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NDA 19-653/S-012
NDA 19-697/S-005

. ) . JAN 2 9 1996
R.W. Johnson Pharmaceutical Research Institute o

Attention: Ms. Isabel B. Drzewiecki
Senior Director, Regulatory Affairs
Route 202, P.O. Box 300
RARITAN NJ 08869-0602

Dear Ms. Drzewiecki:

Reference is made to your November 3, 1994, supplemental new drug applications, submitted
pursuant to section 505(b) of the Federal Food, Drug, and Cosmetic Act for the following
preparations: '

ORTHO-CYCLEN (NDA 19-653) AND
ORTHO TRI-CYCLEN (NDA 19-697)
(norgestimate/ethinyl estradiol) Tablets.

We also refer to your amendments dated November 30, 1995.

The supplemental new drug applications provide for a revised statement in the CLINICAL
PHARMACOLOGY section regarding receptor binding studies, additions to the
PRECAUTIONS section of additional drug interactions with laboratory tests, as well as an
expanded statement regarding triglycerides and drug interactions with laboratory tests. These
supplements also provide for additional references to the REFERENCE section of thephysician
package insert.

We have completed the review of the draft labeling in these supplemnental applications as

- amended, and the applications are approved effective on the date of this letter.

‘The final printed labeling (FPL) must be identical to the submitted draft labeling. Marketing
the product with the changes provided in these supplemental applications with-FPL that is not
identical to this draft labeling may render the products misbranded and unapproved new drugs.
In addition, all previous revisions as reflected in the most recently approved package inserts must
be included. To facilitate review of your submissions please provide a highlighted or marked up
copies that show the changes that are being made. -

Please submit twenty copies of the FPL as soon as it is availabel. Please individually mount
- ‘twelve of the copies on heavy weight paper or similar material. For administrative purposes,
these submissions shuld be designated "FINAL PRINTED LABELING" for approved
supplemental NDAs 19-653/8-012 and 19-697/5-005. Approval of this FPL is not required before
it is used. o '

~ Should additional information relating to the safety and effectiveness of these drugs become
. available, revision of the labeling may be required.



NDA 19-653/5-012 , -  Page 2
NDA 19-697/S-005

We remind you that you must comply with the requirements set forth under21 CFR 314.80 and
314.81 for an approved NDA.

If you have any questions, please contact Ms. Christina Kish at (301) 443-3520.

Sincerely yours,

/ () i D99k
Solomon Sobel M D.
Director

Division of Metabolism and
Endocrine Drug Products (HFD-510)
Center for Drug Evaluation and Research

cc:
Arch NDAs (2)

HFD-510 (2)

HFD-510/PCorfman/RBennett/KSrinivasachar/ A]ordan/ EGalliers
HF-2 (w/labeling)

DISTRICT OFFICE (w/ labelmg)

HFD-85

HFD-40 (w/labeling)

HFD-102/LRipper (w/labeling)

HFD-638 (w/labeling)

HFD-735 (w/labeling)-

HFD-510/CKish/1.17. 96/119653ap.12

concurrences:RBennett 1.23.96/PCorfman 1.24.96/EGalliers 1.25.96

SUPPLEMENT APPROVAL (AP)
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"ORTHO-CYCLEN® | -
' ORTHO TRI-CYCLEN® |
.{(norgestimate / ethlnyl estradlol)'

Patients should be Counseléd that this product does riot profect agamst . . . .
HIV Infection (AIDS) and other Sexually transmiitted diseases. e e

DESCRIPTION

j Ive contalnmg
thevestro jenic compound
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diol-{19-por 17a-pregna 1,3,5(10)- tnen—20-yne—3 17-dio|) lnactlve |ng¢edl=
ents include FD&C Blue No. 2 Aluminum Lake, lactose, magnesxum stearate,
and pregelatinized starch E [

Each.green tabletin 'the ORTHO- CYCLEN D 28 package cornalns only.med
ingredients, as follows: D&C Yellow.No.10-Alurminum-.ake, ED&C Blue No. 2
Alurninum’ Lake, lactose, magnesmm stearate, mlcrocrystallme celiulose and
pragelatlmzedstarch o .

ORTHO TRI-CYCLEN 21 Tablets and GRTHO TR

GLEN,E 28 Tabl
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-ethyl—e)ume;(wa) (+)-)-and-0:035-mg-of the-estrogenic-compound, ethlnyl
: -pregna;il;3;5(10) trie; e-3;17-diol). Inactive. in
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- INDICATIONS AND USAGE-

ORTHO-CYCLEN and ORTHO TRI-CYCLEN Tablets are indica ed for the
prevérition of pregnancy in women who elect to use oral contr
a method of contracéption.

ORTHO TRI-CYCLEN s indicated for the treatment of moderat e vulgans
infermales, 2"15years of age, who have rio known cohftrairidications to oral
contraceptive therapy, desire contraception, have achleved rnenarche and
are unresponsive to topzcal anti-acne medications. -

Oral-contraceptives are highly effective: Table i'lists the typlcal acmdental
pregnancy rates for users of combination oral contraceptives and: other
methods of contraception: Thé efficacy . of these ‘contraceptive methods;
except sterilization, depends upon the reliability with which they dré: used:
Correct arid consistent use of methods can result in lower failure rates. -

TABLE{: LOWEST EXPECTED AND TYPICAL: FAH:URE RATES DURING
THE FIRST YEAR OF CONTINUOUS USEOF A METHO

% of Worhen Expenencmg an Accgdental Pxegn
Flrst Year of Contlnuous Use

i

Method

{No Contraceptive)

Oral contraceptives
combined
"progestin only:

Diaphragm with spermlmdal Gream or ;elly

Spermicides afone (foams, creams, gels, Jellles .
vaginal suppositories, and- vaglnal fllm) -

Vaginal sponge . B
nulliparous

medroxyprogesterone acetate
iup . . 5
progesterone
copper T 380A
Condom wnhout spermxcxdes
female . ;
male. - el
Cenvical Cap with- spermxcsdal cream or-jel
nulliparouss . [t
parous
Perigadic, abstmence {all melhods)
Female stenhza tion. - -,
Male sterifization

tience an acmdental pregnanay among: eouplesf S
necessarily for {he first time) and who-usé it.consi ently-and: correctly dur— U L Tl
ing the first year if they da not stop: forany,other reason. . . . oo RO

68:
completed 45,244 cycles and a total:of
represents an

2
sutijects completed 22,312 oyclés. OF thi
CYCLEN, 8 prégnancies were reporteéd,
efficacy pregnancy rate of 0.94 -par 100

ORTHO TF 10
matory le (Table

profife of ORTHOTRI-CYCLEN from Shecetio contréil
sistent with what has been noted from prevuous studi
TRI- CYCLEN and are ‘théknowit risks:

ratory.Lesion:
Mean Percent Fie'du»
Total" Lestons - v
Mean Percenl Reduction:

CONTRAINDICATIONS

Oral contracephves should not ‘be used'in wdmen who currently ‘have the
followmg conditions;

. Thrombophlebltts or thromboembollc dlsorders .

= A past history of deep vein thrombophlebitis or thromboembollc disorders

» Cerebral vascutar,or coronary artery disease

« Known or suspected catcinoma of the breast

 Carcinoma of the“endomatrium or other ‘known or suspected estrogen-
dependent neoplasia . N

* Undiagnosed abnormal genital bleedmg . - .

= Cholestatic jaundice of pregnancy or jaundice with prior psII use . o s

» Hepatic'adenomas or carcinomas

* Known or suspected pregnancy

WARN|NGS

Clgareﬂe smoking increases the risk of serious card|ovascu|ar
sidé effects fromi oral contracephve use ~This riskiincreases with "{
age and_w heavy siaoking (15 or mre cigarettes perday)and-
quite marked in woimen ovér 35 years of ‘age. Women who
ntraceptives shoulid be ‘strongly adviseéd not to' smoke:’

hepatxe,neoplasm and gallbladderdxsease although the risk: of
bldmy mortality is very small in healthy: fnienvithout unde'dylng riskfactars.
Therisk of morbidity and mortality increases significantly in the presence of
other underlying risk factors such as hypertens:on hyperllpldemxas, ob y
and diabetes.
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1. THROMBOEMEO) GDISORDEﬁSANDOTHERVASCULAR PROBL EMs
a. Myocardial infarction -

.attack for current éral contraceptive users has been estimated to be twa to

“ Smoking I

" withthe!

req|
¢ embohadlsmsbassoe;ated»wnhmral comteaceptivesd not ﬁelated-te .leagth
;ied

. boelic comphcatmng aste“éﬁ!e‘FioriédxﬁmmtfeTu :

. hypertensive;w:

Rractitioners -prescribing oral contraceptlves should be. familiar with- the v -
following informationwrelating to-these risks. - : T

The iifoimation containéd in this package msen is.principally based on stud-
ies carried ouf in-patierits who, used oral contraceptwes withi higher formu-
Tations of estrogans al ogestégens thin' ‘those in.comnion uset today. The
effect of fong-term usé'of the: ontradeptl(les ‘withlower formulatlon of
‘both estrogens and. progestogens feimains 19 be determined. w0

Throughout this labeél Tl i Studids yeported are of two types:- -

retrospective -or case contro! st and’ prospectiVe of cohort studie:
Gasecontrolstudiesiprovideia measure oftha rsiaﬂvemsk ofadisease; namely,

a ratlo of the ingiden, f:a.disease:among oral.contraceptive users:to-that . . o
-among-nonusers. The relative:risk:does nat;provide information on the ac:- e . S

: tuakclinicat: occun‘ence -of-adisease. Cohort studies: prowde a-measure. of

(adapted frem fs
‘raation, tha.t

An increased risk of myocardial Infarctnon has been attributed to oral ©of-
traceptiveluse. Thistisk is pﬂmanly in smoksrs 6r women.with-other under
lying risk factors for coronary artery disease such as hypertension,
hypercholesterolemia, morbld obesity, and-diabetes. The, relaﬁve risk of heart

six,*10 The risk is very low under the age of 30,

 combination with oral contracapt ive use has been sho -
contribute stbstantially-to the incidence of mybcardial infarctions iri women .
in-their mid:thirties or olderwith smioking-accounting for the majarity.of ex:

"cess cases.'* Mortality rates associated with circulatory diseaserhave: been
- shown to.increase substantially in smokers, specially in those 35 ys of
-age and older among womi who use oral contraceptrves

WOMAN: _YEARS BY AGE, SMOKING, STATUS’
AND.OF -GONTRACEPTWEU =

havmfound ﬁa&telatlva‘ﬂsk,' fuserstaompared, to'monusersdofbe »
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facior for both users.and.nonusers,for both types of strokes;-and. smeklng
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.- Dose-related.fiISK O vascuiar disease from.oral contraceptives

A positive:-assotiation has been observed between the amount of e's_tm'gen
-and progestogen in oral contraceptives and the risk of vascular disedse. !

A decline in serum -high densny hpoprotems {HDL} has been reported-with

many progestational agents.'*'® A decline.in serum high density lipopro-

. teins has been associated with’ an “increased incidence of ischemic heart

disease:‘Bécause ‘estrogens increase HDL: cholestéral, the niet effect of ah
oral contraceptive depends on a balance achieved between doses of
estrogen and.progestogen:and the activity of the progestogen used inthe
cantraceptiyes.: - The: activity: and. amount of oth.-hormones should be con-
sndered in‘the.choice of an-oral contraceptive.

Mm|m|zmg exposure’to- estiogen and progéstogen is in keeping wnth good
principles of therapetiti or any particulargstrogen/progestogeh-combi-
RAdtion, the dosdge regimen” “prescribed should be one- whlch coMams the
least ambunt of estrogéh and progestogpn that is. cOt
failure rate -and hé nieeds of the individual
contriceptive agénts should bé started OR preparat‘ ons contalnmg 0.035
mg or less of éstrogen. .

ip other agé grou . i
of developmg Gerebrovascular dlsease persisted for at least &

- discontinuation of oral contraceptives, although excess risk was very small.*

However;:both studies were performed with oral- contraceptwe formulatlon'é
containing: 50 mxcrograms oF higher of estrogens, .

-not smoke, mortahty associated with all methods.of bt contrakis:
below thatassocaated With chlldblrth The observatlon of.an Jncreav

DEATHS: ASS@CI-ATEDWf
STERILE WOMEN, BY.EER]
Methed of coritrof: 15-19
and outcome LT
No fertility . 7.0
contro! methods
Qral cemracephves
non-smoker:
Gl contr

03¢5, 0

an inctease in the
tlons of 1 wome,r\

hepauc adenomas may cause deaththroug

R

pIa; pi i
and therapeﬁhc‘measﬁ?es sHodld bé undertaken |mmed|ately




6:-:ORAL:CONTRACEPTIVE USE BEFORE OR DURING EARLY PREGNANCY
‘Extensive epidemiological studies have revealed no increased fisk-of birth
defectsiniwomen-who have used oral-gonjrageptives priorto pregnaney. &
Thie majority of recent studies also do not indicate,a teratogenic-effect,
partigularly in.so far as cardiac. anomalies and limb reduction defects.are
> S556:58:59 ken inadvertently. during early pregnancy..: !
The ‘ad strati sgral:contrageptives: to.induce withdrawal-bleéding
shotld-notbe sed:as: -test for pregn’an_oy;Oral:comtracepti\xes,should;riot
bp used during ‘preghancy to treat threatened or habituat abortion. ..
Itiis recommendéd: that-for any -paffent whio'ha¥ missed’ two Corisecutive - ;
‘pefiods; pregnancy should-be ruled out before continuing oral contraceptive . RSN
se:1f the, patient has not-adbered tothe prescribed:schedulesthe possibil: - ) ) T
" lty-pf pregnancy should be:¢onsidered at the.time of the first:missed periog. .

{ aceptive use.should be djscontinued until pregnancy.is-ried-out. Lo
ADDER DISEASE. - R Rk v
: ported anvincreased lifetime relative risk of galiblad-
“oral contracéptives and estrogeris. " More recent

wever, have shiawn thit ftie relative risk of de\'ielopir:g gallbladder ’ :
TRGHQ ‘ordl - Sontraceptive! isers may be-mifiimal. 2% The' recent .

findings of minimal risk may be related to the Use of oral contraceptivé for-
: u!atlo‘ns;cgmainlng;Lowenlyor,man_al doses of estrogens and progastogens.

SARBOHYDRATE AND LIPID-M ' v
. Qi HR

( TS,
gén-dose.” Pro gns s
tilih resiStance, this efféct varying with differentpro- -,
8“However; in the'non-diabeticiwomar, oral contra- . - " E o
D] 8 Hevo - effedtfon fdsting blood glicose.”” Because of
these demonstrated effects, pradiabetic and: diabetie’ wlrmen in patticular :
stio"uldb.sca.ref_ully'monit,arad_-whilataklﬂg;cral.eontr-acepti_ves.- o
** A small proportion of women will have persistent hyperFiglyceridemia vhile
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3ric nd-linoprotein lovels.have heen report in. orakcon:,

N HY

Iy elivical Stidies wi LEN theis - clinically sigrificant
afige ATEstinig blast giicoseevels: No stéfistically significant’changes
“in'mea-fasting blood glucose levels were observed over 24 ¢ycles orise.
ed-minimal,- clinically: insignificant;changes
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akthrough bleeding
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Vall

Women with a hlstory of depressaon shou|d be carefully observed and me
drug discontinued if depression recurs to a senous degrée.
6. CONTACT LENSES

Coritact lens wearers who.develop visual chanigés of cha
ance should be assessed by an ophthalmologist.
7. DRUG INTERACTIONS

_Reduced efficacy and increased incidence of breakthrough: bleedm and

menstrual irregularities have been ‘associatéd’ with conamitant:useof
rifampin. A similar association, though less marked;hds beer stiggestéd-with
barbiturates, phenylbutazone, phenytoin sodium, carbamaze’ ink, and pos-
sibly. with-griseofulvin, ampicillin.and tetracyelines. 3

8,-INTERACTIONS WITH LABORATORY TESTS.

d. Sex hormone bindidg:glabulins are mcreased and résultin elevated Ievels
of total circulating sex. steronds however free or blolog‘cally active levels

g. Serum folate levels may be depressed.byoral contracepﬂve therapy>This
may be of chmcal sngmt‘ icance if a woman becomes pregnant shortlyiafter
di i

11 NURSING MOTHERS

Small amounts’ of oral contraceptlve‘s_t,e 'id
N mg mothers and a fow ddverse éffects

traceptlves given # the postpa fur p'enod
decreasmg the quanmy and quality’ othrep;;t,mxlk h

.-adverse reactmhs nave.beenreporte
iofichasbeéh nenther 0

« Nervousness
* Dizziness
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that can be fatal'or may cause temporary or.permanent disability. The risks

associated- with taking. oral.geontraceptives increases significantty- it yyot:

* smoke : 3 .

* have high blood pressure

* have or have had clotling di
" cancer of the breast or
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néewer low-dose: formulatrons), there.are also:greater potenhal heaith nsks
associated with pregnancy.in older. women. .

You-shoutd riot take the plll riyom suspect you are ptegnan‘( or- have urrex-
plamed‘vaglna! bleedmg

Cigaretté smokmg mcreaées the risk of Sefidts cardlovascular"
-side‘effects from oratcontracejitive use. Thistisk increaseswith

- age and with heavy smokmg (1 5 upmoze cigarettes per:day)and-:
. is quite: markad 35y -of age: Women'who use: :

. oralcol eptives,are strang _',1*' notto »__'

dre ‘nausea; vommng. bleedmg between menstrual penods weight gain,
bredst tenderness; and difficulty: wearing contact lenses. THese S|deeffects
especially nausea and vommng, may subside. within the first thre i

-of use. . ;

are |n goed health and are ygung However,.you shpuld, kn9 A
followmg medlcal condltlons have beemassocnate
the pil: - .
EN Blood cfots in- the Iegs (thrombophlebms) lings (pulmonaryv mbolismy,
stoppage or rupture of ablood yesselinthe brain (streke); blockage.of: bmod
vessels in the heart (heart} attacKor anglna pectcns) or ofl

bo_dy As'mentid above, r 3 f

) { lth 1liese senous srde effe::ts &
the detailed leaflet Givenits Fouwith-your supp1‘ of pilis:
or health care prowder ifyou notice any unus'
fakin i 1n-additi

z breasteancérandoralchntracepth

. Some studies have reported an inérease ifithe! riskiof developingbréast
cer, particularly-at.a. ‘younger age.; This:inereaseg risk. -.ap;

on of, use; The.majority of etudles havp for
of dey lom g-breastrca er

and the incidence: SEX
coniraceptlves However, thxs finding ng may be related to— ac rs other\ ¢
the use of oral contraceptives. There is instsffi e, ouithe
pos5|b|hty pills may cause such cancers.

intendéd to prevent pregnancy ORTHO TRI als
moderate acne in females who are ableto take oral contracepuv S
AIDS)

1r lesido: not | p- ° i

;S . AT
g gestumate and mg ethinyl
215 mg norgesgljr_na_te 9nd 9~035

L Al >
18Beling is n%t a replacement-for a carefi
héaft care provide:

ttaking therpilt: and*dunng
uld alsodollo \/ourvheatthxcare provnders advi
2 ha .

"eptnves‘o ‘birth: centrol pxlls rontithe: pJII" are: -used: & ]
y.and ‘drg;more;effective than othernon- surglcal methods ofibir
regnant
LT hen used
 taifure rates aré actually 3% per
SHges Wil i edch’
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%
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18 pill i you.afi pregna 5
Huse the pill if you have 4iiy-of thie foll

». Blood. clots in the: Iegs (thrombophlebms) ungs.(pulmonaryv embehsm),

g gin :

o “Unexplaified vaglnal bleedmg{until a2 dlagn05|s is réachéed by yg)

tle Yellowing of the whites of the eyes or of the skin aundice) dGriri
i

FTell your health care provider if you have everhad-any - of these con

Impldnt: <1%
Injection: <1%
UD:1t02%
Diaphragm with, sperm;crdes 18% ..;
Spermicides aldne: 21%. . ..
Vaginal sponge: 18 to 36%
Cervical Cap: 18 10.36%
Condom alone:(male)::12%
Condom alone: (female)n21
Periodic abstinene Y
85%

Ne methods::

Some wo en

fink you' rmdy be pri

« A history of heart attack or strok

or.eyes -
Ahistory of

_nancy or during previous.use of 1ﬁ
3IN-Or-C

Of
iYour heaith care proyider can réommend a safer mettiod iEth cofitr
OTHER CONSIDERATIONS BEFORE TAKING ORAL: OONTRAGEPTIVES

Tell.your health-care provider if you have or have had:. " ¥ Jli; RE :

<. Bfeast’nadule& fibroeysticdise
orf mammogram o

tha trz\l‘elﬁ(to
blood’t he l

he lungs can caus
!':’R

y, CIBEGE

If you také oral contraceptives and need elective s

bed for a prolonged iliness or-Have recently delivered,a Yo

risk of devieloping blood clots. You should consult yi urodqptm:

ping oral-contraceptives four weeks before surgery and hot }q;gu]

traceptives for'two weeks after surgery or during bed,rest,
after. delivery:.of.a,

section on:Breast Feeding in General Precautrons )

The risk of, clrculatory disease in oral contraceptlve users ma b
usefs af tiighdose pillsand’ gy Be'greater with Ton rduFa’ii*on""
tra e, In addition, some of these increaséd HSKE' m‘éy cori
anumber of Years after stopping oral contracepu
blood élofting increases with age in both users'and Hiontis#is 6FoYz
trdceptives, bt the incredsed, nsk  from the oraL con}raceptrveﬁép
present atall ¢ ages d‘?d 44T l's’"estmlét

2. Heart anacks and strokes

Oral contraceptlves may increase tbe‘tendencymordev op £
page or rupture of blood vessels:in the:brain).and angibaspedtoris and:h
attacks (blockage of blood vessélsindhedeart)./Any:cf these condntlon an:
cause death orserious disability. 5

Smoﬁmg greatl reases:the b2

A !
mcrease the chances of developlng and dying of
3...Galbladder disease: g
Oral contraceptlve users probably havea greater risk’ ihaar_ﬂﬁ us

ing gallbladder disease, although't thls risk may be relalte {3
high“doses of estrogens. T

n. ra[e cases. oral .contraceptives can cause: benlgn but dangerd
tumors. These bemgn liver tumors canrupture and cause fafaljinternalblesd
ing. In addificn, a possxble but not definite association-has:been foond-with }» -

the pill and. Jliver cancers in two studies, in which a few:woirren.whe -
oped thése very rare cancers were found to have used eral coatrac twes
for-long periods.-However, fiver cancers are rare.

5. Cancer of the reproductlve organs and breasts

There is conflict among studies regarding breastcance oral D
use. Some studies have reported an increase:in 'the,risk of developihg, >




-gancer; particuiarly at-a younger.age: “This increased risk appea:s 107 be
related to duration of use. The majority-of studies havefound no overal
crease.in the risk of deyeloping breast cancer: Some studies have found.an
ingrease in the incidence of. cancer of the cepyi men who use oral
contraceptlves However,
‘the use-of oral contracepuvas There
posS|b|I|ty that pills.may cause: Such,cange
&TIMATED RISK OF . DEATH. FRQM .
4 3 PREGNANC
Al methods of birth comml and pregnancy.are associated: ithea nsk of dé-
yeibping certain’diseases whichimay.: lead’ to° disability or:death:: Ahestimate
-of the number of deaths associated with- ditfgrenfmethods iof blrth ntrol
and pregnancy has been calculated and |stho n-in the fo

~ANNUALNUMBEB-0F. BIRTH RELATED en METHOD RELATED DEAT
Asseemrso WITHCONTROL OF FERTILITY PER100; 000; NQNS]'ERILE
+:WOMEN; BY-FERTILITY: OAGE:

#
.t

“and;outéorde-
‘No fertility
..control methods?

,Oral contracep’nve
non—smeker

'Oral contraceptwes

Om any - control methed is less
5t child , excepl ral. contraceptweusers over:the age
i of 35 who smoke and pill users overthe age of 40 even if they donot sn‘mke
i Hcanbeseenin the table that for women.aged 15 to 39, the risk of death
ith pregnancy (7-26 deaths per 100,000 women,. dependmg
pill users who do not smoke, the risk of deathwas always
assoclated with pregnancy.for any age group,. althougtxover
he risk increases to 32 deaths per 100,000 wom
5 otiated with pregnancy at that age. HoweVver; for:
d are over'the'age of 35, the estimated number of deaths ex-
other methods of birth control If a-woman is over. the; age of
ﬁ her éstimated risk of death isfour times higher. r (1474106,000
the estimated risk - assocuated wnh pregnancy (28/1000 0
it age group.. : . 3

ver 40 who do-not smoke sha :
anformatuon from lder, hlgh' doge. plll
89

ptm‘e'
»iBiffi cwltymsleepmg;
indicattiy <

Jossot appet\te.)ﬁark olofedusine,
dicating pose o fiverproblems)

; S-: Wi grm) Rk
if the bleedmg occurs in mote than Oné ¢ycl
days talk to your -dbctor or Hedith cal

A iuid Yétbhtion) With Swélling of the
blood:pressure..if you experience fluid

Other side-effects: may ihclade ausea and‘vommng,
he, n d |zzmass les of-scalp hair,.rash
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1rany oY tnese SINEBReCcts Romer you, Gant Y OUrGECION OF NEAINTCar: Promac - "
Tl GENERAL PRECAUTIONS B

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

There may be times when you.may.not menstruate regulady-after you have
completéd taking a cycle of pills: If you have:takenyour pills:regutarly-and
miss one menstrual period, contirue.taking your: pills forithe next cyclebut
be;sure to inform your health care provider before; deing so. if:you-have not
in the pills daily as.instrugted and missed amenstru od, you may
be pregnarit. If you missed:two consecutive menstrual pefipds, you may;be
‘pregnant. Check. with your healith care provider immediately to determine

whetheryou.are:pregnant. Do:naf continue to take oral contraceptives, until

you are sure-you are not pregnant, but continue to use anpther:method of T e,
contraception. . - : . .

f yolu-are breast feeding; ristlf your doctor before Starting drd
ceptives. Some of the drug will be passed di to therohild in'the mil
adverse effects on the child-have been reported, inchuding yeliowi
kin-jaundice) an al col
the amp : K

ieyols are scheduled for:dny faboratdry tests; Zt‘ellyour.dmter
h control pills. Gertain blood tests:fridy ‘Be-affétted by:bl

S

coatral pills to.make.then
anincrease: in;breaithroug
forepilepsy such.as bar

teract with-birthy

exually-transritte :
SaTHOTCYC EN andFORTHD!FRI-CYCLEN (ke alf oratcori ti .
-intended to prevent pregnancy. ORTHO TRI-CYCLEN is al%6 'used to tredt
_tiodérateatne infemales whotareab take oralcontracsptives. Qralon:
trageptives.do. riotpratéct-agdinst transmissionof v |DS)zand othef
Sesdially transmitted- diséases ‘such’ as ohlamydidy geritabherpes; genital
warts, gonorrhea, hepatitis B, and syphilis,

1. BESSURE TO:READ. THESE DIRECTIONS: .

Before you.start taking your pills. - *

Ariytime you are not sure-what to do. * &

2, THE RIGHT WAY TO TAKE THE PILL IS TOTAKE ONE PILEEVERY. DAY
“THE SAME TIME. : =

1fyeti miss pitls yoticould get:pregnant. This-includes stating

you | ! S Ra
Thee more pills you miss, the more fikely you are to get pregnant. <
35 MANY WOMEN,HAVE SPOTTING OR LIGHT BLEEDING, OR MAY FEEL
SICK TO THEIR STOMACH DURING THE FIRST 1-3 PACKS OF PILLS. I
you'feel sick to*yoir stomach; do-not stop taking the pill. The probiend will.
Usually gc:avay. ifitidoesn’t go away, check with your doctor or &l
4. MISSING PILLS, CAN ALSO CAUSE SPOTTING OR LIGHT BIEEDING
ven whefi.fou make up these missed pills. . B ¢
On the d: /S you take 2 pills to make up for missed pills,'you couldialsofeel
a little sick toyour stomach. T B
5. IF YQU HAVE VOMITING OR DIARRHEA, for any easorionFYORTAKE
SOME WEDTCINES, ifcluding some antibiglgs, Your-pilsma pgﬂfmﬁﬁk 5,
iy

,wei,l.—Us_e_a-baek—up-method_—(s_m;ha ndoms;

The'21-pill pack has 21 “active” pills (Wi
This is followed by 1 week without pills. o K PO . . H
: The 28:pill pack has 21 “active” pills (with hormofiésf1o take L e L .

s is.fellowedhby 1:week of “remind L ERREEIE R

4

4. BE SURE YOU HAVI
ANOTHER KIND OF BIRTH CONTROL (such as

fo use as:a back-up method in iss pill
ANEXTR :

s R R

first: pack of pills;



oo

“. }ORTHO TRI-CYCLEN: TTake: the first act'\le whl

i you are a Sunda; Startel” "
if

ORTHO-CYCLEN and ORTHO TRI-CYCLEN aré available ifi the DIALPAK®
“Tablet Dispenser which;js-presetifor a.Sunday Start. Day 1°Staitis also pro-
vided. Decide with'’ cror-or clinic which’is the:best day for you. Pick
atime of day which will be easy to remember .

ORTHO-CY LEN Take the first aetlve “blue pill.of the ﬁrst pack dunng the
frrst 24 hours, bf.your.period. s
Y

il o he ffrst pack
dunng the first 24. hours of your gerlod
You W|Il not need to- use a back—
starting the.pill at the beginning

SUNDAY START:
ORTHO-! CYCLEN Take, the flrst a(;
afteryout period s_tarts\ even if you::
begins on Sunday, start th&'pack that'$ame day:
ORTHO TRI-CYCLEN: Take the first “active” white pill of the rst pa
the Sunday after your period starts, even if.yowrare still.bleeding. If youF pe-
riod begins.on-Sunday, start.the pack.that same day..
Usé andther method: of birth coritrol as a back-up me hod if you haVe seX
anytime from the ‘Suhday you-start your first pack until the, naxt Suhday

(7:days). Condoms foam or:thie sponge are good b _k-up methods of blr(h
cohtrol. .

“still bleeding

Do not skip pills even |f you are spot‘lmg or bleed
penods ar feel Sick tolyour stomach (nausea): © -
¢ you do not havessex

" daysite: tart the nex paék. You wilk: probablyfhavelyaur
petiod. dunng that wéek. Be su:a th 0 more than 7: days-pass xbetween
21vday packs : R S .

3 YouMAY BECOME PREGNA X

‘miss pills. You MUST use-anothet birth contfgFH

foam, or sponge) as a back-up method for those 7. ays

If you MISS 2 blue “active” pills in a row |n THE 3hq WEEK®
1.4 you ‘a Day 4 Starter:
THROW OUT therest of, the pl“ pack and stal a new packmat same day

Keep taking 1 pill every- day’unfit
of the pack and start a new p i of p»lls that same day:-

rhdy nbt ‘Rave your geriod this month Butthig s expecte . H
if you miss your penod?mnnihs iwarow; call your sdoctor or ]




aDay 1 Starter: ) o
H| ST the rest of the pill pack.and start 3 new.pacl
tf you are a:Sunday. Starter: L i
Keep taking 1 pill every day until Sunday. On Sunday, THROW OUT the rest
i1 ofthe pack.and start.a new pack of pilts that same day. ..: R
: . Z:Ypu may not have:your period this month but this.is expected. However,
ifyou miss your-period 2 morths inarow; call your doctor or clinic bécause
bepregnant.. - -1 . s T .

s; You MUST use-a Sontrol meth
¢ nge).as aback-up method for those 7 day
A REMINDERFOR THOSE ON-28-D E
réminder” pills in

Week 4

Keepiaking, 1 pilt each day untif the pack is empty.
You'donot need-a back-up method.

| FINALLY, IF YOU ARE STILL NOT SURE WHATTO DO AB o]
YOUHAVEMISSED:, - ' o T
Use'a BAGK-UP METHOD anytime, you have.sex. . ]
KEEP TAKING ONE “ACTIVE™ PILL EACH DAY until you canireachyyout.
doctor or clinic. 5 P e o

RBEéNANOY'D'UE'TO‘ PILL FAILURE -
" Thefincidence of pill failure resulting in pregnancy is approximatelysre
percent (i.e., one pregnancy per 100 ‘womert peryear) if taken'every day. a

directed,-but more typical failure rates are about 3%. if failure doe:
the risK to the fetusis minimal. ’

PREGNANCY AFTER STOPPING.THE P o
There may be some delay in becoming pregnant after you stop using oral
contraceptives, especially if you had irregular menstnual cycles before:you
used oral contraceptives. It may. be advisable.to po: tion-until-

you-begin menstruating reguiarly once you have stoprrJed téking:t'ﬂe:pilt and
desiré. pregnancy.. o s

Theréidoes not appidar to be any. increase ih birth
babjes when pregr

: 1 RL) ge:
4n case:ofroverds

elayed ¥ anofnerti

rovide sore: grotectic
tof:therovaries and can

Q!
cer-of

ot birthcontrotpills;-ask your do /health’
B oF pl - They have a more techRICAPleatiel &4 ARG

| Profésiional Labelirig, whigh you may wish to read.The: professionalifabel

: ing is’also publishied in-a book entitied PhysiciansiDeslefleferemce}: avail:

! able jggmany book storesiand public:libraries. B

eopeisss
. PRINTED INU.SA
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£43-10-900-4

This product {like ali oral contraceptlves) is mtended to prevent
pregnancy Rt.does not protect againstHIV mfectnon (All DS) and
other sexually transmltted dlseases ’

» DETAILED PATIENT LABELING

PLEASE NOTE: This labeling is revised from time to lme as
|mportant new medlcal mformatlon becomes avallable
Therefore, please réview this labeling carefully

ORTHO-CYGCLEN® [ 21 Day Regimen and
ORTHO:- CYCLEN® 028 Day. Reglmen

Each blue tablet contalns 0.250 mg norgestlmate and O 035 mg ethlnyl
estradiol. Each green tablet' in ORTHO CYCLEN El 28 Day Regxmen
contalns mert lngredtents

ORTHO TRI- CYCLEN® l:l 21 Day. Reglmen and
ORTHO TRI- CYCLEN® 028 Day Reglmen

Each whlte tablet contalns 0. 180 mg. nergestnmate\and O 035 mg
ethinyl estradiol, Each light biug tablet contains 0.215 mg:H norgestlmate
and 0.035 mg ethinyt estradiol. Each biue tablet contains.0.250 mg
norgestimate and 0.035 mg ethinyl estradiol. Fach gre fblet irf
-ORTHO TRI- CYCLEN 3 28 Day Reglmen ‘containg inert mgredlents

INT DUCTION

Any woman who considers u ng oral contraceptlves (the blrth control
pillor the pill)' shotid understand thé beriefits ‘and risks of- usxng_ ‘this
form of birth control. This patient labeling will give you mueti'of the
iformattiottyou willk need to rake this:decision and:will alge help.you
determine if you are at risk of developing any of the serious side &ffests
of the.pill. It wil! tellyou how to.use the.pill properly. so,that it will be as
effective as possible."Ho this Iabelmg isnota replacement fora
careful discussion betweén yduarid yeur health care providér! You ghoutd
discuss the information providediinihistabelihg: with Hifa of bigr, both
when you first start taking thee: pill: and: daring your:revisits.<You should -
alsp follow your health:-care provider’s -advice:with regard to regulan

chieck-ups- whlle yeyare.on Jhe.pil L ¥ s

EFFECTIVENESS OF ORAL O BA EPTIVES
ey o= FOR: CON\IRACEPTIO - :
Oral contraceptwes or “pirth control pills” or “the plII” are used to
prevent pregnancy and are moré- eﬁectlve than
methods of blrth contr

surgi
b Use are as foilows v

InjEction: <1% k
D1t 2% - 2 - Condéin alohe-{ferfala 21% :
Diaphragm with spermlmdes 18% Perlodlc abstlnence 20% -

Spermicides alone: 21% ;
Vaginalsponge: 1810.36%

14K& the’ pill it you
should also not use

s Ahistory. of heart attack.or- stroke
. Blood clots in .the legs (thr )

-? A history of blood clots in the deep eing of you egs
. _C,hest paln (angma ‘pectori

uterus, cervix or vagina

* Unexplained vagmal bleedlng (until a dlagn03|s

...doctor). .. . i :

. Yellownng of the' w es of the eyes or of the skln (ja }

“pregnancy of during px’ewous ‘use ofthe pill ™~

* Liver tumor (B8Rign of danéercus
~*Known or suspected pregnanoy

_'TeH ‘your health &4re provu far if yo | have ever had any of these ‘Condi
tions. Your health cars prow n recommend a safer method of
birth control. :

reached by your

ice) durl.@g.




_Tell your health Care prowde if

. Breast nodules,,ﬁbrocysnc ]
" X‘ray or mammogram®
* Diabetes R .
& Elevated cholesterot or tngly: endes :
* High Blood pressure - ="
 Migraine or other headaches O epllepsy
¢ ‘Mental Hepregsion:
L]
.

» ‘Gallbladder, heart or.kid

Women wnth any of these condltlons shOuld be- checked ofte By:their
health care provider if they,choose to,use-oral contraceptlves

Also; be sureta inform your: doctoror health care prowder if yousmoke .
or are on.any medications. : . R

, RISKS OF T!-\Kl

g > g :
“bloed vessels o_f‘the eye arid" may: Galuse blindne
impaired: v13|on

lfyoutake oral contracepﬁvas and néad gibctive surgety, need to'stay
 in bed:for & prolongediiliiess or:hdveirecently-delivéreda: Baby, you |
) may be at fisk of developingblood clots: You shouldaensultyourdoctor
" about stopping oral contraceptmes fourweeks-before: surgery and ‘not

taking oral contraceptlve

* yblgre not bréast fesd g-or {

- tion:if.you are:breast feedingyyou should:wait: gtk youhave weaned
your child before using the:pill. (Sée alse.thé section on: ‘Breast: Feedmg
in.General Precautions.). . e

The risk.of circulat
" in‘users of high-dos
oral contraceptiv J T hay
" contjnue for.g.number:of yea -'afj:er sioppmg oral" con’;raceptwes The ;
" risk of abnermal.blood clotting:increases with.age:in-beth users. and 3
nonusers of oral contraceptives, but the increased;#iskdrom the. oral 3

VR 2

death due to a circulatory disorder is about 1in 12 000 per vear, i
. whereas for nonusers the rate is about 1 in 50, OOO peryear. Inthe age ;
~ group35 to 44, the fisk is estimated to-be about'1 in 2,500: per year |
for oral contraceptive users and about %in 10,000 per year for nonusers.

.2.:Héart:attacks and strokes - .

- Oral contraceptives mayincrease the tendency to develop strokes (stop-
pageor rupture of blood véssels.in the brain) and: angmapectons and
heart attacks (blockage of blood vessels in the heart).. Any of these

. ondmons can cause death or serious dlsablllty

gnokmg greatly |ncreases the pOSSIbl|Ity of suffering heart attacks and




!

I e 288 o0
R Livertumors - . ’ Lo

In rare cases, oral contraceptfves can cause bemgn but dangerous

iver. tumors. These, benign liver tumors: can rupture and;cayse fatal : -
internal bleeding.4n addition, apossnb|e but not:definite- assaciation
has been found-with the pill and.liver garicers in two studies; in which
a few wamen who develqped S Very rare-Cancers were, found fits} R
have used-oral contraceptwes orlong penods Howaver liver-cancers oL
are rare. % o 3 ’ o

“Am,

t 1 5. Cancer of- the reproductlve organs and breast S
L1 Thereis conflict among studies regarding breastcaneerand oral cong
b traceptive use: Some. studiesrhave. reported an increase in-the.ri
developingbreastcancer, parhcularly at-ayounger age. This.increase:
risk appears to be refated to duration of use. The. majority-ef. studles
have found no overallincrease in the risk of developmg‘breast cancer.

. . RU of developmg certaln dlseases wh|ch may Iead to dlsablhty or death An

: i -estimate of the number of deaths assogiated mith. dlffereat methedg
of,pirth, control-and: pregnancy-hasibeen lcu!at ok
h

Method of control
and outcome

No fertlhty
control methods

Oral contracep’uves ;

¥



i ’ WARNING SIGNALS™ ST
If any of these adverse effects 6ccur while you are taklng oral contra—
ceptives, call your doctor |mmedrately

e Sharp chest pain, coughmg of blood or sudden shortness of breath
(lnd|cat|ng a possible clot.in the lung) |

+ Pain in'the calf (indicating a posmble clotin ‘the leg) :

. Crushlng chest pain or “heaviriess in the chest (mdlcatmg a possmle
heart attack)

e Sudden severe headache or.vomiting, dlzzxness of falntmg, ditur-

+:hances. of vision or speech, wiedknéss; oF humbness in’ an arm or.

Jleg (indicating:a possibless stroke)

-Sudden partlal or complete loss of visioni ndlcatlng a pGSS|bl

‘in the-eyg) .. - : :

-Breast lumps (mchcatnng possnble breast cancer or ﬁbrocystlc disease

of the:breast;-ask your doctor: of. health care prowder to show you

~-how to-examine, your breasts) L

« Severe pain.ortendemessin the stomach area (mdlcatlng a posslbly

- ruptured fiverfumor):: . -

. Difficutty. in- sleeping, ..weakness laok of energy, fatlgue OF. change

in mood {(possibly indicating severe depression)

» Jaundice or a yellowing of the-skin or eyeballs, accomy aniek

by fever, fatigue, loss of appetlte “dark colored’ uring
bowel movements (mdlcatmg possrble llver proble

1. Vaglnal bleedmg By : s .
Irregular vaginal bleedlng or spot |ng may occur whlle you a ex takmg
the pills. irregular bleedlng may vary from slxght staini
strual penods fo breakthrough bleedlng which is

J 2 Surs most bften

and USUally does not hdi
contlnue taklng your ptlls

If you weéar contact lenses and noticea chang
to wear your lenses coritact your doctor or healt ca ep

Oral.contraceptives f > ¢
the. ﬁngers or Anklsd and T may ¥
rience, ﬂu;d retenhon" contact your doctor or. health care

4. Melasma :
A spotty darkemng of: the.,, kln is: ,ossxble, ,partloularty
which,may p rsist. . ;

5 Other snde effects

Other side effectsmayinclude nausea andyvomiting;:changein appetite.

heddache; neryousness; depressuon dlzzlness loss ofscalp haitrashy
and vaginal infections. cp e :

ff:anyof these side effects bother you call your doct
prowder ;

1 M|ssed perlods and use of oral, contrac
during early pregnancy
There may be times when you may not menstriiate
" have completed taking: acycle of pills. ifyouhavetakenyour pillsregularly
and miss one menstruakperiod scontinue; taking your pills-foritie
' "cycle but be gure to’ 1nform yaur health care provider| befor‘
lf y()u have not {aken the prlls dally as instriicted and mi

d Aou may be pregnant If you missed twg consec )
renstr as, §o rr‘ray be-preghdrit. Chieck: with your-hedlth-Care
provider immediately to determine whether you are pregnant. Do Aot
continue totake: oral:contraceptlves until you are sure:youarg notpreg-
nant, but con’unue to use another method ntraceptlon e

ings have 7ot b 3
contraceptives or any other drugs should: net be uSedardurmg xpreg—
nancy wrilessscleatly pecessary, and: prescnbed, by your: rdootor'You
should check with your doctor about risks to your unborn child @
medication taken during pregnancy. .

2. WhHile: breast.feeding .. ..o :
if you are breast feeditig; Consult your doctor before. sta 4
traceptlves Some of the drug will be. passed on to the Ch]ld in. thev R ke,




—
—

A few ddverse effects on the child have been reported;includirig-yet
fowing-af the skin faundice) and breast erilargément. ln-a@ditio'r;i;‘»ér'a_l :
contraceptives may decrease thi-amount and-quality of your milik:f
pogsible; do hotuse oral contraceptives whils bréast feeding Yéu shouid
Use anothisr methioe of contradeption' sinte bredst feeding providss
only-partial protéction frofh becotring pregnant and this partial proc
tection decreases’ significantly -as yoli breast feed for 6ngérpericds
of time. You should consider starting oral contraceptives only after.yoei
have weaned your child.completely. .. e e
3.7Labor ests: oot e o
uled for any labsoratoryi téists, toll your doctar
ntrol pills. Ceértain blood

i e e B s ke

y6are
tésfs;-?rié’_y be'affected sy birthi

taking'birth'cc
controk pills.
4. bi

0 S e v 5.

S s cm e 2 L

rand of this drug), phenyt s,
one brand of this drug), phenylbutazens (Butdzolidin ig"one.brand) arid
possibly ‘certainsantibioties; Y niayneed:to:use. additighal contra-
ceptionwhen.you take drugs which:canmake oral contraceptivestess
effective., - R

&4

nitted diseases - '
N’?aﬁd‘QRTHQ"’TF?r-?GY@tEN'v(like“-’élll"or_" ‘Contradep™
tives) are intended to prevent pregnancy. ORTHO TRISGYCLERHS afss
usedtotre ol aengi .alge,s;whcr-_ar,e’ablet%take oralcon="
' ; ot protett st transmission

v, I HOWETO TAKE THE P
) "IMPORTANT POINTS TO RE
|| BEEOREYOU START TAKING YOUR PILLS:

1. BE SURE TO READ THESE DIRECTIONS:

Betore you start takKing your-pills, -
Anytime you are not sure what to do. :
2: THE RIGHT WAV TO TAKE THE PILL IST6 TAKE ONEPIEL BVERY
- DAY AT THE SAME TIME. - I
Hyou miss pills yoii could get pregrianit. This includes starting the patck - *
late. The more: pills you miss, the more likely,you are to get, pregrant.,

3. MANY WOMEN HAVE SPOTTING OR LIGHT BLEEDING, ORMAY:
Fo:

FEEL SICK TO THEIR STOMACH DURINGTHE FIRST 1 3P
PILLS. If you feel sick to your stomach, do:not stop'taking th
prablem Will usually go away. If it doesn't'go’away, check
_ .. . doctor.or clinic. :
R o 4. MISSINGPILLSCANALSO CAUSE SPOT
: . : ING, even when you make up these mis$8dills
On the days, you take 2 pills to make up for missed
alse:feel-a little-sic

5

Spongé

5,

,>‘D MVEA "
Itis 'i_mportqnt o tal N
1 2rUOOKATHOL
The244pill:p:
e.
3
. . <

%
F.



3. ALSO FIND: : S
1} where on.the pack to start takmg pllls
"2} in what order to take the p1I|s

' CHECK PICTURE OFPRILL PACKAND ADDITIONAL INSTRUCTIONS

FOR USING JHIS. PAC__._AGE IN THE BRIEF SUMMARY PATIENT
PACKAGE INSERT. "~

4..BE.SURE YOU HAVE READY ALALL TIMES; . ~ -
ANOTHEF{ KIND. QF BIRTH-CONTROL. {such as condoms anFB -or
sponge} to use as a back-up methodin.case you m;ss pIIIs
ANEXTRA;: Fb L PILL-PACK. o . .

5 WHEN TO START THE FIRST PACK OF Pl

You have a thoise of.which day tostait takmg yourfirst packe of p|lIs
ORTHO-CYCLEN and ORTHO TRI-CY¥GLEN aré-avaitabld in“the
IIALPAK® Tablet Dispenser. which ispreset for-d Sanday-Start-Day
Start is also provided. Decide with your doctor or clinie whictis the
best:day-for you: ‘Piek a tlme of day which will b&'easy’ to remember’

DAY 1 START'

the first v hours of ybur genod' o ;
ORTHO TRIZCYCLEN: Take the first “actwe
pack dunngrjthe first.24:haurs of 5 §

Do nBtskidipilé everity p

periods or feel sick to your stomach (nausea).

Do mot:Skifs: pifls.even-if you.domnat have sex very ofte
2. WHEN YOU FINISH A PACK OR SWITCH YOU
PILLS:

2% gllls* Wait 7 days to start the next paCk/ Yoa WII

day

If you are a Sunday Starter:
Keep taking 1 pill every day.until Sunday Qn Sundal
t-he res’o mf {he pack and start a new pack'ﬁf ijIS th‘




However, if you miss your perlod 2 months in a row, call your doctor
onclmicbecause: you might b& pregnant. : Y .

57 You MAY BEGOME PR?EG" |f'you have sex in the 7 days 4 Er |
you miss pilis. You MUST use’ “HRGtHEF birthcoAtrol méthod (such as
condoms, foarn or sponge)as-a- back-up method forthose 7 days.

If you MISS 3 OF{ MORE blue ac tve" pﬂls i a row (dunng the first

. same day.
i you are a Sunday Starter

3 You MAY BECOME PREGNANT |f you have seXin the d y after
i Yow MUST tse another bll’th controi method (such as

3 “Yous: MAY BECOME PREGNANT if. you have sexinthe Z days after
you mlsspllls You MUST use another_ bnr‘th contrel;method (such as

it you are"a‘Day ,,1 Starter:
_THROW OUT the rest of the pl“ paick and ‘start
same day-

If yoq.are*a Sunday Starter' 36




ez

Use. a BACK.UP METHOD anytime you have séx. .

‘ oral contraceptives, especrally
¢ you used oral contraceptlves It may bé advisable to postpone Con-
ceptioh tntityou begin rmenstruating regulaﬂy oncé you have g

taklng the pill and desire pregnancy.

Serious ilt effects have not been- reported followmg mges“non of Iarge

KEEP TAKING ONE “ACTlVE" PILL EACH DAY untll you can reach your
doctor of diinie.

. PREGNANCY DUE T0 PILL FAILURE :
The incidence of pill failure resuting:in:pregnancy. is approximately one.
percent (i.e., gne pregnancy per 100 women per year) if taken every
day as directed, “but more, Aypical fz ure rates are about 3%. If failure
does eccur, the’ nsk to the fetus i$ mlnrmal . ;

PREGNAN Y AFTER.STO PING THE PILL V
There may be some dela 1 p gnant after'you stop using
u had |rregular menstruakcyclést before

There does not appear to be any, mcrease in-birth defe
born babies when pregnancy occurs soon after stopplng e

OVERPOSAGE""

doses of oral contraceptives by young ‘Ghildren, Overdosage ay catisé
nausea and withdraiwal bleeding in femalés: Ih case of" oVerdosage i
contact your- health care-provider or phazmacrst

N "OTHER INFORMATION
Your health care: prowder will take-armiedical and family:history befsts
prescribing oral contraceptives and will examine you: Thie: physicak
examinatign may.be. QeJayed 1o another time-if. yourequestit and the
health caré provtd‘erﬁeheves that i

was prescnbed Thxs drog 'has been prescnbed spec:ﬁcally fot Yo do :
not glve |t g thers who \may w bi l

tn addmon
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ORTHO TRI-CYCLEN® | 25
) Day Regimen
(norgestimale/ethinyl estradiol)

620109104 T NIE 0062-1303-15
Each whife tablel contains 0.180 mg Aorgestimate and 0.035 mg
ethiny) estradiol. Each fight blue lablet contains 0.215 Mg noiges-
limale and 0.035 mg ethinyl esiradicl. Each blue tablel containts
8.250 mg norgestimate and 0.035 mg ethiny! estradiol. Fach
Qreen Lablef contains inert ingredients. .

This product (like all oral contraceptives} is inlend'eti to
Pprevent pregnancy. it does not protect-against HIV infec-
tion:{AIDS) and other sexualiy transmilted dissases.

/ DEC 2 1998
W 11

PATIENT PACKAGE INSERT
Caution: Federal law prohibits dispensing without
prescription.

Oral contraceptives, also known as “birth control pills®
or “the pil,” are taken to prevent pregnaicy. ORTHO
TRECYCLEN may also be taken 16 treat moderate
acne in females who are able to use the pill. When
taken comectly to prevent pregnancy, oral contracep-
tives have a failure rate of less than 1% per yeai when
used without-missing any pilis. The typical failure rate of
targe numbers. of pift users is less than 3% per year
women oral contraceptives are also free of serious or
unpleasant side effects. However, forgetting to take piis
considerably increases the chances f pregnancy. .-
For the majority of women, oral contraceptives can be
taken safely. But.there are some women who are at
highriskqfdevelophg'c@ajn_s'érjmsdnse_as&sﬂ‘tatg:an
‘be fatal or may ‘cause temporary or permanent, dis-
ability. The risks associated with taking
* smoke . S
_® have- high blood pressure, diabetes, high
cholesterol . . .

.* have or have had clotiing disorders, heart attack,
troke; angina pectons, -caricer of the_ breast of sex
organs, jaundice.or malignant or behiign iver tumors
Although cardiovascular disease risks e
increased with oral contraceptive use ‘after
i tigalthy, nén-smoking women (even with ‘the.
newer low-dose formulations); tfiere are also’
greater potential health fisks associated with
pregnancy in older women. :
You shiould-not tke the pilfif you sus re
pregnant or have unexplained vaginal bigéding

Clgarette smioking increases the risk of sefi-

‘ous’e 3 side’effécts from oral

conftraceptive. use. This risk increases with,

age and with liéavy smoking (15.0r more cig-
arettes per day) and is quite marked in
en over 35.years of age.” Women who
ral contraceptives are strongly advised

not to smcke.

Most side effects of the pill are not serious.. The
most éomrpon_ such effects are nausea, vomiting,
bleeding between menstrual periods, wei
breast tenderniess, and difficulty wea
lenses. These side effects, especially
vomiting; may' subside ‘within the first-three
months of use. . LT
The-serious side effects of-the. pill ogcurivery infre-:
quently, especially .if:you are'in good heaith-and
are young. However, you should “know-that -the
following-medical conditions-have been assgciat-
ed with or.made worse by the pilt; e
“1..Blood, clots in_the Jegs (thrombophigbitis),
lungs (pulmonary embolism), stoppage or rupture:.
of a biood vessel in the brain (stroke), blockage.of
blood vessels in the heart {heart: attack or angina
péctoris) or Sther organs of the body. “As'men-
tioned above, smoking increasés the risk of heart
attacks and strokes, and-subséquent serious’
medical consequences. - - - N

2. Liver- tumnors;” which'may rupture’and. cause
severe bleeding. -A possible but not definite asso-
ciatiorhas: been-found with the:pilt and fiver can-
cer...However;:liver cancers.are extremely rare.
Thechance of developing liver cancer from using.
the pill is thus even rarer: - e e
3: High'blood pressure, although blood .pressure
ustally returns to nofmal when the pillis stopped.
The sympteris associated with these serious side
effects are discussed in the detailed leaflet given
to:yeu with your supply of gills. Notify youridoctor
or health' care provider if you notice any. iihusual
physicat disturbances, while taking.the pill. .In
addition, drugs such as rifampin, as well.as some
anticonvulsants and someé antibioti
decrease oral contraceplive effect&y}eness
There is conflict among studies regarding breast
cancer and oral contraceptive use. Some studies
have reported an increase in the risk of develop-
ing breast cancer, particularly at a younger age.
This increased risk appears 10 be rélated to dura-
tion of use. The majority of studies have found ng
overall increasein the risk of developing breast
cancer. Some studies have found:an increase in
the incidence of cancer of the cervix in women;
who use oral contraceptives. However. this finding
may be related to factors other than the use of
oral contraceptives. There is insufficient evidence
to rule out the-possibility that pills mav cause stk

v
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CARICER, . .

Taking the combination pill provides some impor-

tant non-contraceptive benefits. These include less
painful menstruation, less menstrual blood foss
and anemia, fewer pelvic infections, and-fewer

cancers of the ovary and the quing of the uterus.

Be sureto discuss any medical condition you may-,

have with your health care provider. Your health
care provider will take- a medical and.family histo-
1y before prescribing oral contraceptives and. will
examine you. The physical examination iriay be
delayed to another time if you'request it and: the
health care provider believes that it is a good
medical practice to postpone it: You should be
reexamined at least once a.year while taking oral
contiaceptives. Your pharmacist should have
given you the detailed patient informétion labeling
which gives you further in'form_alion which you
should read and discuss with your héalth care
provider. :

ORTHO TRI-CYCLEN (ike all oral contraceptives) is
intended to prevent pregnancy. ORTHO TRI-CYCLEN
isalsous_edtqtreatmoderateame'hfemdes%dare
ab!etotakeora!oonbwepﬁm.@raloormaoepﬁvasdo

not protect- against transrmission ‘of-HIV- (AIDS) and

other. sexually transmitt ed diseases such as chlamydia,

genital hempes, genital warts, -gononthea, hepatitis B,

and syphilis. : - ol -

HOW TO TAKE THE Pi -

IMPORTANT POINTS TG REMEM BER ..

BEFORE YQU START TAKING YOUR PILLS:, .

1. BE SURE TO READ THESE DIRECTIONS:

Before you start taking your-pills..

Anytime you are not sure what to'do, . T .

2. THE RIGHT WAY TO.TAKE THE PILL IS TO

TAKE ONE PILL EVERY DAY AT THE SAME TIME. -

¥ you miss pills you ceuld gel pregriant. :

This includes starting the- pack late.

The more pills you rniss mores likely-you are to

M. sally. g
away. I it does ¢heCk with your doc-
tor or.clinic. ) .

4. MISSING PILLS CAN AE:SO CAUSE- POTTING
OR LIGHT BLEEDING: even when ‘you, make-up
these missed pills. - : o

Is to make up for

mi5§eq pills, you could

stomach:

TION IN THIS i
- or-clini

TAKING YOUR PILLS
- 1. DECIDE: WHAT TIME OF DAY YOU
W I

ACK
" THAT.T HAS:28PILLS:. .

feel a little sick t6 your

Se& reverse’Side for additional information.

EEN TN R AN S v e e -




The 28-pill pack has 21 “active” pills:
(wuth hormones) 1o take: or 3 weeks_'_
There. are 7-white- “active” -pills,; 7 light.
blue. "active’ pills, and 7 blue “active’ pills. -
This is'followed- by "1 week of * remmder"
green pills {without hormones). .
3. AL'SO FIND:
- 1}ywhere on the pack to start taking
pills,
. "2}in whatoorder to take the pﬂls
3} see. pillpackage dlagram and addi-
-tional instructions-for. using - th|s"
package below.
4. BE SURE YOU HAVE READY AT ALL -
TIMES: - AN
ANOTHER KIND OF BIRTH CONTROL (such as
condoms, foam, or sponge)Ao use as a back-up
in gase you miss pills.
AN EXTRA, FULL PILL PACK

WHEN.TO:START,
THE FIRST PACK OF PILLS
You.have a choxce of which day to start taklng
your first pack of pills. ORTHO TRI-CYCLEN: is
available in the DIALPAK® Tabiet Dispenser
which is preset for a Sunday Start. Day 1 Start'is
also provaded Decide with’ your doc:or or chmc

- which'is the best day for you, Prck a fime of day

whxch will be easy to remember

DAY 1. START:

1. Take the first *active™ white er of the hrsl pack
during the first 24 hours of your.period...

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

SUNDAY START: ~
1. Take* lhe hrst acllve whlte plll of the. first pack
on'the’ , even.if yoo

are stilt bleeding: :f ‘your-
Su'nday. stai'!‘the p'a(:k~tﬁat 'sa'

6d begins on-

up method if you have sex anytime trom the

.; Sunday you start your first pack until the next
: Sunday (7 days).- Condoms, foam, or the s sponge

are good back-up methods of birth control.
"WHAT TO DO DURING THE MONTH

1. TAKE ONE' PILL AT THE SAME . 11ME EVERY

DAY UNTIL THE PACK IS EMPTY

Do not skif pllls éven if you aré spottirig or bleed—

ing between monlhly penods or. feel sick:to your

stomach (nausea)

Do not skip prlls even.if you do not: have sex- very
often.

2. WHEN. YOU. FINISH A PAC OR SWITCH

1. Take 2 DI"S on: the day you remember and 2
pills the next day.

in: the -Z‘days after you miss pills: “You MYUST 4 use’
arnother - birth: contrdl method (such as conc_l .
foam, or sponge) as ‘a back:up for:those 7-d4y
If. yoir MISS 12 blue act ills: i
3RDWEEK: ~ :: "+

T Ifyou area Day 1 Slaner .
THROW OUT the ré:
new pack that s
you are:a Sund i { :
Keep takmg 1 pill évery day:until"Sunday. On
- Sunday,: THROW. OUT the.rest of the pack and

2: You: maylnot have your penod thls monlh but
thisis expecled However, if'you fmiss your:period -
2. months-in‘a raw; calf.your. doctor orclini
because yol might be pregnant.- ¢

Hyou area Sunday Staner- -
Keep taking. 1 pill every day. untit Sunday
Sunday. THRQ OUT the rest.of the pack and.:
stari a new pack of, pills that same day. -
2. You may not have your:period this monlh but

this is.expected. However, if'you miss your-period
2:.months in a.row, call your .doctor or clinic
because you might:be pregnant.

‘ou-MAY BECOME PREGNANT if youhave sex -
the 7-days after-you miss -pills. - You MUST usé:

H

- i another birth ‘control ‘method (such as-condoms,”

foam,'or sponge) asa back-up for those. 7days

2.Then take 1.pill a day,untll«youvﬂnxs_h-the pack.;i
' 3.:'You'MAY BECOME-PREGNANT.- if you' have sex: .

3:-You MAY BECOME PREGNANT. |f you Have:sex
in the Z:days after you: miss-pills. .You:MUST use
another birth control method {such as_condoms,
foa_'n_l_.»onqunge)_asra-back«,]p for those 7 days. ...
1f-you.MISS 3 OR' MORE white, Jight:blue;-or- blue
“active™pills.in:a row (during the first 3 weeks)

1 lf you are a Day 1 Staner

)




. "+ - A'REMINDER FOR THOSE ON 28-DAT PAUKS! *
. : if-you forget any of the 7 green *remindei* pills in
Week 4: -
© THROW AWAY the pills you imissed.
- Keep laking 1 pill each day unti! ‘the pack is
empty: i
f . . You do not need a back-up method.

’ -‘. S . - P . FINALLY, IF YOU ARE STILL NOT SURE WHAT

TO'DO ABOUT THE PILLS YOU HAVE MISSED:
Use a BACK-UP METHOD anytime you have sex.
KEEP TAKING ONE *ACTIVE® PILL EACH DAY
until you can reach your doctor.or clinic.
. INSTRUCTIONS FOR USE |
‘DIALPAK® Tablet Dispenser-28's
1.The DIALPAK comes to you set for Sunddy
Start. If your physician has instfucted you to start o n -
pill-taking_ on the SUNDAY after your menstrual
. . . period has begun, or has instructed you to start '
- . . . . pjlle!akin'g'dn the fitst day of your menstruat period .
: ’ : - " and that day is SUNDAY, go to the directions in . -
Number 3. . .
271 you are 'to start pill-taking on a day other than
: SUNDAY, the enclosed calendar label has-been
providéd and will be. ptaced over the calendar
printed. on the plastic.in-the center of the- DIAL-
. PAK. To.putlabelin place, identify your correct
i - starting day. locatethat day on the labe}, line that : ’ o .
day up with'the pill to which the word START and . . .
_ the black Day Arrow are pointing, remove the T ’
label from the: backing and press the label over
3 i the printed caléndar on the center plastic... . .
S o - L : 3. When the compact is open with cover at top; -
- . - . the pills should be arranged as they are in the pie-
i ture. If not, turn the fibbed outer ring until the pills
" are positioned correctly. . B

4. The first white pill you will take is'indicated by -
START and. lines,up. with the black. Day. Airow in -,
the center of the DIALPAK. the, direc:
tionsinNumber3. . D
5.. Push.down on the first white pill with your
. thumb or forefinger. The pill. wilt come out ihrough
- B a hole in the back of the package. R
= | 6..The next.day,.tum.the DIAL to the right using .
the ribbed outersing to'the next.white pill and your
o . . S -. . { second white pillis ready to be taken.
.- . . RS ) o Lo -1 7. Aher you have taken 7 white pills.. 7,
P . o . Lo e light blue-pilis and 7 blue pilis, take one
green, pill daily for 7. days. During this
time your period should begin. .-
- 8. After you have taken all the piils, start
a new, pack of pills-even if your period is -
notyetover, ' ¢ T ] .

{ ORTHO PHARMACEUTI

i CORPORATION"
i Raritan, New Jersey 08869

{ { ©0PC 1992 Printed.n USA.
.- 620-10-910-4 Revtsed December. 1996:
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328 Day
Regimen
(norgestimate/ethinyl estradiol)

ORTHO TRI-CYCLEN®

620-13:014-5 V. NDC0062:1903-20
Each white tablet contains 0.180 mg rorgestimate
and 0.035 mq_ ethinyl estradiol. Each light blue
tablet contains 0.215 mg norgestimate and 0.035
mg ethinyl estradiol. Fach blue tabiet contains
0.250 mg norgestimate and 0.035 mg ethinyt estra-
digl. Each green tablet contains inert ingredients.

This product {like 211 oral contraceptives) is intended
{o preveni pregrancy. It does not protect. against Hi¥
- intection {ADS) and other sexuatly iransmitled disgases.

DEC] BRIEF SUMMARY
PATIENT PACKAGE INSERT
Caution: Federal law prohibits dispensing
without prescription.
Oral contraceptives, also known as “birth control
pils™ or “the pill” a8 taken 1o prevent pregnancy.
ORTHO TRI-CYCLEN may also be taken:1o treat
‘moderate acne in females who are ablé to use the
pill. When taken corectly to prevent pregnancy. oral
contraceptives have a falure rate of less tian 1%
per year when used without missing any pilis. The
typical failure rate of large Aumbers of.-pill users is
\ss than 3% per yedr ‘when women who miss pils

Zre included. For most women oral contraceptives
aré also free of serious ‘or unpleasant side’ effects.
However, forgetting o take pills considerably
incfeases the Charices of pregnancy. ’

For the majority of women, oral contraceplives can
be taken safely. But there are some women who are
at high risk of developing certain serious diseases
that can be.fatal or may cause temporary or, per-
manent disabiity. The risks associated with taking
oral contraceptives increase significantly if you:

esmoke - : ;
ehave high blood pressure, diabetes,.. high

cholesterol.:. .. ..

« have dr have had clotting disorders, heart attack,
ke, angind pectoris, cancer of the brest of sex
organs, jaundice or malignant or benign fiver tumors
gh cardiovascular disease risks may .be
ised with oral contraceptive use after'age
AQ in‘healthy, aon-smoking women {even with
the newer low-dose formulations), thére are also

greater. ‘poienliar-healm risks associated. with

pregnancy in older women. R

You should: not take the. pill i ‘you suspect
. you are pregnant-or. have unexplained vaginal

bleeding. . R :

-Cigarette smoking increases U |
‘of serious catdiovascllar side ‘effects
_ from oral contraceptive’ use, This:risk.
:.increases. with. age and with- heavy:
- smoking:(15 or more cigarettes: perday)
.. and is quite marked in women OV 35 .
years of age. Women who usée: 4
fraceptives are strongly ady
to-smoke. !

Most side effects othe-pill are riot SEFOUS: The
mostcommonsuch efféctsare ‘nausea, vomiting,
bleeding bétween menstrual. periods: weight
gain, breast tenderness, and di iculty.wearing
contact-lenses. These side effects, €S| cially
nauséa and vomiting, may subside within. the
first three months of use. i ’

The seripus side effects of the pill gccur very
infrequently, especially if you are in good healih
and are young: However, you should know;tha
the following medical conditions hay
ciated with or made worse by the pill
lood. clots in. the legs (thrombophlébllis),
gs (pulmonary embolism), stoppage orrupture
geé
f

angina pectoris) or other.g bo!
méntioned above, smoking increases the !
of heart attacks “and-sttokes ‘and subsequent
serious medical consequences. - = - Lt
+ 2. Liver tumors; which may rupture and cause
severe bleeding. A possible but not:gefinite
association has beenfound withthe pill and lives
cancer. However, liver” cancers are.extie nely
rare. The chance of developing liver cancerfrom
using the pill is thus even arer . e
3. High blood pressure, although blood pressut
ustially returns o normal when thepiltis stopped.
The, sympl iésociated with these sefigus
side effects are discussed in thie detailed, t
given 10 you with your supply of pills. Notify
doctoror fealth care provider ifyo ce!
un'us'ual‘bhysiealidislurbances whil
pitl. In-addition, drugs such as rifarmpin; as well
as seme-anticonvulsants and some antibiotics
may decrease oral contraceptive effedtiveness.
There is conflictamoeng studies regardingbreast
cancer andsoral cor ptive use.:Som di

have reported an increase in the risk of develop-
ing breast cancer, particularly at-d youngérage.
This increased risk appears to be relatéd-
duration of use. The {najority,_,pf studie L
found no overaft increase in the risk of devel ping
breast cancer. Some studies have found an in-
crease in thé incidence of:cancer thie Tervix
in womefi who use oral contracep! However
this i@hd‘uj\g may-be retated 1o factors other'th

the ‘use of oral contraceptives. There is:il
cient evidence to rule out the possib
pills may-cause such cancers: ~
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Taking.the combination pifl provides some impoitant
non-contraceptive” benefits. These include less
paififul Méhstruation, less menstrual blood loss ang
anemia, fewer pehvic infections, and fewer cancers
of the guary and the linirig of the uterus’™’
Be sure 1o disciiss any medical condition you may
have with yoiirhéalth' care provider. Your health care
provider will take a medical and family history-before
prescribing oral contraceptives and will examine
you. The physical examination may be délayed to
another time if you request it and the health care
provider believes that it is a good medical practice to
postponieit. You:should be reexamined at least once
a year while taking oral contraceptives. Your phar-
macistshould have given you the detailed patient
information fabeling which gives you further informa--
tion which you'should-read and discuss with your
health care pioy - L
ORTHO.TRI-CYCLEN, {like all oral contrateptives)
is_intended--toprevent -pregnancy. "ORTHO
CYELEN is also used {0 treatmoderate aene
i ales ‘whe 7103 al contracep:,
tives. Oral contraceptives do nat protect against:
transmission” of HIV (AIDS) anid_other, sexually
transmitted diséases such. as’ chlamydia, genital
herpes; genital warts, gonorrhea; hepaititis, B, and
syphilis. § :

HOW TO TAKE THE PILL

'MPORTANT POINTS TO'REMEMBER
BEFORE YO START TAKING YOUR PILLS: -
1BE SURE TO-READ THESE DIRECTIONS:
Before yoU starttaking your pills. -
Anytime you are riot sure whattg do.”
2.THE. RIGHT.WAY TG ‘TAKE THE.PILL. 1S )
TAKE ONE PILL EVERY DAY AT THE SAME TIME.
¢ - pills you could g
ing the pack a
you miss, thy

3. MANY WOMEN HAVE SPOTTING OR LIGHT
BLEEDING, AY FEEL 'SICK. TO' THEIR
ST G THE FIRST 1.3:PACKS OF

tly.go
octor, -

or cinic:
4. Mi
T

U HAVE ANY: QUESTIONS ,ORARE
EABOUT THE INFORMATION, IN. THIS
cally octor-or.clinic., !

i

7 white *active” pils, 7 light b
pils, and 7 blue "active® pils..

) 10 take for 3 weeks, There are”*
“active”
Sis fol- -

lowed by 1 week of “reminder* greeh-pils  *
{without homnones).
3.ALSOFIND: |
1)M\eteonmepad<tostantaldngpﬂls,
2)in what order o take the pils.
3)see pill package diagram and addi-
tional instructions for using this package
on reverse side.
4. BE SURE YOU HAVE READY AT ALL
TIMES:

See reverse side for additional information.

|
;
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: ANEXTRA. FULL PlLL

use as a

WHEN 70 START THE FIRST PACK
PILLS™ = -

You havea-choice of whlch'day to start
taking your first pack of pills: Decidewith
your dogtor of -¢linic which-is the best *
day for. you. Pick a time of day. whlch will
beeasy fo- remember +

t a‘c’lwe" white pill-of-the
e first 24 hours of your
period. N
2.You will ‘not ieed to, use’a back-up
method of birth control, since ygu are slarhng
the p|II atthe beglnmn of your penod R

1.Take the: llrst acuve whute p|II of xhe first pack
on the Sunday after your_ period staris, eveliif
you are still bléeding. f your perio
Sunday, start the pack th

2. Use another method of birth controlas; a back—
up- methodril. you have sex anytime ler the
Sunday.-you- start your, first pack untilthe. next
Sunday-{7.days). Condoms, feam, or.the sponge
are good back- up methods of birth conlroL

- WHAT TO DO DURING THE MO TH

1o your stomach-(nauseay. &
Do -not sktp pxlls even it you do nol have sex
very often. .

2, WHEN: Y ; v PAC T
YOUR BHAND OF PILLS: :
Start {He next pacifon the’ day after your last
“reminder” p Do nol wan any days between
packsi . b L

WHAY TO DO IF VOU MISS PILLS

2 Youdonot need to usga back—up bi
method if you-have sex
Ifyou MISS: 2 white orlight blue:“activetpills in
a row-in WEEK 1ORWEEK 2/0f:your. panlc

JANIT if you
fter yoti miss'pills:?

day St

‘€ep taking 1 plll ever
Sunday THROW- QUT lh
start a new pack of p:lls l

1 If you are a'Day1 Sfal
THROW:QUT:the rest ofth
a'newbackthatisame day.

5 (s
ogndoryis; loam or. sponge) as a-back:
those 7:days

Use a BACK-UP METHOD anyfime youhave 5ot
KEEP. TAKING. ONE “ACTIVE" PILL EACH-DAY
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DEC 29 1994

NDA 19-653 SUBMISSION DATE: November 3, 1994

ORTHO-CYCLEN® Tablets
Norgestimate/Ethinyl Estradiol

NDA 19- 697/

ORTHO-TRICYCLEN® Tablets O R ! 6 E E\E ﬁi L

Norgestimate/Ethinyl Estradiol
The R.W. Johnson Pharmaceutical Res. Inst.

Div. of Ortho Pharmaceutical Corp. :
Raritan, New Jersey REVIEWER: Angelica Dorantes, Ph.D.

TYPE OF SUBMISSION: Supplemental Amendments - Revised Labeling, 1994  Code: 3 S

SYNOPSIS:

On November 3, 1994 the sponsor submitted an amendment to supplement No. 12 under
NDA 19-653 for ORTHO-CYCLEN® Tablets and an amendment to supplement No. 5 under
NDA 19-697 for ORTHO-TRICYCLEN® Tablets.

In these supplemental amendments reference is made to the approved NDAs 19-653 and
19-697 for ORTHO-CYCLEN® Tablets and ORTHO- TRICYCLEN® Tablets, respectively, and
spemﬁcally to the Pysicians' Package Insert and Detailed Patient Labeling for these oral
contraceptive tablet products. Pursuant to 21 CFR 314.70(b)(3), the sponsor is proposing

changes to the "CLINICAL PHARMACOLOGY, PRECAUTIONS, .& L 1
C A sections of the Physicians' Package Insert and the '~ a
C _1 section of the Detailed Patient Labeling. The proposed

labeling revisions are included in Attachment L.

In support of these labeling changes the sponsor has included reprints from the scientific

literature~ ~ ' , . |
rC ] (References are listed in Attachment II). »

RECOMMENDATION:

The Division of Biopharmaceutics has reviewed the amendment to supplement No. 12
under NDA 19-653 for ORTHO-CYCLEN® Tablets and the amendment to supplement No. 5
under NDA 19-697 for ORTHO-TRICYCLEN® Tablets, and feels that the proposed changes
to the CLINICAL PHARMACOLOGY section of the September 1994 revised labeling are not




acceptable. This decision is due to the fact that currently FDA is attempting to standardize
the content and presentation of the information/data that is to be given in the
Pharmacokinetics section of a product's package insert. Therefore, it is recommended that
the sponsor include a Pharmacokinetics section into the Clinical Phalmacblogy section of
each product's package insert. ' This Pharmacokinetics section should be organized to
present appropriate information/data under the subheadings of Absorption; Distribution,
Metabolism, and Excretion. Also included should be a section with the heading Drug-
Drug Interaction. Lastiy, a table with mean (SD) pharmacokinetic parameters to include
Tmax, Cmax, 3 and half-life for . ' 9 and
ethinyl estradiol, should be prépared. For providing mean pharmacokinetic parameter
values, all the relevant and appropriate data from across the different studies should be
used. The package insert information may be obtained from the sponsor's studies and
published references. After the pharmacokinetic information is incorporated into the
labeling, the sponsor should resubmit the package insert for its review. ‘

Please convey the Recommendation as appropriate to the sponsor.

NOTE: Attachment I and I are been retained in the Division of Biophanmnacentics and may be obtained upon request.

Angelica Dorantes, Ph.D.
Pharmacokinetic Evaluation Branch II

RD initialed by John Hunt. JPH 12/29/94

FTinitialed by John Hunt. < _ S o—1afs0 fip

cc: NDA 19-653 & 19-697, HFD-510, HFD-427 (M. Chen, Dorantes), Drug, Chron, and HFD-19 (FOI)
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~ Archival NDAs (2)

.653/S012 S

R.W. Johnson Pharmaceutical Research Institute ' : : oFH
Attention: Ms. Donna Panasewicz '

Manager, Regulatory Affairs

920 Route 202 South

P.O. Box 300

Raritan, NJ 08869-0602

Dear Ms. Panasewicz:

We acknowledge the receipt of your March 7, 1997, submissions containing final printed labelmg in
response to our January 29, 1996, letter approving your supplemental new drug applications for :
Ortho-Cyclen (norgestimate/ethinyl estradiol) Tablets, Ortho Tri-Cyclen (norgestxmate/ethmyl estradlol)
Tablets.

We ﬁlrther’acknowledge the additiohal changes incorporated into Ortho Tri-Cyclen with regard to the
indication for Acne which was approved by the Division of Dermatologic and Dental Drug Products on
December 31, 1996.

We have reviewed the labeling that you submitted in accordance with our January 29, 1996 .and
December 31,-1996 (for Ortho Tri-Cyclen) letters, and we find it acceptable

If you have any questlons contact Chrlstma Klsh PrOJect Manager at (301) 827-4260.

- LisaD. Ranck M D
. Director
" Division_of Reproductlve and Urologlc Drug Products
ce of Drug Evaluatlon i

CC

HFD-580

HEF-2/Medwatch (with labeling)-
HFD-102/ADRA (with labeling)
HFD-40/DDMAC (with labeling)
HFD-95/DDMS (with: labeling)
HFD-613/0GD (with labeling)
HFD-735/0PDRA (with labeling)
DISTRICT OFFICE X
‘HFD-580/CKish/11.25.98/n19653ar.s12

ACKNOWLEDGE AND RETAIN (AR)
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THZ RV OHESOM

PHARMACEUTICAL RESEARCH INSTITUTE

ROUTE 202. P.O. BOX 306, RARITAN NEW JERSEY 08863-0602

MAR 0 7 1997
Food and Drug Administration "~ NDA 19-653 (S-012)
Center for Drug Evaluation and Research ORTHO-CYCLEN?® Tablets
Office of Drug Evaluation II, HFD-580 (Norgestimate/Ethinyl Estradiol)
Attn: Document Control Room 14B-03 _
5600 Fishers Lane ~ Please cross-_refer to:

Rockville, Maryland 20857-1706

femamcndie. NDA 19-697 (S-005)
- ORTHO TRI-CYCLEN® Tablets
(Norgestimate/Ethinyl Estradiol)

FINAL PRINTED LABELING
* Dear Sir/Madam:

Reference is made to your approval letter dated January 29, 1996 for our supplemental New Drug
Applications dated November 3, 1994 and our amendments dated November 30, 1995. These
supplements provided for a revised statement in the CLINICAL PHARMACOLOGY section of
the combined ORTHO-CYCLEN/ORTHO TRI-CYCLEN Physician Package Insert regarding
receptor binding studies, additions to the PRECAUTIONS section of additional drug interactions.
‘with laboratory tests, as well as an expanded statement regarding triglycerides and drug
interactions with laboratory tests. These supplements also provided for additional references to
the REFERENCE section of the combined Physician Package Insert.

At thls time, we wish to submxt the final printed labeling for ORTHO— | 2ad-QRTHO -

This final printed labeling further incorporates changes to the labeling that were submltted to
NDA 20-681 for ORTHO TRI-CYCLEN Tablets for acne and approved by the Division of
Dermatologxc and Dental Drug Products on December 31, 1996. These changes provided for
ORTHO TRI-CYCLEN for the treatment of moderate acne vulgaris in females 215 years of age
who have no known contraindications to oral contraceptive therapy, desire contraception, have
-achieved menarche and are unresponsive to topical anti-acne medications.

n:\orthotriviinlabl.docM o . ) .
LA JOLLA . RARITAN : SPRING HOUSE




MAR 0 7 1997

‘In accordance with your January 29 1996 approval/ letter, appended are twenty copies

each (12 mounted on heavy unmounted) of the combined ORTHO-
CYCLEN® JORTHO TRI-CYCLEN® Physician Insert, combined Detailed Patient
Labeling and the ORTHO TRI-CYCLEN Brief Summary Patient Package Inserts for our
28-day trade and 28-day clinic packages.

Please be advised that the Brief Summary Patient Package Insert for our ORTHO TRI-
CYCLEN 21-day package has not been printed to date and we have no immediate plans to
produce this package; therefore the 21-day brief summary is not included in this
submission. Should we decide to produce this package in the future, the final printed
labeling will be submitted at that time.

Should you have any questions, please coﬁtact me at (908) 704-6140 or our phone number
~ dedicated for FDA use, (908) 704-4600.

Sincerely,

The R.W. Johnson _
Pharmaceutical Research Institute

//__"_//é e /(i/C_//j— i’--z)@’(—&‘{)\f'
Donna Panasewicz

Manager
Regulatory Affairs

" n:orthotriVintabl.doc/2



| THE R W JOHNSON
PHARMACEUTICAL RESEARCH INSTITUTE

ROUTE 202, P.O. BOX 300, RARITAN, NEW JERSEY 08869-0602

Solomon Sobel, M.D.

Food and Drug Administration
Division of Drug Metabolism and
Endocrine Drug Products
Center for Drug Evaluation & Research
HFD #510

DOCUMENT CONTROL RM#14B-03
5600 Fishers Lane

NOV 30 1395

NDA 19-653

ORTHO-CYCLENS® Tablets
(norgestimate/ethinyl estradiol)

Please cross-refer to:

NDA 19-697 '
7 ORTHO TRI-CYCLEN ® Tablets

(norgestimate/ethinyl estradiol)

- Rockville, Maryland 20857-1706

LABELING SUPPLEMENT
AMENDMENT

Dear Dr. Sobel:

Reference is made to our approved New Drug Applications 19-653 and 19-697 for
ORTHO-CYCLEN Tablets and ORTHO TRI-CYCLEN Tablets, respectively, and more
specifically to our November 3, 1994 supplements (Supplement 012 for ORTHO-CYCLEN
Tablets; Supplement 005 for ORTHO TRI-CYCLEN Tablets) which proposed changes to
the Physicians Package Insert and Detailed Patient Labellng for these oral contraceptive
products

At this time we wish to amend these labeling supplements by deleting the following two
proposails (one from the Physicians' Package insert and one from the Detailed Patient
Labeling): '

Physicians' Package’ Insert

LA JOLLA RARITAN SPRING HOUSE TORONTO ZURICH
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Detailed Patient Labeling

We now request that these two items be deleted but we still wish, however, to incorporate
the remaining proposals, noted as points 1 to 4 under "Physicians' Package Insert", in our
November 3, 1994 submission (copy attached).

If you have any questions please contact me at our phone number designated for FDA
use only, (908) 704-4600 or if you prefer you may contact me directly at (908) 704-4812.

Sincerely,
"REVIEWS COMPLETED
The R. W. Johnson -
CTI i Pharmaceutncal Research [nstitute
(] )?I ER Z/
7/ 7
- CSOINITIALS - DATE

c: Dr. L. Stockbridge (HFD 510)

ortho_cy\itrilabadm.jc
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' 'FORM FDA 3217c (3/93) -

C DEPARTMENT OF HEALTH & HUMAN SERVICES | Public Health Service

Food and. Drbg Administration
Rockville MD 20857

pate NOV | O 1994
NDA No. 19-697

The R.W. Johnson Pharmaceutical Research Institute’
‘Division of Ortho Pharmaceutical Corporation

U.8. Route 202, P.0O. Box 300

Raritan, NJ 08869-0602

Attention:  Isabel B. Drzewiecki

 Déar SirMadam:

: We :acknowledge receipt-of your supplementalv. application for the following:
- Naﬁ'e‘of_brbg; ' ORTHO TRI-C_§ECLEN

: _NoA Namber: '19..-'5_97 | |

Sr]'bplemehtu Number; . = 05

Date of Supplement:  November 03, 1994
' Date_ of Receipt‘: . November ‘04 1994 '
Unless We. flnd the appllcatron not acceptable for frlrng, the frlrng date wrll be 60 days from the receipt date above. ‘

i ’}AII communrcatrons concernmg th|s NDA should be addressed as follows

'Center for Drug Evaluatron and Research
L ,_Attentlon ‘Document Control Room.14B-03
.-+ 5600 Fishers’ Lane; HFD~510 )
' _,_Rockvrlle MD 20857

upervrsory Consumer Safety Offrcer , : R
Division of Metabolism and Endocrine. Drug Products~ A
Center for Drug EvaIuatlon and Research
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THE RW, JOHNSON «

' PHARMACEUTICAL RESEARCH INSTITUTE

ROUTE 202, P.0O. BOX 300, RARITAN, NEW JERSEY 08869-0602

| e NDA SUPPLEMENT
ORIGINAL 7 ™o
Solomon Sobel, M.D. | LABELING SUPPLEMENT
Food and Drug Administration
Center for Drug Evaluation and Research NDA 19-653

Offlce of Drug Review Il, HFD #510 2" e ORTHO-CYCLEN® Tablets -
: SRTB-03 = norgestimate/ethinyl estradiol)

5600 Flshers Lane o

Rockville, Marylang¢26“85g BiNase cross-refer to:

Reference is . mde oAU, & Sroved.MEw Drug Applications 19- 653 and 19-697 for
ORTHO-CYCLEN, Tallp o TRI-CYCLEN Tablets, respectively and
specifically to the Rhy&iciass’ Package Insert and Detailed Patient Labelmg for these oral
contraceptive table’f

Pursuant to 21 CFR 314.70(b)(3), we wish to propose changes to the "CLINICAL

PHARMACOLOGY," "PRECAUTIONS" AND [ A
C 4 sections of the Physicians’ Package Insert and the C |
C 7 section of the Detailed Patient Labeling. The

~proposed revisions are as follows:

Physicians’ Package Insert

1. in the "CLINICAL PHARMACOLOGY" section of the insert we propose adding the
following after the current first paragraph:

- Receptor bmdmg studnes as well as studies in animals and humans, have.
shown that norgestimate and 17-deacetyl norgestimate, the major serum
metabolite, combine high progestatlonal activity with minimal intrinsic
androgenicity (90-93). Norgestimate, in combination with ethinyl estradiol,
does not counteract the estrogen-induced increases in sex hormone binding
globulin (SHBG), resulting in lower serum testosterone (90, 91, 94).

LA JOLLA ~ RARITAN  SPRING HOUSE TORONTO ZURICH-
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2. in the "PRECAUTIONS" section under subheading “8. INTERACTIONS WITH
LABORATORY TESTS" we propose changing line "d." as follows:

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

To: "d. Sex hormone binding globulins are increased and result in’ elevated
levels of total circulating sex steroids; however, free or biologically
active levels either decrease or remain unchanged.”

3. in the "PRECAUTIONS" section under the subheading "8. INTERACTIONS WITH
LABORATORY TESTS" we propose changing line "e." as follows:

From: "e. Triglycerides may be inCreased."

To: "e. High-density lipoprotein (HDL-C) and total cholesterol (Total-C) may
be incréased, low-density lipoprotein (LDL-C) may be increased or
decreased, while LDL-C/HDL-C ratio may be decreased and
triglycerides may be unchanged.”

4. The "REFERENCES" section of the current inserts will be revised to include
references 90, 91, 92, 93 and 94 as outlined in Point 1.

Detailed Patient Labeling
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In support of this supplement we have included re rints from the scientific literature,
E: ] Articles to support the other revisions may be found in
Volume 1 of 2. To facilitate your review, we have included a summary of proposed
labeling changes and annotated Physicians’ Package Insert and Detailed Patient
Labeling. Furthermore, we have also appended a completed Form FDA 356h and four

copies, in draft form, of the Physicians’ Package Insert and Detailed Patient Labeling
which have been revised as cited above.

Should you have any questions, please contact Mr. Joseph Carrado at (908) 704-4812.
Sincerely,

The R. W. Johnson
Pharmaceutical Research Institute

Isabel B. 'y ewiecki
Senior Director

Regulatory Affairs
IBD/cmw N

Enclosures

nortriclc\ltn\jc2794.mw



