information on side effects; refer to this Brief Summary. The Detailed
Patient [nformation Labeling that came with your pills, or ask your health care provider or pharmacist.
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sponge) until you check with your doctor or clinic.

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

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

" BEFOREYOU START TAKING YOUR PILLS

1. DECIDE WHAT TIME OF DAY YQU WANT T0 TAKE YOUR PILL.
It is important to take it at about the same time every day.

2. LOK AT YOUR PILL PACK TO SEE IF [T HAS 28 PILLS: . '
The 28-pill pack has 21 “active” blue pills (with hormones) to take for.3 weeks, followed by 1
week of “reminder” white pills (without hormones). .

3. ALSO FIND: - -

1) where on the pack to start taking pills, . !

2 in what order to take the pills

CHECK PICTURE OF THE FOLD-OVER-DOSE CARD AND ADDITIONAL {INSTRUCTIONS FOR
USING THIS PACKAGE AT THE END OF THE BRIEF SUMMARY.

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 method in case you miss pills. o .

AN EXTRA, FULL PILL PACK.

*WHEN TO START THE FIRST PACK OF PILLS

You have a choice for which day:to start taking your first pack of pills. Sprintec Tablets are
available in the Blister Pack Tablet Dispenser which is preset for a Sunday Start. Day 1 Start
is also provided. Decide with your doctor or clinic which is the best day for you. Pick a time
of day which will be easy to remember. R

SUNDAY START:

{ Take the first "active” blue pill of the first pack on the Sunday after your period starts, even
if you are still bleeding. If your period begins on Sunday, start the pack that same day.

2. UJse 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.

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 control, since you are starting the pill at
the beginning of your period.

WHAT T DO DURING THE MONTH

1. TAKE ONE PILL AT THE SAME TIME EVERY DAY UNTIL THE PACK IS EMPTY. ‘

Do not skip pills 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:
28 pills: Start the next pack on the day after your last *reminder” white pill. Do not wait any
days between packs. .

WHAT TO DO IF YOU MISS PILLS

If you MISS 1 (blue) “active” pill:

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

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

If you MISS 2 (blue) “active” pills in arow in WEEK 1 OR WEEK 2 of your pack:

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

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

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

f you MISS 2 (blue) “"active” pills in-a row in THE 3rd WEEK: :

1.1 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.

if you are a Day 1 Starter:

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

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

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

if you MISS 3 OR MORE (blue) “active” pills in a row {during the first 3 weeks):

1.if you are a Sunday Starter: ’
Keep taking 1 pill every day untit Sunday. On Sunday, THROW OUT the rest of the pack and
start a new pack of pills that same day. :

1f you are a DAY 1 Starter: . .

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

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

3.You MAY BECOME PREGNANT if you have sex inthe 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 “rgminder” white pills in Week 4:
THROW AWAY the pills you missed. )
Keep taking one pill each day until the pack is empty. i

You do not need a back-up method. ~

FINALLY, IF YOU ARE STILL NOT SURE WHAT T0 DO ABOUT THE PILLS YBUHAVE MISSED:
Use a BACK-UP METHOD anytime you have sex.

KEEP TAKING ONE “ACTIVE” PILL EAGH DAY uriti! you can reach your doctor or clinic.

i

PREGNANCY DUE TO PILL FAILURE:

The incidence of pill failure resutting in pregnancy is approximately one percent {i.e., one
pregnancy per 100 women per year) if taken every day as directed, but more typical failure
rates are about 3%. If failure does occur, the risk to the fetus is minimal.

PREGNANCY AFTER STOPPING THE PILL:

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

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

OVERDOSAGE:

Serious ill effects have not been reported following ingestion of large doses of oral contra-
ceptives by young children. Overdosage may cause nausea and withdrawal bleeding in
females. In case of overdosage, contact your healthcare provider or pharmacist.

OTHER INFORMATION:

Your healthcare provider will take a medical and family history before prescribing oral con-
traceptives and will examine you. The physical examination may be delayed to another time
if you request it and the healthcare provider believes that it is a good medical practice to
postpone it. You should be reexamined at least once a year. Be sure fo inform your health-
care provider if there is a family history of any of the conditions listed previously in this
leaflet. Be sure to keep ail appointments with your healthcare provider, because this is a time
to determine if there are early signs of side effects of orat contraceptive use.

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

“has been prescribed sp_eciﬁcally for you; do not give it to others who may want birth control pills.

HEALTH BENEFITS FROM ORAL CONTRACEPTIVES:

In addition to preventing pregnancy, use of combination oral contraceptives may providé cer-
tain benefits. They are: v

_* menstrual cycles may become more regular

< bload 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

* gctopic (lubal) pregnancy may occur less frequently

* noncancerous cysts or fumps in the breast may occur less frequently

+ acute pelvic inflammatory disease may acour less frequently

+ 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/health care provider
or pharmacist. They have a more technical leaflet called the Professional Labeling, which you
may wish to read. The professional labeling is also published in a book entitled Physicians’
Desk Reference, available in many.book stores and public libraries. '

MANUFACTURED BY
BARR LABORATORIES, INC.
POMONA, NY 10970

" Revised SEPTEMBER 2002
PL-8016
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Sprinte¢ | Sprinkeé
(norgestimate and ethinyl (norgestimate and ethinyl
estradiol tablets) : estradiol tablets)

0.250 mg/0.035 mg 0.250 mg/0.035 mg

Usual Dosage: One tablet daily for 28 consecutive days per menstrual
cycle in the following order: 21 blue tablets followed by 7 white tablets
as prescribed.

B‘ only See enclosed package information.

Ta the Dispenser: This carton contains one combination labeling
piece of information intended for the patient. All informational pieces
are to be provided to the patient with each prescription.

Store at 25°C (77°F); excursions permitted to 15°-30°C (59°-86°F).

BARR LABORATORIES, INC.
Pomona, NY 10970
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Shaping Women's Health
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CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
ANDA 75-804

LABELING REVIEW(S)




*FIRST GENERIC*

REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number: = 75-804

Date of Submission: February 16, 2000 (Original draft labeling)

Applicant's Name: Barr Laboratories, Inc.

Established Name: Norgestimate and Ethinyl Estradiol Tablets, 0.250 mg/0.035 mg

{28 day regimens)

Labeling Deficiencies:

1.

GENERAL COMMENT:

We note that the draft labels and labeling you have submitted include your proposed proprietary name
for this drug product. Please refer to our fax dated March 22, 2001, in which we informed

you that the Office of Post-Marketing Drug Risk Assessment (OPDRA) did not recommend the use of

the name ————— due to the potential risk of confusion between———"and two existing drug

names, Nor/nyl and Norethin. Therefore, please revise your labels and Iabellng to remove -

the proprietary name.

as

CONTAINER (Fold-over blister dose card, ———28 Day):

Satisfactory' in draft.

. AUXILIARY LABEL

Satisfactory in draft.

28 Day):
Satisfactory in draft.
CARTON (——————6 x 28 Day):

Revise the "21 blue tablets contain...” statement to read: “21 blue tablets each contain 0.250 mg
norgestimate and 0.035 mg ethinyl estradiol, and 7 white tablets each contain inert ingredients.”

INSERT (Physician Labeling, Detailed Patient Labeling, and Brief Summary Patient Labeling):

We note that you have modeled your labeling after the reference listed drug’s labeling, Ortho-Cyclen®
by RW.Johnson, revised May 1998. However, this labeling is not the most recently approved.

21 CFR 314.94(a)(8)(iv) requires that your labeling be the same as that approved for the reference
listed drug. Please revise your physician insert labeling to be in accordance with the enclosed labeling



for the reference listed drug, revised January 2000 and approved June 5, 2000. Please also revise
your Detailed Patient Labeling and Brief Summary Patient Labeling to be in accordance with the
enclosed patient labeling for the reference listed drug, revised April 2000 and approved

January 16, 2001.

Please revise your labels and labeling, as instructed above,-and submit in final print.
Prior to approval, it may be necessary to further revise your labeling subsequent to approved cha'nges for
the reference listed drug. We suggest that you routinely monitor the following website for any approved
changes-

http:/iwww .fda.gov/cder/ogd/rid/labeling_review_branch.htmi
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 fast submission with all differences
annotated and explained. ‘

Wm. Peter Rickman

Acting Director

Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research

Enclosure: Reference Listed Drug’s Approved Labeling.



REVIEW OF PROFESSIONAL LABELING CHECKLIST

Applicant's Established Name

Different name than on acceptance to file letter?

e

Is this product a USP item? If so, USP supplement in which verification was assured.

Is this name different than that used in the Orange Book?

if not USP, has the product name been proposed in the PF?

Error Prevention Analysis

Has the firm proposed a proprietary name? [f yes, complete 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?

.Has the name been forwarded to the Labeling and Nomenclature Committee? if so, what X

were the recommendations? If the name was unacceptabie, has the firm been notified?
The proposed name was not recommended by OPDRA on
Feb. 22, 2001 (Consuit #00-0273).

PACKAGING -See applicant's packaging configuration in FTR

Is this a new packaging configuration, never been approved by an ANDA or NDA for this

drug product? If yes, describe in FTR.

Is this package size mismatched with the recommended dosage? If yes, the Poison
Prevention Act may require a CRC. [see FTR]

Does the package proposed have any safety and/or regulatory concerns?

If IV 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?

Individual cartons required? Issues for FTR: Innovator individually cartoned? Light

X
sensitive product which might require cartoning? Must the package insert accompany the
product? '
Are there any other safety concerns?
e
LABELING o

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 stréngths?




Is the corporate logo larger than 1/3 container label? (No regulation - see ASHP
guidelines)

Does RLD make special differentiation for this label? (i.e., Pediatric strength vs Adult; Oral
Soiution vs Concentrate, Warning Statements that might be in red for the NDA)

Is the Manufactured by/Distributor statement incorrect or falsely inconsistent between
labels and labeling? [s "Jointly Manufactured by...", statement 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 conﬂguration of RLD and applicant (p. #) in the FTR

Is the scoring configuration different than the RLD?

PR

Has the firm failed to describe the scoring in the HOW SUPPLIED section?

Inactive Ingredients: (FTR: List p. # in application where inactives are listed)

Does the product contain alcohol? If so, has the accuracy of the statement been
confirmed?

Do any of the inactives differ in concentration for this route of administration?

Any adverse effects anticipated from inactives (i.e., benzyl alcohol in neonates)?

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 composition statement lists e.g., Opacode,
Opaspray?

Failure to list gelatin, coloring agents, antimicrobials for capsules in DESCRIPTION?

Failure to list dyes in imprinting inks? (Coloring-agents e.g., iron oxides need not be listed)

USP Issues: (FTR: List USP/NDA/ANDA dispensing/storage recommendations)

Do container recommendations fail to meet or exceed USP/NDA recon'wmendations? If so,
are the recommendations supported and is the difference acceptable?[see FTR]

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.

Bioequivalence Issues: (Compare bioequivalency values: insert to study. List Cmax,
Tmax, T 1/2 and date study acceptable)




Insert labeling references a food effect or a no-effect? If so, was a food study done? X

Has CLINICAL PHARMACOLOGY been modified? If so, briefly detail where/why. X .

Patent/Exclusivity Issues: FTR: Check the Orange Book edition or cumulative X
supplement for verification of the latest Patent or Exclusivity. List expiration date for all
patents, exclusivities, etc. or if none, please state. NONE.

FOR THE RECORD:

1. MODEL LABELING

This review was based on the labeling for Ortho-Cyclen® Tablets (28 Day Regimen) by R.W. Johnson
(NDA 19-653/S-025; revised January 2000 and approved June 5, 2000; and S-027, revised April 2000
and approved January 16, 2001 (Detailed Patient and Brief Summary Patient Inserts only).

2. PATENTS/EXCLUSIVITIES

Patent Data — NDA 19-653

No. Expiration - Use Code Use File
None None None There are no unexpired patents N/A
for this product in the Orange

Book Database.

Exclusivity Data— NDA 19-653

Code Reference Expiration
None There is no unexpired exclusivity for this product in the N/A
Orange Book Database.

“The firm’s statements are correct. [Vol. A1.1 pg. 03-0001 and 03-00002.]
3. MANUFACTURING FACILITY OF FINISHED DOSAGE FORM

Barr Laboratories, Inc.

2 Quaker Road —————""

Pomona, NY 10970-0519° . [Vol. A1.14 pg. 09-00002.]

4. CONTAINER/CLOSURE

Blister Film: . - _’ - clear transparent plastic film.
Blister Backing: ————— push thru Aluminum Foil with ' on bright
side and - on matte side.

[Vol. A1.14 pg. 13-00003 and 13-00004.]
5. INACTIVE INGREDIENTS

The description of the inactive |ngred|ents in the insert labeling appears accurate according to the
composition statement. [Vol. A1.14 pg. 07-00003.]



8. PACKAGING CONFIGURATIONS

RLD: Cartons of 6 x 21-Day and 6 x 28-Day Dialpak® Tablet Dispensers.
1 x 21-Day and 1 x 28-Day Veridate® Tablet Dispensers (unfilled) for clinic use.
ANDA:  Cartons Of ee————16x 28-Day Fold-Over Dose Card with

[Vol. A1.1 pg. 04-00013, 04-00016, and 04-00100.]
7. STORAGE TEMPERATURE RECOMMENDATIONS COMPARISON

USP: None.
RLD: None. ’ .
ANDA: Store at 25°C (77°F); excursions permitted to 15°- 30°C (59°- 86°F)

[Vol. A1.1 pg. 04-00100.]
8. DISPENSING STATEMENTS COMPARISON

USP: None

RLD: IMPORTANT: Each carton contains Detailed Patient Labeling and each DIALPAK® Tablet
Dispenser contains the Brief Patient Labeling. Both should be included with each package
dispensed to the patient. : '

ANDA:To the Dispenser: This carton contains two pieces of information intended for the patient.
All informational pieces are to be provided to the patient with each prescription.

[Vol. A1.1 pg. 04-00013, and 05-00014.]
9. TABLET IMPRINT

The tablet imprintings have been accurately described in the HOW SUPPLIED section of the Insert
according to the firm's Finished Product Specifications:

“active” tablet: “blue, round, flat-faced, beveled-edge, unscored tablet debossed with b on one side
and 987 on the other side.”

placebo tablet: “white, round, flat-faced, beveled-edgé, unscored tablet debossed with b on one
side and 143 on the other side.”

[Vol. A1.14 pg. 14-00007 and 14-00014.]
| 10.BIOAVAILABILITY/BIOEQUIVALENCE:

The Division of Bioequivalence concluded on December 26, 2000, that the firm’s bioequivalency data
were acceptable.

11.NOMENCLATURE:
The firm proposed the proprietary name—————for their product. OPDRA concluded on February

22, 2001, that they did not recommend the use of the name———for this drug product [Consult #
00-0273]. | notified the firm of this decision in a fax dated March 22, 2001.
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The Labeling Approval Summary dated
7/24/2002 was not located.



(This AP Summary supersedes the AP Summary dated 7/24/02.)

APPROVAL SUMMARY

REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number:

Date of Submission:

Applicant's Name:

Established Name:

Proprietary Name:

75-804
September 10, 2002 (Amendment-FPL) and September 5, 2002 (Amendment)
Barr Laboratories, Inc. |

Norgestimate and Ethinyl Estradiol Tablets, 0.250 mg/0.035 mg
(28 day regimen)

Sprintec™ 28 Tablets

APPROVAL SUMMARY (List the package size, strength(s), and date of submission for approval):

Do you have 12 Final Printed Labels and Labeling? Yes.

CONTAINER Labels: (Fold-over blister dose card - 28 Day):
Satisfactory as of the October 12, 2001 submission. [Vol. 5.1, page 102]

FOIL POUCH: (Overwrap for container and wallet — 28 Day):
Satisfactory as of the October 12, 2001 submission. [Vol. 5.1, page 106]

CARTON: (6 x 28 Day): _—"
Satisfactory as of t

e
P TN

mtober 12, 2001 s/uB,mission. [Vol. 5.1, page 110]

\\

e ot

DAYS OF THE WEEK STICKER (To be affixed to the blister dose card — 28 Day):
Satisfactory as of the September 10, 2002 submission. [Vol. 6.1]

PROFESSIONAL PACKAGE INSERT:
Satisfactory as of the September 10, 2002 submission. {Vol. 6.1, Revised September 2002; Code:

31090160102]

COMBINATION DETAILED PATIENT LABELING AND BRIEF SUMMARY INSERT:
Satisfactory as of the September 10, 2002 submission. [Vol. 6.1, Revised September 2002; Code:

31590160102]

Revisions needed post-approval: Yes. There were several labeling revisions that were editorial in
nature, and therefore could be “post-approval” revisions. | communicated these post-approval
revisions to Christine Mundkur, of Barr Laboratories, Inc., by telephone and by facsimile on

July 24, 2002.



Patent Data — NDA 19-653

Patent No. Patent Expiration | Use Code Description How Filed Labeling Impact
None None None There are no unexpired patents for this N/A None
product in the Orange Book Database.

Exclusivity Data— NDA 19-653

Code . Reference Expiration Labeling Impact
None There is no unexpired exclusivity for this product in the Orange Book Database. N/A None
BASIS OF APPROVAL.:

Was this approval based upon a petition? No

What is the RLD on the 356(h) form: ORTHO CYCLEN-28® Tablets
NDA Number: 19-653

NDA Drug-Name: Norgestimate and Ethinyl Estradiol Tablets

NDA Firm: R.W. Johnson

Date of Approval of NDA Insert and supplement : NDA 19-653/S-025: Approved June 5, 2000; and S-027
(Combination Detailed Patient and Brief Summary Insert only): Approved January 16, 2001

Has this been verified by the MIS system for the NDA? Yes.
Was this approval based upon an OGD labeling guidance? No.
~ Basis of Approval for the Container Labels: Side-by-side comparison with innovator labels in jacket.

Basis of Approval for the Carton Labeling: Side-by-side comparison with innovator labels in jacket.

REVIEW OF PROFESSIONAL LABELING CHECKLIST

Applicant’s Established Name

Different name than on acceptance. to file letter? - X -
Is this product a USP item? If so, USP supplement in which verification was assured. X
Is this name different than that used in the Orange Book? X
If not USP, has the product name been proposed in the PF? X

Error Prevention Analysis

Has the firm proposed a proprietary name? If yes, complete 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?




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?

The proposed name “Sprintec™” was found acceptable by OPDRA on
August 15, 2001 (Consult #01-0159), and the final "OK" was given on Aug. 5, 2002.

PACKAGING -See applicant's packaging configuration in FTR

Is this a new packaging configuration, never been approved by an ANDA or NDA for this
drug product? If yes, describe in FTR.

Is this package size mismatched with the recommended dosage? If yes, the Poison
Prevention Act may require a CRC. [see FTR]

Does the package proposed have any safety and/or regulatory concerns?

If IV 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?

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 corpbrate logo larger than 1/3 container label? (No regulation - see ASHP
guidelines)

Does RLD make special differentiation for this label? (i.e., Pediatric strength vs Adult; Oral
Solution vs Concentrate, Warning 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...", statement needed?

Failure to describe solid oral dosage form identifying markings in HOW SUPPLIED?

Has the firm failed to adequately support compatibility or étability claims which appear in
the insert labeling? Note: Chemist should confirm the data has been adequately
supported.

Scoring: Describe scoring configuration of RLD ahd applicant (p. #) in the FTR

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 p. # in application where inactives are listed)




Does the product contain alcohol? If so, has the accuracy of the statement been X
confirmed?

Do ahy of the inactives differ in concentration for this route of administration? X
Any adverse effects anticipated from inactives (i.e., benzyl alcohol in neonates)? X
Is there a discrepancy in inactives between DESCRIPTION and the composition X
statement?

Has the term "other ingredients” been used to protect a trade secret? If so, is claim X
supported?

Failure to list the coloring agents if the composition statement lists e.g., Opacode, X
Opaspray?

Failure to list gelatin, coloring agents, antimicrobials for capsules in DESCRIPTION? X
Failure to list dyes in imprinting inks? (Coloring agents e.g., iron oxides need not be listed) X
USP Issues: (FTR: List USP/NDA/ANDA dispensing/storage recommendations) =
Do container recommendations fail to meet or exceed USP/NDA recommendations? If so, X
are the recommendations supported and is the difference acceptable?[see FTR]

Does USP: have labeling recommendations? If any, does ANDA meet them? X
Is the product light sensitive? If so, is NDA and/or ANDA in a light resistant container? X
Failure of DESCRIPTION to meet USP Description and Solubility information? If so, USP X
information should be used. However, only include solvents appearing in innovator

labeling.

Bioequivalence Issues: (Compare bioequivalency values: insert to study List Cmax

Tmax, T 1/2 and date study acceptable)

Insert labeling references a food effect or a no-effect? If so, was a food study done? X
Has CLINICAL PHARMACOLOGY been modified? If so, briefly detail where/why. . X
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. NONE

FOR THE RECORD:

1. MODEL LABELING

This review was based on the labeling for Ortho Cyclen-28® Tablets by R.W. Johnson
(NDA 19-653/S-025; revised January 2000 and approved June 5, 2000; and S-027, revised April 2000

and approved January 16, 2001 (Detailed Patient and Brief Summary Patient Inserts only).

2. PATENTS/EXCLUSIVITIES

Patent Data — NDA 19-653

Patent No. Patent Expiration Use Code Description

How Filed

Labeling Impact

None None None There are no unexpired patents for this
product in the Orange Book Database.

N/A

None




Exclusivity Data— NDA 19-653

Code Reference _ Expiration | Labeling Impact
None There is no unexpired exclusivity for this product in the Orange Book Database. N/A ~ None

The firm’s statements are correct. [Vol. A1.1 pg. 03-0001 and 03-00002.]
. MANUFACTURING FACILITY OF FINISHED DOSAGE FORM

Barr Laboratories, Inc.
2 Quaker Road —————

Pomona, NY 10970-0519 [Vol. A1.14 pg. 09-00002.]
. CONTAINER/CLOSURE
Blister Film: clear transparent plastic film.
Blister Backing: —————— push thru Aluminum Foil with - on bright
side and - on matte side.

[Vol. A1.14 pg. 13-00003 and 13-00004.]
. INACTIVE INGREDIENTS

The description of the inactive ingredients in the insert labeling appears accurate according to the
composition statement. [Vol. A1.14 pg. 07-00003.] .

. PACKAGING CONFIGURATIONS

RLD: Cartons of 6 x 28-Day Dlalpak® Tablet Dispensers.
1 x 28-Day Veridate® Tablet Dispensers (unfilled) for clinic use.
ANDA: Cartons of 6 x28-Day Fold-Over Dose Card with wallet.

[Vol. A1.1 pg. 04-00013, 04-00016, and 04-00100.]
. STORAGE TEMPERATURE RECOMMENDATIONS COMPARISON

USP: None.
"RLD: None. .

ANDA: Store at 25°C (77°F); excursions permitted to 15°- 30°C (59°- 86°F)
[Vol. A1.1 pg. 04-00100.]

. DISPENSING STATEMENTS COMPARISON

USP: None

RLD: IMPORTANT: Each carton contains Detailed Patient Labeling and each DIALPAK® Tablet
Dispenser contains the Brief Patient Labeling. Both should be included with each package
dispensed to the patient.

ANDA:To the Dispenser: This carton contains one combination labeling piece of information
intended for the patient. All informational pieces are to be provided to the patient with
each prescription.

[Vol. A1.1 pg. 04-00013, and 05-00014.]
. TABLET IMPRINT

The tablet imprintings have been accurately described in the HOW SUPPLIED section of the Insert
according to the firm’s Finished Product Specifications:




“active” tablet: “blue, round, flat-faced, beveled-edge, unscored tablet debossed with b on one side
and 987 on the other side.”
placebo tablet: “white, round, flat-faced, beveled-edge, unscored tablet debossed with b on one
side and 143 on the other side.”

[Vol. A1.14 pg. 14-00007 and 14-00014.]
10.BIOAVAILABILITY/BIOEQUIVALENCE:

The Division of Bioequivalence concluded on December 26, 2000, that the firm’s bioequivalency data
were acceptable.

11.NOMENCLATURE:

The firm proposed the proprietary name “Sprintec™ ” for their product. OPDRA concluded on August
15, 2001, that “Sprintec” was an acceptable name for this drug product (Consult #01-0159). The final
"OK" on Sprintec was given by DMETS on August 5, 2002.

Date of Review: 9/11/02 Dates of Submission: 9/10/02 and 9/5/02

Primary Reviewer: Debra Catterson  Date:
L. Catlinson 2[1a[on

Team Leader: John Grace Date:

W&"’ 7//3 /d?ao?

CC: /

ANDA: 75-804

DUP/DIVISION FILE
HFD-613/DCatterson/JGrace (no cc)
vfirmsam\barr\ltrs&rev\75804APL2.doc
Review
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12.

OFFICE OF GENERIC DRUGS

ABBREVIATED NEW DRUG APPLICATION
CHEMISTRY, MANUFACTURING AND CONTROLS REVIEW

Chemistry Review No. (First Generic)
1

ANDA NUMBER
75-804

NAME AND ADDRESS OF APPLICANT
Barr Laboratories, Inc.

Attention: Christine Mundkur

2 Quaker Road

P. O. Box 2900

Pomona, NY 10970

LEGAL BASIS for ANDA SUBMISSION
The listed reference drug product is Ortho-Cyclen®-21 (Norgestimate and ethinyl estradiol tablets,
0.250 mg/0.035 mg Tablet; Oral-21 Day Regimen — NDA 19653) manufactured by Johnson RW.

The applicant certifies that in its opinion and to the best of its knowledge, there are no patents that
claim ————{norgestimate and ethinyl estradio! tablets, 0.250 mg/0.035 mg) —— 28 day
regimens or the drug substances that are components of the drug product. (Section Ill page 03-
00001 and 2)

Exclusivity: None

SUPPLEMENT(s)
None

NAME OF DRUG

NONPROPRIETARY NAME
Norgestimate and Ethinyl Estradiol Tablets

SUPPLEMENT(s) PROVIDE(s) FOR
None

AMENDMENTS AND OTHER DATES

02-16-2000  Original submission

03-16-2000 New Correspondence — CMC and BA/BE electronic submission
04-10-2000 Telephone Amendment - Bioequivalence

05-02-2000 Telephone Amendment - Bioequivalence

03-29-2000 Letter of acceptance

PHARMACOLOGICAL CATEGORY
Oral Contraceptive

HOW DISPENSED
Prescription

RELATED IND/NDA/DMF(s)



13.
14.

15.

16.

17.

18.

19.

1 v1.2, p08-00004
V1.2, p08-00078
V1.3, p13-00010

v1.3, p13-00018

DOSAGE FORM .
Tablet

POTENCY
0.250 mg/0.035 mg (—— 28 day regimens)

CHEMICAL NAME AND STRUCTURE
Norgestimate: 18,19-Dinor- 17-pregn-4-en-20-yn-3-one, 17-(acetyloxy)-13-ethyl-, oxime, (17 )- (+)-.

HON
C23H31NO3, Molecular Weight: 369.51

Ethinyl Estradiol. 19-Norpregna-1,3,5(10)-trien-20-yne-3,17-diol, (17a)-. C2H40,. 296.41. 57-36-6.
USP 24, page 692.

RECORDS AND REPORTS
None

COMMENTS
The following sections are not satisfactory:
22.  Synthesis
23. Raw Material Controls
26.  Container ‘
28. Laboratory Controls (In-Process and Finished Dosage Form)

29. Stability
The following sections are pending:
32. Labeling

33. Establishment Inspection

CONCLUSIONS AND RECOMMENDATIONS
The application is not approvable - Major.

REVIEWER AND DATE COMPLETED

. Neeru B. Takiar/June 23, 2000; Revised on July 26, 2000
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Sincerely yours,

Qw/ fC’Kim% FU\ a"/ 2f /[?D

Rashmikant M. Patel, ph.p.
Director

Division of Chemistry 1

Office of Generic Drugs

Center for Drug Evaluation and Research

APPEARS THIS WAY
ON ORIGINAL
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OFFICE OF GENERIC DRUGS

ABBREVIATED NEW DRUG APPLICATION
CHEMISTRY, MANUFACTURING AND CONTROLS REVIEW

Chemistry Review No. (First Generic)
2

ANDA NUMBER
75-804

NAME AND ADDRESS OF APPLICANT
Barr Laboratories, Inc.

Attention: Christine Mundkur

2 Quaker Road

P. O. Box 2900

Pomona, NY 10970

LEGAL BASIS for ANDA SUBMISSION
~The listed reference drug product is Ortho-Cyclen®-21 (Norgestimate and ethinyl estradiol tablets,
0.250 mg/0.035 mg Tablet; Oral-21 Day Regimen — NDA 19653) manufactured by Johnson RW.

The applicant certifies that in its opinion and to the best of its knowledge, there are no patents that
claim (norgestimate and ethinyl estradiol tablets, 0.250 mg/0.035 mg) 28 day
regimens or the drug substances that are components of the drug product. (Section Il page 03-
00001 and 2)

Exclusivity: None

SUPPLEMENT(s)
None

NAME OF DRUG

NONPROPRIETARY NAME
Norgestimate and Ethinyl Estradiol Tablets

SUPPLEMENT(s) PROVIDE(s) FOR
None

AMENDMENTS AND OTHER DATES
02-16-2000 Original submission
11-28-2000 Major Amendment — Response to def. letter (CMC and BA/BE ) of August 22, 2000
01-02-2001  Electronic Submission - CMC Amendment

02-01-2001  Amendment - Filing-of =———————new manufacturing site for

02-01-2001  Amendment — Bio-equivalence

02-09-2001  Amendment - Correction to February 01, 2001 amendment regarding ————
manufacturing site for " :

-03-09-2001 Amendment - Updated blend uniformity limits

04-20-2001  Amendment - Labeling

PHARMACOLOGICAL CATEGORY
Oral Contraceptive



1.

13.
14.

15.

16.

17.

18.

HOW DISPENSED
Prescription

RELATED INDINDA/DMF(S)

DOSAGE FORM
Tablet

POTENCY
0.250 mg/0.035 mg ' ——— 28 day regimens)

CHEMICAL NAME AND STRUCTURE.

Norgestimate: 18,19-Dinor- 17-pregn-4-en-20-yn-3-one, 17-(acetyloxy)-13- ethyl- oxime, (17a)- (+)-.

C23H31NO3, Molecular Weight: 369.51

v1.2, p08-00004

v1.2, p08-00078

v1.3, p13-00010

v1.3, p13-00018

Ethiny! Estradiol. 19-Norpregna-1,3,5(10)-trien-20-yne-3,17-diol, (17a)-. CoH240,. 296.41. 57-36-6.

USP 24, page 692.

RECORDS AND REPORTS

None

COMMENTS
The following sections are not satisfactory:
22. Synthesis
23. Raw Material Controls
28. Laboratory Controls
29. Stability
32. Labeling

CONCLUSIONS AND RECOMMENDATIONS
The application is NOT approvable - Minor.

REVIEWER AND DATE COMPLETED
Neeru B. Takiar/April 27, 2001; revised on May 7, 2001
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10.
1.

12

OFFICE OF GENERIC DRUGS

ABBREVIATED NEW DRUG APPLICATION
CHEMISTRY, MANUFACTURING AND CONTROLS REVIEW

Chemistry Review No.
3

ANDA NUMBER
75-804

NAME AND ADDRESS OF APPLICANT
Barr Laboratories, Inc.
Attention: Christine Mundkur

.2 Quaker Road

P. O. Box 2900
Pomona, NY 10970

LEGAL BASIS for ANDA SUBMISSION
The listed reference drug product is Ortho-Cyclen®-21 (Norgestimate and ethinyl estradiol tablets,
0.250 mg/0.035 mg Tablet; Oral-21 Day Regimen — NDA 19653) manufactured by Johnson RW.

The applicant certifies that in its opinion and to the best of its knowledge, there are no patents that
claim (norgestimate and ethinyl estradiol tablets, 0.250 mg/0.035 mg) —— 28 day
regimens or the drug substances that are components of the drug product. (Section 1l page 03-

00001 and 2)

Exclusivity: None

SUPPLEMENT(s)
None

NAME OF DRUG

NONPROPRIETARY NAME
Norgestimate and Ethinyl Estradiol Tablets

SUPPLEMENT(s) PROVIDE(s) FOR
None

AMENDMENTS AND OTHER DATES
02-16-2000  Original submission
06-11-2001  Minor Amendment — Response to CMC deficiency letter of May 14, 2001

PHARMACOLOGICAL CATEGORY
Oral Contraceptive

HOW DISPENSED
Prescription

RELATED IND/NDA/DMF(s)

04
[ V1.2, p08-00078




13.

14.

15.

16.

17.

18.

19.

v1.3, p13-00010

v1.3, p13-00018

DOSAGE FORM
Tablets (Oral)

POTENCY '
0.250 mg/0.035 mg (——— 28 day regimens)

CHEMICAL NAME AND STRUCTURE

Norgestimate: 18,19-Dinor- 17-pregn-4-en-20-yn-3-one, 17-(acetyloxy)-13-ethyl-, oxime, (170)- (+)-.

C23H31NO3, Molecular Weight: 369.51

Ethinyl Estradiol. 19-Norpregna-1,3,5(10)-trien-20-yne-3,17-diol, (17a)-. CoH240,. 296.41. 57-36-6.

USP 24, page 692.

RECORDS AND REPORTS
None

COMMENTS
The following sections are DEFICIENT:
22. Synthesis
23. Raw materials
28. Laboratory Controls
The following section is PENDING:
32. Labeling

CONCLUSIONS AND RECOMMENDATIONS
Deficient — NA letter will issue.

REVIEWER AND DATE COMPLETED
Neeru B. Takiar/June 27, 2001
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10.

12.

OFFICE OF GENERIC DRUGS

ABBREVIATED NEW DRUG APPLICATION
CHEMISTRY, MANUFACTURING AND CONTROLS REVIEW

Chemistry Review No.

4

ANDA NUMBER
75-804

NAME AND ADDRESS OF APPLICANT
Barr Laboratories, Inc.

Attention: Christine Mundkur

2 Quaker Road
P. O. Box 2900
Pomona, NY 10970

LEGAL BASIS for ANDA SUBMISSION _
The listed reference drug product is Ortho-Cyclen®-21 (Norgestimate and ethinyl estradiol tablets,
0.250 mg/0.035 mg Tablet; Oral-21 Day Regimen — NDA 19653) manufactured by Johnson RW.

The applicant certifies that in its opinion and to the best of its knowledge, there are no patents that
claim —— (norgestimate and ethinyl estradiol tablets, 0.250 - mg/0.035 mg) ——-28 day
regimens or the drug substances that are components of the drug product. (Section lll page 03-
00001 and 2)

Exclusivity: None

SUPPLEMENT(s)
Non_e

NAME OF DRUG
(Changed to Sprintec)

NONPROPRIETARY NAME
Norgestimate and Ethinyl Estradiol Tablets

SUPPLEMENT(s) PROVIDE(s) FOR
None

AMENDMENTS AND OTHER DATES

02-16-2000  Original submission

07-26-2001  Minor Amendment — Response to CMC deficiency letter of July 05, 2001

03-29-2002 Telephone Amendment - Response to CMC deficiencies per T-con of March 27, 2002
05-15-2002 Telephone Amendment - Response to CMC deficiencies per T-con of May 5, 2002
06-10-2002 Telephone Amendment - Response to T-con dated June 10, 2002 -

PHARMACOLOGICAL CATEGORY
Oral Contraceptive

HOW DISPENSED
Prescription

RELATED IND/NDA/DMF(s)



13.
14.

15.

16.

17.

18.

19.

DOSAGE FORM
Tablets (Oral)

POTENCY
0.250 mg/0.035 mg —— 28 day regimens)

CHEMICAL NAME AND STRUCTURE

Norgestimate: 18,19-Dinor- 17-pregn-4-en-20-yn-3-one, 17-(acetyloxy)-13-ethyl-, oxime, (17a)- (+)-.

C23H31NO3, Molecular Weight: 369.51

Ethinyl Estradiol. 19-Norpregna-1,3,5(10)-trien-20-yne-3,17-diol, (17a)-. C2H240,. 296.41. 57-36-6.

USP 24, page 692.

RECORDS AND REPORTS
None

COMMENTS See individual sections in the review

CONCLUSIONS AND RECOMMENDATIONS
Not Approvable. NA-MINOR will issue.

REVIEWER AND DATE COMPLETED
Neeru B. Takiar/June 19, 2002

| v1.2, p08-00004

v1.2, p08-00078

v1.3, p13-00010

v1.3, p13-00018
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10.

1.

12.

OFFICE OF GENERIC DRUGS

ABBREVIATED NEW DRUG APPLICATION
CHEMISTRY, MANUFACTURING AND CONTROLS REVIEW

Chemistry Review No.

-5

ANDA NUMBER
75-804

NAME AND ADDRESS OF APPLICANT
Barr Laboratories, Inc.

Attention: Nicholas C. Tantillo

2 Quaker Road

P. O. Box 2900

Pomona, NY 10970

LEGAL BASIS for ANDA SUBMISSION
The listed reference drug product is Ortho-Cyclen®-21 (Norgestimate and Ethinyl Estradiol
Tablets, 0.250 mg/0.035 mg; Oral-21 Day Regimen — NDA 19653) manufactured by Johnson RW.

The applicant certifies that in its opinion and to the best of its knowledge, there are no patents that
claim (norgestimate and ethinyl estradiol tablets, 0.250 mg/0.035 mg) 28 day
regimens or the drug substances that are components of the drug product. (Section Ill page 03-
00001 and 2)

Exclusivity: None

SUPPLEMENT(s)
None

NAME OF DRUG
(Changed to Sprintec)

NONPROPRIETARY NAME
Norgestimate and Ethinyl Estradiol Tablets

SUPPLEMENT(s) PROVIDE(s) FOR
None

AMENDMENTS AND OTHER DATES
02-16-2000  Original submission
07-09-2002 Minor Amendment — Response to deficiency letter dated July 3, 2002

PHARMACOLOGICAL CATEGORY
Oral Contraceptive

HOW DISPENSED
Prescription

RELATED IND/NDA/DMF(s)

I - v1.2, p08-00004
\ ' v1.2, p08-00078



13.
14.

15.

16.
17.
18.

19.

I v1.3, p13-00018

DOSAGE FORM
Tablets (Oral)

POTENCY
0.250 mg/0.035 mg _—— 28 day regimens)

CHEMICAL NAME AND STRUCTURE

Norgestimate: 18,19-Dinor- 17-pregn-4-en-20-yn-3-one, 17-(acetyloxy)-13-ethyl-, oxime, (17a)- (+)-.

C23H31NO3, Molecular Weight: 369.51

Ethinyl Estradiol. 19-Norpregna-1,3,5(10)-trien-20-yne-3,17-diol, (17a)-. CoH240,. 296.41. 57-36-6.

USP 24, page 692.
CH3 OH

RECORDS AND REPORTS
None

COMMENTS
None

CONCLUSIONS AND RECOMMENDATIONS
Approvable

REVIEWER AND DATE COMPLETED
Neeru B. Takiar/July 15, 2002
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ANDA APPROVAL SUMMARY

ANDA: CHEMIST: DATE:
75-804 Neeru B. Takiar July 15, 2002

DRUG PRODUCT:
Norgestimate and Ethinyl Estradiol Tablets

FIRM:
Barr Laboratories, Inc.

DOSAGE FORM: , STRENGTHS:
Tablets 0.250 mg/0.035 mg (28 day regimen)

cGMP:
EER acceptable on July 2, 2001.

BIO:
Bio study acceptable on February 12, 2001; Signed off on February 26, 2001.

VALIDATION - (Description of dosage form same as firm's):

The DS Norgestimate and drug product are not covered by monographs in the USP 24 (25). (Since the
methods were same for both ANDAs (75-804 and 75-808), MV was sent only for 75-808). Results of method

validation from the FDA District Laboratory are ACCEPTABLE December 17, 2001.
STABILITY: :

The firm has provided satisfactory 3 months accelerated and 25 months room temperature stability data for
active (0.250 mg/0.035 mg tablets) tablets packaged in blisters, up to 12 months room temperature in bulk,
and 3 months accelerated and up to 12 months room temperature stability data for placebo tablets packaged
in blister and in bulk. All stability data is satisfactory and support an expiration period of 18 months. The
stability data meet the dissolution specifications recommended by DOB.

LABELING:
ACCEPTABLE on September 13, 2002.

STERILIZATION VALIDATION (¥ applicable):
N/A

SIZE OF BIO BATCH (Firm's source of NDS ok?): .
tablets.

Size of the bio batch for active, 0.250 mg/0.035 mg is iablets and for placebo is
Drug substance, Norgestimate is manufactured by ——— and drug substance, Ethinyl Estradiol is
manufactured by ————— Norgestimate is found adequate on March 11, 2002 and Ethinyl Estradiol on

May 7, 2002.

SIZE OF STABILITY BATCHES (If different from bio batch, were they Manufactured via the same process?):
Size of stability batch is same as that of the bio batch.

PROPOSED PRODUCTION BATCH - MANUFACTURING PROCESS THE SAME?:

Size of the proposed production batch size for active tablets, 0.250 mg/0.035 mg ——tablets) and
placebo tablets ~————ablets) is the same as the bio batch. The manufacturing process is identical to the
exhibit batch.

Signature of chemist: Signature of supervisor:
. Tody' o "(//2/0"— VAN
A0
Neeru B. Takiar 7/15/02 Dave Gill, Ph.D. 7/16/02 e

V:\FIRMSAM\BARR\L TRS&REW\75804AP.SUM.doc



CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
ANDA 75-804

BIOEQUIVALENCE REVIEW(S)




NORGESTIMATE-ETHINYL ESTRADIOL Barr Laboratories, Inc.

0.25 mg /0.035 mg Tablets, -~ 28 days Pomona, NY

ANDA 75-804

Reviewer: Moheb H. Makary Submission Date: (2{/16/00
W 75804sdw.300 04/10/00

05/02/00

Review of Bioequivalence Study, Dissolution Data and Waiver Request
(Electronic Submission)

Introduction

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

Type of Submission: Original ANDA

Contents of Submission: Bioequivalence study under fasting conditions, dissolution data
and a waiver request.

RLD: Ortho-Cyclen-21 Tablets (norgestimate and ethiny! estradiol, 0.25 mg/0.035 mg),
Ortho Pharmaceutical Corporation is a division of RW Johnson. The composition of the
Ortho-Cyclen-28 Tablets regimen is 21 Tablets each containing norgestimate and ethinyl
estradiol, 0.25 mg/0.035 mg and 7 Placebo Tablets.

Recommended Dose: One pill at the same time every day until the pack is empty.

Combination oral contraceptive (OC) tablets have been determined to be a safe and
effective method for preventing pregnancy when administered for a 21-day daily regimen
during a woman’s menstrual cycle. Two of the most common components of OCs
include an estrogen (e.g., ethinyl estradiol (EE)) and a progestogen (e.g., norgestimate
(NGM)). Estrogen-progestin combination has also been used for postcoital contraception
and for the treatment of amenorrhea, dysmenorrhea, hypermenorrhea, polycystic ovary
syndrome, hirsutism, endometriosis, acne vulgaris and dysfunctional uterine bleeding.

EE and NGM are rapidly and well absorbed from the gastrointestinal tract but are subject
to some first-pass metabolism in the gut-walls and in the liver. Bioavailability is about
40-83 % for EE, and about 60% of NGM is reportedly absorbed after oral administration.
The bioavailability of EE often displays great variability. The intra subject variability
(CV%) for EE ranged from 20-26% for Cpax, and 12-25% for AUC. Peak plasma
concentrations (Cpax) of 100-200 pg/mL are reached 1.0-3.0 hours after a 50-ug dose of
EE, with a secondary peak at about 12 hours after dosing, due to its extensive
enterohepatic circulation. Following a single oral dose of NGM 0.36 mg, the Cpax 0f 0.1
and 3.6 ng/mL for NGM and 17-deacetyl NGM (an active metabolite) are reached within
1 and 1.5 hours, respectively. In addition, following an oral dose of 250 ug of NGM,
significant plasma concentrations of levonorgestrel were measured: Cpax of about 500
pg/mL was attained in 2 hours. NGM is rapidly cleared from plasma, with undetectable
levels only 5 hours after dosing. This is consistent with NGM being a prodrug for
levonorgestrel and the other active 17-deacetyled metabolite.



Background

On September 23, 1998, the Office of Generic Drugs provided comments regarding
bioequivalence requirements for norgestimate/ethinyl estradiol tablets. The Office of
Generic Drug recommended that the firm conduct a single dose fasting bioequivalence
study. It was advised that the following moieties should be analyzed and quantitated: a)
norgestimate (if it is possible to detect, analyze and follow for a reasonable duration), b)
17-deacetyl norgestimate, c) norgestrel and d) ethinyl estradiol.

On April 9, 1999 the firm asked whether it could measure levonorgestrel instead of
norgestrel. The Office of Generic Drugs indicated that if the firm feels strongly about
measuring levonorgestre! instead of norgestrel, it may do so.

Protocol No.: 98041, Randomized, open-label, 3-way crossover, bioequivalence study of
Barr Laboratories, Inc. (USA) norgestimate-ethinyl estradiol, Ortho-Cyclen (USA) and
Cyclen (Canada) 0.25 mg-0.035 mg tablets in healthy adult females under fasting
conditions.

It should be noted that Barr’s test batch 109879R01 was compared to both the USA
Ortho-Cyclen and Canadian Cyclen products since Barr is interested in filing under
separate cover for approval of this product in the Canadian marketplace. For the
purposes of this submission, only the USA reference data is applicable.

Study Information

STUDY FACILITY INFORMATION

Clinical Facility: ‘

Medical Director: [ ]

Scientific Director:

Dosing Dates: 07/17/99, 8/14/99 and
10/05/99

Analytical Facility [: j :

Principal Investigator:

Analytical Study Dates: 09/18/99 to 01/8/99



TREATMENT INFORMATION

Treatment ID:
Test or Reference:
Product Name:

Manufacturer:

Manufacture Date:
Expiration Date:
ANDA Batch Size:
Batch/Lot Number:
Potency:

Content
Uniformity:
Strength:

Dosage Form:

Dose Administered:

Study Condition:
Length of Fasting:
Washout period
No. of Subjects
Enrolled:

No. of Subjects
Completing:

No. of Subjects
Plasma Analyzed:
No. of Dropouts:
Sex(es) Included:

No. of Adverse
Events:

A
T
Norgestimate-
ethinyl estradiol
Barr Laboratories,
Inc.

6/30/99
N/A
Tablets
109879R01
101.4%
101.3%

0.25-0.035 mg
tablet
2xTablets
fasting
10 hours
28 days
35

33
33
2
Female, Age

18-35 Years
136

B
R
Ortho-Cyclen

Ortho
Pharmaceutical
Corporation (USA)
N/A
5/01

28G075
104.7%
99.2%

0.25/0.035 mg
tablet
2xtablets
fasting
10 hours

C
R
Cyclen

Ortho-McNeil Inc.

N/A
9/00

8J138U
100.4%
103.0%

0.25/0.035 mg
tablet
2xtablets
fasting
10 hours

Blood Sampling: Blood samples were drawn into blood collection tubes at 0, 0.25, 0.50,

0.75, 1.00, 1.25, 1.50, 1.75, 2.00, 2.50, 3.00, 4.00, 6.00, 8.00, 10.00, 12.00, 16.00, 24.00

36.00, 48.00 and 72.00 hours.

Study Results:

>

Adverse Events: No serious adverse events were reported during the study. All adverse
events are summarized in Table C3 and C4 Vol. 1.2 page 00296.



Analytical (Not to be Released Under FOI)

Norgestimate was not detectable for most of the samples. No statistical analysis was done

for this analyte.
ANALYTE:

ASSAY
METHOD:

MATRIX:
INTERNAL
STANDARD:

SENSITIVITY
STANDARD
CURVE
HIGHEST
CONC.:
STANDARD
CURVE
LOWEST
CONC.:

R2

GREATER
THAN:
SPECIFICITY:
ANALYTE
RETENTION
TIME:
INTERNAL
STANDARD
RETENTION
TIME:

ETHINYL
ESTRADIOL

e St

LEVONORGESTREL DESACETYL*
NORGESTIMATE

]

*Desacetylnorgestimate is also called 17-deacetyl norgestimate in this report.

Recovery:

Interday precision:

Stability:

Mean recovery values were ' % for
desacetylnorgestimate, levonorgestrel and ethinyl

estradiol, respectively.

Interday variability was assessed with replicate control
samples analyzed on separate days. The between-day
coefficients of variation ranged from: 1% for
desacetylnorgestimate, % for levonorgestrel and
from - % for ethinyl estradiol.

Freeze-Thaw Stability: Desacetylnorgestimate,

- levonorgestrel and ethinyl estradiol were found stable after

five freeze/thaw cycles. Long term stability: Stability was
assessed by quantitation of QC samples which were frozen



at (-20°C). The results showed no significant degradation
of desacetylnorgestimate, levonorgestrel and ethinyl
estradiol and for 199 and 156 days, respectively.

CALCULATION METHOD

In-linear regression of the terminal elimination

3) Pharmacokinetics:
PARAMETER PROGRAM USED
Cmax SAS Observed data
Tmax SAS Observed data
AUCO0-t SAS Trapezoidal
AUCO-inf SAS AUCO-t + fitted Ct/Kel
Kel SAS
phase
Thalf SAS (In 2)/Kel

Thirty-five (35) subjects were recruited and thirty-three (33) successfully completed the
three phases of the clinical portion of the study. Subject #2 elected to withdraw from
study prior to Period IT drug administration, due to a positive urine drug screen resuits at
Period II check-in. Subject #29 was withdrawn from the study by the clinical manager
prior to Period III drug administration due to a positive urine drug screen at Period III
check-in (subject had taken a natural product “Thermo-Lift”).

The mean plasma concentrations and pharmacokinetic parameters for 17-Deacetyl
Norgestimate, Levonorgestrel and Ethinyl Estradiol are shown in Tables I, IT and III,

respectively.

Table I

Mean Plasma Concentrations (pg/mL) of 17-Deacetyl Norgestimate Following 2x
Norgestimate 0.25 mg/ Ethinyl Estradiol 0.035 mg Tablets

TIME (HR) TEST REFERENCE REFERENCE RATIO | RATIO
TREATMENT A | TREATMENTB | TREATMENT C (A/B) (A/C)
Pre-dose 0.00 (—) 0.00 (-—) 0.00 (-—--)

0.250 ~25.95 (221.80) 22.87 (217.68) 63.77 (143.39) 1.1343 0.4069
0.500 697.49 (49.39) 800.39 (47.75) 11020.30 (53.82) 0.8714 0.6836
0.750 1717.76 (36.01) 1965.50 (31.27) 2230.04 (36.11) 0.8740 0.7703
1.00 ,2433.01(23.01) 4 2683.56 (24.77) . 2804.63 (33.52) 0.9066 0.8675
1.25 2720.64 (25.20) 3065.77 (20.30) | 303327 (28.08) 0.8874 0.8969
1.50 2900.91 (23.26) 3170.99 (18.59) 3107.19 (27.03) 0.9148 0.9336

______ 175 ] 2903.09(21.22) | 3142.79 (17.10) 2975.36 (28.62) 0.9237 0.9757
2.00 2738.59 (23.26) 3057.49 (17.06) 287931(23.05) | 0.8957 0.9511
2.50 243783 (20.81) 2703.23 (20.90) 2502.09 (23.35) 0.9018 0.9743
3.00 211062 (19.90) 3 2352 88 (21.47) 2304.32(2073) 3 08970 4 0.9159

_________ 400 | 1603.69 (22.42) | 171587 (2381) 1 1673.51(20.25) { 0.0346 | 0.9583
6.00 984.67 (24.77) 981.20 (25.91) 955.85 (25.35) 1.0035 1.0301




"""" 8.00 ] 72807 (2L.02) 748.12 (22.98) 72923 (2036) | 0.9732 1 0.9984
10.0 626.68 (22.46) 673.61 (17.82) 647.42 (18.20) 0.9303 0.9680
12.0 604.46 (16.78) 616.38 (18.08) 61182 (19.31) 0.9807 ] 0.9880
"16.0 515.44 (22.14) 541.27 (20.27) 520.09 (23.79) 0.9523 0.9910
24.0 401.78 (23.16) 414 .37 (25.23) 413.06 (23.28) 0.9696 0.9727
360 291.34 (25.43) 312.66 (28.80) 30018 (2921) 1 09318 | 0.9706
48.0 ~206.94 (30.75) 224.33 (27.96) 210,86 (29.75) 0.9224 0.9814
72.0 93.31 (73.12) 100.42 (71.01) 87.93 (80.64) 0.9292 1.0612
TEST REFERENCE REFERENCE I{RATIOIRATIO
PKPARAMETER{ y ITREATMENTA] N | TREATMENTB | N |TREATMENT C| (A/B) | (A/C)
AUCT [pghr/myy § 33 | 2965988 @L90) 733 1 3134501 (23.95) {33 § 3056582 (22.73) 10.9462 §0.9704
AUCT [pg.hr/mL] 33 §36300.80 (20.10) § 33 38143.11 (22.58) 33 § 37188.39 (22.52) §0.9517§0.9761
iCmax [pg/mL] 33 1 3091.96 (19.61) { 33 3394.54 (14.78) 33 3362.09 (22.43) §0.910910.9197
Tmax [br] 33 ; 1.69 (23.11) 33 1.70 (26.56) 33 1.64 (37.83) 0.991131.0324
iKel [1/0r] 33 0.0291 (31.97) 33 0.0297 (29.88) 33 0.0293 (26.14) 0.9784 {0.9937
AT B PN0CIIO {351 25260790 133§ 25180464 10254110287
90% CI(A vs B)
LnAUC (0-t) 90-100%
LnAUCT 92-100%
LnCmax 87-95%

1. The mean 17-Deacetyl Norgestimate plasma levels peaked at 1.75 and 1.5 hours for
the test and the reference products, respectively, following their administration under
fasting conditions.

2. For Barr's 17-Deacetyl Norgestimate, the mean AUC(0-t), AUCinf and Cmax values
were 5.4%, 4.8% and 8.9% lower, respectively, than those for the reference product (B)
values. The 90% confidence intervals are within the acceptable range of 80-125% for log-
transformed AUC(0-t), AUCI and Cmax.



Table IT

Mean Plasma Concentrations (pg/mL) of Levonorgestrel Following 2x Norgestimate
0.25 mg/ Ethinyl Estradiol 0.035 mg Tablets

TIME (HR) TEST REFERENCE REFERENCE | RATIO | RATIO
] TREATMENTA | TREATMENTB | TREATMENTC | “@m) | /g
Pre-dose 1 35.63 (365.69) 0.00 () “0.00 (ev) —

0.250 61.82 (378.70) 52.95 (159.49) 57.00 (146.47) 11675 10846

0.500 325.43 (18.99) 1. 425.55(55.51) 380,93 (55.93) 0.7647 0.8543

0.750 588.18 (52.79) “721.80 (43.11) 680.85 (41.17) “0.8145 0.8630

1.00 788.24 (40.78) 880.77 (36.38) 815.01 (37.71) 0.8949 0.9672

__________ 125 1 86919(092) | 98920 (3288) | 889073527 | 08787 | 05776

1.50 540,47 (31.86) 1 1047.58 (30.10) 1 98071 (33.41) 0.8978 0.9590

1.75 977.63 (28.68) 1 1063.56 (26.14) 992.06 (33.16) 0.0102 0.0855

2.00 988.13 (31.41) 1093.34 (29.03) 981.99 (30.22) 0.0038 1.0063

2.50 945.79 (30.45) 1048.07 (26.37) 1 960.11(25.98) 1 0.9024 0.9851

3.00 907.99 (28.43) 991.18 (27.63) 933.56 (23.56) 0.9161 0.9726

4.00 820.54 (35.73) 881.61 (26.89) 822.45 (24.99) 0.0307 0.9977

6.00 1 629.10 (47.01) 644.33 (32.56) 592.44 (32.25) ] 05764 10619

8.00 524.30 (47.62) 547.26 (37.29) 498.53 (33.07) 0.9580 1.0517

10.0 493.86 (51.51) 515.16 (39.84) 468.52 (34.47) 0.9587 1.0541

12.0 475.37 (51.50) 494.04 (38.41) 456.94 (33.84) 0.9622 1.0403

16.0 446.52 (49.53) 460.89 (41.68) 430.98 (39.18) 0.0688 1.0361

24.0 405.03 (57.34) 420.16 (44.55) 395.12 (39.76) 0.9640 1.0251

60 H1057 (5545 {41295 (49.05) 13756670 1 0ssar T iioat

48.0 339.94 (42.80) 1 362.80 (48.33) 310.31 (42.56) 0.9370 1.0955

72.0 20633 (52.99) 1 237.93 (59.09) 208.42 (30.15) 0.8672 0.9900
TEST REFERENCE REFERENCE [RATIOIRATIO
PKPARAMETER| v |TREATMENT Al N | TREATMENTB | N |TREATMENT C| (A/B) (A/C)
AUCT [pghrfmp) § 3 {2044117(4199) 4 33 1 27278.14 (46.52) {33 | 25039.60 (40.04) { 0.9693 {1.0560
AUCK [pghrimyy | 33 | 4873458 63.48) ] 33 | 4984039 68.76) |33 | 43124.60 43.58) {0.9778 ] 11301
IOmax pymry |33 | 10649229.53) {33 | 1159702491 {33 | 1108.53 26.24) {09183 {0.9607
mas [br] 331 21507700 {337 202029700 1331 2083633 11.0637]1.0327
. 331 00157(43.78) {33 ] 001644004 133 ] 001624097 {0.9581]0.9662




33 52.62(45.78) {33 50.19 (50.07) 33 ] 49.80(39.47) §1.0485]1.0567;

AL T T T T . T . e
90% CI(A vs B)

LnAUC (0-t) 89-107%

LnAUCT 88-109%

ILnCmax 85-97%

1. The mean Levonorgestrel plasma levels peaked at 2 hours for both the test product and
the reference product (B) following their administration under fasting conditions.

2. For Barr's Levonorgestrel, the mean AUC(0-t), AUCinf and Cmax values were 3.1%,
2.2% and 8.2% lower, respectively, than those for the reference product (B) values. The
90% confidence intervals are within the acceptable range of 80-125% for log-transformed
AUC(0-t), AUCI and Cmax.

Table ITI

Mean Plasma Concentrations (pg/mL) of Ethinyl Estradiol Following 2x Norgestimate
0.25 mg/ Ethinyl Estradiol 0.035 mg Tablets

TIME (HR) TEST REFERENCE REFERENCE RATIO | RATIO
o TREATMENTA | TREATMENTB | TREATMENTC { (AB) | (A/C)
Pre-dose 0.00 () 0.00 () 0.00 (--)
0.250 9.13 (106.82) 11.74 (97.03) 11.94 (118.78) 0.7774 0.7641
0.500 8149(8098) |  82.85(60.09) 76.70 (62.13) | 0.9836 10624
0.750 140,97 (58.13) 140.15 (47.86) 134.37 (53.73) 1.0058 1.0491
1.00 164.28 (49.20) 166.30 (46.87) 157.68 (48.07) 0.9879 1.0419
125 | 172264381 ] 172.42 (41.65) ~161.93 (43.23) 09991 | 10638
1.50 172.75 (38.26) 170.79 (37.75) 164.05 (41.84) 1.0115 1.0531
1.75 168.32 (33.91) 167.48 (38.50) 156.76 (40.76) 1.0050 1.0737
_________ 2.00 158.55 (31.34) _ 160.48 (34.10) 1 150.45 (36.34) 09879 | 10538
2.50 138.39 (28.65) 144.33 (33.06) 136.61 (34.83) 0.9588 1.0130
3.00 12479 (28.73) |  128.56 (32.42) 122.93 (33.67) 0.9707 1.0151
400 1 102.89(2881) | 10510 (31.60) _ 9820(3013) 1 0979 1 10478 _
6.00 70.05 (23.36) 71.14 (26.26) 69.52 (28.88) 0.9847 1.0075
8.00 48.50 (21.36) 48.86 (26.39) 46.75 (25.97) 0.9926 1.0374
100 40.27 (20.52) 2099(2791) 1 39610476) | 09824 | 10168
120 § 34.92 (22.01) 35.08(2685) ] 34.36(23.05) 0.9954 1.0161
16.0 28.24 (24.94) 28.19 (29.24) 27.58 (27.79) 1.0015 1.0237
240 1 1755(3085) 1 1863(3304) 1 1707(3128) | 09418 | 10278
_________ 360 1 1080(434D) | 1065(4731) 1 1026(4898) { 10141 | 10523
48.0 5.00 (74.93) 4.71 (94.10) 534 (89.17) 1.0624 0.9370
_____ 720 ] 021(50990) §  000(—)  § 021(50000) ] - ] 09903
T o T i | i




PK PARAMETER TEST REFERENCE REFERENCE {RATIO{RATIO:;
N JTREATMENTA{ N § TREATMENTB { N {TREATMENT C{ (A/B) §{ (A/C)

AUCT [l}g-hr /mL] 33 § 1503.69 (28.72) § 33 1500.61 (33.17) 33 1464.38 (31.52) §1.002031.0268

AUCI [pg.hr/mL] 33 | 1677.58 (27.66) { 33 1688.41 (31.18) 33 1644.84 (30.55) §0.993611.0199

{Cmax [pg/mL] 33 185.39 (42.36) 33 182.01 (40.19) 33 173.08 (40.80) §1.018631.0711

Tmax [br] 33 1.48 (19.26) 33 141 (27.99) 33 1.54 (57.92) 1.0538 10.9655 ;

iKel [1/hr] 33 0.0509 (20.87) 33 0.0529 (25.27) 33 0.0507 (24.15) §0.9624 11.0031

T [hr] 33 14.21 (21.15) 33 13.90 (24.37) 33 14.48 (24.98) 1.0224 10.9812 |

90% CI(A vs B)

LnAUC (0-t) 98-105%

LnAUCT 97-104%

LnCmax 98-107%

1. The mean Ethinyl Estradiol plasma levels peaked at 1.50 and 1.25 hours for the test
product and the reference product (B), respectively, following their administration under

fasting conditions.

2. For Barr's Levonorgestrel, the mean AUC(0-t), Cmax and AUCinf and values were
0.2%, 1.9% and 0.64% higher and lower, respectively, than those for the reference
product (B) values. The 90% confidence intervals are within the acceptable range of 80-
125% for log-transformed AUC(0-t), AUCI and Cmax.

Formulations:(Not to be released under FOI)

Barr's formulations for its Norgestimate, 0.25 mg/ Ethinyl Estradiol, 0.035 mg Tablets,

Norgestimate

Ethinyl Estradiol, USP

e

Pregelatinized Starch, NF

Lactose Monohydrate, NF

| Anhydrous Lactose, NF

28 day regimens are shown below:

.)'g: E 3ok A8 e
28 Day Regime 28 Day Regimen
(Active) (Placebo)
0.250
0.035
B —————




Pregelatinized Starch, NF

FD&C Blue #2 Aluminum Lake —

Magnesium Stearate, NF
Hydroxvypropyl Methylcellulose, 2208,
USP ——

Microcrystalline Cellulose, NF
’—\-

Tablet Weight

100

100

In Vitro Dissolution Testing:

Method: USP 24 apparatus II at 75 rpm

Medium: .

Number of Tablets: 12

Test products: Barr's Norgestimate, 0.25mg/Ethinyl Estradiol, 0.035 mg

Tablets, lot #109879R01

Johnson RW's Ortho Cyclen®-28, 0.25 mg/0.035 mg
Tablets, lot #28G075

NLT — % (Q) in 60 minutes (both components)

Reference products:

Specifications:

IN-VITRO COMPARATIVE DISSOLUTION STUDY

NORGESTIMATE
Barr Laboratories’ Norgestimate Ortho Pharmaceutical Corporation,
and Ethinyl Estradiol Tablets 0.25 ORTHO-CYCLEN 28 Tablets,
mg/0.035 mg, Batch No. 109879R01 Exp. May 2001
Batch# 28G075 (USA)
Ref.: PR1222/p1-6, 26-27
PR1220/p1-6
Tablet % Norgestimate Dissolved % Norgestimate Dissolved
Time (minutes) Time (minutes)
15 | 30 | 45 | 60 | 90 | 15 [ 30 [ 45 [ 60 | 90
1 ~
2 —
3 —
4 —
5 —
6 ]
7 -
8 -
9 - @4

10




10
11 \
12
Ave 96 | 100 | 101 | 101 [ 101 | 97 | 104 | 104 | 104 | 105
%RSD 1.1 1.2 1.3 1.3 1.3 29 1.2 1.1 1.2 1.4
IN-VITRO COMPARATIVE DISSOLUTION STUDY
ETHINYL ESTRADIOL
Barr Laboratories® Norgestimate Ortho Pharmaceutical Corporation,
and Ethinyl Estradiol Tablets 0.25 ORTHO-CYCLEN 28 Tablets,
mg/0.035 mg, Batch No. 109879R01 Exp. May 2001
Batch# 28G075 (USA)
Ref.: PR1222/p1-6, 26-27
PR1220/pl-6
Tablet %Ethinyl Estradiol Dissolved % Ethinyl Estradiol Dissolved
Time (minutes) Time (minutes)
15 | 30 | 45 | 60 | 90 | 15 [ 30 | 45 | 60 | 90
1 —]
2 p—
3 —
4 i
5 .
6 —t
7 —
8 —
9 —
10 i
11 |
12
Ave 101 102 102 102 102 100 104 | 104 104 104
%RSD 1.0 1.5 1.5 1.8 14 2.6 1.1 0.8 1.1 1.3

The Clinical Division, HFD-580 reviewing the original NDA #19-653 for Norgestimate,
0.25mg/Ethinyl Estradiol, 0.035 mg, recommended the following dissolution method:

Apparatus:
Medium:
Method:

USP, apparatus 2 (rotating paddles), 75 rpm
600 mL of 0.05% Tween 20, at 37°C

HPLC

In a telephone conversation, on April 18, 2000, the firm was advised to submit
comparative dissolution testing using the above method. On May 2, 2000, the firm
submitted the dissolution results according to the method mentioned above.

11



IN-VITRO COMPARATIVE DISSOLUTION STUDY

NORGESTIMATE

Barr Laboratories’ Norgestimate
and Ethinyl Estradiol Tablets 0.25
mg/0.035 mg, Batch No. 109879R01

Ortho Pharmaceutical Corporation,
ORTHO-CYCLEN 28 Tablets,
Exp. May 2001
Batch# 28G075 (USA)

Ref.: PR1120/p85-94, DR 2003671
PR1240/p104-108, DR 2003671
Tablet % Norgestimate Dissolved % Norgestimate Dissolved
Time (minutes) Time (minutes)
15 | 30 | 45 | 60 | 90 [ 15 [ 30 [ 45 | 60 | 90

1 54 ' ' '
2 54 ]
3 51 ]
4 54 |
5 55 ]
6 54 N
7 56
8 53 B
9 56 |
10 56 |
11 55 ]
12 56 ,

Ave 55 66 72 76 81 51 72 83 86 91
%RSD 2.8 2.8 2.3 2.7 3.0 10.3 2.2 2.0 1.9 2.2
F-2 test 53.03

IN-VITRO COMPARATIVE DISSOLUTION STUDY
ETHINYL ESTRADIOL
Barr Laboratories’ Norgestimate Ortho Pharmaceutical Corporation,
and Ethinyl Estradiol Tablets 0.25 ORTHO-CYCLEN 28 Tablets,
mg/0.035 mg, Batch No. 109879R01 Exp. May 2001
Batch# 28G075 (USA)
Ref.: PR1120/p 85-94, DR 2003671
PR1240/p104-108, DR 2003671
Tablet %Ethinyl Estradiol Dissolved % Ethinyl Estradiol Dissolved
' Time (minutes) Time (minutes)
15 | 30 | 45 | 60 | 90 [ 15 | 30 | 45 [ 60 | 90
1 ~
2 I B
3 p—
4 —
5 -—
6 \ j
7

12



10
11
12
Ave 98 100 101 100 100 96 101 99 97 98
%RSD 2.3 1.5 1.8 2.2 2.1 4.6 1.9 2.3 1.6 1.5

Comments:

1. The reference listed drug for the proposed Barr’s Norgestimate, 0.25mg/Ethinyl
Estradiol, 0.035 mg Tablets is Ortho-Cyclen® 21 Tablets, 0.25 mg/0.035 mg (Ortho
Pharmaceutical Corporation a division of Johnson RW). Barr Laboratories, Inc.,
conducted a bioequivalence study comparing its test product with that of Ortho-Cyclen®
28 Tablets, 0.25 mg/0.035 mg. Barr spoke with the Division of Bioequivalence and
confirmed that either the 21 or 28 Day regimens may be used for the bioequivalence =
study since the reference listed drug contains the same active tablet in both regimens.

2. For the single-dose bioequivalence study under fasting conditions, the confidence
intervals for LnAUC(0-t), LnAUCI and LnCmax are within the acceptable range of 80-
125% for 17-deacetyl norgestimate, levonorgestrel and ethinyl estradiol.

3. It should be noted that there was quantifiable plasma Levonorgestrel level ( =
pg/mL) in the pre-dose sample for subject #36, Period III (test product). Additional
analysis of variance was performed by the reviewer, after excluding this subject. The
90% confidence intervals for log-transformed AUC(0-t), AUCI and Cmax remained
within the acceptable range of 80-125% for 17-deacetyl norgestimate, levonorgestrel and
ethinyl estradiol.

4. The formulation for Barr’s Norgestimate, 0.25mg/Ethinyl Estradiol, 0.035 mg Tablet,

"\

5. The dissolution testing conducted by the firm on its Norgestimate, 0.25mg/Ethinyl
Estradiol, 0.035 mg Tablets, lot #109879R01, is acceptable. '

L | ]

6. The firm’s financial disclosure statements submitted with the bioequivalence section in
support of this application did not indicate any conflict of interests between the CRO’s
investigators and the firm. The reviewer agrees with that conclusion.
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Recommendations:

1. The single-dose, fasting bioequivalence study conducted by Barr Laboratories, Inc.,
on its Norgestxmate 0.25mg/Ethinyl Estradiol, 0.035 mg Tablet, lot #109879R01,
comparing it to Johnson RW’s Ortho-Cyclen® 28 Tablet, 0.25 mg/0.035 mg, has been
found acceptable by the Division of Bioequivalence. The study demonstrates that Barr’s
Norgestimate, 0.25mg/Ethinyl Estradlol 0.035 mg Tablet, is bioequivalent to the
reference product Ortho-Cyclen® 28 Tablet, 0.25mg/0.035 mg, manufactured by Johnson
RW.

2. The dissolution testing conducted by Barr Laboratories , Inc., on its Norgestimate,
0.25mg/Ethinyl Estradiol, 0.035 mg Tablet, lot #109879R01, is acceptable. ————

3. The dissolution testing should be incorporated into the firm's manufacturing controls
and stability program. The dissolution testing should be conducted in 600 mL of water
with 0.05% Tween 20 (w/v) at 37°C using USP 24 apparatus II (paddle) at 75 rpm. The
test product should meet the following specifications:

Not less than ~% (Q) of the labeled amount of

Norgestimate is dissolved in 90 minutes

Not less than —% (Q) of the labeled amount of ethinyl estradiol is
dissolved in 30 minutes.

The firm should be informed of the above recommendations

220y J7 777 zfv/ﬁf////
Moheb H. Makary, Ph.D.
Division of Bioequivalence
Review Branch III @ . h. [y

.
RD INITIALLED BDAVIT > ,
FT INITIALLED BDAVITO ) )41, Date: § / 5, / 0o
&/ 2&/ 22

Dale P. Conner Pharm D.
Director
Division of Bioequivalence

Mmakary/5-8-00, 6-8-00, 75804SDW.300
cc: ANDA #75-804, original, HFD-658 (Makary), Drug File, Division File.



DIVISION OF BIOEQUIVALENCE

ANDA # :75-804 SPONSOR : Barr Laboratories, Inc.
DRUG AND DOSAGE FORM : Norgestimate/Ethinyl Estradiol, Tablet
STRENGTH(S) : 0.25 mg/0.035 mg

TYPES OF STUDIES : One bioequivalence study under fasting conditions

CLINICAL STUDY SITE(S) : .

ANALYTICAL SITE(S) :

STUDY SUMMARY : The study is acceptable

DISSOLUTION : Dissolution testing is acceptable.

DSI INSPECTION STATUS
nspection need Inspection status: Inspection results:
BESY
First Generic V Inspection requested: (date)
New facility Inspection completed: (date)
For cause
Other

PRIMARY REVIEWER : ~ Moheb H. Makary, Ph.D. ~ BRANCH : III
INITIAL: ___# # W] DATE: bl 8/00

TEAM LEADER : Barbara M. Davit, Ph.D. BRANCH : I1I

INITIAL : ﬁ@ DATE: (5 (:(j O

DIRECTOR, DIVISION OF BIOEQUIVALENCE : DALE P. CONNER, Pharm. D.

INITIAL : ﬁ%/ DATE : égzgﬁ/
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Statistical Report No. 98041
Three-Way Crossover, Single Dose, Fasting, Bioequivalence Study of Norgestimate-Ethinyl Estradiol 0.25/0.035 mg Tablets
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Statistical Report No. 98041
Three-Way Crossover, Single Dose, Fasting, Bioequivalence Study of Norgestimate-Ethinyl Estradioi 0.25/0.035 mg Tablets

—
(=4
(=4
o
¢
¥

Levonorgestrel Mean Concentration - Time profile
N=33

—&— Barr Laboratories
—+— Ortho Pharmaceutical
—&— Ortho-McNeil

| ! ' ' ; . ' ' ' N 1 I

8.00
o
6.00
5.00
4.00
3.00 +

2.00 +

1.00 +

' '
T T T T T T T T T

12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72
Time (h)

Levonorgestrel Ln (Mean Concentration) - Time profile
N=33 '

— W‘
—&— Barr Laboratories

—+— Ortho Pharmaceutical
—&— Ortho-McNeil

0.00

! | ) ) i L 1 ! ! 1 L L '
T T T T T T T T T T T T T T T

12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72
Time (h)

06-306095



Plasma Concentration (pg/mL)

Ln (Plasma Concentration) (pg/mL)

00017

[ e
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BIOEQUIVALENCY COMMENTS TO BE PROVIDED TO THE APPLICANT

ANDA: 75-804 APPLICANT: Barr laboratories, Inc.

DRUG PRODUCT: Norgestimate, 0.25mg/Ethinyl Estradiol, 0.035
mg Tablet

The Division of Bioequivalence has completed its review and
has no further questions at this time.

We acknowledge that the following dissolution testing has
been incorporated into your stability and quality control
programs:

The dissolution testing should be incorporated into
the firm's manufacturing controls and stability
program. The dissolution testing should be conducted
in 600 mL of water with 0.05% Tween 20 (w/v) at 37°C
using USP 24 apparatus II (paddle) at 75 rpm. The test
product should meet the following specifications:

Not less than —% (Q) of the labeled amount
of Norgestimate is dissolved in 90 minutes
Not less than —% (Q) of the labeled amount
of ethinyl estradiol is dissclved in 30
minutes.

Please note that the biocequivalency comments provided in
this communication are preliminary. These comments are
subject to revision after review of the entire application,
upon consideration of the chemistry, manufacturing and
controls, microbiology, labeling, or other scientific or
regulatory issues. Please be advised that these reviews
may result in the need for additional biocequivalency
information and/or studies, or may result in a conclusion
that the proposed formulation is not approvable.

Sincerely yours,

Dale P. Conné%?52%21§é%D

Director

Division of Bioequivalence

Office of Generic Drugs

Center for Drug Evaluation and Research



CC:

ANDA #75-804

ANDA DUPLICATE

DIVISION FILE

HFD-651/ Bio Drug File

HFD-658/ Reviewer M. Makary
HFD-658/ Bio team Leader B. Davit

V:\FIRMSAM\BARR\LTRS&REV\75804sdw. 300
Printed in final on 6/8/00

Endorsements: (Final with Dates)
HFD-658/ Reviewer M. Makary r= /1
HFD-658/ Bio team Leader B. Davit §

HFD-650/ D. Conner % 6/2?/09

BIOEQUIVALENCY - ACCEPTABLE submission date: éilG—OO
o l. FASTING STUDY (STF) Strengths: 0.25 mg/0.035 mg
Clinical: ' Outcome: AC
Analytical:
e® 2, WAIVER (WAI) Strengths: 0.25/0.035 mg, 21 Day Regimen

0¥ 3,

0[(, 4.

Outcome: AC
STUDY AMENDMENT (STA) 4/10/00 Strengths: 0.25 mg/0.035 mg
Outcome: AC

STUDY AMENDMENT (STA) 5/2/00 Strengths: 0.25 mg/0.035 mg
Outcome: AC

Outcome Decisions: AC — Acceptable

APPEARS THIS WAL
0?; ORIGINAL
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Norgestimate/Ethinyl Estradiol Barr Laboratories, Inc.

0.25 mg/0.035 mg Tablets Pomona, NY
ANDA Number #75-804 Submission Date:
Reviewer: Moheb H. Makary November 28, 2000

W. 75804STA.NOO

Review of an Amendment

I. Objective:

In this amendment the firm has requested that the Agency
reconsider the use of the dissolution method submitted in
the firm’s submission dated March, 16, 2000 (
, using USP 24

apparatus II at 75 rpm).
II. Background:

The firm had submitted a biocequivalence study under fasting
conditions on its 0.25 mg/0.035 mg Norgestimate/Ethinyl
Estradiol Tablets and dissolution data (submission dated
March 16, 2000).

The Division of Biocequivalence has found the study
acceptable. In the submission, the firm proposed the
following dissolution method:
using USP 24 apparatus II at 75 rpm. On
April 18, 2000, the firm was advised to conduct the
dissolution testing using the FDA method: 600 mL of 0.05%
Tween 20 (polysorbate), at 37°C, using USP, apparatus 2
(paddle) at 75 rpm. On May 2, 2000, the firm submitted the
dissolution results according to the FDA method. The
Division of Bioequivalence has found the results
acceptable. Based on the submitted data, the following
dissolution specification was recommended:

Not less than — % (Q) of the labeled amount of
Norgestimate is dissolved in 90 minutes. Not
less than —% (Q) of the labeled amount of
ethinyl estradiol is dissolved in 30 minutes.

ITI. Barr’s Arguments:

1. The firm indicated that it developed its
Norgestimate/Ethinyl Estradiol tablet product using
as a dissolution medium and the
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as a quality control specification for the manufacturing
process.

2. The dissolution method
proposed by the firm provided — % release of norgestimate
in 15 minutes from Norgestimate/Ethinyl Estradiol Tablet,
0.25 mg/0.035 mg. Therefore, this method is not suitable as

a discriminatory tool for routine dissolution testing.

3. The 0.05% Tween-20 dissolution method recommended by the
Agency and proposed by Pharmacopeial Forum (Vol.

26 (5) [Sept.-Oct. 2000] provided — % and — % release of
norgestimate in 15 and 90 minutes, respectively, from
Norgestimate/Ethinyl Estradiol Tablet, 0.25 mg/0.035 mg.
Therefore, the method appears to be discriminatory for
routine dissolution testing.

APPEARS THIS WAY
ON ORIGINAL



IV. Recommendation:

The Division of Biocequivalence recommends the following
interim dissolution testing method and specification for
the Norgestimate/Ethinyl Estradiol Tablet, 0.25 mg/0.035

mg :

Apparatus: USP, apparatus 2 (paddle), 75 rpm
Medium: 600 mL of 0.05% Tween 20, at 37°C
Method: HPLC

Not less than —% (Q) of the labeled amount of
Norgestimate is dissolved in 90 minutes.

Not 1less than —% (Q) of the labeled amount
ethinyl estradiol is dissolved in 30 minutes.

The firm should be informed of the above recommendation.

Meb #. ruh_—
Moheb H. Makary, Ph.D. Date: |2 [/l/ew
Review Branch III

Division of Bioequivalence

RD INITIALLED BDAVIT W C@| [ ﬁl
FT INITIALLED BDAVIT Date: |2]|8/506

Concur: %M / /W Date: / 2/26/@

Dale P. Conner, Pharm.D.
Director
Division of Bioequivalence

Mmakary/12-12-2000, 12-18-00, 75804SD.NOO
cc: ANDA #75-804, original, HFD-658 (Makary), Drug File,
Division File.
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CC: ANDA #75-804
ANDA DUPLICATE
DIVISION FILE
HFD-651/ Bio Drug File ‘
HFD-658/ Reviewer M. Makary
HFD-658/ Bio team Leader B. Davit

V:\FIRMSAM\BARR\LTRS&REV\75804STA.NO0
Printed in final on 12/18/00

Endorsements: (Final with Dates) "
HFD-658/ Reviewer M. Makary P
. . o0
1am/HFD-658/ Bio team Leader B. Davit Aﬂsk'lz/lg/

HFD-650/ D. Conner
/6%%:- /774254%9

BIOEQUIVALENCY - ACCEPTABLE submission date: 11-28-00
1. STUDY AMENDMENT (STA) ok Strengths: 0.25 mg/0.035 mg
Outcome: AC :

Outcome Decisions: AC — Acceptable

APPEARS THIS WAY
CN ORIGINAL



DIVISION OF BIOEQUIVALENCE

ANDA # :75-804 oTA SPONSOR : Barr Laboratories, Inc.
DRUG AND DOSAGE FORM : Norgestimate/Ethinyl Estradiol, Tablet
STRENGTH(S) : 0.25 mg/0.035 mg

TYPES OF STUDIES : N/A
CLINICAL STUDY SITE(S) : N/A

ANALYTICAL SITE(S) : N/A

STUDY SUMMARY :

DISSOLUTION : Dissolution method and specifications are recommended for
Norgestimate/ Ethinyl Estradiol Tablet, 0.25 mg/0.035 mg '

DSI INSPECTION STATUS _
Inspection needed: Inspection status: - | Inspection results:
YES /@'
First Generic Inspection requested: (date)
New facility ‘ Inspection completed: (date)
"+ For cause
Other

PRIMARY REVIEWER :  Moheb H. Makary, Ph.D. BRANCH : IIT

INITIAL : MH ~ DATE: 12/i7]¢/

TEAM LEADER : Barbara M. Davit, Ph.D. BRANCH : 1II

| INITIAL : ML~ DATE:_12]|8]e0

DIRECTOR, DIVISION OF BIOEQUIVALENCE : DALE P. CONNER, Pharm. D.

INITIAL: 472 — DATE : / 2/2¢/p ¢/




BIOEQUIVALENCY COMMENTS TO BE PROVIDED TO THE APPLICANT
ANDA: 75-804 APPLICANT: Barr Laboratories, Inc.

DRUG PRODUCT: Norgestimate/Ethinyl Estradiol Tablet,
0.25 mg/0.035 mg

The Division of Bioequivalence has completed its review and
has no further questions at this time.

Your proposed - dissolution
method is not acceptable for the following:

1. Your argument that by using the 0.05% Tween-20 medium
the dissolution rate in vitro does not reflect the actual
dissolution rate in vivo, therefore, the method is not
suitable. In the absence of a suitable verified in vivo/in
vitro correlation this argument is not relevant.
Furthermore, the in vitro dissolution testing for
Norgestimate/Ethinyl Estradiol drug products serve mainly
as a quality control specification for the manufacturing
process.

2. The dissolution method you
proposed provided — % release of norgestimate in 15 minutes
from Norgestimate/Ethinyl Estradiol Tablet, 0.25 mg/0.035
mg. Therefore, this method is not suitable as a
discriminatory tool for routine dissolution testing.

3. The 0.05% Tween-20 dissolution method recommended by the
Agency and proposed by Pharmacopeial Forum (Vol.

26 (5) [Sept.-Oct. 2000] provided — % and — % release of
norgestimate in 15 and 90 minutes, respectively, from
Norgestimate/Ethinyl Estradiol Tablet, 0.25 mg/0.035 mg.
Therefore, the method appears to be discriminatory for
routine dissolution testing.

The following dissolution testing will need to be
incorporated into your stability and quality control
programs :

The dissolution testing should be conducted in 600 mL of
water with 0.05% Tween 20 (w/v) at 37°C using USP 24
apparatus II (paddle) at 75 rpm. The test product should
meet the following specifications:



Not 1less than —~% (Q) of the labeled amount of
Norgestimate is dissolved in 90 minutes. Not less than
~% (Q) of the labeled amount of ethinyl estradiol is
dissolved in 30 minutes.

Please note that the biocequivalency comments provided in
this communication are preliminary. These comments are
subject to revision after review of the entire application,
upon consideration of the chemistry, manufacturing and
controls, microbiology, labeling, or other scientific or
regulatory issues. Please be advised that these reviews
may result in the need for additional bioequivalency
information and/or studies, or may result in a conclusion
that the proposed formulation is not approvable.

Sincerely yours,

Gl 7 i,
Dale P. Conner, Pharm. .

Director

Division of Bioequivalence

Office of Generic Drugs

Center for Drug Evaluation and Research



Norgestimate/Ethinyl Estradiol Barr Laboratories, Inc.

0.25 mg/0.035 mg Tablets Pomona, NY
ANDA Number #75-804 Submission Date:
Reviewer: Moheb H. Makary . - February 1, 2001

W. 75804STA.201

Review of an Ameﬁdment

Objective:

In this amendment, the firm has accepted the dissolution
testing method and specifications for Norgestimate/Ethinyl
Estradiol Tablets, 0.25 mg/0.035 mg, recommended by the
Division.of Bioequivalence (Amendment dated November 28,
2000) .

Background:

In the November 28, 2000 amendment, the firm proposed the
use of the dissolution method submitted in its original

- submission dated March, 16, 2000 ¢
, using USP 24 apparatus II at 75
rpm) . The proposed method was denied. The Division of
‘Bioequivalence recommended the following interim
dissolution testing method and specification for the
Norgestimate/Ethinyl Estradiol Tablet, 0.25 mg/0.035 mg:

Apparatus: USP, apparatus 2 (paddle), 75 rpm
-Medium: 600 mL of 0.05% Tween 20, at 37°C

Method: HPLC

Not less than —% (Q) of the labeled amount of
Norgestimate is dissolved in 90 minutes.

Not less than —% (Q) of the labeled amount of
ethinyl estradiol is dissolved in 30 minutes.

Recommendation:

The firm has adopted the dissolution method and
specifications previously recommended by the Division of
Bioeguivalence in the amendment dated November 28, 2000.
Consequently, no further action is needed.



Moheb H. Makary, Ph.D Date: 27/2/of

Review Branch TII
Division of Bioequivalence

héqlkﬁ
RD INITIALLED BDAVIT(? %5 E (
FT INITIALLED BDAVIT Date;L(JIO

Concu;: {L}-«lZCbgzéét,—* Date: QL/ 26/2ﬂ°/'

Dale P. Conner, Pharm.D.
Director
Division of Biocequivalence

Mmakary/2-9-200, 75804SD.201
cc: ANDA #75-804, original, HFD-658 (Makary), Drug File,
Division File.
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DIVISION OF BIOEQUIVALENCE

ANDA # :75-804 SPONSOR : Barr Laboratories, Inc.
DRUG AND DOSAGE FORM : Norgestimate/Ethinyl Estradi'o’l,Tablet
STRENGTH(S) : 0.25 mg/0.035 mg

TYPES OF STUDIES : STA

CLINICAL STUDY SITE(S) : N/A

ANALYTICAL SITE(S) : N/A

STUDY SUMMARY : N/A

DISSOLUTION : The firm adopted the dissolution method and
specifications recommended by the Division of

Bioequivalence.
DSI INSPECTION STATUS
Inspection needed: Inspection status: Inspection results:
YES /
First Generic Inspection requested: (date)
New facility Inspection completed: (date)
For cause
Other

PRIMARY REVIEWER :  Moheb H. Makary, Ph.D.  BRANCH : III
INITIAL : ﬂ/?// m DATE : 2/12/2/

avit, Ph.D. BRANCH : III

q DATE : /& |

TEAM LEADER : Barbara M.

INITIAL :

\7[),/# DIRECTOR, DIVI?? N OF BIOEQUIVALENCE : DALE P. CONNER, Pharm. D.

9/@0&_{5 DATE : %f 24 |20

INITIAL :
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BIOEQUIVALENCY COMMENTS TO BE PROVIDED TO THE APPLICANT
ANDA: 75-804 APPLICANT: Barr laboratories, Inc.

DRUG PRODUCT: Norgestimate, 0.25mg/Ethinyl Estradiol, 0.035
mg Tablet

The Division of Bioequivalence has completed its review and
has no further questions at this time.

We acknowledge that the following dissolution testing has
been incorporated into your stability and quality control
programs:

The dissolution testing should be conducted in 600 mL
of water with 0.05% Tween 20 (w/v) at 37°C using USP 24
apparatus II (paddle) at 75 rpm. The test product
should meet the following specifications:

Not less than — 3% (Q) of the labeled amount
of Norgestimate is dissolved in 90 minutes
Not less than —- % (Q) of the labeled amount
of ethinyl estradiol is dissolved in 30
minutes.

Please note that the bioequivalency comments provided in
this communication are preliminary. These comments are
subject to revision after review of the entire application,
upon consideration of the chemistry, manufacturing and
controls, microbiology, labeling, or other scientific or
regulatory issues. Please be advised that these reviews
may result in the need for additional bioequivalency
information and/or studies, or may result in a conclusion
that the proposed formulation is not approvable.

Sincerely yours,
alhia;h

T74N Dale P. Conner, Pharm. D.
- Director

Division of Biocequivalence
Office of Generic Drugs
Center for Drug Evaluation and Research



CC: ANDA #75-804
ANDA DUPLICATE
DIVISION FILE
HFD-651/ Bio Drug File
HFD-658/ Reviewer M. Makary
HED-658/ Bio team Leader B. Davit

V:\FIRMSAM\BARR\LTRS&REV\75804STA.201.doc
Printed in final on 2/12/01

Endorsements: (Final with Dates) '
HFD-658/ Reviewer M. Makary 107 /ybt1
HFD-658/ Bio team Leader B. Davitcg

HFD-650/ D. Connen{L &gj,;ﬁ4z‘luﬁ1

BIOEQUIVALENCY ~ ACCEPTABLE submission date: 2-1-01
1. STUDY AMENDMENT (STA) Strengths: 0.25 mg/0.035 mg
Outcome: AC

Outcome Decisions: AC - Acceptable

APPEARS THIS WAY
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CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
ANDA 75-804

ADMINISTRATIVE DOCUMENTS




V:IA EMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES

PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE

TO

FROM

SUBJECT:

February 24, 2000

Director
Division of Bioequivalence (HFD-650)

Chief, Regulatory Support Branch
Office of Generic Drugs (HFD-615)

Examination of the biocequivalence study submitted with an
ANDA forNorgestimate and Ethinyl Estradiol Tabets USP to
determine if the application is substantially complete for
filing.

BarrLaboratories Inc. has submitted ANDA 75-804 for
Norgestimate and Ethinyl Estradiol Tablets USP, 0.250 mg

& 0.035 mg - 28 days. The ANDA contains a first
generic. In order to accept an ANDA that contains a first
generic, the Agency must formally review and make a
determination that the application is substantially
complete. Included in this review is a determination that

the bioequivalence study is complete, and could establish

that the product is bioequivalent.

Please evaluate whether the bioequivalence study submitted
by Barr on February 16, 2000 for its Norgestimate and
Ethinyl Estradiol product satisfies the statutory
requirements of "completeness" so that the ANDA may be
filed.

A "complete" bioavailability or bioequivalence study is
defined as one that conforms with an appropriate FDA
guidance or is reasonable in design and purports to
demonstrate that the proposed drug is bioequivalent to the
"listed drug”.



In determining whether a bio study is "complete” to
satisfy statutory requirements, the following items are

examined:
1. Study design
(a} Appropriate number of subjects
(b) Description of methodology
2. Study results

(a) Individual and mean data is provided
(b) Individual demographic data
{c) Clinical summary

The issue raised in the currenf situation revolves around
whether the study can purport to demonstrate
biocequivalence to the listed drug.

We would appreciate a cursory review and your answers to
the above guestions as soon as possible so we may take
action on this application.

*DIVISION OF BIOEQUIVALENCE:
b// Study meets statutory requirements
Study does NOT meet statutory requirements

nete: ) .
Reasen: f:. batel oi2e Nsl( cw B.o JucV\c"L’j

W% Y i 3/2/00

Director, Division of Bioequivalence Date




BIOEQUIVALENCE CHECKLIST FOR APPLICATION COMPLETENESS

ANDA 15 -¢0oY DRUG NAME Nc'\fjej"‘ti wl

DOSAGE FORM(s)

& et 'my( es—(w,,c(ra(

FIRM . o~ (At/(Od’\"ﬂ-'/?a ‘)

NO

REQUIRED
AMOUNT

AMOUNT
SENT

COMMENTS

Protocol

Assay Methodology

Procedure SOP

Validation

Studyv Results
LoglLin

Adverse Events

[RB Approve

Dissolution

Pre-screening of
patients

Chromatograms

Consent form

Composition

Summary of study

Individual Data &
Graphs . Linear &
Semi-linear

PKPD data disk

Randomization
Schedule

Protocol Deviations

LN SN S SN NN




NO

REQUIRED AMOUNT
AMOUNT SENT

COMMENTS

Clinical site.

Analvtical site

Study investigators

Medical Records

Chnical Raw Darta

S Y

P
| Test Article

Inventory

BIO Batch Size v r ] "‘d-i."‘é;:,z 5

Assay of active
content drug

N

9 0 —tcd- N~
Go - 110 ~Edhiwf Echadd . /

Content uniformity

Shaked onl Hoot F
Mmac ety 'US\O

Date of Tes
manufacture

McL‘ * (&4 (
Exp. Date RLD St D00

Biostudy lot
numbers

jog8r9ei~T G o
~ 7;_70»"(@0 7("‘——\
18%3 133V -Cyele

Statistics

Waiver request for
other strengths /
supporting data

SO NN

Recommendation:

Reviewed by

Gt | o

COMP

[

Revised 2/19/98

LETE ;NCOMPLETE
‘ e L(c”’\ 3/‘/7,001)

Date 3///2000
bl

+ X
voil



RECORD OF TELEPHONE CONVERSATION

Reference is made to the firm’s fax dated February 1, 2001.

Ms. Gray stated that the DMF holder has already amended the DMF file
with the appropriate changes.

The firm has responded to the major deficiency letters for all 4 ANDAs.
I asked Ms. Gray to send in additional amendments with the new
information to these ANDAs ASAP.

Ms. Gray agreed.

APPEARS THIS WAY
" ON ORIGINAL

DATE:
February 1, 2001

"75-803, 75-804, 75-808

ANDA NUMBER:

1)

75-866

PRODUCT NAME:
Oral Contraceptives

FIRM NAME:
Barr Laboratories, Inc

FIRM _
REPRESENTATIVE:
Elizabeth Gray

PHONE NUMBER:
845-362-1100

FDA
REPRESENTATIVES:

Ruby Yu

SIGNATURES:

Ruby Yu

CC: 75-803, 75-804, 75-808, 75-866
Telecon Binder

VAFIRMSAM\BARR\TELECONS\75803.TC.020101.DOC




i

—

CONSULTATION RESPONSE
Office of Post-Marketing Drug Risk Assessment
(OPDRA; HFD-400)

‘)ATE RECEIVED: 6/26/01 | DUE DATE: 8/20/01 | OPDRA CONSULT: 01-0159

TO: -

Peter Rickman,
Acting Director, Division of Labeling and Program Support, Office of Generic Drugs
HFD-600

THROUGH: -
Harvey Greenberg, Project Manager

Office of Generic Drugs
HFD-615 '

PRODUCT NAME: - | MANUFACTURER: Barr Laboratories, Inc.

Sprintec (norgestimate and ethinyl estradiol tablets)
0.25 mg/0.035 mg - ——— 28 day

ANDA #: 75-804

SAFETY EVALUATOR: Hye-Joo Kim, Pharm.D.

SUMMARY: In response to a consult from the Office of Generic Drugs, Division of Labeling and Program Support
(HFD-600), OPDRA conducted a review of the proposed proprietary name “Sprintec” to determine the potential for
confusion with approved proprietary and generic names as well as pending names.

OPDRA RECOMMENDATION: OPDRA has no objection to the use of the proprietary name, “Sprintec”.
OPDRA considers this a final review. However, if the approval of the ANDA is delayed beyond 90 days from
'the date of this review, the name must be re-evaluated. A re-review of the name prior to ANDA approval will
rule out any objections based upon approvals of other proprietary names/NDA's/ANDA’s from this date forward.

Ceoral Hofoioh o §45-0] rrends 2 714——»-// 8/16‘,‘/4/

Carol Holquist for Jen")y Phillipsg R.Ph. ” Martin Himmel, M.D.
Associate Director for Medication Error Prevention Deputy Director
Office of Post-Marketing Drug Risk Assessment Office of Post-Marketing Drug Risk Assessment
Phone: 301-827-3242 Center for Drug Evaluation and Research
Fax: 301-480-8173 ’ Food and Drug Administration
| et
. /_, . ) {
f/\\ ~ K\ Cy }
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RECORD OF TELEPHONE CONVERSATION

Barr will respond to the following cmc issues as a

telephone amendment: ) DATE:

. March 27, 2002

1. Please revise the specifications for
according to manufacturer’s current specifications,

where applicable (i.e. for melting point and we——-—_ ANDA NUMBER:
— ). and please provide a copy of your and 75-804 & 75-808
manufacturer’s final specifications.

2. The firm revised the packaaging and labeling of. their
product: replaced the ——— with a vinyl wallet and a

foil pouch. The firm was asked to provide the ~ PRODUCT NAME:
following information about the foil pouch for CMC Norgestimate and Ethinyl
review: material information on the foil pouch, explain Estradiol Trablets
how the stability study was conducted; send samples of

the final package; explain why leaching studies were FIRM NAME:
not done; and revise the stability protocol to include Barr Laboratories, Inc

information on the foil pouch.
3. Barr has revised the-drug product release specification
for the assay of norgestimate and ethinyl estradiol FIRM
from —————— % t0 ———— . 3. Please revised and REPRESENTATIVE:
provide the in—proqess specs accordingly. Christine Mundkur; Liz
4. The current release and stability spec for Nobel-Gray; ==
is NMT ~ Information about -
the formation of this impurity may be found in the E J
original application, section 15; and the degradation et
pathway may be found on- page 16. :
is produced due to degradation on stability. PHONE NUMBER:
Therefore, the firm was asked to lower the release spec 845-353-8432
from NMT —— . based on the release data.
5. Regarding the other impurities found in the
norgestimate drug substance (l‘evonorgestrel,

FDA
REPRESENTATIVES:
Dave Gill
. r The Neeru Takiar
firm stated that the impurities may be potential Ruby Wu
degradants of the drug product. Firm was asked to set
specs for these degradants.
6. Please provide data from retain samples (firm may have SIGNATURES:

12 and 18 months CRT) using thev'dissolution method and
Specs as recommended by the Division of Bioequivalency.

1. Please provided an updated stability report.

Dave Gill PS&u 24
Neeru Takiar w{ 3fw]o-

Ruby Wu .Qj},\ '-f'f“(’[""

CC: 75-808 & 75-804
Telecon Binder

. V:\FIRMSAI\/I\BARR\TELECONS\75,804.75 808.tc.032702.doc

Y R s



RECORD OF TELEPHONE CONVERSATION

Reference is made to the March 27, 2002 t-con.
The following requests were made:

The firm revised the packaging and labeling of their
product: replaced the with a vinyl wallet and a
foil pouch. The firm was asked to provide the following.
information about the foil pouch for CMC review, as
requested in the 3/27/02 t-con: material information on
the foil pouch, explain how the stability study was
conducted; send samples of the final package; explain why
leaching studies were not done; and revise the stability
protocol to include information on the foil pouch.

Please establish release and stability specifications for
the following impurities that may be potential degradants
of the drug product (as mentioned on page 37 of the March

DATE:
May 8, 2002

ANDA NUMBER:
75-804 & 75-808

PRODUCT NAME:
Norgestimate and Ethinyl
Estradiol Trablets

FIRM NAME:
Barr Laboratories, Inc

.29, 2002 telephone amendment):

Please provide data, if available.

FIRM
REPRESENTATIVE:
Christine Mundkur

PHONE NUMBER:
845-353-8432

FDA
REPRESENTATIVES:
Neeru Takiar
Ruby Wu

SIGNATURES:

Neeru Takiar /V15ﬂW‘L’

Ruby Wu
U s/

CC: 75-808 & 75-804
Telecon Binder

VAFIRMSAM\BARR\TELECONS\75804.75808.tc.050802.doc



RECORD OF TELEPHONE CONVERSATION

The following request was made:

The firm was asked to lower the acceptance limit for

is high and to provide the final —  specifications.

prans THIS WAY
AR(EQ ARIGIEAL

It

DATE:
June 10, 2002

ANDA NUMBER:
75-804 & 75-808

PRODUCT NAME:
Norgestimate and Ethinyl
Estradiol Trablets

FIRM NAME:
Barr Laboratories, Inc

FIRM
REPRESENTATIVE:
Christine Mundkur

PHONE NUMBER:
845-353-8432

FDA
REPRESENTATIVES:
Neeru Takiar

SIGNATURES:
Neeru Takiar

W, Talr e 6,“’/6?_,

CC: 75-808 & 75-804
Telecon Binder

VAFIRMSAM\BARR\TELECONS\75804.75808.tc.06102.doc




RECORD OF TELEPHONE CONVERSATION

Reference is made to the July 8, 2002 fax ‘requesting
a t—-con.

Issue: . . .
Firm requested redesignation of the Deficiency letter

dated July 3, 2002 from a Minor to a Telephone.

Response: ) ] ]
The request was denied but the firm was informed that

the chemist will review the amendment as soon as
possible.

Issue: ) _
Firm requested clarification on which

Response:

|

Issue:
In the July 3, 2002 deficiency letter, the firm was
asked to either or provide

Response:
The firm stated that they will

and will resubmit post approval.
verify that

The firm will

DATE:
July 8, 2002

PRODUCT NAME:
Norgestimate and Ethinyl
Estradiol Tablets

FIRM NAME:
Barr Laboratories, Inc

FIRM
REPRESENTATIVE:
Christine Mundkur,
Nicholas Tantillo,
Linda O’Dea

PHONE NUMBER:
845-353-8432

REPRESENTATIVES:

FDA

Paul Schwartz
Dave Gill
Neeru Takiar
Ruby Wu
Sarah Kim

SIGNATURES:

{ fv/ ol
Paul Schwartz nlo
Dave Gill Ds& <
Neeru Takiar /7 7((’{‘?*
Ruby Wu — 7)" L
Sarah Kim S, feons, m}ﬁ

D2l

CC; 75-808 & 75-804
Telecon Binder

V:\FIRMSAM\BARR\TELECONS\75 804.75808.tc.070802.doc




ANDA #
Drug

APPROVAL t/ TENTATIVE APPROVAL 0O SUPPLEMENTAL APPROVAL (NEW STRENGTH) O OTHER O

OGD APPROVAL ROUTING SUMMARY

15 ~Jou Applicant @a rv Laboratori es L
5% Bl ‘ | Tahlets Strength o, 250ma [ 0,03 Srma

el

REVIEWER: DRAFT Package FINAL Package

1. Project Manager, Team _AL 6\0‘:%{4 K[Vv\ Date 1[&“522 Date 2(%422 0]//4{01,
Review Support Br Initials . Initials S SEan_
Application Summary: | . ;
Original Rec'd date 21T7t029 P EER Status Pending O Acceptable @ OAI O
Date Acceptable for Filing 2z 17120 J Date of EER Status Jul, 2, 200\
Patent Certification (type) - Date of Office Bio Review “2[ZL&lay
Date Patent/Exclus.expires Date of Labeling Approv. Sum 1-{2‘! [o2-
Citizens' Petition/Legal Case Yes. O No =4 Date of Sterility Assur. App. AN Ao

(If YES, attach email from PM to CP coord) Methods Val. Samples Pending Yes )(/ﬂblgébL

First Generic Yes @’No O Commltment Rcd. from Firm Yes O No q¢mpﬁ
(If YES, Pediatric Exclusivity Tracking System : w¢ulf

(PETS) Modified-release dosage form: YesO Nol‘El/ér/.ay‘““‘J
RLD = ow\/kofcgotem 24 and 25 dey

Date checked 7[{1blo2. NDA¥ |9 653 Interlm DlSSOl Specs in AP Ltr: Yes O N“D\

‘Nothing Submitted -
Written request issued m!
Study Submitted n]
Previously reviewed and tentatively approved : m] Date
Previously reviewed and CGMP def./N/A Minor issued a Date
Comments:
Gregg Davis PPIV ANDAs Only Date - )| . g
Supv., Reg. Support Branch Initials Ui -~
Contains GDEA certification: Yes?ﬁ\ No O Determ. of Involvement?;Yesvyd No §<
(required if sub after 6/1/92) Pediatric Exclusivitéf' em -
Patent/Exclusivity Certification: Yes ® No-0O Date Checked
If Para. IV Certification- did applican QiDbL, Nothing Submitted
Notify patent holder/NDA holder Yes %i} u] Written request issued a
Was applicant sued w/1n 45 days:Yes O Sthdy 1tted
Has case been set Yes O No O TZ YCE “{%
Date settled: ﬁz N . zf~ . V?- 2
Is applicant ellgl for 180 day ' ﬁJD&) AN
Generic Drugs Exclusivity for each strength: Yes O No'j( fti C%%EF%
NS gL clus u\n‘b Jiskdum

: -@@dud?

Div. Dir./Deputy Dir. ' Date 7/’&%‘
Chemistry Div. I or II - Initials_ 75
- Comments: . '

Specs q,_(ﬂ-“”(v&;/



REVIEWER: : FINAL ACTION

4. Frank Holcombe Date ¢ /la/;i-
‘' Assoc. Dir. For Chemistry Initials .
' Comments: (First generic drug review)
' SATU ARy

5. Peter Rickman
Acting Director, DLPS
Para.IV Pakent Cert:
Comments: Qg

%D walﬁmc,&:

Lega&{ Acthn e sO

NM NF-BOR | |
g DN:ieI CHC duLOC

5. Robert L.‘
Acting Deputy Director, OGD

. .,.. E’Pﬂ!
§é ,
Para.IV Pafent Cert YesO NOBC Pending Legal Action: YesO Nd}&_?etltlon YesO Nog(

y Comments: __7

6. Gary Buehler Date 9)2‘5 0L

Director, OGb : Initials gz;

Comments:

First Generic Approval EV/, or Cli nlcal for BE QO Special Scientific or Reg.Issue O
7. Project Manager, Team Date 9/25‘[02

Réaview Support Branch Initials SN
) ) Date PETS checked for first generic drug (just prior to notification to firm)

Applicant notification:
fe:ig Ay Time notified of approval by phone {g + 2/ Z(ﬁ@ime approval letter faxed

FDA Notification:
eDate e-mail message sent to "CDER-OGDAPPROVALS" distribution list.

¢7a51 2 Date Approval letter copied to \\CDS014\DRUGAPP\ directory.

2ports\approval\approvrou2.doc



CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
ANDA 75-804

CORRESPONDENCE
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Barr Laboratories, Inc 0-2‘ o \?_’5\ «)

February 16, 2000

Office of Generic Drugs

Center for Drug Evaluation and Research
FOOD AND DRUG ADMINISTRATION
Document Control Room 150

Metro Park North I

7500 Standish Place

Rockville, Maryland 20855-2773

REFERENCE: ABBREVIATED NEW DRUG APPLICATION
(norgestimate and ethinyl estradiol tablets, 0.250 mg/0.035 mg)
28 day regimens.

In accordance with the regulations under section 505(j) of the Federal Food and Cosmetic Act, Barr
Laboratories, Inc. is submitting an Abbreviated New Drug Application for ————— (norgestimate and
ethinyl estradiol tablets, 0.250 mg/0.035 mg) - 28 day regimens.

The application is provided in duplicate, as an archival copy, and a review copy. The archival copy of the
application is contained in blue binders and consists of 15 volumes. The chemistry, manufacturing and
controls part of the review copy is contained in red binders and consists of 3 volumes. As stated in the
February 1999 “Guidance for Industry; Organization of an ANDA”, please note that two extra separately
bound copies are being submitted since {norgestimate and ethinyl estradiol tablets, 0.250
mg/0.035 mg) is not a USP product. The bioequivalence part of the review copy is contained in orange
binders consisting of 13 volumes.

Included in this application and in accordance with the Generic Drug Enforcement Act of 1992, are
Debarment Certification Statements from Barr and its outside contractors. Field Copies of this
application have been forwarded to the New York and Chicago District Offices.

Certifications of financial interests and arrangements of clinical investigators conducting the
bioequivalence study are provided in Section VL

The CMC section of this application will be provided in electronic format within 30 days from this date.
Barr Laboratories, Inc. will, at that time, provide a declaration that the information in the electronic
submission is the same as the information provided in the paper submission.




Barr Laboratories, Inc.

Page 2

The format of this application is in accordance with Office of Generic Drug’s Guidance for Industry:
Organization of an ANDA, dated February 1999. The information submitted in this application is also in
accordance with the October 14, 1994 communication from Dr. Janet Woodcock, (CDER) and Mr.
Ronald Chesemore (ORA).

If you have any questions concerning this application, please contact me by phone at (914) 353-8432 or
by fax at (914) 353-3859. Your earliest acknowledgment to this application will be very much
appreciated.

Sincerely,

BARR LABORATORIES, INC.

ristine Mundkur :

Vice President, Quality and
Regulatory Counsel
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Barr Laboratories, Inc. \fa‘ PN { ,)gﬁ_

2 Quaker Road P.O. Box 2900 Pomona, NY 10970-0519 » 914/362-1100

March 3, 2000

Office of Generic Drugs 7 S- ?Q'LI

Center for Drug Evaluation and Research

FOOD AND DRUG ADMINISTRATION

Document Control Room 150 ’ _ :
Metro Park North If NEW CORRESP
7500 Standish Place |

Rockville, Maryland 20855-2773 N C

CORRESPONDENCE TO PENDING APPLICATION
REFERENCE: ABBREVIATED NEW DRUG APPLICATION

(norgestimate and ethinyl estradiol tablets, 0.250 mg/O 035 mg)
« 28 day regimens.

Reference is made to our pending Abbreviated New Drug Application under Section 505(j) of the Federal Food,
Drug and Cosmetic Act for ————— (norgestimate and ethinyl estradiol tablets, 0.250 mg/0.035 mg)
28 day regimens.

Reference is also made to Barr’s February 16, 2000 ANDA submission for the above referenced products.

Please be advised that at this time we are submitting additional information regarding DMF authorization for the

In accordance with the April 8, 1994 Letter to Industry regarding

the tetter of authorization from the DMF holder, we are herewith submitting the following additional document:

¢ Copy of Page 5 of ' ————— DMF stating “we herewith authorize - to represent
in all matters pertaining to this file”. In addition the page states DMF #
—— name of . and is signed and dated.

Please be advised that identical copies of this Correspondence have been provided to the New York and Chicago
District Offices. Document certifications are attached.

In addition, we are also informing the Agency of Barr’s intent to provide the Bioequivalence Report provided with
the February 16, 2000 application in electronic format (BABE) within 30 days from that date of original filing. Barr
Laboratories, Inc. will, at that time, provide a declaration that the information in the electronic submission is the
same as the information provided in the paper submission.

If you have any questions concerning this correspondence, please contact me by phone at (914) 353-8432 or by fax
at (914) 353-3859.

Sincerely,

Christine Mundkur
Vice President, Quality and
Regulatory Counsel




Barr Laboratories, Inc.

2 Quaker Road P.O. Box 2900 Pomona, NY 10970-0519 » 914/362-1100

BEW
March 16, 2000 NC

Office of Generic Drugs

Center for Drug Evaluation and Research ' _

Food and Drug Administration 7 5 - go Q/
Document Control Room

Metro Park North II

7500 Standish Place, Room 150

Rockville, Maryland 20855-2773

REFERENCE: AMENDMENT TO PENDING ANDA
; Jnorgestimate and ethinyl estradiol tablets, 0.250
mg/ 0.035 mg)

28 day regimens.
Electronic Submission of CMC and BA/BE

Reference is made to our Abbreviated New Drug Application submitted February 16,
2000 under 505(j) of the Food, Drug and Cosmetic Act for —————— (norgestimate
and ethinyl estradiol tablets, USP 0.250 mg/ 0.035 mg).

As indicated in our original application, Barr Laboratories, Inc. is amending the above
referenced application to provide the CMC and BA/BE electronic submission. The CMC
and BA/BE electronic submissions are contained on separate diskettes labeled “ CMC
ESD & Companion Document” and BA/BE ESD" respectively. Backup diskettes -
containing identical information for both the CMC section and the BA/BE section are
also provided.

The CMC ESD file is named “BRL0002.003” and the Microsoft Word Companion
Document file is named “BRL0002.004”. The BA/BE ESD is named “BRL0002.001”
and the Microsoft Word Companion Document file is named “BRL0002.002”.

. Barr Laboratories, Inc. declares that the information provided in the electronic
submission is the same as the information provided in the paper submission.

A copy of this letter has been forwarded to the New York and Chicago District Offices.

_ @‘s\;&\: ﬁ}%} 3
RECD  \

MAR 17 2000



Barr Laboratories, Inc.

If you have any questions concerning this application, please contact me by phone at
(914) 353-8432 or by fax at (914) 353-3859. Your earliest acknowledgment to this

application will be very much appreciated.
Sincerely,

BARR LABORATORIES, INC.

Christine Mundkur
Vice President of Quality and
Regulatory Counsel

APPEARS THIS WAY
ON ORIGINAL
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ANDA 75-804

Barr Laboratories, Inc.
Attention: Christine Mundkur
2 Quaker Road

P.O. BOX 2900

Pomona, NY 10970-0519
IIII”“IIllllIIIIIIIIllIII|IIlIIIIIIII”IIIIIIIIIIIIIII“IIII

MAR 29

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 also made to your amendment dated March 3, 2000.

NAME OF DRUG: Ethinyl Estradiol; Norgestimate Tablets
0.035 mg; 0.25 mg

DATE OF APPLICATION: February 16, 2000
DATE (RECEIVED) ACCEPTABRLE FOR FILING: February 17, 2000

We will correspond with you further after we have had the
opportunity to review the application.

Please identify any communications concerning this application
with the ANDA number shown above.

Should you have questions concerning this application, contact:

Ruby Yu
Project Manager
(301) 827-5848

Sincerely yours,

Y e,

Wm Peter Rickman

Acting Director

Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research



ANDA 75-804

cc: DUP/Jacket
Division File
Field Copy
HFD-610/R.West
HFD-610/P.Rickman

HFD-92

HFD-615/M.Bennett

HFD-600/

Endorsement: /67// .
HFD-615/NMahmud, Chief, RSB //éaé date -{’/7/
HFD-615/SMiddleton, CSO— (CA AL [IF~ date 3(21fc0
Word File

V:\FIRMSAM\BARR\LTRS&REV\75804.ACK
F/T mjl/3/23/00
ANDA Acknowledgment Letter!

APPEARS THIS WAY
ON ORIGINAL



Barr Laboratories, Inc.

2 Quaker Road P.O. Box 2900 Pomona, NY 10970-0519 ¢ 914/362-1100

April 10, 2000

NDA ORIG AMENDMENT

Office of Generic Drugs
Center for Drug Evaluation and Research N ///q,&
FOOD AND DRUG ADMINISTRATION

Document Control Room 150

Metro Park North I

7500 Standish Place

Rockville, Maryland 20855-2773

TELEPHONE BIOEQUIVALENCE AMENDMENT
REFERENCE: ABBREVIATED NEW DRUG APPLICATION 75-804

(norgestimate and ethinyl estradiol tablets, 0.250 mg/0.035 mg)
28 day regimens.

Reference is made to our pending Abbreviated New Drug Application under Section 505(j) of the Federal
Food, Drug and Cosmetic Act for ———— (norgestimate and ethinyl estradiol tablets, 0.250 mg/0.035
mg)- 28 day regimens.

Reference is also made to a telephone conversation on April 6, 2000 between Ms. Patricia Nguyen and
Moheb Makary (FDA) and Christine Mundkur (Barr Laboratories) in which Ms. Nguyen and Mr. Makary
requested that Barr provide the following:

1. Further explanation on a protocol deviation in clinical report 98-041. In particular, the last paragraph
on page 06-00362 of the application stated that there was an excursion of 60.5°C in the storage of the

test products.
2. Barr’s submission batch size, and description (weight, thickness, hardness)

3. Reference product assay and content uniformity. '

RFOR A
SR
RECD
APR 11 2000




Barr Laboratories, Inc.

REFERENCE: ABBREVIATED NEW DRUG APPLICATION 75-804
(norgestimate and ethinyl estradiol tablets, 0.250 mg/0.035 mg)
- 28 day regimens.

RESPONSE 1:

The last paragraph on page 06-00362 of the application refers to a memo to file regarding drug
room humidity and temperature. This memo to file was included as page 06-01555 and is being
included again for ease of reference. This memo describes the events that transpired in greater
detail. The 60.5 degree C temperature reading of March 26, 1999 cited was not an excursion of
the actual temperature of the room, but rather was due to a malfunction of the temperature
recording device, which produced erroneous readings as high as 60.5 degrees C. As stated in the
memo, "Temperature levels in the medication room remained between 20 to 25 degrees C."
Please also note that the date on which the 60.5 degree C reading was obtained was March 26,
1999. The faulty transformer responsible for the erroneous temperature readings was replaced on
March 30, 1999. This event could not have had any impact on the test or US reference drugs
used in the study, both of which were received by - .nearly four months later, on July
15,1999 (see application pages 06-01592 and 06-01593).

RESPONSE 2:

Enclosed please find a copy of the following proposed master formula pages which specify the
batch size and description of the active and placebo tablets:

(norgestimate and ethinyl estradiol tablets, USP 0.250 mg/0.035 mg) - ——238
day regimens

. : for Placebo Tablets for Oral Contraceptives used for’
(norgestimate and ethinyl estradiol tablets, USP 0.250 mg/0.035 mg) - 28 day regimen

e  White, Biconvex, Placebo Tablets for oral contraceptives for (norgestimate and
ethinyl estradiol tablets, USP 0.250 mg/0.035 mg) - 28 day regimen




Barr Laboratories, Inc.

REFERENCE: ABBREVIATED NEW DRUG APPLICATION 75-804
(norgestimate and ethinyl estradiol tablets, 0.250 mg/0.035 mg)
28 day regimens.

RESPONSE 3:

Enclosed please find a copy of Barr’s In-Vitro Comparative Analytical Study Report, RD99-168
comparing the dissolution profile, assay and content uniformity tests of Barr’s test batch
109879R01 to those of Ortho Pharmaceutical Corporation’s ORTHO-CYCLEN 28 Tabiets USA
batch 28G075. This report was inadvertently not submitted with the original application. The
data obtained indicate that the assay and content uniformity of the Barr products are similar to the
reference products and all products meet the required specifications. Please note that Barr’s test
batch 109879R01 was compared to both the USA Ortho-Cyclen and Canadian Cyclen products
since Barr is interested in filing under separate cover for approval of this product in the Canadian
marketplace. For the purposes of this submission, only the USA reference data is applicable.

If you have any questions concerning this correspondence, piease contact me by phone at (914) 353-8432
or by fax at (914) 353-3859.

Sincerely,

BARR LABORATORIES, INC.

Christine Mundkur
Vice President, Quality and
Regulatory Counsel



Barr Laboratories, Inc.

2 Quaker Road P.O. Box 2900 Pomona, NY 10970-0519 ¢ 914/362-1100

May 2, 2000
Office of Generic Drugs m AMENQMENT
Center for Drug Evaluation and Research
FOOD AND DRUG ADMINISTRATION ' &
Document Control Room 150 [
Metro Park North II

7500 Standish Place
Rockville, Maryland 20855-2773

TELEPHONE BIOEQUIVALENCE AMENDMENT

REFERENCE: ABBREVIATED NEW DRUG APPLICATION 75-804
(norgestimate and ethinyl estradiol tablets, 0.250 mg/0.035 mg)
: 28 day regimens.

Reference is made to our pending Abbreviated New Drug Application under Section 505(j) of the Federal Food,
Drug and Cosmetic Act for —————. (norgestimate and ethinyl estradiol tablets, 0.250 mg/0.035 mg) - ~——
28 day regimens. '

Reference is also made to a telephone conversation on April 18, 2000 between Ms. Patricia Nguyen (FDA) and
Christine Mundkur (Barr Laboratories) in which Ms. Nguyen requested Barr provide additional dissolution profiles
for the submission and reference product batches using the following conditions:

Apparatus II: Paddles

Speed: 75 rpm
Volume: 600 mL
Medium: 0.5% Tween 20

Accordingly, enclosed please find an In-Vitro Comparative Dissolution Study Report, RD00-130 comparing Barr’s
submission/bio batch 109879R01 to the reference product’s (Ortho Pharmaceutical Corporation) batch 28G075
using the above specified conditions.

If you have any questions concerning this correspondence, please contact me by phone at (914) 353-8432 or by fax
at (914) 353-3859.

Sincerely,
BARR LABORATORIES, INC.
Christine Mundkur

Vice President, Quality and
Regulatory Counsel




MAJOR AMENDMENT

o CRARKD

ANDA 75-804 Loond il

OFFICE OF GENERIC DRUGS, CDER, FDA
Document Control Room, Metro Park North II
7500 Standish Place, Room 150

Rockville, MD 20855-2773 (301-594-0320)

TO: APPLICANT: Barr Laboratories, Inc. PHONE: 914-353-8432
ATTN: Christine Mundkur FAX:  914-353-3859

FROM: Ruby Yu PROJECT MANAGER (301) 827-5848
Dear Madam:

This facsimile is in reference to your abbreviated new drug application dated February 16, 2000, submitted
pursuant to Section 505(j) of the Federal Food, Drug, and Cosmetic Act for Norgestimate and Ethinyl
Estradiol Tablets, 0.250 mg/0.035 mg.

Reference is also made to your amendment(s) dated April 10 .and May 2, 2000.

The application is deficient and, therefore, Not Approvable under Section 505 of the Act for the reasons
provided in the attachments ( 4 pages). This facsimile is to be regarded as an official FDA
communication and unless requested, a hard copy will not be mailed.

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 of the
deficiencies listed. Facsimiles or partial replies will not be considered for review, nor will the review clock
be reactivated until all deficiencies have been addressed. The response to this facsimile will be considered to
represent a MAJOR AMENDMENT and will be reviewed according to current OGD policies and
procedures. The designation as a MAJOR AMENDMENT should appear prominently in your cover letter.
You have been/will be notified in a separate communication from our Division of Bioequivalence of any
deficiencies identified during our review of your bioequivalence data. If this represents a second or greater
occasion upon which significant (MAJOR) deficiencies have been identified, please contact the Project
Manager within 30 days for further clarification or assistance.

SPECIAL INSTRUCTIONS:

Chemistry and Bioequivalency comments are provided. Labeling comments will be provided when the
review is completed.

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED
AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, OR PROTECTED
FROM DISCLOSURE UNDER APPLICABLE LLAW. Ifreceived by someone other than the addressee or a person authorized to
deliver this document to the addressee, you are hereby notified that any disclosure, dissemination, copying, or other action to the content of this
communication is not authorized. If you have received this document in error, please immediately notify us by telephone and return it to us by mail at
the above address..

X:mew\ogdadmin\macros\faxmaj.frm

S s>



Redacted 2z page(s)
of trade secret and/or
confidential commercial

information from

Q/ZL/Z&'?Q Fo4 FAX




3. Method validation will be requested from the District
laboratory after the issues on impurities have been resolved.

4. Please provide all available room temperature stability data.

Sincerely yours,

ol e

J %“\
Rashmikant M. Patel, Ph.D.
Director

Division of Chemistry I

Office of Generic Drugs
Center for Drug Evaluation and Research

APPEARS THIS WAY
ON CRIGINAL




BIOEQUIVALENCY COMMENTS TO BE PROVIDED TO THE APPLICANT
ANDA: 75-804 APPLICANT: Barr laboratories, Inc.

DRUG PRODUCT: Norgestimate, 0.25mg/Ethinyl Estradiol, 0.035
mg Tablet

The Division of Bioequivalence has completed its review and
has no further questions at this time.

We acknowledge that the following dissolution testing has
been incorporated into your stability and quality control
programs:

The dissolution testing should be incorporated into
the firm's manufacturing controls and stability
program. The dissolution testing should be conducted
in 600 mL of water with 0.05% Tween 20 (w/v) at 37°C
using USP 24 apparatus II (paddle) at 75 rpm. The test
product should meet the following specifications:

Not less than —% (Q) of the labeled amount
of Norgestimate is dissolved in 90 minutes
Not less than —% (Q) of the labeled*®amount
of ethinyl estradiol is dissolved in 30
minutes.

Please note that the bioequivalency comments provided in
this communication are preliminary. These comments are
subject to revision after review of the entire application,
upon consideration of the chemistry, manufacturing and
controls, microbiology, labeling, or other scientific or
regulatory issues. Please be advised that these reviews
may result in the need for additional bioequivalency
information and/or studies, or may result in a conclusion
that the proposed formulation is not approvable.

Sincerely yours,

AL

Dale P. Conner, Pharm. D

Director

Division of Bioequivalence

Office of Generic Drugs

Center for Drug Evaluation and Research



Barr Laboratories, Inc.

2 Quaker Road » P.O. Box 2900 » Pomona, NY 10970-0519 « 845/362-1100

November 28, 2000

Office of Generic Drugs
Center for Drug Evaluation and Research
FOOD AND DRUG ADMINISTRATION

Document Control Room 150 N DA O R I G A M EN D M ENT
T Samion e N/

Rockville, Maryland 20855-2773

MAJOR AMENDMENT

REFERENCE: ABBREVIATED NEW DRUG APPLICATION

ANDA # 75-804
{norgestimate and ethinyl estradiol tablets, 0.250mg/0.035 mg)
28 day regimens.

Reference is made to our pending Abbreviated New Drug Application submitted on February
16, 2000, under Section 505(j) of the Federal Food, Drug and Cosmetic Act for #=———
(norgestimate and ethinyl estradiol tablets, 0.250mg/0.035 mg)
28 day regimens.

Reference is also made to the August 22, 2000 major deficiency letter. The deficiencies
identified in the comment letter and Barr’s responses are as follows:

COMMENT 1:

Please note that the DMF. ,is currently inadequate. The DMF
holder, =———— _, has been notified.

Response 1:
responded to the Agency’s Deficiency Letter on October 23, 2000.

COMMENT 2:

Please add test and specification for

per supplier specifications and proviﬁé‘lfh(:\‘7
revised specifications. AN

FOf
",

RECD
NOV 29 2000
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Barr Laboratories, Inc.

COMMENT 17:

Please modify your post approval stability protocol for both active and placebo tablets
to specify the extension of expiration period requires full term room temperature
stability data on at least 3 production batches.

Response 17:

As requested, Barr has updated their stability protocols for both active and placebo tablets to
specify that the extension of expiration period requires full-term room temperature stability
data on at least 3 production batches. See Attachment 10.

B.

COMMENT 1:

A satisfactory compliance evaluation of all of the facilities for drug product

manufacturing and quality control in the application is necessary at the time of the
approval of the application.

Response 1:
Acknowledged.

COMMENT 2:

Your labeling review is pending. Any comments found will be communicated in a
separate letter.

Response 2:
Acknowledged.
COMMENT 3:

Method validation will be requested from the District laboratory after the issues on
impurities have been resolved.

Response 3:

Acknowledged.
COMMENT 4:

Please provide all accumulated room temperature stability to date.

10



Barr Laboratories, Inc.

Response 4:

All of the room temperature stability data collected for Norgestimate and Ethinyl Estradiol
Tablets, 0.250 mg/0.035 mg and placebo tablets is provided in Attachment 10.

Identical copies of this Amendment have been provided to the New York and Chicago
District Offices. A Document certification is attached. Also enclosed is a copy of Barr’s
Bioequivalence Amendment.

This completes fhe present Amendment. If you have any questions please contact me by
phone at (914) 353-8432 or by fax at (914) 353-3859.
Sincerely,

BARR LABORATORIES, INC.

Ut Wb

Christine Mundkur
Vice President, Quality and
Regulatory Counsel

Cc: New York District Field Office
Chicago District Field Office
Division of Bioequivalence

11



Barr Laboratories, Inc.

2 Quaker Road » P.O. Box 2900 » Pomona, NY 10970-0519 » 845/362-1100
November 28, 2000

Division of Bioequivalence

Office of Generic Drugs

Center for Drug Evaluation and Research
FOOD AND DRUG ADMINISTRATION
Document Control Room 150

Metro Park North II ORIG AMENDMENT
7500 Standish Place
Rockville, Maryland 20855-2773 A

BIOEQUIVALENCE AMENDMENT

REFERENCE: ABBREVIATED NEW DRUG APPLICATION

ANDA # 75-804
(norgestimate and ethiny] estradiol tablets, 0.250mg/0.035 mg)
~ 28 day regimens.

Reference is made to our pending Abbreviated New Drug Application submitted on February 16,
2000, under Section 505(j) of the Federal Food, Drug and Cosmetic Act for (norgestimate
and ethinyl estradiol tablets, 0.250mg/0.035 mg) ————————— 28 day regimens.

Reference is also made to the August 22, 2000 bioequivalence letter that stated:
Bioequivalency Comments:

We acknowledge that the following dissolution testing has been incorporated into your stability and
quality control programs:

The dissolution testing should be incorporated into the firm’s manufacturing controls and
stability program. The dissolution testing should be conducted in 600 mL of water with 0.05%
Tween 20 (w/v) at 37°C using USP 24 apparatus II (paddle) at 75 rpm. The test product should
meet the following specifications:

Not less than —% (Q) of the labeled amount of Norgestimate is dissolved in 90 minutes.
Not less than — % (Q) of the labeled amount of Ethinyl Estradiol is dissolved in 30
minutes.

Response:

On May 2, 2000, Barr submitted additional in-vitro comparative dissolution reports using the
dissolution testing described above [600 mL of water with 0.05% Tween 20 (w/v) at 37°C using USP
24 apparatus II (paddle) at 75 rpm]. Barr followed Test Method, TM-461C that states the dissolution
specifications as — % (Q) of the labeled amount of Norgestimate and Ethinyl Estradiol 1s dissolued
in 60 minutes”. This was done in response to an April 18, 2000 telephone call from Patty ) @rﬁOR D D
Div. of Bioequivalence. Barr did not and does not agree with adopting this testing nor tjf 06"
specifications as part of our stability and quality control programs for the following reg / ns:  REC'D

NOV 2 9 2000
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Barr Laboratories, Inc. -

2 Quaker Road P.O. Box 2900 Pomona, NY 10970-0519 » 914/362-1100

January 2, 2001

Office of Generic Drugs
Center for Drug Evaluation and Research
Food and Drug Administration

Document Control Room ORIG A%ﬁ@@&ﬁgﬁf
Metro Park North 11
7500 Standish Place, Room 150 N / AL

Rockville, Maryland 20855-2773

REFERENCE: AMENDMENT TO PENDING ANDA
ANDA 75-804
(norgestimate and ethinyl estradiol tablets, 0.250mg/0.035 mg)
28 day regimens.
Electronic Submission of CMC Amendment

Reference is made to our Abbreviated New Drug Application submitted November 28,
2000 under 505(j) of the Food, Drug and Cosmetic Act for (norgestimate and
ethinyl estradiol tablets, 0.250mg/0.035 mg).

Barr Laboratories, Inc. is amending the above referenced application to provide the CMC
electronic version of our response to the Major Amendment dated November 28, 2000.

Enclosed please find the CMC ESD files “BRL0025.003” and the Microsoft Word
Companion Document file “BRL0025.004”. Backup diskettes containing identical
information for the CMC section is also provided.

Barr Laboratories, Inc. declares that the information provided in the electronic
submission is the same as the information provided in the paper submission.

A copy of this letter has been forwarded to the New York and Chicago District Offices.

If you have any questions concerning this application, please contact me by phone at
(914) 353-8432 or by fax at (914) 353-3859. Your earliest acknowledgment to this
application will be very much appreciated.

Sincerely,
BARR LABORATORIES, INC.

Dl At Sy

Christine Mundkur
Vice President of Quality and
Regulatory Counsel




DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

Office of Generic Drugs
7500 STANDISH PLACE (HFD-600), ROCKVILLE, MD 20855

Phone: (301) 827-5763
Fax: (301) 594-0180

FAX TRANSMISSION COVER SHEET

Date: ' January 4, 2001
To: Christine Mundkur of Barr Laboratories Inc.
‘ €5 £353-8432
84S
Fax: 914-353-3859
Re: ANDA 75-804
Sender: Ruby Yu, Project Manger

TOTAL NUMBER OF PAGES: __3

Comment(s) :

Bioequivalency comments provided.

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
DISCLOSURE UNDER APPLICABLE LAW. If you are not the addressee, or a person
authorized to deliver the document to the addressee, you are hereby notified that
any review, disclosure, dissemination, copying, or other action based on the
content of the communication is not authorized. If you have received this
document in error, please immediately notify us at the above telephone number and
return it to us at the above address by mail. Thank you.



BIOEQUIVALENCY COMMENTS TO BE PROVIDED TO THE APPLICANT
ANDA: 75-804 APPLICANT: Barr Laboratories, Inc.

DRUG PRODUCT: Norgestimate/Ethinyl Estradiol Tablet,
0.25 mg/0.035 mg

The Division of Bioequivalence has completed its review and
has no further guestions at this time.

Your proposed - dissolution
method is not acceptable for the following:

1. Your argument that by using the 0.05% Tween-20 medium
the dissolution rate in vitro does not reflect the actual
dissolution rate in vivo, therefore, the method is not
suitable. In the absence of a suitable verified in vivo/in
vitro correlation this argument is not relevant.
Furthermore, the in vitro dissolution testing for
Norgestimate/Ethinyl Estradiol drug products serve mainly
as a quality control specification for the manufacturing
process.

2. The - dissolution method you
proposed provided — % release of norgestimate in 15 minutes
from Norgestimate/Ethinyl Estradiol Tablet, 0.25 mg/0.035
mg. Therefore, this method is not suitable as a

discriminatory tool for routine dissolution testing.

3. The 0.05% Tween-20 dissolution method recommended by the
Agency and proposed by Pharmacopeial Forum (Vol.

26 (5) [Sept.-Oct. 2000] provided — % and —% release of
norgestimate in 15 and 90 minutes, respectively, from
Norgestimate/Ethinyl Estradiol Tablet, 0.25 mg/0.035 mg.
Therefore, the method appears to be discriminatory for
routine dissolution testing.

"The following dissolution testing will need to be
incorporated into your stability and quality control
programs:

The dissolution testing should be conducted in 600 mL of
water with 0.05% Tween 20 (w/v) at 37°C using USP 24
apparatus II (paddle) at 75 rpm. The test product should
meet the following specifications:



Not less than —% (Q) of the 1labeled amount of
Norgestimate is dissolved in 90 minutes. Not less than
—% (Q) of the labeled amount of ethinyl estradiol is
dissolved in 30 minutes.

Please note that the bicequivalency comments provided in
this communication are preliminary. These comments are
subject to revision after review of the entire application,
upon consideration of the chemistry, manufacturing and
controls, microbiology, labeling, or other scientific or
regulatory issues. Please be advised that these reviews

may result in the need for additional bioequivalency
" information and/or studies, or may result in a conclusion
that the proposed formulation is not approvable.

Sincerely yours,

AL A7

Dale P. Conner, Pharm. .

Director

Division of Biocequivalence

Office of Generic Drugs

Center for Drug Evaluation and Research



Barr Laboratories, Inc.

2 Quaker Road ¢ P.O. Box 2900 « Pomona, NY 10970-0519 » 845/362-1100

February 1, 2001

Office of Generic Drugs

Center for Drug Evaluation and Research

FOOD AND DRUG ADMINISTRATION OR'G! AMENDMENT
Document Control Room 150 N ‘} AQ‘

Metro Park North II

7500 Standish Place
Rockville, Maryland 20855-2773

AMENDMENT

REFERENCE: ABBREVIATED NEW DRUG APPLICATION

ANDA # 75-804
(norgestimate and ethinyl estradiol tablets, 0.250mg/0.035 mg)
28 day regimens.

Reference is made to our pending Abbreviated New Drug Application submitted on February 16,
2000, under Section 505(j) of the Federal Food, Drug and Cosmetic Act for (norgestimate
and ethinyl estradiol tablets, 0.250mg/0.035 mg) — 28 day regimens.

Reference is also made to a February 1, 2001 phone conversation between Ruby Yu, CSO, OGD,
FDA and Elisabeth Noble Gray, Barr Laboratories, Inc. regarding the filing of a change in the
manufacturing site of the . - - (supptied by

. In accordance with Ms. Yu’s instructions, we are filing this change in an
Amendment to the pending application.

The manufacturing site change is as follows:

Old Site:

New Site:

site was inspected and approved by FDA in 1998. In July 1999, FDA set
forth requirements for both and their customers for the transfer of products to the new
facility. ——— fulfilled all requirements and submitted an amendment to the relevant DMF’s (see
updated authorization letter to reference ——————DMF No. - which includes the

facility).




Ce:

Barr Laboratories, Inc.

REFERENCE: ABBREVIATED NEW DRUG APPLICATION

ANDA # 75-804
(norgestimate and ethinyl estradiol tablets, 0.250mg/0.035 mg)
28 day regimens.
In accordance with FDA’s ——————communication to ——— (see attached), Barr hereby

commits to place the first commercial batch of norgestimate and ethinyl estradiol tablets, USP using
the new source of drug (new site) on stability under Barr’s proposed stability protocol to support
Barr’s approved packaging configurations.

Please note that the processes at the ——————site do not differ materially from those of the

site. Also, a GMP inspection covering the processes that are representative of process
used for the four new was performed in ———————. A 483 was issued and
contained minor comments. ———— believes they provided more than adequate responses in their

correspondence that satisfied FDA’s concerns. There have been no further

communications regarding this 483 issued to -by FDA. Please note that FDA does not issue
an acknowledgment or “approval” letter upon receipt of a satisfactory manufacturer response. It is
normal practice for FDA to only respond to the manufacturer if the response is inadequate.

Enclosed please find the following documentation:

¢ Copy of ————— authorization letter (dated 8/21/00) to reference their DMF No. — for
————_ aslast updated on 1/3/00. Please note that ~————— is owned by the parent
company, ———— Therefore, the enclosed DMF letter is on ———— " letterhead.

e Copy of the July 20, 1999 From FDA to .regarding the filing requirements.

An identical copy of this Amendment has been provided to the New York and Chicago District
Offices. A document certification is attached.

If you have any questions concerning this Amendment, please contact Christine Mundkur by phone at
845-353-8432 or by fax at 845-353-3859.

Sincerely,

BARR LABORATORIES, INC.

Christine Mundkur
Vice President,
Quality and Regulatory Counsel

PR

New York and Chicago District Office



Barr Laboratories, Inc.

Division of Bioequivalence

Office of Generic Drugs

Center for Drug Evaluation and Research
FOOD AND DRUG ADMINISTRATION
Document Control Room 150

February 1, 2001

Metro Park North II
7500 Standish Place
Rockville, Maryland 20855-2773

BIOEQUIVALENCE AMENDMENT

REFERENCE: ABBREVIATED NEW DRUG APPLICATION

ANDA # 75-804
(norgestimate and ethinyl estradiol tablets, 0.250mg/0.035 mg)
- 28 day regimens.

vReference is made to our pending Abbreviated New Drug Application submitted on February 16,
2000, under Section 505(j) of the Federal Food, Drug and Cosmetic Act for

(norgestimate

and ethinyl estradiol tablets, 0.250mg/0.035 mg) - 28 day regimens.

Reference is also made to the January 4, 2001 bioequivalence letter that states:

Bioequivalency Comments:

Your proposed dissolution method is not acceptable for the following:

1.

Your argument that by using the 0.05% Tween-20 medium the dissolution rate in vitro does not
reflect the actual dissolution rate in vivo, therefore, the method is not suitable. In the absence of a
suitable verified in vivo/in vitro correlation this argument is not relevant. Furthermore, the in
vitro dissolution testing for Norgestimate/Ethinyl Estradiol drug products serve mainly as a
quality control specification for the manufacturing process.

The dissolution method you proposed provided — 7% release of
norgestimate in 15 minutes from Norgestimate/Ethinyl Estradiol Tablet 0.25 mg/0.035 mg.
Therefore, this method is not suitable as a discriminatory tool for routine dissolution testing.

The 0.05% Tween-20 dissolution method recommended by the Agency and proposed by
Pharmacopeial Forum (Vol. 26 (5) [Sept.-Oct. 2000] provided —% and — % release of
norgestimate in 15 and 90 minutes, respectively, from Norgestimate/Ethinyl Estradiol Tablet,
crimifiatory, for routine dissolution

f\‘\“ et ._«;,U;‘(};\\‘:&
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testing.




Barr Laboratories, Inc.

2 Quaker Road ¢ P.O. Box 2900 » Pomona, NY 10970-0519 « 845/362-1100

The following dissolution testing will need to be incorporated into your stability and quality
control programs:

The dissolution testing should be conducted in 600 mL of water with 0.05% Tween 20 (w/v) at
37°C using USP 24 apparatus II (paddle) at 75 rpm. The test product should meet the following
specifications: '

Not less than — % (Q) of the labeled amount of Norgestimate is dissolved in 90 minutes.
Not less than —% (Q) of the labeled amount of Ethinyl Estradiol is dissolved in 30
minutes.

Response:

Barr has adopted the Agency’s above recommended dissolution testing procedure and specifications
into their stability and quality control programs. Enclosed please find updated method validation
report RD00-124B (Attachment I). System Suitability, Specificity (Sample Matrix Interference),
Linearity, Precision, Ruggedness, Filtration Study and Sample and Standard Solution Stability studies
were performed in order to provide assurance that the dissolution test procedure for Norgestimate and
Ethinyl Estradiol is appropriate for testing the Barr product. Also enclosed please find Barr’s updated
In-Process and Finished Product Test Method, TM-461D and corresponding Analytical Specifications
and Test Record and Marketed Product Stability Specifications and Test Record (Attachment II)
which incorporate the Agency’s recommended dissolution testing procedure and specifications.

This completes the bioequivalence amendment. If you have any questions, please contact me by
phone at (845) 353-8432 or by fax at (845) 353-3859.

Sincerely,

BARR LABORATORIES, INC.
(/W %// é/w/ 7~

Christine Mundkur

Vice President, Quality and
Regulatory Counsel



Barr Laboratories, Inc.

2 Quaker Road  P.O. Box 2900 » Pomona, NY 10970-0519 « 845/362-1100

February 9, 2001

Office of Generic Drugs
Center for Drug Evaluation and Research
FOOD AND DRUG ADMINISTRATION

Document Control Room 150
Metro Park North IT ORIG AMENDMENT
7500 Standish Place N ﬁﬂi -

Rockville, Maryland 20855-2773
AMENDMENT TO 2/1/01 AMENDMENT

REFERENCE: ABBREVIATED NEW DRUG APPLICATION

ANDA # 75-804
(norgestimate and ethinyl estradiol tablets, 0.250mg/0.035 mg)
28 day regimens.

Reference is made to our pending Abbreviated New Drug Application submitted on February 16,
2000, under Section 505(j) of the Federal Food, Drug and Cosmetic Act for —__.  (norgestimate

and ethinyl estradiol tablets, 0.250mg/0.035 mg) - ' 28 day regimens.
Reference is also made to Barr’s February 1, 2001 Amendment for a change in the manufacturing site
of the — (supplied by from

to

This Amendment is to correct the February 1, 2001 Amendment that incorrectly stated ————
new manufacturing site located in-——————as a site change. The new ————ite is an
ALTERNATE site to—————existing —————  site. Therefore, the manufacturing sites for
ingredient are as follows:

Site 1:

Site 2:

In addition, the establishment attachment to the 356h form submitted with the February 1, 2001
Amendment has been corrected to include both manufacturing sites for All
documentation to support - new, additional ™ site was submitted with the
February 1, 2001 Amendment.




Cec:

Barr Laboratories, Inc.

REFERENCE: ABBREVIATED NEW DRUG APPLICATION

ANDA # 75-804
(norgestimate and ethinyl estradiol tablets, 0.250mg/0.035 mg)
28 day regimens.

An identical copy of this Amendment has been provided to the New York and Chicago District
Offices. A document certification is attached.

If you have any questions concerning this Amendment, please contact Christine Mundkur by phone at
845-353-8432 or by fax at 845-353-3859.

Sincerely,
BARR LABORATORIES, INC.

Al el L Loty o

Christine Mundkur
Vice President,
Quality and Regulatory Counsel

New York and Chicago District Office

APPEARS THIS WAY
OH ORIGINAL
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Barr Laboratories, Inc.

2 Quaker Road ¢ P.O. Box 2900 « Pomona, NY 10970-0519 ¢ 845/362-1100

April 20, 2001

Office of Generic Drugs
Center for Drug Evaluation and Research
FOOD AND DRUG ADMINISTRATION

Document Control Room.150 N ' kF

Metro Park North II ‘

7500 Standish Place

Rockville, Maryland 20855-2773 ORIG AMENDMENT

Labeling Amendment

REFERENCE: ABBREVIATED NEW DRUG APPLICATION
ANDA # 75-804
Norgestimate and Ethinyl Estradiol Tablets, 0.250mg/0.035 mg -
—~——— 28 day regimens

Reference is made to submission for the pending Abbreviated New Drug Application submitted on
February 16, 2000, under Section 505(j) of the Federal Food, Drug and Cosmetic Act for
Norgestimate and Ethinyl Estradiol Tablets, 0.250mg/0.035 mg) 28 day regimens.

Reference is also made to your letter dated April 6, 2001 regarding Barr’s February 16, 2000
submission in which the following comments were made:

1. GENERAL COMMENTS:

We note that the draft labels and labeling you have submitted include your proposed propriety
name ‘— " for this drug product. Please refer to our fax dated March 22, 2001, in which
we informed you that the Office of Post-marketing Drug Risk Assessment (OPDRA) did not
recommend the use of the name and ——  Therefore, please revise your labels
and labeling to remove —  as the proprietary name.

2. CONTAINER (Fold-over blister card. —— 28 Day):

s :
W T g %y

e Tk Eir’i: : ‘

AR PEL L )

Satisfactory in draft.
3. AUXILIARY LABEL:
Satisfactory in draft.

4. - 28 Day):

Satisfactory in draft testing.



Barr Laboratories, Inc.

REFERENCE: ABBREVIATED NEW DRUG APPLICATION
ANDA # 75-804
Norgestimate and Ethinyl Estradiol Tablets, 0.250mg/0.035 mg
~_ 28 day regimens

5 CARTON: 6 x 28)

Revise the “21 blue tablets, contain....” Statement to read: “21 blue tablets each contain 0.250 mg
norgestimate and 0.035 mg ethinyl estradiol; and 7 white tablets, each contain inert ingredients

6. INSERT (Physician Labeling, Detailed Patient Lableing, and Brief Summary Patient Lableing):

We note that you have modeled your labeling after the reference listed drug’s labeling, Ortho-
Cyclen® by RW Johnson, revised May 1998. However, this labeling is not the most recently
approved. 21 CFR 314.94 (a)(8)(iv) requires that your labeling be the same as that approved for
the reference listed drug. Please revise the Physician insert labeling to be in accordance with the
enclosed labeling for the reference listed drug, revised January 2000 and approved June 5, 2000.
Please also revise your Detailed Patient Labeling and Brief Summary Patient Labeling to be in
accordance with the enclosed Patient labeling for the reference listed drug, revised April 2000
and approved January 16, 2001.

Please revise your labels and labeling, as instructed above and submit in final print.
RESPONSE:

Please note that Barr has updated it's labeling in accordance with the most recently approved
labeling of RW Johnson for their Ortho Cyclen product as provided by FDA in their April 6,
20001 comment letter. ‘

Barr acknowledges the March 22, 2001 fax amendment by the Office of Post-marketing Drug
Risk Assessment (“OPDRA”) in which they did not recommend the use of our proposed trade
name, At this time we are submitting the following newly proposed trade names for
submission to OPDRA:

SPRINTEC™

N R WA -

In addition, we are changing the packaging configuration to include a foil pouch and wallet
instead of ———  The foil pouch will contain the same wording as the ~———
except for the Barr logo (there is no logo on the pouch). Within the foil pouch will be the
following components: blister card, fold-over dose card, unprinted wallet, PPI/Brief summary
combination, and days of the week sticker. This change is being done for esthetic purposes and is
Annual Reportable in accordance to the Changes to an Approved NDA or ANDA Guidance,
November 1999, Section IX.D.5. The new proposed package configuration (foil pouch/wallet)



Barr Laboratories, Inc.

REFERENCE: ABBREVIATED NEW DRUG APPLICATION

ANDA # 75-804
Norgestimate and Ethinyl Estradiol Tablets, 0.250mg/0.035 mg
—— 28 day regimens

does not affect the primary packaging materials and provides the same or better protective

properties as the old proposed package configuration *

Attached please find the following docuimentation in support of this Labeling Amendment:

1. Side by side comparisons

ocoo o

New versus previous fold-over dose cards

New foil pouch versus previous

New versus previous folding carton

New versus previous PPl/brief summary combination
New versus previous package brochure

2. Proposed labeling (4 archival and review copies)

a.

b.
c.
d

Fold-over dose cards

Folding carton

PPI/brief summary combination
Package brochure

Note that the days of the week sticker is not being included since it was approved in final
print. Also, Barr has further differentiated the day regimens m——— 28) by changing the
percentage of PMS color used in the highlighting. This was done in response to a
comment by OPDRA

3. Documentation for the foil pouch

a.
b.

Material Specification Sheet
Engineering Diagram

Upon approval of one or more of these proposed trade names, Barr will submit final printed
labeling to the Agency.

This completes the Labeling Amendment. If you have any questions, please contact me by phone at
(845) 353-8432 or by fax at (845) 353-3859.

¥ Smcerely,

BARR LABORATORIES, INC.

o//%%//%«

Christine Mu
Vice President, Quality and
Regulatory Counsel




MINOR AMENDMENT

ANDA 75-804

JAY 14 201
OFFICE OF GENERIC DRUGS, CDER, FDA MAY 1 4
Document Control Room, Metro Park North I
7500 Standish Place, Room 150
Rockville, MD 20855-2773 (301-594-0320)

TO: APPLICANT: Barr Laboratories, Inc. TEL: 845-353-8432
ATTN: Christine Mundkur FAX: 845-353-3859
FROM: Ruby Yu PROJECT MANAGER: 301-827-5848
/oy Paras Patel '
Dear Madam:

This facsimile is in reference to your abbreviated new drug application dated February 17, 2000, submitted pursuant
to Section 505(j) of the Federal Food, Drug, and Cosmetic Act for Norgestimate and Ethinyl Estradiol Tablets,
0.250 mg/0.035 mg «—=— 28 day regimens)..

Reference is also made to your amendment(s) dated: November 28, 2000, January 2, 2001, February 1, 2001,
February 9, 2001 and March 9, 2001.

The application is deficient and, therefore, Not Approvable under Section 505 of the Act for the reasons provided
in the attachments (_~ pages). This facsimile is to be regarded as an official FDA communication and unless
requested, a hard copy will not be mailed.

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 of the deficiencies
listed. Facsimiles or partial replies will not be considered for review, nor will the review clock be reactivated until
all deficiencies have been addressed. The response to this facsimile will be considered to represent a MINOR
AMENDMENT and will be reviewed according to current OGD policies and procedures. The designation as a
MINOR AMENDMENT should appear prominently in your cover letter. You have been/will be notified in a
separate communication from our Division of Bioequivalence of any deficiencies identified during our review of
your bioequivalence data. If you have substantial disagreement with our reasons for not approving this application,
you may request an opportunity for a hearing.

SPECIAL INSTRUCTIONS:

Your labeling review is pending. Any comments found will be communicated in a separate letter.

C (%4 C';,"IQ ‘3"5. W Crs >\ :-—E —GAnS C’%"“’M ’
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND

MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, OR PROTECTED FROM
DISCLOSURE UNDER APPLICABLE LAW.

If received by someone other than the addressee or a person authorized to deliver this document to the addressee, you are hereby notified that any disclosure,
dissemination, copying, or other action to the content of this communication is not authorized. If you have received this document in error, please immediately

notify us by telephone and retum it to us by mail at the above address. ///7 O

S/74 /o)
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38. CHEMISTRY COMMENTS TO BE PROVIDED TO THE APPLICANT
ANDA: 75-804

“APPLICANT: Barr Laboratories, Inc.

DRUG PRODUCT: Norgestimate and Ethinyl Estradiol Tablets,
0.250 mg/0.035 mg (~——— 28 day regimens)

The deficiencies presented below represent MINOR deficiencies.

A. Deficiencies:

L
2.
3.
4.
5.
.

erely yours,

Wy

ashmikant M. Patel, Ph.D.
Director

Division of Chemistry I
Office of Generic Drugs

Center for Drug Evaluation and Research



BIOEQUIVALENCY COMMENTS TO BE PROVIDED TO THE APPLICANT
ANDA: 75-804 APPLICANT: Barr laboratories, Inc.

DRUG PRODUCT: Norgestimate, 0.25mg/Ethinyl Estradiol, 0.035
mg Tablet

The Division of Bioequivalence has completed its review and
has no further gquestions at this time.

We acknowledge that the following dissolution testing has
been incorporated into your stability and quality control
programs:

The dissolution testing should be conducted in 600 mL
of water with 0.05% Tween 20 (w/v) at 37°C using USP 24
apparatus II (paddle) at 75 rpm. The test product
should meet the following specifications:

Not less than —% (Q) of the labeled amount
of Norgestimate is dissolved in 90 minutes
Not less than —% (Q) of the labeled amount
of ethinyl estradiol is dissolved in 30
minutes.

Please note that the bioequivalency comments provided in
this communication are preliminary. These comments are
subject to revision after review of the entire application,
upon consideration of the chemistry, manufacturing and
controls, microbiology, labeling, or other scientific or
regulatory issues. Please be advised that these reviews
may result in the need for additional bioequivalency
information and/or studies, or may result in a conclusion
that the proposed formulation is not approvable.

Sincerely yours,

- -
,743 Dale P. ConnerT’?EEE;:-B.

Director

Division of Bioequivalence

Office of Generic Drugs

Center for Drug Evaluation and Research



Barr Laboratories, Inc.

2 Quaker Road = P.O. Box 2900 « Pomona, NY 10970-0519 » 845/362-1100

June 11, 2001

Office of Generic Drugs

Center for Drug Evaluation and Research
'FOOD AND DRUG ADMINISTRATION

Document Control Room 150

Metro Park North I

7500 Standish Place

Rockville, Maryland 20855-2773

MINOR AMENDMENT

REFERENCE: ABBREVIATED NEW DRUG APPLICATION
ANDA # 75-804
Norgestimate and Ethinyl Estradiol Tablets, 0.250mg/0.035 mg
—— 28 day regimens

Reference is made to our pending Abbreviated New Drug Application submitted on February 16,
2000, under Section 505(j) of the Federal Food, Drug and Cosmetic Act for Norgestimate and Ethinyl
Estradiol Tablets, 0.250mg/0.035 mg - ——— 28 day regimens.

Reference is also made to the Agencies’ letter dated May 14, 2001 regarding Barr’s November 28,
2000, January 2, 2001, February 1, 2001, February 9, 2001 and March 9, 2001 amendments in which
the following deficiencies are stated:

COMMENT 1:

q—

Please note that the DMF remains inadequate. The DMF holder,
has been notified of the deficiencies. Please do not respond to this MINOR amendment
until you have been informed by the DMF holder stating that a satisfactory response has been
submitted to Agency’s DMF deficiency letter.

Response 1:

responded to the Agency’s Deficiency Letter on June 8, 2001.

COMMENT 2:

Proposed specification for the
Please




- Redacted /  page(s)

of trade secret and/or
confidential commercial
~ information from

@//(/Qoo/ BaeR LETTER




Cc:

Barr Laboratories, Inc.

Enclosed as Attachment ITI please find the updated documentation: In-Process and Finished Product
Test Method, TM~469D, corresponding Quality Control and Marketed Product Specifications and
Test Records, and Marketed Product Stability Protocol.

An identical copy of this Amendment has been provided to the New York and Chicago District Field
Offices. A document certification is attached.

If you have any questions concerning this Amendment, please contact Christine Mundkur by phone at
845-353-8432 or by fax at 845-353-3859.

Sincerely,
BARR LABORATORIES, INC.

Christine Mundkur
Vice President,
Quality and Regulatory Counsel

New York and Chicago District Office
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MINOR AMENDMENT
ANDA 75-804

OFFICE OF GENERIC DRUGS, CDER, FDA
Document Control Room, Metro Park North I1
7500 Standish Place, Room 150

Rockville, MD 20855-2773 (301-594-0320)

JUL -5 2000
TO: APPLICANT: Barr Laboratories TEL: 845-353-8432,
ATTN: Christine Mundkur FAX: 845-353-3859
FROM: Ruby Yu PROJECT MANAGER: 301-827-5848

Dear Madam:

This facsimile is in reference to your abbreviated new drug application dated February 16, 2000, submitted pursuant
to Section 505(j) of the Federal Food, Drug, and Cosmetic Act for Norgestimate and Ethinyl Estradiol Tablets, 0.25
mg/0.035 mg.

Reference is also made to your amendment(s) dated: June 11, 2001.

The application is deficient and, therefore, Not Approvable under Section 505 of the Act for the reasons provided
in the attachments (_/ _ pages). This facsimile is to be regarded as an official FDA communication and unless
requested, a hard copy will not be mailed.

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 of the deficiencies
listed. Facsimiles or partial replies will not be considered for review, nor will the review clock be reactivated until
all deficiencies have been addressed. The response to this facsimile will be considered to represent a MINOR
AMENDMENT and will be reviewed according to current OGD policies and procedures. The designation as a
MINOR AMENDMENT should appear prominently in your cover letter. You have been/will be notified in a
separate communication from our Division of Bioequivalence of any deficiencies identified during our review of
your bioequivalence data. If you have substantial disagreement with our reasons for not approving this application,
you may request an opportunity for a hearing. '

SPECIAL INSTRUCTIONS:
Chemistry comments provided. Labeling comments, if any, will be provided when the review is completed.

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND
MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, OR PROTECTED FROM
DISCLOSURE UNDER APPLICABLE LAW.

1f received by someone other than the addressee or a person authorized to deliver this document to the addressee, you are hereby notified that any disclosure,
dissemination, copying, or other action to the content of this communication is not authorized. Ifyou have received this document in error, please immediately
notify us by telephone and return it to us by mail at the above address.

7]§Io i
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CHEMISTRY COMMENTS TO BE PROVIDED TO THE APPLICANT

ANDA: 75-804

APPLICANT: Barr Laboratories, Inc.

DRUG PRODUCT: Norgestimate and Ethinyl Estradiol Tablets,

0.250 mg/0.035 mg

28 day regimens)

The deficiencies presented below represent MINOR deficiencies.

A.

Deficiencies:
1. Please note that the DMF remains
deficient. The DMF holder, ., has been notified of

the deficiencies. Please do not respond to this MINOR
amendment until you have been informed by the DMF holder
stating that a satisfactorily response has been submitted to
Agency’s DMF deficiency letter.

2. Please revise the specifications for
according to manufacturer’s current
specifications, where applicable, and please provide a copy of -
your and manufacturer’s updated specifications.

Sincerely yours,

!‘f

f{xu/ STZﬁfﬁﬁjjah
Rashmikant M. Patel, Ph.D.
Director

Division of Chemistry I

Office of Generic Drugs
Center for Drug Evaluation and Research
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Barr Laboratories, Inc.

2 Quaker Road = P.O. Box 2900 « Pomona, NY 10970-0519 ¢ 845/362-1100

July 26, 2001

Office of Generic Drugs
Center for Drug Evaluation and Research
FOOD AND DRUG ADMINISTRATION m MENDMENT

Document Control Room 150 -
Metro Park North II N /ﬁ’ M
7500 Standish Place

Rockville, Maryland 20855-2773

MINOR AMENDMENT

REFERENCE: ABBREVIATED NEW DRUG APPLICATION

ANDA # 75-804
Norgestimate and Ethinyl Estradiol Tablets, 0.250mg/0.035 mg - —— 28

day regimens.

Reference is made to our pending Abbreviated New Drug Application submitted on February 16,
2000, under Section 505(j) of the Federal Food, Drug and Cosmetic Act for Norgestimate and
Ethinyl Estradiol Tablets, 0.250mg/0.035 mg - —— 28 day regimens.

Reference is also made to FDA’s July 5, 2001 deﬁciency letter in which the following is stated:

COMMENT A.1.

Please note that the DMF remains deficient. The DMF holder,

has been notified of the deficiencies. Please do not respond to this MINOR amendment until you
have been informed by the DMF holder stating that a satisfactory response has been submitted to
Agency’s DMF deficiency letter.

Response A.1.

has informed Barr that on July 24, 2001 they submitted their response to the
Agency’s DMF deficiency letter. :

COMMENT A.2.

Please revise the specifications for , according to manufacturer’s current
specifications, where applicable, and please provide a copy of your and manufacturer’s updated
specifications.

Response A.2.

_has not changed their specifications for the - — (as .
stated in their July 24, 2001 DMF deficiency response letter). Theref%‘ﬁl‘@é ‘f§‘ﬁ5"§{i§§§ g for %
Barr to revise their specifications for the . Yy

., [ mlalaiin ¢
!l [ L2
Q\Q Lol

‘;‘:j;f”ﬁ
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Barr Laboratories, Inc.

REFERENCE: ABBREVIATED NEW DRUG APPLICATION

ANDA # 75-804

—— (norgestimate and ethinyl estradiol tablets, 0.250mg/0.035 mg)
————— 28 day regimens.

COMMENT A.3.

Response A.3.

r —

An identical copy of this Minor Amendment has been provided to the New York and Chicago District
Offices. A document certification is attached.

If you have any questions concerning this Minor Amendment, please contact Christine Mundkur by
phone at 845-353-8432 or by fax at 845-353-3859.

Sincerely,
BARR LABORATORIES, INC.
Christine Mundkur

Vice President,
Quality and Regulatory Counsel

New York and Chicago District Offices



Barr Laboratories, Inc.

2 Quaker Road ¢ P.O. Box 2900 » Pomona, NY 10970-0519 « 845/362-1100

October 12, 2001

Office of Generic Drugs

Center for Drug Evaluation and Research
FOOD AND DRUG ADMINISTRATION
Document Control Room 150

Metro Park North II

7500 Standish Place

Rockville, Maryland 20855-2773
| ockville, Marylan ORIG AMEN MENT

Labeling Amendment

REFERENCE: ABBREVIATED NEW DRUG APPLICATION

ANDA # 75-804

Norgestimate and Ethinyl Estradiol Tablets, 0.250mg/0.035 mg
28 day regimens

Reference is made to submission for the pending Abbreviated New Drug Application submitted on
February 16, 2000, under Section 505(j) of the Federal Food, Drug and Cosmetic Act for
Norgestimate and Ethinyl Estradiol Tablets, 0.250mg/0.035 mg - 28 day regimens.

Reference is also made to Barr’s Labeling Amendment dated April 20, 2001 in which five proposed
trade names were submitted.

On August 17, 2001, OPDRA approved the proposed trade name, Sprintec™. In accordance with our
commitment to submit final printed labeling upon approval of one or more of our proposed trade
names, enclosed please find the following:

APPEARS THIS WAY
ON ORIGINAL




Barr Laboratories, Inc.

REFERENCE: ABBREVIATED NEW DRUG APPLICATION

ANDA # 75-804
Norgestimate and Ethinyl Estradiol Tablets, 0.250mg/0.035 mg

28 day regimens

1. Side by side labeling comparisons:
1.1 Labeling Scheme
1.2 New versus last submitted fold-over dose cards
1.3 New foil pouch versus last submitted foil pouch
1.4 New versus last submitted folding carton
1.5 New versus last submitted combination PPI/brief summary
1.6 New versus last submitted package brochure
1.7 New versus last submitted days of the week sticker

2. Proposed labeling (12 archival and 4 review copies)
2.1 Fold-over dose cards
2.2 Foil pouch
2.3 Folding carton
2.4 Combination PPI/brief summary
2.5 Package brochure
2.6 Days of the week sticker

Note that since there is no printing on the wallet, samples are not being submitted.

Tﬁis completes the Labeling Amendrhent. If you have any questions, please contact me by phone at
(845) 353-8432 or by fax at (845) 353-3859.

Sincerely,

BARR LABORATORIES, INC.

WM%ﬁ

Christine Mundkur
Vice President, Quality and
Regulatory Counsel



Barr Laboratories, Inc.

2 Quaker Road ¢ P.O. Box 2900 » Pomona, NY 10970-0519 = 845/362-1100

March 29, 2002

Office of Generic Drugs

Center for Drug Evaluation and Research
FOOD AND DRUG ADMINISTRATION
Document Control Room 150

Metro Park North IT

7500 Standish Place

Rockville, Maryland 20855-2773

REFERENCE: ABBREVIATED NEW DRUG APPLICATION
- ANDA # 75-804
Sprintec™ (norgestimate and ethinyl estradiol tablets, USP 0.25/0.035 mg)
Sprintec™ 28 day regimens.
TELEPHONE AMENDMENT

Reference is made to our pending Abbreviated New Drug Application submitted on
February 16, 2000, under Section 505(j) of the Federal Food, Drug and Cosmetic Act for
Sprintec™ (norgestimate and ethinyl estradiol tablets, USP 0.25/0.035 mg)

<—— Sprintec™ 28 day regimens.

Reference is also made to a March 27, 2002 phone conversation among Ruby Wu Dr
David Grill, and Neeru Takiar, OGD, FDA and Christine Mundkur,
and Elisabeth Noble Gray, Barr Laboratories, Inc regarding the
following changes/clarifications.

Barr Laboratories, Inc. has updated the Raw Material Test Method along W1th the
corresponding Raw Material Specification and Test Record for the
to incorporate the manufacturer’s specifications for - and Melting
Point. The updated Raw Material Specification and Test Record can be found in
Attachment 1.

RECEIVED

APR 01 2002
OGD/CDER



Barr Laboratories, Inc.

ANDA 75-804 Page 2 of 3
Sprintec™ (norgestimate and ethinyl estradiol tablets, USP 0.25/0.035 mg)
Sprintec™ 28 day regumens.

Packaging - Secondary Pouch Material

As stated in Barr’s April 20, 2001 Labeling Amendment, we are changing our packaging
configuration to include an aluminum foil pouch and wallet instead of 2 —m——
Sprintec™ will be packaged in blisters of 28 tablets as follows: the blisters will be
placed within a fold over card, the dose cards will be packaged in aluminum foil pouches
along with a days of the week sticker, combination detailed patient labeling, brief
summary, and non-printed vinyl wallet. This change is being done for esthetic reasons
only. '

The new proposed package configuration (foil pouch/wallet) does not affect the primary
packaging materials and provides the same or better protective properties as the old
proposed package configuration ' ——mm8 —.

The following information concerning the aluminum foil pouch can be found in
Attachment II.

e DMF Authorization Letter (DMF ————from .

o Material Specification

e Pouch Diagram

. Material Specification

J Certification of Compliance (representative Lot # 7-43614)

Finished Product Analvtical Specification and Test Record and Test Method

FDA requested that Barr Laboratories, Inc. update their current In-Process and Finished
Product Test Method and Analytical Specifications and Test Record to incorporate the

assay specification of % for
testing and to tighten the impurity specification for * - — forrelease
purposes.

]




Barr Laboratories, Inc.

ANDA 75-804 Page 3 of 3
Sprintec™ (norgestimate and ethinyl estradiol tablets, USP 0.25/0.035 mg)
’ Sprintec™ 28 day regimens.

See Attachment III for our “Justification for the proposed impurities testing requirements
for the Norgestimate and Ethinyl Estradiol Tablets.

A copy of the updated In-Process and Finished Product Test Method and Analytical
Specifications and Test Record are provided in Attachment IV.

Stability Report/Dissolution Testing

Please find as Attachment V a copy of the updated stability report. Note that the last two
time points (18 months and 25 months) were tested under the new dissolution method and
specifications (NLT —% (Q) of the labeled amount of Norgestimate is dissolved in 90
minutes. NLT —'% (Q) of the labeled amount of Ethinyl Estradiol is dissolved in 30
minutes). Also note that the submission batches were re-accelerated and tested with the
updated dissolution method. Results of this “experimental study” are also provided in
Attachment V.

A similar Telephone Amendment is being submitted under separate cover to Barr’s
Norgestimate and Ethinyl Estradiol Tablets, 0.180/0.035mg, 0.215mg/0.035mg, and
0.250mg/0.035mg application, ANDA 75-808.

An identical copy of this Telephone Amendment has been provided to the New York and
Chicago District Offices. A document certification is attached. If you have any questions
concerning this correspondence, please contact me by phone at (845) 353-8432 or by fax
at (845) 353-3859.

Sincerely,

BARR LABORATORIES, INC.
Al e M Ly

Christine Mundkur
Senior Vice President, Quality and
Regulatory Counsel



Barr Laboratories, Inc.

2 Quaker Road ¢ P.O. Box 2900 » Pomona, NY 10970-0519 « 845/362-1100

May 15, 2002

Office of Generic Drugs

Center for Drug Evaluation and Research
FOOD AND DRUG ADMINISTRATION
Document Control Room 150

Metro Park North IT

7500 Standish Place

Rockville, Maryland 20855-2773

REFERENCE: ABBREVIATED NEW DRUG APPLICATION

ANDA # 75-804

Sprintec™ (norgestimate and ethinyl estradiol tablets, USP 0.25/0.035 mg)
Sprintec™ 28 day regimens.
TELEPHONE AMENDMENT

Reference is made to our pending Abbreviated New Drug Application submitted on
February 16, 2000, under Section 505(j) of the Federal Food, Drug and Cosmetic Act for
Sprintec™ (norgestimate and ethinyl estradiol tablets, USP 0.25/0.035 mg)

- Sprintec™ 28 day regimens.

Reference is also made to our March 29, 2002 Telephone Amendment and a May 5, 2002
phone conversation between Ruby Wu and Neeru Takiar, Ph.D., FDA and Christine
Mundkur, Barr Laboratories, Inc. In the phone conversation Dr. Takiar requested that the
following additional information be submitted in a Telephone Amendment.

Explanation on why leeching studies were not conducted

Barr Laboratories, Inc. has looked into the possibility of printing ink leeching and
permeating through the pouch and dose card into the blisters. All printed materials are
imprinted on the outer side of the secondary packaging component. Any leeching of ink
is therefore not feasible; thus no further leeching studies will be necessary.

YAr 1 6 2007
©%0/Cpgg
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Barr Laboratories, Inc. C !

2 Quaker Road » P.O. Box 2900 « Pomona, NY 10970-0519 » 845/362-1100

June 10, 2002

- ——nn

Office of Generic Drugs

Center for Drug Evaluation and Research
FOOD AND DRUG ADMINISTRATION
Document Control Room 150

Metro Park North II

7500 Standish Place _
Rockville, Maryland 20855-2773

Via facsimile 301-594-0181 -

REFERENCE: ABBREVIATED NEW DRUG APPLICATIO

ANDA # 75-804 '

Sprintec™ (norgestimate and ethinyl estradiol tablets, USP 0.25/0.035 mg)
—_— — Sprintec™ 28 day regimens

TELEPHONE AMENDMENT

Reference is made to our pending Abbreviated New Drug Application submitted on
February 16, 2000, under Section 505(j) of the Federal Food, Drug and Cosmetic Act for
Sprintec™ (norgestimate and ethinyl estradiol tablets, USP 0.25/0.035 mg) —————
— Sprintec™ 28§ day regimens.

Reference is also made to a June 10, 2002 phone conversation between Neeru Takiar,
Ph.D., FDA and Christine Mundkur, Barr Laboratories, Inc., in which Dr. Takiar
requested we submit an updated raw material specifications & test record and test method
for ‘

Dr. Takiar reqhested that the information be submitted

in a Telephone Amendment.

Accordingly, attached please find the following documents:

e Quality Control Raw Material Specifications & Test Record for
, Revision 13
e Raw Material Test Method for : . Version 2.0

RECEIVED B
JUNTT2002 %
NN

OGD/CDER



Barr Laboratories, Inc.

ANDA 75-804 ' Page 2 of 2
Sprintec™ (norgestimate and ethinyl estradiol tablets, USP 0.25/0.035 mg)
Sprintec™ 28 day regimens.

A similar Telephone Amendment is being submitted under separate cover to Barr’s
Norgestimate and Ethinyl Estradiol Tablets, 0.180/0.035mg, 0.215mg/0.035mg, and
0.250mg/0.035mg application, ANDA 75-808.

An identical copy of this Telephone Amendment has been provided to the New York and
Chicago District Offices. A document certification is attached. If you have any questions
concerning this Telephone Amendment, please contact me by phone at (845) 353-8432 or
by fax at (845) 353-3859.

Sincerely,

BARR LABORATORIES, INC,

[/ /"4/%27/

Christine Mundkur
Senior Vice President, Quality and
Regulatory Counsel

APPEARS THIS WAY
ON ORIGINAL



MINOR AMENDMENT
ANDA 75-804

OFFICE OF GENERIC DRUGS, CDER, FDA

Document Control Room, Metro Park North I1

7500 Standish Place, Room 150 JUL - 3 211]2
Rockville, MD 20855-2773 (301-594-0320)

TO: APPLICANT: Barr Laboratories, Inc. TEL: 845-353-8432

ATTN: Christine Mundkur FAX: 845-353-3859
FROM: Ruby Wu PROJECT MANAGER: 301-827-5848
Dear Madam:

This facsimile is in reference to your abbreviated new drug application dated February 16, 2000, submitted pursuant
to Section 505(j) of the Federal Food, Drug, and Cosmetic Act for Norgestimate and Ethinyl Estradiol Tablets, 0.25
mg/0.035 mg.

Reference is also made to your amendment(s) dated: July 26, 2001; March 29, May 15, and June 10, 2002.

The application is deficient and, therefore, Not Approvable under Section 505 of the Act for the reasons provided
in the attachments ( ‘I pages). This facsimile is to be regarded as an official FDA communication and unless
requested, a hard copy will not be mailed.

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 of the deficiencies
listed. Facsimiles or partial replies will not be considered for review, nor will the review clock be reactivated until
all deficiencies have been addressed. The response to this facsimile will be considered to represent a MINOR
AMENDMENT and will be reviewed according to current OGD policies and procedures. The designation as a
MINOR AMENDMENT should appear prominently in your cover letter. You have been/will be notified in a
separate communication from our Division of Bioequivalence of any deficiencies identified during our review of
your bioequivalence data. If you have substantial disagreement with our reasons for not approving this application,
you may request an opportunity for a hearing.

SPECIAL INSTRUCTIONS:
Chemistry comments provided. Labeling comments, if any, will be provided under separate cover.

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND
MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, OR PROTECTED FROM
DISCLOSURE UNDER APPLICABLE LAW.

If received by someone other than the addressee or a person authorized to deliver this document to the addressee, you are hereby notified that any disclosure,
dissemination, copying, or other action to the content of this communication is not authorized. Ifyou have received this document in error, please immediately
notify us by telephone and return it to us by mail at the above address.

7[03[22_




UL 3 2002

38. CHEMISTRY COMMENTS TO BE PROVIDED TO THE APPLICANT
ANDA: 75-804

APPLICANT: Barr Laboratories, Inc.

DRUG PRODUCT: Norgestimate and Ethinyl Estradiol Tablets,
0.250 mg/0.035 mg —————— 28 day regimens)

The deficiencies presented below represent MINOR deficiencies.

A. Deficiencies:
1.
2.
3.
I,
B. In addition to responding to the deficiencies presented above,

please note and acknowledge the following comment in your response:

A review of the labels and labeling is pending. Any deficiencies

found will be sent to you under separate cover.

Sincerely yours,

ok oz,

Rashmikant M. Patel, Ph.D.
Director

Division of Chemistry I
Office of Generic Drugs

Center for Drug Evaluation and Research



Barr Laboratories, Inc.

2 Quaker Road * P.O. Box 2900 » Pomona, NY 10970-0519 ¢ 845/362-1100

July 9, 2002

Office of Generic Drugs

Center for Drug Evaluation and Research

FOOD AND DRUG ADMINISTRATION

Document Control Room 150

Metro Park North IT (RIG AMENDMENT
7500 Standish Place N

Rockville, Maryland 20855-2773 AM

MINOR AMENDMENT

REFERENCE: ABBREVIATED NEW DRUG APPLICATION
' ANDA # 75-804
Norgestimate and Ethinyl Estradiol Tablets, 0.250mg/0.035 mg
~— 28 day regimens

Reference is made to our pending Abbreviated New Drug Application submitted on February 16,
2000, under Section 505(j) of the Federal Food, Drug and Cosmetic Act for Norgestimate and Ethinyl
Estradiol Tablets, 0.250mg/0.035 mg - ' 28 day regimens.

Reference is also made to the Agency's letter dated July 3, 2002 and a conference call on July 8,
2002, between Linda O'Dea, Nicholas Tantillo, and Christine Mundkur from Barr Laboratories, Inc.
and Ruby Wu, Paul Schwartz, Dave Gill, Neeru Takiar, and Sarah Kim from OGD in which the
following deficiencies were discussed:

COMMENT 1:

A E

| IR

Response 1:

As discussed in the conference call on July 8, 2002, Barr Laboratories, Inc. commits to working with
the manufacturers of the

specifications based on the data that is availhble-and $ibrhit these revised
specifications post-approval in a Changes Being Effected Supplement.
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COMMENT 2:
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Barr Laboratories, Inc.

A similar Minor Amendment is being submitted under separate cover to Barr’s Norgestimate and
Ethiny! Estradiol Tablets, 0.180/0.035mg, 0.215mg/0.035mg, and 0.250mg/0.035mg application,
ANDA 75-808. :

An identical copy of this Amendment has been provided to the New York and Chicago District Field
Offices. A document certification is attached.

If you have any questions concerning this Amendment, please contact Nicholas Tantillo by phone at
845-348-8051 or by fax at 845-353-3859.

Sincerely,

BARR LABORATORIES, INC.

ASEN

Nicholas C. Tantillo
Sr. Director Regulatory Affairs

Cc: New York and Chicago District Office

APPEARS THIS WAY
ON ORIGINAL



Barr Laboratories, Inc. T\

2 Quaker Road » P.O. Box 2900 » Pomona, NY 10970-0519 e 845/362-1100

July 17, 2002 CORRESP

WEW
Office of Generic Drugs ;U{;
Center for Drug Evaluation and Research ‘
FOOD AND DRUG ADMINISTRATION

Document Control Room 150

Metro Park North II

7500 Standish Place

Rockville, Maryland 20855-2773

NEW IMFORMATION CORRESPONDENCE

REFERENCE: ANDA 75-804
Sprintec™ (norgestimate and ethinyl estradiol tablets, 0.250 mg/0.035 mg)
Sprintec ™ 28 day regimens.

Reference is made to our pending Abbreviated New Drug Application under Section 505(j) of
the Federal Food, Drug and Cosmetic Act for Sprintec ™ (norgestimate and ethinyl estradiol
tablets, 0.250 mg/0.035 mg) - Sprintec™ 28 day regimens.

Reference is also made to a telephone conversation between Nicholas Tantillo, of Barr
Laboratories, Inc. and Sara Kim, of FDA in which Ms. Kim requested that Barr restate our
commitment to method validation post-approval. Ms. Kim requested that this information be
submitted in a New Information Correspondence.

Accordingly please see method validation commitment below:

Barr commits to resolve any issues identified in the methods validation process after approval.

Please be advised that identical copies of this Correspondence have been provided to the New
York and Chicago District Offices. Document certifications are attached.

A similar New Information Correspondence is being submitted under separate cover to Barr’s
Norgestimate and Ethinyl Estradiol Tablets, 0.180/0.035mg, 0.215mg/0.035mg, and
0.250mg/0.035mg application, ANDA 75-808.

An identical copy of this New Information Correspondence has been provided to the New York
and Chicago District Offices. A document certification is attached. If you have any questions
concerning this New Information Correspondence, please contact me by phone at (8@ c
8051 or by fax at (845) 353-3859. CEfveD

Sincerely, I&%L 18 2002

B LABORATORIES,
iy

Nicholas C. Tantillo
Senior Director, Regulatory Affairs



Fax Cover
@ Sheet

Department of Health and Human Services
Public Health Service o
Food and Drug Administration
Center for Drug Evaluation and Research
C— Office of Generic Drugs
Rockville, Maryland

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 disclosure under applicable law. If you are not the addressee, or a
person authorized to deliver the document to the addressee, this communication is.not authorized. If you have
received this document in error, immediately notify us by telephone and return it to us at the above address by mail.
Thank you. :

To: Christine Mundkur
Barr Laboratories, Inc.

. Fax: 845-353-3859 Phone: 845-353-8432
From: Debra M. Catterson ‘
Fax:  301-443-3847 : Phone: -301-827-5846
Number of Pages (including cover sheet): Date: July 24, 2002
Comments: '

Dear Ms. Mundkur,

Please refer to the attached mocked-up copy of your insert labeling for all of the requested
labeling revisions from my review of your submission dated October 12, 2001 for

ANDA 75-804 for Norgestimate and Ethinyl Estradiol Tablets, 0.250 mg/0.035 mg.

These revisions are “post-approval” revisions, which can be made at the time of next printing
and submitted in an annual report provided the changes are described in full. We refer you to
21 CFR 314.81(b)(2)(ii1) for guidance. '

Please feel free to call me if you have any questions.

Sincerely,



_11_ pages of draft

labeling have been

- removed from this
portion of the document.
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Barr Laboratories, Inc.

2 Quaker Road * P.O. Box 2900 » Pomona, NY 10970-0519 » 845/362-1100

September 4, 2002

Office of Generic Drugs Ty
Center for Drug Evaluation and Research NEW CG-,#&R&%P
FOOD AND DRUG ADMINISTRATION WO
Document Control Room

Metro Park North IT

7500 Standish Place, Room 150
Rockville, Maryland 20855-2773

General Correspondence

REFERENCE: ANDA 75-804
Sprintec™ (norgestimate and ethinyl estradiol tablets, 0.250 mg/0.035 mg)
and Sprintec ™ 28 day regimens.

Reference is made to Barr Laboratories, Inc.’s (“Barr’”) pending Abbreviated New Drug
Application (“ANDA”), dated February 16, 2000 submitted under Section 505(j) of the Federal
Food, Drug, and Cosmetic Act for Sprintec ™ (norgestimate and ethinyl estradiol tablets, 0.250
mg/0.035 mg) - ~— Sprintec™ 28 day regimens.

Reference also is made to the telephone conversation between Christine Mundkur of Barr and
Peter Rickman of OGD on September 4, 2002.

As discussed with the Agency, Barr Laboratories, Inc. is hereby withdrawing information that

pertains to from this application without prejudice to future filing. As agreed
upon by the Agency, Barr expects to submit that
are necessary to remove reference to - on or before

September 9, 2002.

Barr has submitted an identical copy of this General Correspondence to the Chicago and New
York District Office. A document certification is attached.

If you have any questions concerning this application, please contact me by telephone at (845)
348-8051 or by fax at (845) 353-3859.

Sincerely,

BARR LABORATORIES, INC.

g S

Nicholas Tantillo :
Sr. Director Regulatory Affairs RECEIVED
SEP 05 2002
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Barr Laboratories, Inc.

2 Quaker Road * P.O. Box 2900 « Pomona, NY 10970-0519 845/362-1100

September 10, 2002

Labeling Amendment — Final Printed Labeling

Office of Generic Drugs _
CDER/FOOD AND DRUG ADMINISTRATION ' ORIC AMPNDMENT

Document Control Room k\ { A F

Metro Park North II
7500 Standish Place, Room 150
Rockville, Maryland 20855-2773 FPL

REFERENCE: ANDA 75-804
Sprintec™ (norgestimate and ethinyl estradiol tablets, 0.250 mg/0.035 mg)

Dear Sir or Madam:

Reference is made to Barr Laboratories’ pending Abbreviated New Drug Application,
dated February 16, 2000, submitted under Section 505(j) of the Federal Food, Drug, and
Cosmetic Act for Sprintec ™ (norgestlmate and ethinyl estradiol tablets, 0.250 mg/0.035 mg) 28
day regimen.

Enclosed are 12 copies each of the final printed Package Brochure dated September 2002,
and the Combination Detailed Patient Labeling/Brief Summary with the Days of the Week
Sticker dated September 2002.

As per a conversation with Debbie Catterson at the Labeling Review Branch we are
submitting this final printed labeling. The side-by-side comparisons were submitted in the

September 4, 2002 correspondence along with “printer’s proofs.”

If you have any questions, please contact me by telephone at (845) 348-6894 or by fax at

(845) 353-3859.

alvatore P. Peritore, M S., R.Ph.
Associate Director, Regulatory Affairs

Encl.. o - RECEIVED

SEP 112002
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