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: _( DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

Heitrgse
) Food and Drug Administration

Rockville, MD 20857

NDA 21-180/5-008

Ortho-McNeil Pharmaceutical, Inc.
Attention: Patricia Capaccione, R.Ph.
Senior Associate, Regulatory Affairs
920 Route 202 South, P.O. Box 300
Raritan, New Jersey 08869-0602

Dear Ms. Capaccione:

Please refer to your supplemental new drug application dated October 7, 2003, received
October 8, 2003, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for
Ortho Evra® (norelgestromin and ethinyl estradiol transdermal system).

This supplemental new drug application provides for specific disposal instructions for the patient
of the used transdermal contraceptive system.

We have completed the review of this supplemental application and have concluded that
adequate information has been presented to demonstrate that the drug product is safe and
effective for use as recommended in the agreed upon labeling text. Accordingly, this
supplemental application is approved effective on the date of this letter.

The final printed labeling (FPL) must be identical to the submitted labeling dated
October 7, 2003.

If you issue a letter communicating important information about this drug product (i.e., a “Dear
Health Care Professional” letter), we request that you submit a copy of the letter to this NDA and
a copy to the following address:

MEDWATCH, HF-2
FDA

5600 Fishers Lane
Rockville, MD 20857

We remind you that you must comply with reporting requirements for an approved NDA
(21 CFR 314.80 and 314.81).



NDA 21-180/S-008
Page 2

If you have any questions, please call Karen Anderson, N.P., Regulatory Project Manager, at
(301) 827-4260. ’

Sincerely,
{See appended electronic signature page}

Daniel Shames, M.D.

Director _

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

Center for Drug Evaluation and Research



This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Daniel A. Shames
2/4/04 06:49:39 PM
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TRANSDERMAL SYSTEM)
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DESCRIPTION
ORTHO EVRA®is a combination transdermal contraceptive patch with a contact sur-
face area of 20 cm?. It contains 6.00 mg norelgestromin and 0.75 mg ethinyl estra-
diol (EE), and releases, 150 micrograms of norelgestromin and 20 micrograms of EE
to the bloodstream per 24 hours.
ORTHO EVRA® is a thin, matrix-type transdermal contraceptive patch consisting of
‘three layers. i is composed of d beige flexible fiim consisting of a
low-density pigmented polyethylene outer layer and a polyester inner layer. It pro-
vides structural support and protects the middle adhesive layer from the environ-
ment. The middle layer contains polyisobutylene/polybutene adhesive, crospovidone,
non-woven polyester fabric and lauryl lactate as inactive components. The ‘active
components in this layer are the hormones, norelgestromin and ethinyl estradiol.
i I ease liner, which protects the adhesive layer during storage
and is removed just prior to application. It is a transparent polyethylene terephtha-
late (PET) film with a polydimethylsiloxane coating on the side that is in contact with
the middle adhesive layer. . .
The outside of the backing layer is heat-stamped “ORTHO EVRA® 150/20."
The structural formulas of the components are;

HON

norelgestromin ethinyl astrédlol
weight, [l

Molecular weight, ethinyl estradiol: 296.41

omin: 327.47

Chemical name for Ig: omin: 18, 19-dinorpregn-4
13-ethyl- 17-hydroxy-, 3-oxime, {170}

Chemical name for ethiny! estradiol: 19-Norpregna-1, 3, 5 (10)-trien-
20-yne-3, 17-diol, (17a)

CLINICAL PHARMACOLOGY

Pharmacodynamics o L
Norelgestromin is the active progestin largely responsible for the progestational activity
that occurs in women following application of ORTHO EVRA®. Norelgestromin is also
the primary active metabolite produced following oral administration of norgestimate
(NGM), the progestin component of the oral contraceptive products ORTHO-CYCLEN®
and ORTHO TRI-CYCLEN®,

Combination oral contraceptives act by suppression of gonadotropins. Although the
primary mechanism of this'action is inhibition of ovulation, other alterations include
changes in the cervical mucus (which increase the difficulty of sperm entry into the
uterus) and the-endometrium {whichreduce the likelihood of implantation).
Receptor and human’sex hormdne-binding globulin (SHBG) binding studies,
as well as studies In animals'and humans, have shown that both norgestimate and
norelgestromin exhibit high progestational activity with minimal intrinsic andro-
genici . Transdermally-administered norelgestromin, in combination with ethinyl
estradiol, doss not counteract the estrogen-induced increases in SHBG, resulting in
lower levels of free testosterone in serum compared to baseline.

Pharmacokinetic studies with ORTHO EVRA® demonstrated consistent efimination
kinetics for norelgestromin and EE with half-life values of approximately 28 hours and
17 hours, respectively. One clinical trial assessed the return of hypothalamic-pituitary-

20-yn-3-one,

ovarian axis function post-therapy and found that FSH, LH, ahdEstradiol‘mean
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estradiol is extensively bound to serum albumin.

Elimination ; B i

Following removal of patches, the elimination kinetics of norelgestromin and EE were
consistent for all studies with half-life values of approximately 28 hours and 17 hours,
respectively. The metabolites of nofelgestromin and EE are eliminated by renal and
fecal pathways. . .

Special Populations )

Effects of Age, Body Wéight. Body Surface Area and Race: The effects of age,
body weight, body surface area and race on the pharmacokinetics of norelgestromin

and EE were evaluated in 230 healthy women from nine pharmacokinetic studies of -
single 7-day applications of ORTHO EVRA®. For both norelgestromin and EE, increasing .

age, body weight and body surface area each were associated with slight decreases
in C*and AUC values. However, only a smalt fraction (10-25%) of the overall variability
in the J)harmacokinetics of norelgestromin and EE following application of ORTHO
EVRA® may be associated with any or all of the above demographic parameters.
There was no significant effect of race with respect to Caucasians, Hispanics and
Blacks.

Renal and Hepatic Impairment R -

No formal studies were conducted with ORTHO EVRA® to evaluate the pharmaco-
kinetics, safety, and efficacy in women with renal or hepatic impairment. Sterold
hormones may be poorly metabolized in patients with Impaired liver function (see
PRECAUTIONS)., R :

Drug Interactions B )

The metabolism of hormonal contraceptives may be influenced by various drugs. Of
potential clinical importance are drugs that cause the induction of enzymes that are
responsible for the degradation of estrogens and progestins, and drugs that inter-
rupt entero-hepatic recirculation of estrogen {e.g. certain antibiotics)’2.

The proposed mechanism of interaction of antiblotics is different from that of liver
enzyme-indiicing trugs. Literature suggests possible interactions with the concomi-
tant use of hormonal contraceptives and ampicillin or tetracycline. in a pharmacoki-,
netic drug interaction study, oral administration of tetracycline HC, 500 mg q.i.d. for
3 days prior to and 7 days during wear of ORTHO EVRA® did not significantly affect
the pharmacokinetics of norelgestramin or EE. .

The major target for enzyme inducers is the hepatic microsomal estrogen-2-hydrox-
ylase'(cytochrome P450 3A4)‘°“.' See also PRECAUTIONS, Drug Interactions.

Patch Adhesion L

In the dlinical.trials with ORTHO, EVRA®, approximately 2% of the cumulative num-
berof patches completely detachéd. The proportion of subjects with at least 1 patch
that completely detached ranged from 2% to 6%, with a reduction from Cycle 1 (6%)
to Cycle 13 (2%). For instructions on how to manage detachment of patches, refer
to the DOSAGE AND ADMINISTRATION section.

INDICATIONS AND USAGE - .

ORTHO EVRA® is indicated for the prevention of pregnancy.

Like oral contraceptives, ORTHO EVRA® s highly effective if used as recommended
in this label. v a

In 3 large clinical trials in North Arnerica, Europe and South Africa, 3,330 worhen (ages
18-45) completed 22,155 cycles of ORTHO EVRA® use, pregnancy rates were ap-
proximately 1 per 100 women-years of ORTHO EVRA® use. The racial distribution
was 91% Caucasian, 4.9% Black, 1.6% Aslan, and 2.4% Other. .

With respect to weight, 5 of the 15 pregnancies reported with ORTHO EVRA® Use

were among women with a baseline body welght 2198 Ibs. (90kg), which constituted "

<3% of the study population. The greater proportion of pregnancies among women

at or above 198 Ibs. was statistically significant-and suggests that ORTHO EVRA® .

may be less effective in these women. . . i

Health Care Professionals who consider ORTHO EVRA® for women at'or above 198
Ibs. should discuss the patient's individual needs in choosing the most appropriate
contraceptive option. : . L

Table 2 lists the accidental pragnancy rates for users of various mettiods of contra-

ception. The efficacy of these contraceptive methiods, except sterilization, IUD, and
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the 6 weeks post therapy.
Pharmacokinetics

Absorption .
Following application of ORTHO EVRA®, both norelgestromin and EE rapidly appear
in the serum, reach a plateau by approximately 48 hours, and are maintained at an
approximate steady-state throughout the wear period. C concentrations for norelge-
stromin and EE during one week of patch wear are approximately 0.6-0.8 ng/ml and
40-50 pg/ml, respectively, and are generally consistent from ali studies and
application sites. These C*° concentrations are within the reference ranges for norelge-
stromin (0.6 to 1.2 ng/mi) and EE (25 to 75 pg/mi) established based upon
the C,, conicentrations observed with subjects taking ORTHO-CYCLEN®,

Daily absorption of norelgestromin and EE from ORTHO EVRA® was determined by
comparison to an intravenous infusion of norelgestromin and EE. The results indi-
cated that the average dose of norelgestromin and EE absorbed into the systemic
circutation is-150 mcg/day and 20 meg/day, respectively.

The absorption of norelgestromin and EE following application of ORTHO EVRA® to
the abdomen, buttock, upper outeér'arm and uppér torso (excluding breast) was
evaluated in a cross-over design study. The results of this study indicated that cs
and AUC for the buttock, upper arm and torso for each analyte were equivalent, While
CSS values for the abdomen were within reference ranges for EE'35 mcg/NGM
250 meg oral contraceptive users, exposure to the drugs was lower arid strict bioe-
quivalence requirements for AUC were not met in this study. However, in a separate
parallel group multiple application pharmacokinetic study, CSS and AUC for the but-
tock and abdomen were not statistically different. Therefore, all four sites may be
considered therapeutically equivalent.’. * o

The absorption of norelgestromin and EE foliowing application of ORTHO EVRA® was
studied under conditions encountered in a health club (sauna, whirlpool and tread-
milly and in a cold water bath. The results indicated that for norelgestromin there were
no significant treatment effects on C° or AUC when compared to normal wear. For
EE, slsight increases were observed due to sauna, whirlpool and treadmill, however,
the CS® values following these treatments weré withinthe réference range. There was
no significant effect of cold water i these parameters. = * ' L
In multiple dosé studies, C and AUC for norelgestromin and EE were found to in-
crease slightly over time when compared to Week 1of Cycle 1.1n athrée-cycls study,”
these pharmacokinetic parameters reached steady-state conditions during all three
weeks of Cycle 3. (See Table'1, Figures 1 and 2). ’
Table 1: Mean (SD) Pharmétokinetic Parameters of Norelgestromin and EE Following
3 Consecutive Cycles of ORTHO EVRA® Wearonthe Buttock: =~ = '
Analyte Parameter Cycle 1 Cycle 3 Cycle3 . Cycle3 ~
. . Week 1 Week 1 Week 2. - Week3 |

. 0.70{0.28)  0.70(0.29) - 0.80(0.23) . 0.70(0.32)

Norelgestromin_C™2
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tent use of methads can result in lower failure rates. .
Table 2: 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 Unintended % of Women
Pregnancy within the First Year of Use Continuing Use

at One Year®

Method Typical Use' Perfect Use?
o . @ @ @
Chance* 85 85 -
Spermicides® 26 6 40
Periodic abstinence 25 63

Calendar 9

Ovulation Method -3

Sympto-Thermal® 2.

Post-Ovulation 1 .
Cap’ . . .

Parous Women . 40 26 42

Nulliparous Women . 20, 9. 56
Sponge

Parous Women: .. .; 40 20 42

Nulliparous Women 20 9 56
Diaphragm’ 20 6 56
Withdrawal 19 4
Condom®_ T -

Female (Reality) 21 5 56

Male . 14 3 ‘61
Rill . 5 71

Progestin Only 0.5 .

Combined 0.1
\UD .

Progesterone T 2.0 15 81

Copper T380A 0.8 0.6 78

LNg 20 0.1 0.1 81
Depo-Provera 03 0.3 70
Norplant and Norplant-2 0.05 0.05 88
Female Sterilization 0.5 0.5 + 100
Male Sterilization 0.15 0.10 . 100

Hatcher-et a1, 1998, Ref. #1. . . :
Emergency Contraceptive Pills: Treatment initiated within 72 hours after unprotected
intercourse reduces the risk of pregnancy by at least 75%.°

AUCoqes” 107 (44.2) - 105(45.8) " 132 (57.1}- - 120 52.8)
t¥e . . nc ngi 7t Une . 324 (12.9)

EE L C®Y. . 46.4(17.9). 47.6(17.3) 5.9.0‘(2'5.'1) " 49.6 (27.0)
AUCq,d 6796 (2673) 7160 (2893) 10054 (4205) 8840 (5176)
LY ne ne . NG - .21.0(9.07)

2ng/mbL

Eng-h/ml

°h

“pg/mL.

o pa-h/mL

nc = not calculated s .

Figure 1: Mean Norelgestromin Serum Concentrations (n%/ml.) in Healthy Female
Volunteers Following Application of ORTHO EVRA® on the Buttock for Three
Consecutive Cycles (Dotted horizontal lines indicate the reference range.
Dotted vertical arrow indicates time of patch removal)
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Figure 2: Mean Ethinyl Estradiol Serum Concentrations (pg/mL) in Healthy Female

Volunteers Following Application of ORTHO EVRA” on the Buttock for Three
Consecutive Cycles (Dotted horizonta! lines indicate the reference range.
Dotted vertical amow indicates time of patch removal), .. -
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1 ional Amenorrhea Method: LAM is highly effective, temporary method of
contraception.’® - .

Source: Trussell J, Contraceptive efficacy. in Hatcher RA, Trussell J, Stewart F, Cates
W, Stewart GK, Kowal D, Guest F, Contraceptive Techniology: Seventeenth Revised.
Edition. New York NY: Irvington Publishers, 1998. .

' Amang typical couples who initiate use of a method (not necessarily for the first
time), the percentage who experience an accidental pregnancy during the first year
if they do not stop use for any other reason. .

2 Among couples who initiate use of a method {not necessarily for the first time) and
who use it perfectly (both consistently and correctly), the percentage who ‘éxperi-
ence an accidental pregnancy during the first year if they do not stop use for any
other reason. : . -

3 Among couples attempting to avoid pregnancy, the-percentage who continue to
use a method for one year. . . . .

*The 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
coritraception in order to becdrme pregnant. Among such populations, about 89%
become pregnant within one yeaf. This estimate was lowered slightly (to 85%) to
represent the percent who would become pregnant within one year among women
now relying on reversible methods of contraception if they abandoned contracep-
tion altogether.  * oo .

8 Foams, crears, gels, vaginal suppositories, and vaginal film. -

® Gervical mucuis (ovulation) method supplemented by calendarin thepl
and basal body temperature in the Post-ovulatory phases.
7 With spermicidal cream or jelly.
8 Without spermicides. NI B
The treatment schedul is one dose within 72 hours after unprotected intercourse,
and a second dose 12 hours after the first dose. The Food and Drug Administration
has declared the following brands of oral contraceptives to be safe and effective
for emergency contraception: Ovral (1 doseis 2 white pills), Alesse (1 dose is 5 pink
pills), Nordette or Levlen (1 dose'is 2 light-orange pills), Lo/Ovral (1 dose is 4 white
pills), Triphasl! or Tri-Levien (1 dose is 4 yellow pills). L
© However, 1o maintain effective protection agalhst pregnancy, another method of
contraception must be used as scon as menstruation resumes, the frequency or
duration of breastfeeds is reduced, bottle feeds are introduced; or the baby reaches
six months of age. S
ORTHO EVRA® has not been studied for and is not indicated for use in‘emer-'
gency contraception. - .
CONTRAINDICATIONS L :
ORTHO EVRA® should niof be used in women who currently have the following
conditions: .
« Thrombophlebitis, thromboembolic disorders T L .
o A past history of deep vein thrombophlebitis or thromboembolic disorders
« Cerebrovascular or coronary artery disease (current or past history)
« Valvular heart disease with complications'™
 Severe hypertension'™ P
« Diabetes with vascular involvement'®
» Headaches with focal neurological symptoms .
«Major surgery with prolonged imimobilization 0
« Known or suspected carcinotha of the breast or personal history of breast cancer
 Carcinoma of the endomefrium or'other known or suspected estrogen-dependent
neoplasia 5 . L .
» Undiagnosed abnormal genital blesding .
« Cholestatic iaundice of Breanancy or latindicé with prior hormonal contracep-

vulatory

ised CEEct and colisis= "
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« Acute of chronic hepatocelluiar disease with abriormal liver function'™
» Hepatic adenomas or carcinomas
» Known oF suspected pregnancy
« Hypersensitivity to-any component of this-product

WARNINGS

Cigarette smoking increases the risk of serious cardiovascular side
effects from hormonal contraceptive use. Tiis risk increases with age

EE Conc., p{

h Y and with heavy smoking (15 or more cigarettes per day) and is quite

0 - T T = o ‘0' marked in women over 35 years of age. Women who: use hormonal

0 . 48 96 - 144 - 192 - a0 contraceptives, including ORTHO EVRA®, should be strongly advised not

. T to smoke. :
Time, hours — _

Resuits from a sfudy of consecutive ORTHO EVRA® wear for 7 days and 10 days ORTHO EVRA® and Gthef contraceptives that cotaln both an estrogen and a prog-
indicated that serum concentrations of norelgestromin: and EE dropped slightly estin are called combination hormonal contraceptives. Thera is no€pidemiologic data
during the first 6 hours after the patch replacement, stili stayed within the reference avallable to determine whether safety and efficacy with the transdermal route of
range and recovered within 12 hours. Target C* of norelgg®tromin and EE were main- administration would be different than the oral route. Practitioners prescribing ORTHO

tained during 2 days of-extended wear of ORTHO EVRA®, ’ . EVRA® should be familiar with the following information relating to risks. ’
Figure 3: Mean (SD) Norelgestromin ‘Serum Concentrations (ng/ml) Following The Use of combinatioh hormonal contraceptives is associated with increased risks
Application of ORTHO EVRA® to the Abdomen for 7 Days and 10 Days (Dotted of several serious congimons including m){ocard(al infarction, thromboembolism,
horizontal lines indicate the referenca range, Solid vertical arrows indicate stroke, hepatic neoplasia, anid gallbladder disease, although the risk of serious mor-
actual time of patch removal. Dotted vertical arow indicates theoretical time bidity or mortality s very small in healthy wormen without underlying risk factors. The

risk of morbidity and nortality increases significantly in the presence of otherunder-
lying risk factors such as hypertension, hyperiipidemias, obesity and diabetes.
The information containedin this packageinsertis principally based on studies carried-
out in women who used combination oral contraceptives with higher formulations of
estrogens and progestins.than those in common use today. The effect of long-term
- use of combination hormonal contraceptives with lower doses of bothvestrogen and
Dayi5 - : progestin administered by any route remains'to be determined.
: Throughout this labsling, epidemiological studies reported are of two types: retro-
1:T Pay18 B spective or case control studiesand prospective or cohort studies. Case control stud-
y ies provide a measure of the relative risk of a diséase, namely, aratio of the incidence
- L of a-disease among oral contraceptive users to that among nonusers. The relative
1 l R risk does not provide information on the actual clinical occurrence of a disease.
Cohort studies provide & measure of attributable risk, whichvis the difference in the
incidence of disease between hormonal contraceptive users and nonusers. The at-
. tributable risk does provide information about the actual occurrence of a disease in
' . the population (adapted from refs. 2 and 3 with the author's permission). For further
. . | - ; ; —— ' information, the reader is' referred to a text on epidemiological methods.
0 4|8 96 1,'14 192 240 288 336 384 432 _ 1. Thromboembolic Disorders And Other Vascular Problems
Time, hoﬁrs : o ' a. Thromboembolism X
. i o LSRN Anincreased risk of thromboembolic and thirombotic disease associated withthe use
Figure 4: g;%&ésg\)/gﬁtse;\‘g Concfentﬁ;mns %9%‘:5) F°"g;"t't';g {\\PPllca{'ﬁn °sf of hormonal contraceptives is well established. Case control studies have found the
indicate referenc(; rangosmggligrvenii};sl :rrows ing){s;te actualcz{lrle'grzn? pla':gh relative risk of users compared to nonusers to be 3forthe first episade of sqperﬁcnal
oval. Dotted verti Je e  intlcates theoretical time of patch removal venous thrombosis, 4 to 11 for deep vein thrombosis or pulmonary embolism, and
removal. Do ical arrow indl o ime ot p: rel 1.5 to 6 for women with predisposing conditions for venous thromboembolic
under normal use.) : disease®®1%24 Cohort studies have shown the relative risk to be somewhat lower,
about 3 for new cases and about 4.5 for new cases requiring hospitalization®®. The
risk of thromboembolic disease associated with hormanal contraceptives is not re-
lated to length of use and disappears after hormonal contraceptive use is stopped®.
A two- to four-fold-increase in relative risk of post-operative thromboembolic com-
100 S plications has been reported with the use of hormonal contraceptives 28 The rela-
- - tive risk of venous thrombosis in women who have predisposing conditions is twice
that of women without such medical conditions®®®, if feasible, hormonal contracep-
tives should be discontinued atleast four weeks prior to and for two weeks after elec-
tive surgery of a type associated with an increase in risk of thromboembolism and -
during and following prolonged immobilization. Since the immediate postpartum pe-
riod is also associated with an increased risk of thromboembolism, hormonal con--
traceptives should be started no earlier than four weeks after delivery in women who
elect not to breast-feed.
In the large clinical trials (N= 3,330 with 1,704 women-years of exposure), one case
of non-fatal pulmonary embolism occurred during ORTHO EVRA® use, and one case
of post-operative non-fatal pulmonary embolism was reported following ORTHO
EVRA® use: Itis unknown f the risk of venous thromboembolism with ORTHO EVRA®
use Is different than with use of combination oral contraceptives.
As with any combination hormonal contraceptives, the clinician should be alerttothe
earliest manifestations of thrombotic disorders (thrombophlebitis, pulmonary embdlism,
cerebrovascular disordersband retinal thrombosis). Should any of these occur or be
: suspected, ORTHO EVRA' should be discontinued immediately.
0 - S\ : : b. Myocardial Infarction

of patch removal under normal use.)

l;

120

©
o
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- _EE Conc., pg/mL
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An increased risk of myocardial infarction has been attributed to hormonal contra-
0 48 95 144 192 240 288 336 . 384 422 480 ceptive use. This risk s primarily in smokers or women with other underlying risk fac-
Time, hours . . tors for coronary artery disease such as hypertension, hypercholesterolemia, morbid
Metabolism . . - obesity, and dlabetes. The relative risk of heart agteggla( for current hormonal contra-~
Since ORTHO EVRA® is appled transdermally, first-pass metabolism (via the gastra-.. e has been e:"';‘z‘fegom be two to six*™ compared to non-users. The
inteatinal tract andor liver) of noreigestromin and EE that would be expected with. . sk s very fow under the ag : _ )
oral administration Is avoided. Hepatic metabolism of norelgestromin occurs and Smoking in combination with oral contraceptive use has been shown to contribute
metabolites include norgestrel, which is highly bound to SHBG, and various hydrox- substantially to the‘lncldence of myocardial infarctions in women in %helr mid-thirties
ylated and conjugated metabolites. Ethinyi estradiol is also metabolized 1o various or older with smoking accounting for the majority of excess cases'". Mortality rates
hydroxylated products and their glucuronide and sulfate conjugates. . associated with. circulatory disease have been shown fo increase substantially in
Distribution i smokers, especially in those 35 years of age and older among women who use oral

g tives. (See Figure 5
Norelgestromin and norgestrel {a serum metabolite of norelgestromin) are highly contraceptives. {Seo Fig )

bound (>87%) to serum proteins. Norelgestromin is bound toalbumin and notto SHBG,
while norgestrel is bound primarily to SHBG, which limits its biologlcal activity. Ethinyl”



Figure 5: Circulatory Disease Mortality Rates Per 100,000 Women-Years by- Age,
Smoking Status and Oral Contraceptive Use
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Hormonal contraceptives may com| pound the effects of well-known risk factors, such

" ashyperterision, diabetes, hyperlipidemias, age and obesity™. In particular, some prog-

estins-are known to decrease HDL cholesterol and cause glucoss intolerance, while
estrogens may create a state of hyperinsulinism'**®: Hormonal contraceptives have
been shown to increase blood pressure among some users (see Section 9 in WARN-
INGS). Similar effects on risk factors have been associated with an increased risk of
heartdisease. Hormonal contraceptives, including ORTHO EVRA®, must be used with
caution in women with cardiovascular disease risk factors.

Norgestimate and norelgestromin have minimal androgenic activity {see CLINICAL
PHARMACOLOGY). There is some evidence that the risk of myocardial infarction as-
sociated with hormonal contraceptives is lower when the progestin has minimal
anidrogenic activity than when the activity is greater®

c. Cerebrovascular diseases

Hormonal contraceptives have beén shown to increase both the relative and attrib-
utable risks of cerebrovascular events (thrombotic and hemorthagic strokes), al-
though, in general, the risk is greatest among older (>35 years), hypertensive women
who also smoke. Hypertension was found to be arisk factor for both users and nonusers,
for both types of strokes, and smoking interacted to increase the risk of stroke®"%.
In a large study, the relative risk of thrombotic strokes has been shown to range from
3 for normotensive users to 14 for users with severe hypertension®. The relative risk
of hemorrhagic stroke is reported to be 1.2 for non-smokers who used hormonal con-
traceptives, 2.6 for smokers who did not use hormaonal contraceptives, 7.6 for smokers
who used hormonal contraceptlves 1.8 for normotensive users and 25.7 for users
with severe hypertension®. The attributable risk is also greater in older women
d. Dose-related risk of vascular disease from hormonal contraceptives

A posmve association has been observed between the amounit of estrggen and prog-
estin in hormonal contraceptives and thé risk of vascular disease®*. A decline in
serum hlgh density Irpoprotems {HDL) has been reported with many progestational
agents™®_ A decline in serum high-density lipoproteins has been associated with an
increased incidence of ischemic heart disease. Because estrogens increase HDL cho-
lesterol, the net effect of a hormonal contraceptive depends on a balance achieved
between doses of estrogen and progestin and the activity of the progestin used in
the contraceptives. The activity and amount of both hormones should be considered
in thie choice of a hormonal contraceptive.

e. Perst: of risk of

There are two studies that have shown persistence of risk of vascular disease for
ever:users of combination hormonal contraceptives. In'a study In the United States,
the risk of developing myocardial infarction after discontinuing combination hormonal
contraceptives persists for at least 9 years for women 40-49 years who had used
combination hormonal contraceptives for-five or'more years, but this increased risk
was not demonstrated in other age groups®. In another study in Great Britaln, the risk
of developlng cerebrovascular disease persisted for at least 6 years after dlscontm-
uation of combination hormonal contraceptives, although excess risk was very small®,
However, both studies were performed with combination hormonal contracéptive for<
mulations.containing 50 micrograms or higher of estrogens.

It is urknown whether ORTHO EVRA® Is distinct from other combination hormonal
contraceptlves with regard-to the accurrencé-of venous and arterial thrombosis.
2. Estirmates; Of Mortality From COmbinatinn Hormonal COntracepxlve Use
One study gathered data from a varisty of sources that have estimated the mortality
rate assoclated with different methods of contraception at different ages (Table 3).
These estimates include the combined risk of death.associated with contraceptive
methods plus the risk attributable to pregnancy in the svent of method failure. Each
method of contraception has its specific benefits and risks, The study concluded that
with the exception of combination oral contraceptlve users 35 and older who smoke,
and 40 and older who do nét smoke, mortality assoclated-with all methods of birth
contral is law.and below that associated with childbirth: o

The observation of a possible increase in risk of mortality with age for comblnahon
oral contraceptive users Is based on data gathered in the 1970's but not reported
until 1983%, Cuirrent clinicat recommendation involves the use of lower estrogen dose
formulations and a careful consideration of risk factors, In 1989, the Fertility and Maternal
Health Drugs Advisory Committee was asked to review the 'usé of combination hor-
monal contraceptives in women A0 years of age and over.. The Committee concluded
that although cardiovascular disease risks may be increased with combination hor-
monal contraceptive use after age 40 in-healthy non-smoking women (even with the
newer low-dose formulations), there are also greater potetitial hiealth risks assoclated
with preanancy in older women and with the alternative surgical and medical proce-

6., Emotional Disorders
Women who become significantly depressed wh||e using combination hormonal con-
traceptives such as ORTHO EVRA® should stop the medication and use another method
of contraception in an attempt to determine whether the symptom is drug related, -
Women with a history of depression should be carefully observed and ORTHO EVRA®
discontinued if significant depression occurs,
7. Contact Lenses
Contact lens wearers who develop visual changes orchanges in lens tolerance should
be assessed by an gphthalmologist.
8. Drug Interactions . X
Cli s in Contraceptive Effectiveness Associated with Co-Admipistr:

D N .
Contraceptive effectiveness may be reduced when hormonal contraceptives are co-
administered with some antibiotics, antifungals, anticonvulsants, and other drugs that
increase metabolism of contraceptive steroids. This could result in unintended preg-
nancy or breakthrough bleeding. Examples include barbiturates, griseofulvin, rifampin,
phenylbutazone, phenytoin, carbamazepine, felbamate, oxcarbazepine, topiramate
and possibly with ampicillin.
The proposed mechanism of interaction of antibiotics is different from that of fiver en-
zyme-inducing drugs. Literature suggests possible ihteractions with the concomitant
use of hormonal contraceptives and ampicillin or tetracycline. in a pharmacoklnstlc
drug interaction study, oral administration of tetracycline HCl, 500 mg q.i.d. for 3 days
prior to and 7 days during wear of ORTHO EVRA® did not srgnlf cantly affect the phar-
macokinetics of norelgestromin or EE.,
Several of the anti-HIV protease inhibitors have been studied with co-administration
of oral combination-hormonal contraceptives; significant changes {increase and de-
crease) in the mean AUC of the estrogen and progestin have been noted in some
cases. The efficacy and safety of oral contracéptive products may be affected; it is
unknown whether this applies to ORTHO EVRA®. Healthcare professionals should
refer to the label of the individual anti-HIV protease inhibitors for further drug-drug
interaction information. -
Herbal products containing St. John's Wort (hypericum perforatum) may induce
hepatic enzymes {cytochrome P450) and p-glycoprotein transporter and may reduce
the effectiveness of contraceptive steroids. This may also result in breakthrough
bleeding.

Crease | a Hormone Levels Associated with Co-, inistered Drugs:
Co-administration of atorvastatin and certain oral contraceptives containing ethinyl
estradiol increase AUC values for ethinyl estradiol by approximately 20%. Ascorbic
acid and acetaminophen may increase plasma ethinyl estradiol levels, possibly by
inhibition of conjugation. CYP 3A4 Inhibitors such as itraconazole or ketoconazole
may Increase plasma hormone levels.

es in Pla: Levels of Co-, inistered D;
Combination hormonal contraceptives containing some synthetic estrogens (e.g., ethinyl
estradiol) may inhibit the metabolism of other compounds. Increased plasma con-
centrations of cyclosporine, prednisolone, and theophylline have been reported with
concomitant administration of oral contraceptives. In addition, oral contraceptives
may induce the conjugation of other compounds. Decreased plasma concentrations
of acetaminophen and increased clearance of temazepam, salicylic acid, morphine
and clofibric acid have been noted when these drugs were administered with oral
contraceptives.
Although norelgestromin and its metabalites inhibit a variety of P450 enzymes in human
liver microsomes, the ciinical consequence of such an interaction on the levels of
other coricomitant medications is likely to be insignificant. Under the recommended
dosing regimen, the in vivo concentrations of norelgestromin and its metabolites, even
at the peak serum levels, are relatively low compared to the inhibitory constznt (0]
({based on results of in vitro studies).
Health-care professionals are advised to also refer to prescribing |nformatlon of
co-administered drugs for recommendations regardmg management of conoomltant
therapy.
9, Interactions With Laboratory Tests
Certaln endocrine and liver function tests and blood components mey be affected
by hormonal contraceptives:
a. Increased prothrombin and factors VI, Vill, X, and X; decreased antithrombin
3; increased norepinephrine-induced platelet aggregability.
b. Increased thyroid binding globulin (TBG) leading to increased circulating total
thyroid hormone, as measured by protein-bound iodine (PBI), T4 by column or
by radloimmuincassay. Free T3 resin uptake is decreased reﬂeqtlng the elevated
TBG, free T4 concentration is unaltered.
¢. Other binding proteéins may be elevated in serum. - .
d. Sex hormione binding globulins are increased and result in"elevatéd levels of
total circulating endogenous sex steroids and corticoids; however, free or blo-
logically active levels either decrease or remain unchanged.
e, Triglycerides-may be increased and levels of various other IIplds and lipopro-
teins may be affected
f. Glucose tolerance may be decreased. e
. Serum folate levels may be depressed by hormonal contraceptrve therapy This
may be of clinical significance if a woman becomes pregnant shortly after dis-
continuing ORTHO EVRA®.
10. Carcinogenesis
No carcinogenicity studies were conducted wlth norelgestromm. However, bridging
PK studies were conducted using doses of NGM/EE which were used previously In
the 2-year rat carcinogenicity study and 10-year monkey toxicity study to support
the approval of ORTHO-CYCLEN®and ORTHO TRI-CYCLEN® under NDAS 19-653
and 19-697, respectively. The PK studies demonstrated that rats and monkeys were
exposed to 16 and 8 times the human exposure, respectively, with the'proposed ORTHO
EVRA® transdermal contraceptive system.
Norelgestromin was tested.in in-vitro mutagenicity assays (bacterial plate incorpo-
ration mutation assay, CHO/HGPRT mutation assay, chromosomal aberration assay
nsino cnftured human perioheral vmphocvtes). and.in one in:vive. teat (rat migronu-



diires that may’ De necessary If Such Women do riot have access 1o effective and
acceptable means of contraception. The Committee recommended that the bene-
fits of low-dose combination hormonal contracesgtive use by healthy non-smoking
women over 40 may outweigh the possible risks™ ¥, .
Although the data are mainly Gbtained with oral contraceptives, this Is likely to apply
to ORTHO EVRA® as well. Women-of all ages who use combination hormonal.con-
traceptives, should use the lowest possible dose formulation that is effective dand
mieets the individual patient neéds. :
Table 3: Anntial Number of Birth-Refsited or Method-Related Deaths Associated With
Control of Fertility Per 100,000 Non-Sterile Women, by Fertility Control Method
.. According to Age 7 . .
Method of control
and outcome

No fertility coritrol

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

methods” 7.0 74 91 148 257 282
Oral contraceptives, . . .
non-smoker* 0.3 0.5 ‘0.9 1.9 138 316
Oral cohtraceptives,

smioker** 2.2 3.4 6.6 13.5 51.1 117.2
up* - 0.8 0.8 1.0 1.0 1.4 14
Condom* 1.1 1.6 0.7 0.2 0.3 04
Diaphiragm/ i . X

spermicide” 1.9 1.2 i.2 13 2.2 2.8
Periodic abstinence® 2.5 1.6 1.6 " 1.7 2.9 3.6

*Deaths are birth-related

*“*Deaths are method-related

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

3. Carcinoma Of The Repraductive Organs And Breasts

Nufnérous epiderniological studies give conflicting reports onthe relationship between
bieast cancer and COC use. The risk of having breast cancer diagnosed may be
slightly increased among curfent and recent users of combination oral contracep-
tives. 'However, this excess risk appears to decrease over tifhe after COC discon-
tinuation and by 10 yéars after cessation the increased risk disappears. Some studies
repoit an incréased risk with duration of use whilé othier studies do not and no con-
sisterit relationships have been folind with dose or typs of sterdid. Some studies
have fourid a small increase in risk for women who first use COCs before age 20.
Most studie’s show a similar pattern of risk with COC use regardiess of a woman's
reproductive history or her family breast cancer history. :

Iri addition, breast cancers diagnosed in current or ever oral contraceptive users may
be less clinically advanced than in. never-users,

Women who currently have or. have had breast cancer- should not use hormonal
contraceptives because breast cancer is usually a hormonally sensitive tumor.
Some studies suggest that combinatiori oral contraceptive use has been associated
with ah increase in the risk of cervical intraepithelial neoplasia in'some populations
of women*>*, However, there continues to be controversy about the extent to which
such findings may be due to differences in sexual behavior and other factors.
In'spite of mariy studies of the relationship between oral contraceptive use and breast
and cervical cancers, a cause-and-effect relationship has not been established. It'is
not known whether ORTHO EVRA® is distinct from oral contraceptives with regard
to'the above statements. .

4, Hepatic Neoplasia .

Benign hepatic adenomas are associated with hormonal contraceptive use, although
the incidence of benign tumoars s rare in the United States. Indirect calculations have
estimated the attributable risk to be in the range of 3.3 cases/100,000 for users, a
risk that increases after four or more years of use, especlally with hormonal contra-
ceptives containing 50 micrograms or more of estrogen*®. Rupture of benign, hepatic
adenomas may cause death through intra-abdominal hemorrhage®3!.

Studies fror Britain and the US have showri‘an increased risk of developing hepa-
tocellular carcinoma in long term (= 8 years)®* oral contraceptive usefs. However,
these cancers are extremely rare in the U.S. and the attributable risk (the excess
Incldence) of liver-cancers in oral contraceptive users approaches less than one per
million users. it is unknown whether ORTHO EVRA? is distinct from oral contracep-
tives in this regard. . :

5. Ocular Lesions | »

There.have been clinical case reports of retinal thrombosis associated with the use
of hormonal contraceptives. ORTHO EVRA® should be discontinued if there is un-
explained partial or complete loss of vision; onset of proptosis or diplopia; papiliedema;
or retinal vascular lesions. Appropriate diagnostic and therapeutic measures should
be undertaken immediately.

6. Hormonal Contraceptive Use Before Or During Early Pregnancy
Extensive epidemiological studies have revealed no incréased rigk of birth defectsin
women who have used oral contraceptives prior to pregnancy™*". Studies also do
not iiidicate a teratogenic effect, Esarticularly in so far as cardiac anomalies and limb
reduction’ defects are concerned®>*%% when oral contraceptives are taken inad-
vertently during early pregnancy. o
Combination hormonal contraceptives such as ORTHO EVRA® should not be used
to induce withdrawal bleeding as a test for pregnancy; ORTHO EVRA® should notbe.
used during pregnancy to treat threatened or habitual abortion. It is recommendead
that for any patient who has missed two consecutive periods, pregnancy should be
ruled out. If the patient has not adhered to the prescribed schedule for the use of
ORTHO EVRA® the possibility of pregnancy should be considered at the time of the
first missed period. Hormonal contraceptive use should be discontinued if pregnancy
is confirmed.

7. Gallbladder Disease .

Earlier studies have reported ani increased lifeime relative risk of gallbladder surgery
in users of hormonal contraceptives and.estmgen,s“"”‘: More recent studles, how-
ever, have shown that the relative risk of developing gallbladder diseasg among hor-
monal contraceptive users may be mininial®®®, The recént findings of minimal risk
may be related to the use of hormonal contraceptive formulations containing lower
hormonal doses of estrogens and progestins. ..

Combination hormonal contraceptives such as ORTHO EVRA® may worsen existing-

gallbladder -disease and may accelerate the development of this disease in
praviously asymptomatic women. Women with a history of combination hormonal
contraceptive-related cholestasis are more likely to have the condition recur with sub-

‘leus assay) and found to fiave no genotoxic pdteﬁtiai.’ﬁ' o

See WARNINGS Section. . ;

11, Pregnancy DU
Pregnancy Category X. See CONTRAINDICATIONS and WARNINGS Sections. .
Norelgestromin was tested for its reproductive toxicity ina rabbit developmental tox-
icity study by the SC route of administration. Doses of 0, 1, 2, 4 and 6 mg/kg body
weight, which gave systemic exposure of. approximately 25 to 125 times the human
exposure with ORTHO EVRA®, were administered daily on-gestation days 7-19.
Malformations reported were paw hyperflexion at 4 and 6 mg/kg and paw hyperex-
tension and cleft palate at 6 mg/kg. .

12. Nursing Mothers R

The effects of ORTHO EVRA® in nursing riothers have not been evalisated and are

unkriown. Small amounts of combination hormonal contraceptive steroids have been
identified in the milk of nursing mothers and a few adverse effects on the child have
been reported, including jaundice dnd breast enlargement, In addition, ination
hormonal contréceptives given in the postpartum. period rhay interfere wit lactation
by decreasing the quantity and quality of breast milk. Long-term follow-up-of Infants
whose mothers used combination hormonal contraceptives while breast feeding has
shown no deleterious effects. However, the nursing mother should be advised not to
use ORTHO EVRA® but to use other forms of contraception until- she has completely
weaned her child: B ) . : :

13. Pediatric Use . . . .
Safety and efficacy of ORTHO EVRA® havé been established in women of reproductive
age. Safety and efficacy are expected to be the same for post-pubertal adolescents
under the age of 16 and for users 16 years and older. Use of this- produict before
menarche is not indicated. . PR .
14, Geriatric Use _ . L )

This product has not been studied in women over 65'years of age and is not indi-
cated in this'population. : S

15. 8 lly Tr: smitted Di P . .
Patients should be counseled that this product does not protect against:HIV infec-
tion (AIDS) and other sexually transmitted diseéses. .

16. Patch Adhesion: . e e -
Experience with more than 70,000 ORTHO EVRA® patches worn'fot cantraception
for 6-13 cycles showed that 4.7% of patches were replaced because they éither feli
off (1.8%) or were partly detached (2.9%). Sinilarly, in‘a small'study of patch wear
under conditions of physical exertion and variable temperature and humidity, les:
than 2% of patches were replaced for complete or partial detachment. .
If the ORTHO EVRA® patch becomas partially or completely détached and remiains
detached, insufficient drug dalivery éccurs: A paitch shotild not be re-applied if it is
no longer sticky, if it has become'stuck to itself or-another surface, if it has other ma-
terial stuck to it, or if it has become loose or fallen off before. If a patchrcannot bere-
applied, a new patch should be applied immediately. Supplemental adhesives orwraps
should not be used to hold the ORTHO EVRA® patchin place. ~ * ui” - .

If a patch s partially or completely detached for more than onie day (24 hors or more}.
OR if the womnan is ot sure how long the patch has been detached, she may not be
protected from pregnancy. She should stop the current contraceptive cycleand start
a new cycle immediately by applying @ new patch. Back-up contraception; such as
condoms, spermicide, or diaphragm, mustbe used for the first week of the new-cycle.
INFORMATION FOR THE PATIENT .

See Patient Labeling printed below.

ADVERSE REACTIONS:- ) o

The most commen adverse events reported by @ to 22% of women using ORTHO
EVRA® in clinical trials (N= 3,330) were the following, in order of decreasing incidence:
breast symptoms, headache, application site reaction, nausea, upper respiratory in-
fection, menstrual cramps, and abdominal pain. L oo
The most frequent adverse events leading to discontinuation in 1 to 2.4% of women
using ORTHO EVRA®in the trials included the following: nausea and/or vomiting; ap-
plication site reaction, breast symptoms, headache, and emotional lability::

Listed below are adverse events that have been assaciated with the use &f combi-
nation hormonal contraceptives. These are also likely to apply to combination trans-
dermal hormonal contraceptives such as ORTHQ EVRA®;

An Increased risk of the following serious adverse reactions has been associated with
the use of comblnation hormonal contraceptives (see WARNINGS Section).

+ Thrombophlebitis and venous thrombosis with or without embdfism

* Arterial thromboembolism -

« Pulmonary embolism

» Myocardial infarction

« Cerebral hemorrhage

« Cerebral thrombosis

* Hypertension

* Galibladder disease

« Hepatic adenomas or benign liver tumors. e P .
There is evidence of an assoclation between the following conditions and the use of
combination hormonal contraceptives: . . [

« Mesenteric thrombosis .

* Retinal thrombosis on o
The following adverse reactions have been reportédiin users of combination hormonal
contraceptives and are believed to be drug-related: . . ’

* Nausea : . .

* Viomiting e o .

« Gastrointestinal symptoms (such as abdominal cramps and bloating)

* Breakthrough bleeding - :

-« Spottin,

g
* Change in menstrual flow
* Amenorhea
« Temporary infertility after discontinuation of treatment - -

e Edema . S

« Melasma which may persist .
« Breast changes: tenderness, enlargement, secretion .
» Change in weight (increase or decrease)

¢ Changein geryigalﬁemsi@ and secxretlon_.

S




segtient combination Rormonal contraceptive (se:
8.'Carbohydrate And Lipid Metabolic Effects .
Horrnonal contraceptives have been shown to cause a decrease in glucose tolerance
in some users". However, in the non-diabetic woman, combination hormonal con-
traceptives appear to have no effect on fasting blood glucose®. Prédiabetic and
diabetic women in particufar should be carefully monitored while taking combination
hormonal contraceptives such as ORTHO EVRA®,
In clinical trials with oral contraceptives containing ethinyl estradiol and norgestimate
there were no clinically significant changes in fasting blood glucose levels. There were
no clinically significant changes in glucose levels over 24 cycles of use. Moreover,
glucose tolerance tests showed no clinically significant changes from baseline to cy-
cles.3, 12 and 24. In a 6-cycle clinical trial with ORTHO EVRA® there were no clini-
cally significant changes in fasting blood glucose from baseline.to end of treatment.
A small proportion of women will have persistent hypertriglyceridemia while taking
hormonal contraceptives: As discussed earlier (see WARNINGS 1a and 1d), changes
in serum trigiycerides and lipoprotein levels have been reported in hormonal contra-
ceptive users.
9, Elevated Blood Pressure
Women with significant hypertension sfiould not be started on hormonal contracep-
-tion'™, 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 ORTHO EVRA®, they should be monitored closely and if a clin-
ically significant elevation of blood pressure occurs, ORTHO EVRA® should be
discontinued, For most women, elevated blood pressure will return to normal after
stopping hormonal contraceptives, and there is_no differénce In the occurrence of
hypertension between former and never users®71, .
Anincrease in blood pressure has been reported in women taking hormonal contra-
ceptives® and this increase is more likely in older hormonal contraceptive users™ and
with extended duration of use®". Data from the Royal College of General Practitioners™
and subsequent randomized trials have shown that the incidence of hypertension
increases with increasing progestational activity.
10. Headache :
The onset or exacerbation of migraine headache or the development of headache
with a new pattern that is recurrent, persistent or severe requires discontinuation of
ORTHO EVRA® and evaluation of the cause. :
11. Bleeding Irregularities .
Breakthrough bleeding and spotting are sometimes encountered in women using
ORTHO EVRA®. Non-hormonal causes should be considered and adequate diag-
5 asures 'taken to rule out malignancy, other pathology, or pregnancy in the
redkthirough bleeding, as in the cgse of any abnormal vaginal bleeding.
If pathology has been excluded, time or a change to another contraceptive product
may resolve the bleeding. in the event of amenorrhea, pregnancy should be ruled out
before initiating use of ORTHO EVRA®.
Some womén may encounter amenorrhea or oligomenorrhea after discontinuation
of Hormonal contraceptive use, especially when such a condition was pre-éxistent.
Bleeding Patterns: ’
In the clinical trials most women started their withdrawal bleeding on the fourth day
of the drug-free interval, and the median duration of withdrawal bleeding was 5 to
6 days. On average 26% of women per cycle had 7 or more total days of bleeding
and/or spotting (this includes both withdrawal flow and breakthrough bieeding and/
or spotting).
12, Ectopic Pregnancy
Ectopic as well as intrauterine pregnaricy may occur in contraceptive failures.
PRECAUTIONS ~ R
W should be { that ORTHO EVRA? does not protect against
HIV infection (AIDS) and other sexually transmitted infections. .
1. Body Weight 2198 Ibs. (90 kg) . N .
Resuilts of clinical trials suggest that ORTHO EVRA® may be less effective in women
with body weight 2198 Ibs. (90 kg) than in women with lower body weights.
2, Physiéal Examination And Follow-Up )
It is good medical practice for women using ORTHO EVRA®, as for all women, to
have annual medical evaluation and physical examinations. The physical examina-
tion, howeVer, may be deferred until after initiation of hormonal contraceptives if
requested by the woman and judged appropriaté by the clinician, The physical ex-
amination 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 bleeding, appropriate mea-
sures should be conducted to rule out malignancy or other pathology. Women with
a strong family history of breast cancer or who have breast nodules should be mon-
itored with particular care. . s
3. Lipid Disorders T )
Women who are being treated for hyperlipidémias should be followed closely if they
elect to use ORTHO EVRA®. Some progéstins may elevate LDL levels and may ren-
der the control of hyperlipidemias more difficult.
4. Liver Function
If jaundice develops in any woman using ORTHO EVRA®, the medication should be
discontinued. The hormones in ORTHO EVRA® may be poorly metabolized in
patients with impaired liver function. .
5. Fluid Retention - B )
Steroid hormones like those in ORTHO EVRA® may cause some degree of fluld
retention. ORTHO EVRA® should be prescribed with caution, and only with careful
monitoring, in patients with conditions which might be aggravated by fluid retention.

* Cholestatic jaundice
* Migraine
* Rash (allergic) .
* Mental depression
* Reduced tolerance to carbohydrates
* Vaginal candidiasis
» Change in corneal curvature (steepening)
* Intolerance to contact lenses L e
The following adverse reactions have béen reported in users of combination hormonal
cofniraé:eptlves and a'cause and effect association has bgen neither confirmed nor
refuted: ’
» Pre-menstrual syndrome
« Cataracts
s Changes in appetite
 Cystitis-like syndrome
* Headache
» Nervousness
* Dizziness
 Hirsutism
* Loss of scalp hair
« Erythema multiforme
 Erythema nodosum
* Hemorrhagic eruption
« Vaginitis, .
* Porphyria
« Impaired renal function
« Hemolytic uremic syndrome
* Acne - :
« Changes in libido -
« Colitis s X . B
* Budd-Chiari Syndrome . . : L X
OVERDOSAGE o T S
Seriousill effects have not been reported following accidental ingestion of large doses
of hormonal contraceptives. Overdosage'misy cause nausea and vomiting, and with-
drawal bleeding may occur in females. Given the nature and design of the ORTHO
EVRA® patch, itis unlikely that overdosage will occur. Serious ill effects have not been
reported following acute ingestion of large doses of oral contraceptives by
young children. incase of suspected overdose, all ORTHO EVRA® patches should
be removed and symptomatic treatment given. ’ . .
DOSAGE AND ADMINISTRATION : .
To achieve maximum contraceptive efféctiveness, ORTHO EVRA® must.be used
exactly as directed. .
Complete instructions to facilitate patient counseling on proper system usage may
be found in the Detailed Patient Labeling. .
al raceptiv vervi . '
This system uses a 28-day (four-week) cycle. A new patch is applied each week for
three weeks (21 total days). Week Fouris patch-free. Withdrawal bleeding is expected
during this time. .
Every new patch should be applied on the same day of the week. This day is known
as the “Patch Change Day.” For example, if the first patch-is applied on a Monday,
all subsequent patches should be applied on a Monday. Only one patch should be
worn at a time; . N
On the day after Week Four ends a new four-week cycle is started by applying a new
patch. Under no circumstances should there he more than a seven-day patch-free
interval between dosing cycles.
O If the woman is startiig ORTHO EVRA® for the first time,
she stiould wait until the day she begins her menstrual
period. Either a First Day start or Sunday start may be cho-
sen (see below). The day she applies her first patch will be
Day k1 Her “Patch Change Day” will be on this day every ;
week. - :

« for First _DayStart: the patie_nt should apbly hér first patch
during the first 24 hours of her menstrual period.
If therapy starts after Day-1 of the menstrual cycle, a non-
hormonal back-up ‘contraceptive (such as a condoms,
spermicide, or diaphragm) should be uséd concurrently for
“the first 7 consecutive days of ‘the first treatment cycle.
OR . R
« for Sunday Start: the woman shiould apply Her first patch
" on the first Sunday affer her menstrual period starts. She
must use back-up contraception for the first week of her
first cycle, - ) . L
If the menstrual period begins on a Sunday, the first patch
should be applied on that day, and no back-up contracep-
tion is needed. :

CHOOSE OHE OPTION:

{1 First Day Start

ar
1 Sunday Start




Day’t

. stlcklng

6]~

! -

O  calendar. O .

Week Four is patch-free (Day 22 thr

Where to apply the patch. The patch should be applied to
clean, dry, intact healthy skin on ‘the buittock, abdomen,
upper outer arm or upper-torso, in a place where it won't be

. ~rubbed by tight clothing. ORTHO EVRA® should not be
- placed on skin that s red, lmtated or cul nor- should itbe

placed on the breasts.

To prevent |nlerference with the. adheswe propemes of
ORTHO EVRA®, no make-up, creams, lotions, powders or
other topical prpducts should be._ ied to the skin area
“Where the ORTHO EVRA® patch.i is, ill be placed.

Application.of. the ORTHO. EVRA“ patch

“The foil pouch s opened by !eanng it along the edge usmg

theﬂngers_ .

The foil pouch shbuld_ l:a'e‘,'peeled apart and open flat.

* - A cornier of the patch is grasped firmly and it is gently
“removed from the foil pouch. -

“*The wortian should be mslructed to use her fingernail, to lift

ohe corner of the patch and pesl the patch and the plastic
liner off thé foil liner. Sometimes patches can stick to the
inside of the pouch - the womah should be careful not
to accndentally remove the clear llner as she removes
the. patch

Half. ol the clear"protectlve liner is to be peeled away. (The
woman should avoid touching the.sticky surface of the

patch)

‘ The sticky surface of the patch Ie applied to the skin and
- the other half of the:liner is removed. The.woman should

press down, firmly on the patch with the palm of her hand
for 10 seconds, making sure that the edges stick well.
She should check her patch gvery day to make sure it is

O calendar.~ e ' The patchis worn for seven days (one week) On the "Patch

Change Day", Day 8, the used patch is removed and a new

-oneisapplied lmmedlately The used patch still contains some
active hormones ~ it should.be carefully folded in haif so
that it sticks to.itself before safely. disposing of it in the trash,
Used palches should not be flushed down the toilét.

A new:patch is applied for Week Two.{on Day 8) and again
for Week Three {on Day 15), on-the.usual “Patch Change
Day". Patch changes may occur at any time on the Change
Day. Each new ORTHO EVRA® patch should be applied to
a'new spot on the skin'to help avoid |mlahon, although they
‘may be kept within the same anatomlc area

b Day 28), thus
g the four-week contraceptive cycle. Bleedlng is
ed to begin durlng this nme .

The next four-week cycle is Started by applying a new

" patch on the usual “Patch Change Day,” the day after Day
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» ' 28, Mo Mattsr when' the menstrual period i,
] Under i6 circumstances should there be rare than a seven-

1 day patch-free interval between patchi cycles.

If the'

ORTHO EVRA® patch becorhes pattially or completely detached and remains
d, insufficient drug delivery occurs.
patch'is partially or completely detdched: ’ e .

« for léss than one day (up to 24 hours), the woman should try to reapply it to the
sarne place or replace it with a new patch immediately. No back-up contraception
is needed. The woman's “Patch Change Day” will remain the same.

.= for more than one day (24 hours or more) OR if the woman is not sure how long

. ihie patch has been detached, SHE MAY NOT.BE P,RQTE_Q"[ED_FROM_ PREG-
NANCY. She shotild stdp the current contraceptive cycle and start a new cycle
immiediatély by applying a new patch, There is nowanew “Day 1" and a new “Patch
Change Day." Back-up contraception, such as condoms, spermicidsé, or diaphragm,
frust be used for the first week of the new cycle. . . . .. oo s

A patch should not be re-applied if it is no longer sticky, if it has become stuck to

itself or another surface, if.it has other material stuck to it or if it has previously be-

come-loose or fallen off. f-a patch cannot be re-applied, a new: patch should be
applied immediately. Supplemental adhesives or wraps should not be used to hold

the ORTHO EVRA® patch in place. .

if (_helw_q“man forgets to qhange h_er patch... - _— RS

« atthe startof any patch cycle (Week One /Day. 1): SHE MAY NOT BE PROTECTED
FROM PREGNANCY;.She should apply the first patch of her new cycle as soon as
she remembers. There is now a new “Patch Change Day" and a new “Day 1. The
woman must use back-up contraception, such as condoms, spermicide, or

. diaphragm, for the first week of the new cycle. B ’

+'in the middle of the patch cycle (Week Twa/Day 8 or Week Thrée/Day 15),
- for one or two days (up to 48 hours}, she should apply a h himimediately.
The next patch should be applied on the usual “Patch Ghange Day." No back-up
“contraception Is-needed. (See Figures 3 and 4 in the: Clinical Pharmacology
section.) . S .

- for more than two days (48 hours or more), SHE MAY NOT BE.PROTECTED
FROM PREGNANCY. She should stop the current contraceptive cycle and start a
.+ new.four-week cycle immediately. by putting on a new patch. There is now a new
“Patch-Change Day” and a new “Day 1.” The woman must use back-up contra-

ception for one week. _ - .. 7. i

at the end of the patch:cycle (Week Four/Day 22),

Week Four (Day. 22):If the woman forgets to remove her patch; she should take it
.off as soon as she remembers. The nextcycle should be started.on the usual “Patch
Change Day,"which:is the day after Day 28.No back-up contraception is needed.
Under:no circumstances should there be more than a seven-day patch-free
intervalbetween cycles. If there are more than seven patch-free days, THE WOMAN
MAY NOT BE PROTECTED FROM PREGNANCY and back-up contraceptien,/such
as condoms, spermicide, or diaphragm;-must be used for seven days. As with
combined oral contraceptives, the risk of ovulation incieases with each day beyond
the recommended drug-free period. If coital exposure has oceurred during such an
extended-patch-free interval, the possibility of fertilization should be considered.
Change Day Adjustment . felt P

If the woman wishes to change her Patch Change Day she should complete her cur-
rent cycle, removing the third ORTHO EVRA® patch on the correct day. During the
patch-free week, she may select an earlier Patch Day Change by applying a new
ORTHO EVRA® patch on the desired day. In no case should there be more'than 7
consecutive-patch-free days.

Switching from an Oral Contraceptive . .

Treatinent with ORTHO EVRA® should begin on the first day of withdrawal bleeding.

If there is no withdrawal bleeding within 5 days of the last active (hormone-contain- .

ing).tablet, pregnancy must be ruled out. If therapy starts later than the first day of
withdrawal bieeding, a non-hormonal contraceptive should be used concurrently for
7 days. if more than 7 days elapse after taking the last active oral contraceptive tablet,
+the possibility of ovulation and conception should.be considered.

Use after Childbirth R kS : .
Women who elect not to breast-feed should start cofittaceptive therapy with ORTHO
EVRA® no-sooner than 4 weeks after childbirth. If a woman begins using ORTHO
EVRA® postpaituim, and ‘has not yet had-a periodbths possibility of ovulation and
conception aceurring prior to use of ORTHO EVRA?® should be considered, and she
should be instructed to Use an additional method of contraception; such as condoms,
spermicide, or diaphragm, for the first seven days. {See Precautions: Nursing Mothers,
and Wamings: Thromboembolic and Other Vascular Problems.}

Use after Abortion or Miscarriage'™

After an abortion or miscarriage that occurs in the first trimester, ORTHO EVRA® may
be started immediately. An additional method of contraception is not needed if ORTHO
EVRA® is started immediately. If use of ORTHO EVRA® is not started within'5 days
following a first trimester abortion, the woman should follow fhe instructions for a
-woman starting ORTHO EVRA® for the first time. In' the meantime she should be ad-
vised to use a non-hormonal contraceptive method. Ovulation may dceur within 10
days of an abortion or miscarriage. . .
ORTHO EVRA® should be started no earlier than 4 weeks after a second trimester
abortion or miscarriage. When,ORTHO EVRA® is used postpartum or postabortion,
the increased Tisk of thrombosmbolic disease mist be considered. (See CON-
TRAINDICATIONS and WARNINGS concerning thromboembolic diseass. See PRE-
CAUTIONS for “Nursing Mothers".)

Breakthrough Bleeding or Spotting i . )

In the event of breakthrough bleeding or spotting (bleeding that occurs on the days
that ORTHO EVRA® is worn), freatment should be continued. If breakthrough bleed-
ing persists longer than a few cycles, a cause other than ORTHO EVRA® should be
considered. .o

In the event of no withdrawal bleeding (bleeding that-should occur during the patch-
free week), treatment should be resumed on the next scheduled Change Day. If
ORTHO EVRA® has been used correctly, the absence of withdrawal bleeding is not
necessarily an indication of pregnancy. Nevertheless, the possibility of pregnancy should
be considered, especially if absence of withdrawal bleeding occurs in 2.consecutive
cycles. ORTHO EVRA® should be discontinued if pregnancy is confirmed.
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DETAILED PATIENT LABELING B :
ORTHO EVBA° (norelgestromir/ethinyl estradiol transdermal system)

R only R . .

This productis ded to pi pregnancy. It does not protect against HIV
-(AIDS) or other lly transmitted di -
DESCRIPTION

The contraceptive patch ORTHO EVRA® is a thin, beige, plastic patch that sticks

to the'skin. The sticky part of the patch contains the hormanes norelgestromin and

athiny! estradiol, which are absorbed continuously through thie skin and into the |
rearr. Each patch is'sealed in a pouch that protects it until you are ready to

INTRODUCTION .

Any woman who considers using the contraceptive patch ORTHO EVRA® should un-
derstand the benefits and risks of using this form of birth control. This leaflet will give
you much of the information you will need to make this decision and will also help
you detarmine if you are at risk of developing any serious side effects. it will teli you




In Case of Vomiting or Didrrhea’ I

Given the nature of transdermal application, dose delivery should be unaffected by

vomiting.

In Case of Skin Irritation .

if patch use results in uncomfortable irritation, the patch may be removed and a new

patch may be applied to a different location until the next Change Day: Only ane patch

should be worn at a time. . i -

ADDITIONAL INSTRUCTIONS FOR DOSING o

Bréakthrough bleeding, spotting, and amenidnhed are frequent féasons for patients

discontinuing hormonal contraceptives. In case of breakthroligh bleeding, as in all

cases of irregular bleeding from the vagina, nonfunctional causes should conisidéred.

In case of undiagnosed persistent or recurrent abnormal bleeding from the vagina,

adequate diagnostic measures are indicated to rule out pregnancy or malignancy. If

pathology has been excluded, time or a change to another method of contraception

may solve the problem. . .

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

. If the woman has not adhered to the prescribed schedule, the possibility of preg-
nancy should be considered at the time of the first missed period. Hormonal con-
traceptive use should be discontinued if pregnancy is confirmed.

. If the woman has adhered to the prescribed regimen and misses one period, she

should continue using her contraceptive patches.

If the woman has adhered to the prescribed regimen and misses two consecutive

periods, pregnancy should be ruled out. ORTHO EVRA® use should be discontin-

ued if pregnancy is confirmed.

HOW SUPPLIED [ T

Each beige ORTHO EVRA® patch contains 6.0 mg norelgestromin and 0.75 mg EE,

and releases 150 micrograms of norelgestromin and 20 micrograms of EE to the blood-

stream per 24 hours, Each patch surface is heat stamped with ORTHO EVRA®150/20.

Each patch is packaged in a protective pouch. :

ORTHO EVRA® is available in folding cartons of 1 cycle each (NDC #,0062-1920-15)

e,ac,h_ cycle co_ntf_iiqs 3 paﬁgr_]es. . . .

ORTHQ EVRA® s also available in folding cartons containing a single patch (NDC #

i

o

w

,

_0062-1920-01), -intended for use as a-replacement in the event that a patch is
inadvertently lost or destroyed., | o T
Special Precautions for Storage and Disposal .
Store at25°C (77°F); excursions permitted to 15-30°C (69-86°F). = "
Store patches in their protective pgsu‘ch'és. Apply immediately upon removal from the
protective pouch.
Do not store in the refrigerator or-freezer.

Used patches still contain some active hormones. Each patch should be carefully
folded-in. half so.that it sticks to itself before safely disposirig of it in the trash. Used
patches should not be flushed down the tolet. e . . .
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now 1o use'Te contraceptive patch properly so that it will be as effective as'possi-
ble. However, this leaflet is not a replacement for a careful discussion between you
and your health care professional. You should discuss the information provided in
this leaflet with him or her, both when you first start using the contraceptive patch
ORTHO EVRA® and during your revisits. You should also follow your health care pro-
fessional's advice with regard to regular check-ups while you are using the contra-
ceptive patch. ’

EFFECTIVENESS OF HORMONAL CONTRACEPTIVE METHODS

Hormonal contraceptives, including ORTHO EVRA®, are used to prevent pregnancy
and are more effective than most other non-surgical methods of birth control. When
ORTHO EVRA®is used correctly, the chance of becoming pregnant is approximately
1% (1 pregnancy per 100 women per year of use when used correctly), which is
comparable to that.of the pill. The chance of becoming pregnant increases. with
incorrectuse. . | . .
Clinical trials suggested that ORTHO EVRA® may be less effective in women weigh-
ing more than 198 Ibs. (90 kg). If you weigh more than-198 bs. (30 kg) you should
talk to your health care professional about which method of birth control may be best
for you.

Typical failure rates for other methods of birth contro! during the first year of use are
as follows: TR e

Implant: <1%- . .

Injection: <1%

UD: <1-2% P

Diaphragm with spermicides: 20%

Spermicides alone: 26%

Female sterilization: <1%

Male sterilization: <1%

Cervical Cap with spermicide
Condom alone (male): 14%
Condom alone (female): 21%
Periodic abstinence: 25%

No birth control method: 85% : e
Withdrawal: 19% - e T
WHO SHOULD NOT USE ORTHO EVRA® D :
Hormanal cofitraceptives include birth éantrol pills, injsctables, implahts; thie vaginal®
ring, and the contraceptive patch. The following information Is detived primarily from
stiidies of birth'control pills. The contraceptive patch is expectéd to’be associated
with similar risks; ’ SR TR

S

: 20 to 40%

Cigarette smoking increases the risk of sérious cardiovascular side
" effects from hormonal contraceptive tise. 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
. hormonal contraceptives, including ORTHO EVRA?®, are strongly ad-
vised not to smoke. . - :

Some women should not use the ORTHO EVRA® contraceptive patch. For example,
you should not use ORTHO EVRA® if youi are pregnant or think you may be pregnant.
You should also not use ORTHO EVRA® if you have any of the following conditions:
* A history of heart attack or stroke o . :

« Blood clots in the legs (thrombophiebitis), 1uAgs {pulmonary embiolism), or eyes
* A history of blood clots in the deep veins of your legs

* Chest pain (angina pectoris)

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

« Unexplained vaginai bléeding (until-your doctor reaches a diagnosis) ' :

« Hepatitis ‘or yellowing.of the whites of your eyes or of the skin {jaundice) during
pregnancy or during previous use of hormonal contraceptives such as ORTHO EVRA®,
NORPLANT, or the birth,control pill )

« Liver.tumor (benign or cancerous) .

* Known or suspected pregnancy .

« Severe high blood pressuré - ! o 3

« Diabetes with complications of ‘the kidneéys, eyes, nerves, or blood vessels'.

* Headaches with neurological symptoms

* Use of oral contraceptives (birth control pills)

+ Disease of heart valves with complications .

« Need for a prolonged period of bed rest following major surgery

« An allergic reaction to any of the components of ORTHO EVRA® - o

Tell your health care professional if you have ever had any of these conditions: Your

health care' professional can recommend a non-hormonal method of birth control.

OTHER CONSIDERATIONS BEFORE USING ORTHO EVRA® )

Talk to your health care professional about using ORTHO EVRA® if

* you smoke ' ’ o




* you are recovering from the birth of a baby - 2 D

« you are recovering from a second trimester mlscarrlags or abortion CHOOSE ONE OPTION: You may choose a first day start or Sunday start

* you are breast feeding . « for First Day start: apply your ﬂrst patch during the first
* you weigh 198 pounds or more . 24 hours of your menstrual peried

« you are taking any other medications OR . .
Also, tell your health care professional if you have or have had: « for Sunday start: apply your first patch on the first Sunday
» Breast nodules, fibrocystic disease of the breast, an abnormal breast x-ray or £ First Day Start after your menstrual period starts. You must use back-up

contraception, such as a condom, .spermicide, or
. Z’?:‘m'ﬂﬁgzw of breast cancer . . o diaphragm for the first week of your first cycle.
e Diabet [ sunday Start s The day you apply your first patch will be Day 1. Your
) labetes . . . ‘Patch Change Day' will be on this day every week.
» Ejevated cholestero! or tnglycendes-

» High blood pressure : ...«

« Migraine or other headaches or epllepsy . . 3 B

* Depression . () Choose a place on your body to put the patch. Put the

* Gallbladder disease : : : o patch on your buttock, abdomen, upper outer arm or upper

= Liver disease - o - - *. torso, in aplace: whera itwon't bs rubbed by tight clothing.
y .- . . T Neverputthepatch onyourbreasts. Toavoidirritation, apply

* Heart disease . : . éach new patch to a different place op your skin.

+ Kidney disease
» Scanty or irregular menstrual periods
If you have any of these conditions you should be checked often by your health care

professional if you use the contraceptive patch. E 4
RISKSOOSVIIJ:&ING HORMONAL CONTRACEPTIVES INCLUDING ) Open the foil pouch by tearing it along the top edge and
ORTH

(7 one side edge.
The following |nformal|on is derived primarily from ‘studies of birth control pills. Since
ORTHO EVRA® contains hormones similar to those found in birth control pills, it is Peel the foil pouch apart and open it flat.
expected to be associated with similar risks:

1. Risk of developing blood clots .

Blood clots and blockage of blood vessels that can cause death or serious dlsabll—
ity are some of the most serious side effects of using hormonal con’lraceptlves,
including the ORTHO EVRA® contraceptive patch. In particular, a clot in the legs ¢an
causs thrombophlebllls, dnd a clot that travels to the lungs can cause sudden block-
ing of the vessel camrying blood to the lurgs. Rarely, clots occur in the blood vessels

of the eye and may cause blindness, double vision, or impaired vision. " s

If you use ORTHO EVRA® and need elective surgery, need to stay in bed for a pro- :

longed Hiness or injuty or have recently delivered a baby; you may be. at risk of - \I,°u :"":I ses thatthe patchis covel:sd bytarllayer oftﬁlear]plats-

devel%plng blood clots. You should consult your doctor -about stopping ORTHO ) e e ths Ifmpor:;';\n: to remove the patcl g_q e pas ic
four weeks before surgery and not using it for two weeks after surgery or duir- -together from the foil pouch.

ing' bed rest. You should also not use' ORTHO EVRA®-soon after delivéry of a baby.«- Using your fingernail, lift one‘corner of the patch and peel

It is advisable to wait for at least four weeks after delivery if you are not breast-feed-- the palch J 'lhe plastlc off the foil I|ner

ing.-If you are breast-feeding, you should wait until you have weaned your.childbe-
fore using ORTHO. EVRA%(See also the section on Breast Feedmg in: General
Precautions.) - 3. 3

2, Heart attacks arnd strokes

Hormonal contraceptives, including ORTHO EVRA®, may increase the risk of
developmg strokes (blockage or rupture of blood vessels'In the brain) and angina
pectoris and heart attacks (blockage of blood vessels in the heart). Any of these con-
ditions can cause-death or serious disability.

Smoking and the use of Hormohal contraceptives including ORTHO EVRA® greatly .
increase the chances of developing and dying of heart disease. Smokmg 0 greatly
increases the possibility of suffering heart attacks and strokes. e

3. Gallbladder disease - . g [
Women who use hormonal contracepuves, including, ORTHO EVRA° probably have
a greater risk than nonusers of havmg gallbladder dlsease .

4. Liver tumors :

In rare cases, combination oral contracephves can calise benign but danggrous liver
tumors. Since ORTHO EVRA® contains hormornes sxmllar to thosein birth contro! pills,
this association may also éxist with ORTHO EVRA®. These benign liver tumors can
rupture and cause fatal internal bleeding. In addmon somestudies reportanincreased
risk of developing liver cancer. However, fiver cancers dre rare.

6. Cancer of the reproductive organs and breasts,

Various studies give conflicting-reports on‘the relanonshlp between breast cancer. . 7

and hormonal contraceptive use. Combination hormonal contraceptives, including Apply the sticky side of the patch to the skin? 'you've cleaned
ORTHO EVRA®, may slightly increase your chance of having breast cancer diagriosed, and dried, then remove the other half of the clear plastic.
particularly after using hormonal contraceptives at ayounger age. After you stop using Press firmly on the patch ‘with the paim of your hand for
hormonal contraceplives, the chances of having breast cancer diagnosed begin to 10 seconds, making sure the edges stick well. Run your fin-
go back down. You should have regular breast exafninations by a health care pro- ger around the edge of the patch to make'sure it Is sticking .
fes?mnal and examine your own breasts ‘monthly. Telfll your health. care properly.

professional if you have a family history of breast caricer or you have had breast

nodules-or an abnormal mammogram. (s:t'?celgr'l 5;{our patch, every day 1o make sure all the ‘edges are
Women who cunrently have or-haye had breast cancer should not use oral contra-

ceptives because breast cancer is usually a hormone-sensitive tumor. N :
Some studies have found an increase in the incidence of cancer of the cervix inwomen

Somellmes patches can stlck to the mstde ‘of the pouch -
e caréful riot to accldenlaILy remove the clear Ilner as you
remove the patch.

Pesl away half of the clear plastic and be careful nottotouch
1he exposed sticky surface of the palch wllh your fingers.

who use oral contraceptives, althof_‘gh this finding.may be related to. factors other 8 X T
than the use of oral contraceptives. However, there Is insufficient evidence to rulé out B e am— o week). atch
the possibility that oral contraceptives may cause such cancers. . . 9 calendar °‘_ \é\ﬁ:;;g%.;;xch rsszrenr;s: ltllsla(ol?seeg ;‘:l?cr? lyp%lf;, aP itg;
ESTIMATED RISK OF. DB\TH FROM A BlRTH CONTROL METHOD OR Day | | —p patch immediately. The used patch still contains some med-
PREGNANCY [ i icine ~ carefully fold it in half so that it sticks to itself before
All methods of birth control and pregnarcy are assomated with a risk of developing : . = safely disposing of it in the trash. Used, patches should not
certain diseases that may lead to disabilify or death. Aii estimate of the number-of . . : be flushed down the toilet. .

deaths associated with different methods ‘of birth controf and pregnancy has been Lo e T L [ . G
calculated and is shown in the lollowmg table. : :
ORTHO EVRAis expected tobe'a$sociated with similar risks as oral contraceptives:
Annual Niitnber of Birth-Related of Method-Related Déaths Assoclated
Wlth Control of Fertility Per 100,000 Nonsterile Women by Fem
Control Method Accordlng to Age .

new patch for week two {on Day 8) and for week
-three (on. Day 15),.on your ‘Patch Change Day.’ To avoid.
irritation, do not apply the new patch to the same. exact
place on  your skin.

O calendar - ©.

Weelct [F=
-'29 3034 35- 39 40 44 Week 2

Waak 3

b &)

Method of control
and:outcome.




Nofem[ltycontrol T - S e e e
¢ 14.8 25.7 28.2

methods 7.0 74 8.1

Oral contraceptives. .
non-smoker* . 03 05 0.9 12 138 3186
Oral contraceptives . L .
smoker** 2.2 34 . 66 135 511 117.2
up* . 0.8 0.8. 1.0 1.0 114 1.4
Condom’, 1.1 16 0.7 0.2 0.3 0.4
Diaphragm/

spermicide” 1.9 1.2 1.2, 1.3 22 2.8
Periodic abstinence* 25 1.6 1.6: 1.7 29 3.6

*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 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 (7-26
deaths per 100,000 women, depending on age). Among pill users who do not smoke;
the risk of death is always lower than that associated with pregnancy for any age
group, although over the age of 40, the risk increases to 32 deaths per 100,000 women,
compared to 28 assaciated with pregnancy at that age. However, for plII users who
smoke and are over the age of 35, the estimated number of deaths exceeds those
for other methods of birth control. If a woman is over the age of 40 and smokes, her

estimated risk of death is four times higher (117/100,000 women) than the estimated -

risk assaciated with pregnancy (28/100,000 women) in that age group.

In 1989 an Advisory Committee of the FDA concluded that the benefits of low-dose
hormonal 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 using ORTHO EVRA®, call your

doctor immediately:

* Sharp chest pain, coughing of blucd or sudden shortness of breath {i ndlcatlng a
possible clot in the lung}

¢ Pain in the calf (indicating a possible clot in the leg)

* Crushing chest pain or tightness in the chest {indicating a possible-heart attack)

* Sudden sgvere headache or voriting, 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 clét in the eye)

« Breast lumps (indicating pdssible breast cancer or i brocystic disease of the breast;
ask your doctor or health care professronal to show you how {o-examine your
breasts)s .

. tSever;a pain or tenderness inthe stomach area (mdlcatm a posstbly ruptured liver

umor)

* Severe problems with sleeplng, weakness, lack of energy, fatlgue, or: change in mood
(possibly indicating severe depression)

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

SIDE EFFECTS OF ORTHO EVRA® . L .

1. Skin Irritation

Skin irritation, redness or rash may occur at the site cf apphcatlon If this occurs, the

patch may be removed and a new pateh may be applied to-a new location until the

next Change Day. Single replacement patches are available from pha!macles

2. Vaginal bleeding

Iregular vaginal bleeding or spotting may occur whilg you are uslng ORTHO EVRA° :

Iregular bleeding may vary from slight staining between menstrual periods to break-
through bleeding which is a flow much like a regular.period. Iregular b|eed|ng may
oceur during the first few months of contraceptive patch Use but may also occur after
you have been using the contraceptive patch for some time. Such bleeding may be
temporary and usually does not indicate any serious problems. itis |mponant tocon-
-tinue using your contraceptive patches on schedule. If the bleeding occurs in more
than a few cycles or lasts for more than a few days, talk to your heaith care profes-
sional.

3. Problems wearing contact fenses .

If youwear contact lenses and notice a change in visiot or an [nablllty to wear your
Ienses, cohtact your heaith care profess:onal '

4. Fliid retention or raised blood pressure

Hormonal contraceptlves mcludlng the contraceptlve patch ihay cause edema (fiuid
retention) with sivelling of the fingers or ankles and may raise your:blood pressure.
If you experience ﬂmd retentlon contact your health care professronal

5. Melasma

A spotty. darkening of the: skin is pOsSIble. pamcularly of the face. Th|s may persist
after use of hormonal contraceptives is discontinued.

6. Other side effects .

The most common side effects of OFﬂ'HO EVRA® lncluda nausea ﬂnd vomiting,
breast symptoms, headache, menstrual cramps, and abdominal pain. In addition,

change in appetite, nervousness, depression, dlzzmess Ioss of scalp halr, resh and

vaginalinfections may occur.
GENERAL PRECAUTIONS
1. Weight > 198 Ibs. (90 kg)

Clinical trials suggest that ORTHO EVRA° may be less effecnve in wornen welghlng'

more than 198 Ibs. (90 kg) compared with its effectiveness in women with lower body
weights. If you weigh more than 198 Ibs. (90 kg) you should talk to-your health care
professional about which method of birth control may be best for you,

2, Missed periods and use of ORTHO EVRA" B fo or during early pregnancy
There may be times when you may nct menstruate reg a‘r(y during your pa!ch -free
week. If you have used ORTHO EVRA® corréctly and hilss orie 'menstryal petiod, con-
tintie using your contraceptivé patches for the next cycle but be sure to inform your
health care professional before doing so. If you have not used ORTHO EVRA® as In-
structed and missed a menstrual period, or if you mlssed two menstriigt periods In

10

Do not wear a patch on weék four (Day 22 !hrough Day 28).
Your period should start dunng this week

Week 4 [

"

Begin your next four week cycle by applylng a'new patch
on your normal ‘Patch Gharige Day,’ the day after Day 28 —
‘no matter when your periodbégins or ends.

If your patch has become loose or has falien:off... )

* for less'than one day, try to re-apply it of apply a new
pateh immediately. No back-up contraception is needed.
Your ‘Patch Change Day’ will remain the same.

« {6 more than one day OR if you are not sure ‘for how fong, YOU MAY BE-*

COME PREGNANT ~ Start a new four week cycle immediately by putting on
anew patch. You now have a new Day 1 and & fiew “Patch Change Day." You must

use back-up contraception, suchasa condom, spermicide, or diaphragm for the "

ﬂrst week of your new ‘cycle.
i6 hot' ‘try to're-apply a patch if.it's'no Ionger sticky, if it has betome stuck’ 16 It

loose or fallen off. No tapes or wraps should be used to keep the patch in
place If you cannot re-apply a patch apply a new patch lmmedlately

If you forget to change your pa(ch

* at the' ‘start of any patch cycle,

Week one (Day 1): If you forget to apply your patch, YOU COULD BECOME PHEG-EVT '
NANT — you must use back-up contraception for one week. Apply the first patch,

of your fiew cycle as soon as you remernber. You now have anew, ‘Patch Change
Day’ and new Day 1. X
«in the mlddle of your patch cycle, ’
Week two or-week three: If you forget to change your patch for one or two days,
apply‘a new patch as soon as you remember. Apply your nex
mal ‘Patch Change Day.’ No back-up contraception is need_

Week, two. or-week three: If you forget to- change your patch for more than two
days, YOU COULD BECOME PREGNANT - start a new four week cycle as soor
as-you remember by putting on a new patch. You now have a different ‘Patch
Chdnge Day"and a new Day 1. You rmiust use back- up conlraceptlon for the first
week of your hew cycle.
* at the end of your patch cycle,

Week four: If you forget to remove your patch, take it off as soon as you remem-.
ber. Start your next cycle on your normal ‘Patch Change Day,’ the day after Day 28.
No back-up contraception is needed.

« at the start of your next patch cycle,

Day 1 (week one): If you forget to apply your patch, YOU COULD BECOME PREG:"

NANT - apply the first patch of your new cycle as soon as you remember. You now
have a new ‘Patch Change Day' and-new Day. 1. You must use back- up contra-
ception for the first week of your new cycle.

* you should never have the patch off for more than seven days.’

Other information...

. Always apply your patch to clean, dry skin. Avoid skin that is red, irritated or cut.
Do not use creams, oils, powder or makeup on your skin where you will put a patch
or near a patch you are wearing. It may cause the patch to become loose.

* If patch use results in uncomfortable Initation, the patch may be removed and a
new patch may be applied to a new location until the next Change Day. Only one
patch should be worn at a time.

» Some medicines may change the way ORTHO EVRA® works. If you are taking any
medication, you must talk to your health care professional BEFORE you use the
patch. You may need to use back-up contraception.

* Store at 25°C (77°F).

* Single replacement patches-are avajlable through your. pharmaclst

* For further information log on to www.ortfioevra.com or call toll free
1877 EVRA 888

WHEN YOU SWITCH FROM THE PILL TO ORTHO EVRA®:

If you are switching from the pill to ORTHO EVRA®, wait until you get your menstruat

period. If you do not get your period within five days of taking the last active pill, check

with your health care professional to be sure that you are not pregnant.

" IMPORTANT POINTS TO REMEMBER
1.ITIS IMPORTANT TO USE ORTHO EVRA® exastly as directed inthis leaflet. Incorrect

useincreases your chances of becoming pregnant. This includes starting your con- -

traceptive cycle late or missing your-scheduled CHANGE DAYS.

2.You should wear 6né patch per week for three weeks, followed by ong week off.
You should never have the patch off foi more than seven days in a row. If you
have the patch off for more than seven days in a row and you have had sex during
this time, YOU COULD BECOME PREGNANT.

3.IF YOU AHENOT-SURE WHAT TO DO ABOUT MISTAKES WITH PATGH USE:
* Usg & BACK-! ETHOD, such as a condom, spen-nlclde or diaphragm any-

time you havé .

. Contac{ your health care professional for instructions.

4.Donot skip patches even if you do not have sex very often.

£.80ME WOMEN HAVE SPOTTING OR LIGHT BLEEDING, BREAST TENDEHNESS

“another surface, if it has other material stuck to it or if it has previously be-.

yatch on your nor-

e




a’ oW, you couid ‘0€ Pregnant. Grneck: With “your —nemitn—wsre s oisemiur

immediately to determine whether you are pregnant. Stop using ORTHO EVRA
you are pregnant, | o o B

o .
There is no conclusive evidence that hormonal contraceptive use causes birth de--

fects when taken accidentally 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, hormonal contrar
ceptives, Including ORTHO EVRA®, should not be used during pregnancy. You should
check with-your health care professional about risks to your unborn child from any
medication taken during pregnancy. , e .

3. While breast-feeding: v

Ifyou are breast-feeding; consult yoﬁrheailth Gare pkéfessmnal before starting ORTHO

EVRA®. Hormonal contraceptives are passed on to the child in the milk, A-few-

adverse effects on the child have been reported, including yellowing of the skin {iaun-
dice) and breast enlargement. In addition, combination hormonal contraceptives may
? 6 t'and ‘quality of your milk. If 4Jaossible. ‘do not use combination
hormichal contraceptives such as ORTHO EVRA® while bréast-feeding. You should
use a barrier method of contraception since breast-feeding provides only partial pro-

tection from becoming pregnant and this partial protection decreases significantly as

you breast-feed for longer periods of time: You should consider starting ORTHO EVRA®

only after you have weaned yout'child completély. - R
4. Laboratorytests . T’ :

If you are scheduled for any‘lat‘;:grg.tp,ry té;t's, tel your doctot your are using ORTHO .

EVRA® since certain blood tests may.be affected by hormonal contraceptives.
5, Drug interactions:. .2 w e s ’ R -

Certairr drugs may interact with hormonal:contraceptives; including ORTHO EVRA®,
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 bar-

biturates (for example, phenobarbital), anticonvulsants such as topiramate (FOPAMAX), -

carbamazepine (Tegretol is:one brand of:this drug), phenytoin-(Difantin is one brand
of this drug), phenylbutazone (Butazolidin Is one brand), certain:drugs used in the
treatment of HIV.or AIDS, and possibly cartain antibiotics. Tetracycline has been shown
not fo interact with ORTHO EVRA®. .Pregnancies and breakthrough bleeding have
been reported by users of com
form of St. John's Wort,  ~
As with all prescription produc
any other medications you are taking. You may need to use a barrier contraceptive
when you take drugs that can make: ORTHO EVRA® less effective.. :

6. \ly transmitted:dis S -

ORTHO EVRA? is litended to’prevesit preg . It does Aot prof
HIV (AIDS) or other sexually transmitted di sitch as chlamydia, genital
herpes, genital warts, gonorrhea, hepatitis B, and syphilis. - el :
~ . HOW'TO USE ORTHO EVRA®
Instructions for Use - S B e e S
= "ORTHO EVRA® keeps: i becoming pregnantby trans*

“ferring hormanes to yalir body through your skiri: The patch
must stick securely to'your,skin iy ordér for it to work prop-
ey . N TR T
~This méthod uses a 28 day (four week) cycle. You, should
apply a new patch each week for three weeks {21 total
« days). Yol should notapply a patch during the fourth week.
_ Your menstrual period should start during this patch-free
. . week.. ot - .
Every new patch should be :applied on the same day of the week. Ttiis day will be
your ‘Patch Change Day.” For example, if.you apply yourfirst patch on a Monday, all

of your patches should be applied on & Monday. You should wear only one patch at- *

atime:; . P >
On the-day after week four ends; yourshiould begin'a new four week cycle by apply-
ing a new patch. T e S
Save these instructiofis,
0O i I this I the first time'you are using ORTHO EVRA®, wait
uitil the day you'get youi'menstrual period: The daj you
apply your first patch will be Day-1.:Your ‘Patch Change Day’
will be onthis day-every week..! =.. .+ . .. .

£

d hormonal contraceptives who also used some

, you shouid.noti'f'y'your hea‘fi}l cére x:urcfe‘ssiohél of

otect agéinst s

"ORMAY FEEL SICK TO THEIR STOMACH DURING DATHO EVHA= USETImnese: :_.-
symptoms occur, do not stop using the: contraceptive patch. The problermn will
usually go away. If it doesn't go away, check with your health care professional.

6.MISTAKES IN USING YOUR PATCHES CAN ALSO CAUSE SPOTTING OR LIGHT
BLEEDING.

7.If you miss TWO PERIODS IN A ROW coma.ct your health care proféssibnal be-
cause you might be pregnant.

8.The amount of drug you get from the ORTHO EVRA® patch should not be affected
by VOMITING OR DIARRHEA. B

9.IF YOUTAKE CERTAIN MEDICINES, ORTHO EVRA® may not work as well. Use a
non-hormonal back-up method {such as condoms; spermicide, or diaphragm) until
you check with your health care professional.

10. {F YOU WANT TO MOVE YOUR PATCH CHANGE DAY to a different day of the
week, finish your current cycle, removing your third ORTHO EVRA® patch on the -
coirect day. During week four, the "patch-free week” (Day 22 through Day.28), -
you may choose an.earlier Patch Change Day by applying a.new patch on the
day you prefer. You now have a new Day 1 and a new Patch Change Day. You
should never have the patch off for more than seven days in a row.

11. ‘BE SURE YC_JU HAVE READY AT ALL TIMES: - R R .
A NON:HORMONAL BIRTH CGNTROL method (stich a5 'cohdons, spermi-

clde, or dlatha'gm)' fo use asa back-up in casé of dosin yemots. Tt

12. IF YOU HAVE TROUBLE REMEMBERING TO.CHANGE YOUR CONTRACEP-
TIVE PATCH, talk to your health care professional about how to make patch-
changing easfer or about using another method of birth control. .

13. Single replacement patches are avaflable through your pharmacist.

14. For Patch replacement, see "How to use ORTHO EVRA®" section.

IF YOU RAVE ANY QUESTIONS OR ARE UNSURE ABOUT THE INFORMATION IN ™
THIS LEAFLET, call your health care professional.

PREGNANCY DUE TO ORTHO EVRA® FAILURE -

Theincidence of pregnancy from hormonal contraceptive failure is approximately one
percent {i.e., one pregnaficy per 100 women per yearyif used comectly. The chance
of becoming pregnant increases with incorrect use. ff contraceptive patch failire does
occeur, the risk to the fetus is minimal. ' SR

PREGNANCY AFTER STOPPING ORTHO EVRA® e
There may be some delay in becoming pregnant after you stop using ORTHO EVRA®,
especially if you had irregular menstrual cycles before you used hormonal contra-
ceptives. It may be best to postpone conception until you begin menstruation regu-
larly once you have stopped Using ‘CRTHO EVHA° and want to becorie pregnant.
There does not appear to be any increase in birth‘defects in newborn bables when
pregnancy occurs-soon. fter stopping hormonal contraceptives. .
OVERDOSAGE. . /.~ o T, T Lo
ORTHO EVRA® s uniikely to cause an overdose because the patch releases a steady
amount of the hormones. Do not use more than one patch at a time. Serious ill
effects have not been reported when large doses of oral contraceptives were acci-
dentally taken by Voiing children. Overdosagé may”cause nausea and vomiting.
Vaginal bleeding may occur in females, In case of overdosage, contact your health
care professional or pharmacist,

OTHER INFORMATION

Your health care professional will take a medical and family history
before prescribing ORTHO EVRA® and will examine you. The physi-
cal examination may be delayed to another time if you request it and
the health care professional believes that it is a good medical prac-
tice to postpone it. You should be reexamined at least once a year.
Be sure toinform your health care professional if there is a family history
of any of the conditions listed previously in this leaflet. Be sure to keep
all appointments with your:hedith care professional, because thisis a
time to determine if there are early signs’of side effects of hormonal
contraceptive use. - . :

Do not use the drug for any cq’ndition other than the one for which it:
was prescribed. This drug'has been prescribed specifically for you;
do not give it to others who may want birth control.

If you want more information about ORTHO EVRA®, ask your health
care professional or pharmacist, They have a more technical leaflet
called the Prescribing Information that you may wish to read.

Special Precautions for S and Disposal

Store at room température,

Store patches in their protective poliches. Apply to the skin immedi-

ately upon removal from the protective pouch:.

Do not store in the refrigerator or freezer. ) e

Used patches still contain soine active hormionds. Féld eachi patch In half.so that it

sticks to itself before safely dispdsing of it in the trash. Used patches should not be
o /ﬂ flushed down the toilet. -~ o .

ORTHO-MGNEIL PHARMACEUTICAL, INC.
Raritan, New Jersey 08869 ) e
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Division of Reproductive and Urologic Drug Products

Regulatory Project Manager Review

Application Number: NDA 21-180

Name of Drug: Ortho Evra® (norelgestromin/ethinyl estradiol transdermal
system)

Sponsor: Ortho-McNeil Pharmaceutical

Material Reviewed: SLR-008

Submission Dates: October 7, 2003

Receipt Dates: October 8, 2003
Background and Summary

The original NDA for Ortho Evra® (norelgestromin/ethinyl estradiol transdermal system)
was approved November 20, 2001 for the contraceptive indication. Supplement 008,
Changes Being Effected, was submitted October 7, 2003 to provide for specific disposal
instructions for the patient of the used transdermal contraceptive system.

Review

This labeling revision includes specific disposal instructions, included the trademark
symbol which replaced the registered symbol, and a deletion of a repeated footnote
reference to #20 in the physician’s insert.

This submission was compared to approval letter of November 20, 2001.

Approved Labeling S-008 Revision 10/7/03 Comments
DOSAGE AND ADMINISTRATION | DOSAGE AND ADMINISTRATION

Application of the ORTHO EVRA Application of the ORTHO EVRA

patch patch Acceptable.

The patch is worn for seven days (one
week). On the “Patch Change Day”,
Day 8, the used patch is removed and a

The patch is worn for seven days (one
week). On the “Patch Change Day”,
Day 8, the used patch is removed and a




NDA 20-071/S-014

new one is applied immediately. The new one is applied immediately. The
used patch still contains some active used patch still contains some active
hormones - it should be carefully “hormones — it should be carefully folded
folded in half so that it sticks to itself in half so that it sticks to itself before
before throwing it away. safety disposing of it in the trash. Used
' - patches should not be flushed down the
toilet. Acceptable.
HOW SUPPLIED HOW SUPPLIED
Used patches still contain some active Used patches still contain some active
hormones. Each patch should be hormones. Each patch should be
carefully folded in half so that it sticks | carefully folded in half so that it sticks to
to itself before throwing it away. itself before safely disposing of it in the
trash. Used patches should not be
flushed down the toilet.
Conclusions

The proposed changes are acceptable and the sponsor should be send an approval letter.

Dale Cutright
Regulatory Project Manager

Drafted: DCutright 1-15-04
MKober 1.16.03; Mitra 1.16.03; Davis, Monore
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Food and Drug Administration
Rockville, MD 20857

NDA 21-180 CBE-0 SUPPLEMENT

Ortho-McNeil Pharmaceutical, Inc.
Attention: Patricia Capaccione, R.Ph.
Senior Associate, Regulatory Affairs
1000 Route 202 South

P.O. Box 300

Raritan, New Jersey 08869-0602

Dear Ms. Capaccione:

We have received your supplemental drug application submitted under section 505(b) of the
Federal Food, Drug, and Cosmetic Act for the following:

Name of Drug Product: Ortho Evra® (norelgestromin and ethinyl estradiol transdermal
system)

NDA Number: NDA 21-180

Supplement number: S-008

Date of supplement: October 7, 2003

Date of receipt: October 8, 2003

This supplemental application, submitted as “Supplement - Changes Being Effected,” proposes a
labeling change to clarify the patient instructions for disposal of the used transdermal
contraceptive system.

Unless we notify you within 60 days of the receipt date that the application is not sufficiently
complete to permit a substantive review, we will file the application on December 5, 2003 in
accordance with 21 CFR 314.101(a).



NDA 21-180/S-008
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All communications concerning this supplement should be addressed as follows:

U.S. Postal Service/ Courier/Overnight Mail:

Center for Drug Evaluation and Research

Division of Reproductive and Urologic Drug Products, HFD-580
Attention: Division Document Room, 8B-45

5600 Fishers Lane

Rockville, Maryland 20857

If you have any quéstions, please call Karen Anderson, N.P., Regulatory Project Manager,
at 301-827-4260.

Sincerely,
{See appended electronic signature page}

Margaret Kober, R.Ph.

Chief, Project Management Staff

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

Center for Drug Evaluation and Research
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