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FULL PRESCRIBING INFORMATION

WARNING: CIGARETTE SMOKING and SERIOUS CARDIOVASCULAR

From commation orel contraceptie (ca:) usa. The rik ncranses with
29e, partcularyin women over 35 yea

Rt aver 35 years of age and Smoke (o6 CONTRANDICATIONS
(@,

1 INDICATIONS AND USAGE
1.1 Oral Contraception

TriLo-Marzia™ Tablets or use by females of reproductive potential to
Drevent bregnancy lses CLNICAL STODIES (4

2 DOSAGE AND ADMINISTRATION

2.1 How to Start Tri-Lo-Marzia

ao. 2y Lt
Table 1). For the frst cyck of a Sunday Start m]\mﬂv o acciona menod

tration,
2.2 How to Take Tri-Lo-Marzia

instructions for Administration of Tri-Lo-Marzia

Staring Cocs g (bay 1 start v Day 1 start:

Important: o Tor 3 total of 21 days.

e
Cansier the possbikty of ovuiation and conception prir to inaton of ths product. © Take one green 7 were taken,
° me day of the- Ton the.

Marzia active tabets are whit to off whie (Day 1 to Day 7), lght bue (Day 8 to Day 15) and bue (Day 16 to Day 21) and has oreen inactive tables { Day 22 to Day 28)
Sunday start:
o e of menses. Due to of uss (such as condoms and sper first seven days of the patient’s first cycle pack of Trk-Lo-Marzia.

o a vt 21 gy,

o Toke one green 97 days
the same day of the week . on the Sunday after

Sukciog to 1 Lo Mars rom ancthar orl contracepte
ancthar conraceptive mathed to T Lo-Harsa Start Tri-Lo-Mar:
o' the day when nxt appication woud ave been schedued
5 On the day when next insertion would have been scheded
Injecti o Onthe day when next o woud haebeen schedled
 intravtarine contraceptive 0 On the day of removal
& I he D & not remove o frst dayof the patent’s menstrua cyck, d for
o Implant © On the day of removal
Complete instructions to faciltate patient counseling on proper tablet usage are located in the FDA-Approved Patient Labeling.

Starng Lo ar e sbcin o Micarige
Firs
Viier ot imester aborton or micariage, T Lo Marza may b startsd

o Trilo-Marza

prstmrasdioibay
« 1T are & Nt started wehin 5 days st termaaton of thepregrancy,the
patient shoul
Spermicid) for the first seven days of her first cyck pack of TrkLo-Marzi,

Second-trimester:
Do not start unti 4 weeks after a second-rimester abortin or miscarriage, due to
the increased ik of thromboembolc dsease. Start 1 Lo-Marzia, folowing the
instructions in Table 1 for Day 1 or Sunday start, as desred. If using Sunday start,
micide) for
the st seven days of the patients (¢St cyck pack of Tr-Lo.Marz. (see
CONTRAINDICATIONS (4), WARNINGS AND PRECAUTIONS (5.1), and FDA
APPROVED PATIENT LABELING ]

Staring TrLo Marsl ate Chidith

e Tor o nox oty g hormand convacen,
o TrhloMarzi s
Foi

‘owlation and canception occurring pio to use of TrLo-Marzia
POPULATIONS AND (8.1 AND 8.3), and FDA-APPROVED PATIENT LABELING].

Biister Pack:

ST T

oy Starts Eoch lster s e Brepre e thedays f the ek, startg
i Sinday o facitae  Sunday St

« bay

L% vt day e s o the ek Fave been proveed wih i pack

order to accommodate a Day-1 Start regim

« Bk tne day abesrp st strs iy e i oy of your perd.picethic e
label st

o
roted o the s et oo beow

¥~ N %
\),J” O ‘,,L/fa

(©) \,,

thepit

back of the s,

Continueto

. hours
davinidaline i ave been ke

« When your bister s empty, you wiltart a new bister on the day after pil
5t il I every refh i oy 0 taken on e same day af the week, no matcer
when the patients next period starts.

2.3 Missed Tablets

‘Table 2: Instructions for Missed Tri-Lo-Marzia Tablets

0 1fone actve tablet & missed h Weeks 1, 2,0r 3 & frished.

0 Iftwo actve tablts are missed in Week 1 o Week 2 Take the two mssed tabkts 35 Soon 3% e
1 threeor n Weeks 1,2, or 3Day Lsta ihe pack and start a new

(such as a5 backup i the patient has sex within 7 days after missing tablets.

(such as condoms and spermicide) should be used as back-up If the patient has sex within 7 days after missing tablets.

2.4 Advice in Case of Gastrointestinal Disturbances

ceptive measures shoukl be taken. If vomiing or dirrhea accurs wihin 3
ours St ks ah acive i, P s o3 MGSed et o FDA APPROVED
PATIENT LABELING].

3 DOSAGE FORMS AND STRENGTHS



oMo Takts re a1 bt ach e contn 2l the

folo

et o whie,round, i coted tablts debossed wih LU on ane side and
631 on the other se of he taoet contans 0.18 g noroestmate and 0.025 o
ethinyl estraciol

« 7 ght blue,round, fim-coated tablts debossed wh LU'on one side and "E22" on
e therside ofthe abe contans 0.215 g orgestmateand 0025 mg ety

ol

« 7 b, found,fim-coated talets debossed weh LU on onesigeand 23
other Side

@ 3 e o, Heomuen o <o e Sebasse weh L0 onsne ke e
"E24" o the other sk of the tabet contains nert ingredents

nthe

4 CONTRAINDICATIONS

n develop the
folowing condions:
« A high rk of

Examples
e ko to:

© Smoke, f over age 35 [sce BOXED WARNING and WARNINGS AND PRECAUTIONS
&0

e deep ven thrombosis or pulmanary embolism, now or i the past fsee
WARNINGS AND PRECAUTIONS (5.1)]

o Have inerted or acouied hypercoaguopathies [see WARNINGS AND.
PRECAUTIONS (5.1)]

o ]
o )

o the neart for
‘example subacute bacterial endocardits wih valwar disease, or atral fbrilaton) [see.
WARNINGS AND PRECAUTIONS (5.1)]

© Have diabetes mellus wih vascular disease (soe WARNINGS AND PRECAUTIONS
o)

v hadachas it focalneurolokalsymptoms or maineheadaches wih aura
[sce WARNINGS AND PRECALTIONS (5.1
 Women over age 35 wih any migraine headaches [see WARNINGS AND

FRecAUTONS 57)

= Liver tumors, benign or malgnant,or Ier discase [see WARNINGS AND.
FRECAUTIONS (539

« Preguancy, because there s no reason to use COCs durig pregnancy [sce
WARNINGS AND PRECAUTIONS (5.9) and USE IN SPECIFIC POPULATIONS (8.1)]

« Current diagnos o, o Nistory of, breast cancer, which may be hormone sensive
[s6¢ WARNINGS AND PRECAUTIONS (5. 11)]

. previirtonave, with
o WEhoLE dasabuye d to the Borentalfor ALTceatons see WARNINGS AND.
PRECAUTIONS (5.3)]

5 WARNINGS AND PRECAUTIONS

51 Disor

« 510p Tr-Lo-Marza  an artera thromboti event or venous thromboti (VTE) event

St0p TriLo-Marzia  there s unexplained s of vision, proptos’s, diopa,

papledems, o retinal vascubr ks ions. Evabiate for reiihalvein thrombosis

mmediate see ADVERSE REACTIONS (6.2)

* Wi, st 1o o kst 4 weks o w2 e st

ther surgeres elas
Guringand folowing proonged mmobllzato

« Stat Tt Lo-Mar g et 4 weeks afer devery i wornan who ae ot

recing.

. ‘heusem Cocs bureses e skl VE. However,sreonancy creses the ot
= muct of COCs. The.

of use of COCs and when restartng hormonal contracetion after a break of 4
ks or onger The ik ofivomboenbol decase e 0 COCs raduay

« Use o COCS also ncreases the ik of arteril thramboses such a srokes and

cerebrovascular avents (thrombotic and hemorrhagic strokes). Ths risk increases.

wh age, partcuarly n women over 35 years of 29¢ who smoke.
« Use COC with cauton n women weh cardiovascuar dease Fik factors
5.2 Liver Disease
Impaired Liver Function
oonotuse: isease, such a

mbersaed)Crenocs of e fee CONTAADICATIONS (9], Kt

Ehrone dEtrance of et foncon fay ncctssttsthé dcapenuaion of COC use
il markers of Iver functon return to normal and COC causaton has been exchided
Discontinue TrkLo.Marzi f pundke develops

Liver Tumors
in women fsee
{4). Hesatc sceno se. An estimate.
ases/100, Rupture of nepati ad

3¢ 000
rovcasesen ivash hve sndemiolnemartnoge

i (55 yars) COC usars. However h r o et ancers I COC users 6 pan
one case per millon users.

5.3 Risk of Liver Enzyme Elevations with Concomitant Hepatitis C Treatment

i o i thans
times the upper I of normal (ULN), incding some cases greater than 20 times the

mmkamn; Such a5 COCs DEcontiwe TrLo arzla pror o sartng theragy wth the
Combinationdrug regimen ombieasiparkaprevi]onavir, WEh or WEhout dasabuvk
{5ee CONTRAINSICATIONS (9 oL a2 o b St spproxmte 3 weks

5.4 High Blood Pressure

TrbLo-Marzia & contraindicated in women wih uncortrolid hyperte

Typertension wAh vascusr diesse fsce CONTRAINDICATIONS (4] Fo woren

wek-controlld hypertension, montor blood pressure and stop Tr-Lo-Marzia f bood
e ries sgnficanty.

An ncrease n blood pressure has been reported n women taking COCs, and ths

increase s more fkel in okder women with extended duratin of use. The ncdence of

Pypertension creases wih ncreasing concentratons of progestn.

5.5 Gallbladder Disease.

Stuces sugoest a smal increased rebtive sk of developing galbiadder dsease amang
C users. Use of COCs may worsen existing galbiadder dsease. & past istory of
ncrea: Wom:

win may be at an
related chokstass,
5.6 Carbohydrate and Lipid Metabolic Effects.

Carefuly monkor prediabetic and dabetic women who take TrLo-Marzia, COCs may
iecrease glucose tokerance.

r women Asmat
broparton of women vl have adverse I changes whie on COCS
sk of pancreatls when using COCs.
5.7 Headache

g persisten,
or severe, evaluate the cause and discontiue Trs Lo-Marza f ndicated

aton of soverty.

of o

5.8 Bloeding Irregularities and Amenorrhea
Unscheduled Bleeding and Spotting
Unscheduled (breakthvough or inracycle) bleeding and spotting sometemes occur in

s an COCs,cspecil uting e st hree moris ofuse. fbesiingpersts o
s check forcoees
makgnancy.  paioogy o ey re exclude, bidng resubrtes may resobe

e s o WA 8 change 03 PTren Somrscept prod

andlor spetting was osscesed 1,673 wamen (11015 evabable ycis). A toalof 3

020w mmmmmumm :Morz.a et i port e 0 blesdng or spoting
women'using Tr+Lo-Marzia

iparionced unscheded Dladig 5t cycle e rst e e ercemtof wornen who

Amenorrhea and Oligomenorrhea

COCs, especly
When such 5 condton was pré exstent.
not occur, po:

e S o ST 5K (e o 3 i et She Shou e corge e
eanosec nasres f o patent s it o the rscribed g o mases
two consecutive perods, rule out preg

5.9 COC Use Before or During Early Pregnancy

derects in

prior o pregnancy. St

uring eary pregnancy. Dicontinue TrkLo.Marzia use I regnancy i confrmed,

Administration of COCs to nduce wihdrawalbleeding shouki ot be used a5 a test for
ey o USE N SHECIC PORULATONS 8.3

5.10 Depression

ahistory of TriLo-Marz
i iyl i

[5.11 Malignant Neoplasms

Breast Cancer

TrhLo-Marzia s contraindicated n females wha currently have ar have had breast cancer
because breast cancer may be hormonaly senstive [sce CONTRAINDICATIONS (4]

combined

(co
oetween ever currenc o pas)uscof CoCs ond mk uf breast oncer. However, some.
e L6 morts e ek o) and curren o whh onger curaton of CO€ vse
[see POSTMARKETING EXPEIENCE (5.2).

Cervical Cancer

increase in th risk of

nd otner factors,

5.12 Effect on Binding Globulins

Toing gomuin, 5o nermone bexing dobuin, and cortser i gabuln, Tne s of
replacement thyroid hormone ar cortisoltherapy may need to be ncreased
5.13 Monitoring
5 COCs shoukd have  yeary vt i s hesthcareproier o

2 bload pressure check and for her ndeatea neaknca
5.14 Hereditary Angloedema
I women wthhardtaryangocenn, exagenous stagens may nduce o exacrbate

mptoms of angio
5.15 Chioasma

may occasionaly occur, especialy n women eh a Hstory of chioasma

gravearum. Women with a tendency to chioasma shoukl avold exposure to the sun or
Ubraviolet raciation whie taking Tr Lo-Marzs.

6 ADVERSE REACTIONS

abeling
= Serious cardovascuar events and stroke [see BOXED WARNING and WARNINGS.
AND PRECAUTIONS (5.1
« Vascubr cvents [see WARNINGS AND PRECAUTIONS (5 1)]
< Liver discase [see WARNINGS AND PRECAUTIONS (5.2)]
Adverse reactions commonly reported by COC users are:
« Imegur uterne bieecing
< Nausea
« Breast tenderness.
fache

6.1 Cincal Trial Experience

cinicaltria of another drug and Mmay not reflct the rates abserved n clncal practice.
The safety
Tandamiet partah B, mksepte st cont ol el o Trio ez
forcomrceston, The laramaned sty nonregnan, vouteess ged 18 0 45

o ), o wire e i i e CoRs.
TR v otowe o up o 5 55y e
Common Adverse Reactions (= 2% of subjects)
The most comman adverse reactions reported by at least 2% of the 1,723 women using
the 28.Gay regimen were the olowng n order of decreasing cilence:

3%)
i o Sweling, dscharge, o d nigpie pain)
(10.3%) Frual deorders

(0.2%

depression, mood okered, moud sings and depessed mond) (7.8 cne (5151
ulvovasna iccion (3.34). abeerinal detensn 285, west creasd 2.4%)
fatigue (2.1%).

Adverse Reactions Leading to Study Discontinuation




headachefmigraine (1.2%), nauseaomiting (0.7%),cervical dyspiasia (0.7%), abdominal

pain (0.4%) ovarian cyst (0.3%), acne (0.2%), fltuience (0.25) and depression (0.2%).

Serious Adverse Reactions

Carcinoma ofthe cervix i stu (1 sublect) and cervicaldysplasia (1 subject.

6.2 Postmarketing Experience

Five studes that compared breast cancer isk between aver-users (current or past use)

ofCOCs and never-usrs of COCs reported n assocaton between ever Use of O
and breast cancer fisk. wh effect estimates ranging from 0.90 - 1.12 (Fgure 1).

breast
s se bt st and v s f COCS (Foure 1) G f these s
“The otner
foind n resed ek of 119 135 wih crrent o recen e Bt ol hese.
e found an ncressd o rest cancr i curen e ofger ot
Wih e s ranging fom 103 wih 55 thn one yrof COC use
approximatel 1.4 with mare than 8-10 years of COC us

Figure 1: Risk of Breast Cancer with Combined Oral Contraceptive Use

ok ratio; HR = nazard rato. “ever COC™ are females weh
current or past COC use; ever COC use” ae females that never Used COCS.

Uncertain size,

Infections and Infestations

Urinary tract nfecton

Malignant P nd Polyps)
Breast cancer, benign breast neoplasm, hepatic adenoma,focal nodular hyperplasia,
oreast cyst

Immune System Disorders

Syncope, conwision, paresthesia, dzziness.
Eye Disorders.

Visual mpaiment, dry eye, contact lens tokerance
Ear and Labyrinth Disorders

Vertioo

Cardiac Disorders

Tachycardia,paptations

Vascular Events

Arterial Events
Arterial thromboembolsm, myocardal nfarction, cerebrovascuar acckent
Respiratory, Thoracic and Mediastinal Disorder

Pancreattis, abdomina dstension, darrhea, constipation
Hepatobillary Disorders

Hepatits

Skin and Subcutaneous Tissue Disorders

photosensitky reaction, urtkari, prurkus, acne
Musculoskeletal, Connective Tissue, and Bone Disorders.
Muscle spasms, pan n extremty, myalia,back pain
Reproductive System and Breast Disordel

Ovarian cyst, suppressed actaton, vuliovaginaldryness
General Disorders and Administration Site Conditions
Chest pain, asthenic conditons.

7 DRUG INTERACTIONS

nteractions the potent for

No drug-drug nteraction studis were conducted with TrHLo-Marza
7.1 Effects of Other Drugs on Combined Oral Contraceptives
Substances Decreasing the Plasma Concentrations of COC:
Orugs or herbalproducts tht duce ceran eneymes, nckding ctochrome P30 3¢
(rP3na),

er o Cocs o netecse reaki g plsiing. Some droge o nerbol
Products that may decrease the ffectveness of COCS ickude phenyto, barbturates,

Telba
topiramate, rfabuti, ufinamide, apreptant and products containing SL. Johri's wort
oS and bleeding andior
Counsel women a
with COCs
28 Gays. to ensure

contraceptie relabity.
Colesevelam

Colesevelam, 3 ble aci sequestrant, given together with a COC, has been shown to
e

¥hours part.
Substances Increasing the Plasma Concentrations of COCs

ncrease AUC values for EE by approximately 20 (o 25% Ascorbic aci and
eceamanophen moy ncrcase plsma B concentations,possb by btionof
Conjugation. CYP3AA inhibkors such as iraconazok, voriconazole, fuct

Grapeik Sica, o ekotanenols mas neresse s hormane conteng ko
Human immuncdeficiancy Virus (HIV)Hepatits € Virus (HCY) Protease
Inhibitors and Non-nucieoside Reverse Transcriptase Inhibit

Sorifcont hanges ncrease or decrease) n the plsma concetratons ofestrogen

andjor progesti have baen noted f some cases of co-admintration wi HIV protease.
ihbtors (Gecrense (e, neinave,rhonur darunave fonavr,
phavirEonavt, and tr: ncrease [eg.,
DHCV protease no corevr

and telaprevir]) or WEh non-nuckeosiGe reverse transcriptase mNBEOrs (decrease (60
heviraphe or crease (eg. etravinel).

7:2 Efects of Combined ral Contracepties on Other Drugs
. other

i beinr, hioprine Sermie, 18 voooaso) s crmse
theirplasma concentratons.

Chfir a6, morphine, sakcylk ack,tomazepam and amotrigne. SANAcant
thely due to

nduction of
tage sahsimants of ot e mey b necessary

tnyrold

use of COCs.

7.3 Interference with Laboratory Tests
The use of contraceptive steroids may ifluence the resuls of certan boratory tests,
has s,

7.4 Concomitant Use with HCV Combination Therapy - Liver Enzyme Elevation
adminster TrLo-Marzia Tabiets weh HOV drug combinations containing
ombkasuir/partapreviironavi. WEh or WEhout dasabuvr, due to potental for ALT
Jevatons (sce WARNINGS AN PRECAUTIONS (5.3

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

There i It or ocs
during early.

i esucion deects) ok exposre o o0 COCS ot s Concepton o
Gty renancy

D0 not adminster COC to induce whdraul beeding 35 a test for pregnancy. Do ot

8.3 Nursing Mothers.

‘Advse the nursing mather o use other forms of cantraception, when possile unti she

has weaned her chid. COCS can reduce mik production 1 breastieeding mothers. T

s less kel to occur once breastfeecing s wekestabished: however, It can occur at any
¥ metaboites.

are present n breast mik.

8.4 Pediatric Use.

TiLo-Marzia Tabkts

under the age o 18 and for users 18 years and older, Use of this product before
menarche & not ndicate.

8.5 Gerlatric Us

s not ndcated inths
poputon.
8.6 Hepatic Impairment
Thepharmocoknercs o 1o Nord s ot beenstuded subeets i hepic
impairment. However, sterod hormones may be poorly metabotzed n patents wkh
hepatk mparment. ACULeor chronk GEturbances of et function may necessiate the
decontnualonof COC st maiers f s Tcton rlin s rormatong COC
has been excluded. [see CONTRAINDICATIONS (4) and WARNINGS AND.

SREcoTIONS 5911
8.7 Renal Impairment
The pharmacokinetis of TrkLo-Marzia has ot been studed i women wih renal

o

10 OVERDOSAGE
There have been 1o repors of serous il effects from overdosage of oral

bleeding n females and nauses.

11 DESCRIPTION
TriLo-
compound N

ate (ester) and ethiny] estrafol s designated 2t (19:nor-17a-
regnarl 35010/ ren 30 yne 317 dob

mg
iyl etradiol. Inacive ngrednts nckude anhydrous octose, roscarmelose
Sodum, hypromelose, actose monofydrate, magneskim stearate, mirocrystaline
ceose, polyethyiene glycol. povidone and thanium dioxide.

m ethinyl estradil. Inactive mgredients nclude anhydrous lactose, croscarmelose
Sogum, FDSC Blue No. 2 Aluminm Lake, hypromelose. ictose monohycrate,
povidone and

tanium dloxide,

« Each

el esrodol Il paredints ncude antydrous ese,coscamelse’
FDSC Bl

povidone and
anium dioxee.
= Each green fim.coated table cantains only nert ngrecints, a folowis:

yelow,
polyethylena glycol and teanium cloxide.

Sl-cuon
o " o~

12 CLINICAL PHARMACOLOGY
121 Mechanism of Action
cocs Other.




122 Pharmacodynamics.
No specfic pharmacodynamic studies were conducted with TrLo-Marza
12.3 Pharmacokinatics

Absorption

i P pati) mechanisms
to norelgestromin (NGHN) and norgestrel (NG), which are the major actve metaboites
of NGM.

NG and EE
admigtraton of TrvLo-Marzia are summarized 1 Tabe 3.

Nt s ot

sdmitatonof T M Accumten (clouny mu doshg o vt

NG /0. 02 0id for N

00107 £ compared wi S dose SR ratn. . sresmers Wk ok preacted

based on inear kinetics of NGMN and EE. The pharmacokinetics of NGHN

propartonal folown 01810025 e

{olowing s NGH dose nd o € were acneved o e threacycle sty or
inear accumuaton (4.5 o 14.5 fokl) of NG was observed as 3 resuk of high affnty

i s SHBG. whh s 5 Dob<a sctvt

Table 3 Summary of NGMN, NG and EE pharmacokinetic parameters.

Table

Mean (SD) Pharmacokinatic Parameters of Tr-Lo-Marzla During a
Three Cycle Study

Analyte”  Cycle  Day tmax (W) AUCoto2an  tuz ()
NGNGB 1 1 510 5.86(151)  NC
37 N
1 NC

2 28.1 (10.6)
Nttt ) 11 Ne
37 N
13 NC

2 36.4.(10.2)
e PO Ne
3 7 N
13 c

N
2 959088 1306 771003 177 (0)
I = oelgestromi, NG = norestel, € = thinyestadl

e ST s o S S ok
3 S ORI and WG Came ™ T AU ML
4 UntS oraianairas: - nSG

R AR

NGHN and NG are highiy bound (>97%) to serum pratens. NGMI & bound o abumin
20 nol o SHSC,whie UG boundprinaty 1o G, E s extensie bound (-37%)

Metabolism
Gl s exteniely metabled by st ass mechanisns e gasrontesiolract
andor Iver.

TGN et ar et niode NG, & s e ars
Fyroxyited and comgated metaboltes. Ahoush NGHN and 15 etchoes nhik >
varity of PA50 enzymes in human iver microsomes, under the recommended doss
regimen,

Serum kv, are reltiely low compared to the ity constant (K). €€ s o

conjugates.
Excretion

Folowing 3 cycks of administration of TrLo-Marza, the mean (= SD) eimination haf-ife
s, ot steady tate o NGHI, NG and € vere 281 (= 10 5 hours. sed 102

a1 177 (= 4.4] hours, respectiely (Table 2). The metaboltes of NGHN ar
S ceminted b el Teco PR,
Use in Specific Populations.

Effects of Body Weight, Body Surface Area, and Age:
T fects o body e, by surtace s, age o ace o thepharmacokints of

£ \vere evabi eathy women using po

e e samibtraon of KM 0.1 o 0,04 g o sk four

pharmacokinetc tues. Increasing body weight and body surface area were each

associt ma a0 AUCo o 241 vakies for NGHN an

Increases n CUF (oralcearancelfor EE. Increasig body weight by 10 kg s predicted to
e th folovin NGHN Coy by 9% and AUCo 10200 b <

by 12 ey B8 Cng by 13% and AUCo oy 129 These
Changes were stalktcaly sinficant. Inéreating age was assccel sight

dacreases (% i ncrasing ey ears) C«usnﬂﬂﬂCumumov NG and

Oniya
smalto

T an e Tolowng ThLo Morzia Tabts ey be xplaned by oy ol e above
demographic parar

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertilty
251

@),

14 CLINICAL STUDIES
I an active controld cinical il bsting 12 months, 1,673 women, 18 to 45 years old
compted 11,003 cycsof Lo ordo use ond aotalof 20 prenoncis were
Feported n TrhLo-Marza users. The racil demographi of those treated i

ariwas: Coucan (63), ATcar Amercan (63, Asn 2% anumherksw

32 9010 240
S0 18 0 35 yeurs weS poronimaIl 2.6 pregnonCe pe 108 wern Yers of use

16 HOW SUPPLIED/STORAGE AND HANDLING

16.1 How Supplied

TibLo-Marzla are avalable n 2 blster (NDC 63180.837-71) containing 28 tablts packed

n 3 pouch (NDC 68180-837-71). Such three pouches are packaged i a carton (NOC.

68150.837-73).

Eachbster (28 tablt) conan i he flowg rder

=7 whie o off whie, round, fim-c ebossed weh LU on one skle and
“E21"an the ater e Cortans 016 g nargestimat and 0,025 Shey
estradil

« 7t blue, round, - coated tablts debossed wih LU'on one sde and "€22° on
the other side contains 0 215 mg norgestimate and 0.025 mg ety estradil

7 Blue, round, fim-coated tabets debossed wh LU'on one sie ond 23" on the

other
7 green, round, biconvex,flm-coated tabkts (non-hormonal cebo) debossed weh
1o one sde and ©E24" on the other s contains nért ngredents

.2 storage C

« Store nus'cqw'ﬂ excursons permited 0 1510 30° 590 857 [sceUsP
Controlld Room )

« protect from

< Keep this and all medication out of reach of chidren.

17 PATIENT COUNSELING INFORMATION
See FDA APPROVED PATIENT LABELING (PATIENT INFORMATION and INSTRUCTION
FOR USE)

Counsel patents abou the folowing iformton:

« Coar the isk of .
and that women who are over 35 years okl and smoke shouki o use COCs [see
'BOXED WARNING].

« Increased risk of VTE compared to non-users of COC & greatestafte infialy
stating a COC or restarting (olowing 2 4-week o greater pikiree terva the same
o cifrent COC oo WARNINGS A1 PRECALTIONS (5.1

. sexvaly

transmied infecton:

« T Marza s no o b used durng sregnancy: € resnancy oceurs uring se of
Lo Marzia struct the patint to 5t0p further use [see WARNINGS AND.
PRECAUTIONS (5.9)

= Tokeone it il by mouth 3 he same i every da. st patints a0

ihe evnt et are s fee DOSAGE AND ADINSTRATION (2.2
« Usa’ backup o akermatve method of ontraceston whn enzyme aducers are
used i o ar e DAUG wmumcws o

sl 50 5E W SHECHIC POPULATIONS (63
. postpartu

should use
7

ption unl they have
Consecuive days [s6e DOSAGE AND ADMINISTRATION (2.2).

e frst s o Rl ot reGandy i th avat of amenin s o
CreEeuue Cyces (e WARNINGS AND PRECAUTIONS (551
Osrpured by
Lupin Pharmaceuticas, nc.
Saterre, waryanc 21202
unrea staes

Pthampur (WP, - 454 775
Inda

Revied: Juy 2022

PATIENT INFORMATION

TrbLo-Marzia™ [TRY-LOW-mar-ZEE-uh]

(norgestimate and ethinyl estradiol tablets USP)

What is the most important information I should know about Tri-Lo-Marzia?
Do not use Tri-Lo-Marzia i you smoke cigarettes and are over 35

‘Smoling creases your ik of Serous carciovasculr sl effects from hormonal bt
controlpils, including deatn rom heart atack, biood chots or stroke. Tis risk ncreases
Wih age and the number of careties you smoke.

What is Tri-Lo-Marzia?

o prevent
pregnancy.
How does TrkLo-Marzia work for contraception?

9
have of gettng pregnant

about 3 out of
pregnant during the frst year they use TriLo-Marzia

metnods of Brth control Each box on the chart contains a st of bith control methods
that are smiar i effectveness. The most effective methods are at the Lop of the char.

The box
Who do not use b control and ar trying 1o get pregnant.

Fenartan | Fowar praamancies

R

wmms

S0 orepreponcies —

Who should not take Trk-Lo-Marzia?

st makes i cat more than normal
= have certan heart vave problems or regubr heart beat that ncreases your i of
having bood ciot

< mdosoke
< had a heart

© Rave i D64 presure tht cannotbe ontrote by medicin

© have loetes wih Kianey,eye. nerve, or Do vesse Gamoge.

Rave certan kinds of severe migraine headaches with aura, numbness, weakness or
Changes i vsion, ar any meraina headaches I you are over 35 years of age
« have ver problems, nchuding Iver tumors.

ctonavr,

T
aminotransferase’ (ALT) n the bood.

have any unexplaned vagnal beecing.
« are preg

or any cancer
1f any of these conditions happen while you are taking Trk-Lo-Marzi, stop
taking Tri-Lo-Marzia right away and talk to your heakthcare

non-hormonal contraception when you stop taking Tri-Lo-Marzia.



What should I tell my healthcare provider before taking Tri-Lo-Marzia?
Tell your
e rechontor ek o oy b prs
o Gepresed now o nove heen deprasse
Rt yelowsof You e or ey (mundce) Causel by pregnancy (chlstss of
prear

i yourbras ol Tk o you hathcar prover abouthe et et “Lontrol
method for you whie breastféeding.

Tellyour heakicare rovider about i the medicines you take, rcling
edicines, vt

work, may affect
Pow wel TrLo-Harzia worl.
you take. Keep a st of

pharmacist when you get 2 new med
How should 1 take Tri-Lo-Marzia?
Read the Instructions for Use at the end of ths Patient Informton.
What are the possible serious skl effects of Trk-Lo-M:
« Lie preg:

blood clots in

Soma cther examples of sarous e ciots nchde bood clots b hetens

b 3 ke, are abese, o are oider than 35
years of age. Serious blood chts are more ikl to happen when you:
« frst start taking bith control pils

provider or go ot away

yol
Y pan that vl 00
= Suden severe shortoess of bresth
« sudden change i vision o bindness.
hest pain
+ @ suddn; sever headachs urike your s hdoches
ks o ambres s s g
« troutie speakan

Other serious side effects include:
« Iwer problems, inchuding:
e e tumors

f pregnancy.

 Colyour heatncare proveier F YU have yelown o your skin o e7es

= high blood pressure . You shouk sce your heathare provider or a yearly chck
of your bood pressure

« galbiadder problems.

« changes in the sugar and fat (cholesterol and triglycerides) levels in your

. including

perods, specily durng th fst 3 month of taking “Trido-Marzia,

e cancer inyour breast and

+ stk of your i specity wound your mouth, eyes, and n
edema). i T HeaARCae Broveer ¥ o v 3 Swoleh ace, 95,
bresthing. Your

Chanceof having anclosdem & Nt & you have s tory of angosdema,
« dark patches of skin around your forehead, nose, cheeks and around your
mouth, pregnancy .
chioasta shoud avoi spending a long tme in sunlight, tanning booths, and Under

i lams ng Tr+Lo-Marzia Jou have to

Wihat are the most common ske effects of TrkLo-Marzia?
« headache (ncliding migrane)
a

= tenderness, pan and dicomfort
= enlargement and sweling

i wh yourpeids (menstalcycl
oo changes. ! Aenng aep
viqma\ nfectons
Joati
Jron
atigue

TriLo-Marza ask

your heahcare provder or pharmackt.

You may report sde effcts to the FOA at 1-800-FDA-1085.

You moy o report e efects to LupiaPrrmaceuticas, nc o 1:800:399.2561 or

You can vist the Lupin webste at ww. pinpharmaceuticds.

What ke shoul | now sbout kg T Lo taete!

“iyou are taking Trk
L3 iz, Cortain bood ees may b afecd by Lo Harin

. sexvaly
transmited nfectons.

How should 1 store Tri-Lo-Mar

¢ SoreTrLoMari s room emperstursbetwon 6" (o TIF (20"t 25°C)

Ko Lot and s meines ou of o esch of ik

« Store away from

General information about the safe and effective use of Tri-Lo-Marzia.
s other th

Informstion eafe. Do ot e TiLo-Harz for a condtion for which £ was ot

prescribed. Do not give TrLo-Harzi to other people, even f they have the same

Symptoms that you have.

s TriLo
Morzia harmacit or Tor fon about Trk-
LoMarzi tha s it for neakh professionsis.

or more formation, ol Lupn Pharmaceuticas, nc o 1:800-3992561 o you can
VR the Lupin WebSAE o Uw.AIpIphar maceut k.

Does hormonal birth control cause cancer’

potal
Current users weh longer duraton of use.
" . @

gettig cervical

Sarinrs.

What i 1 want to become pregnant?

You may st0p takingthe pil whenever you wsh. Consider 3 v ithyour heathcare
provker fo a re pregnancy chackup befors you Stop ki the pi

What shoukd | know about my period when taking TrkLo-Marzia?

Your periods may be lghterand shorter than usual.Some women may s 2 perod
ol g et o oo e o Lol ok s s probiem. s

What are the ingredients in et arent

Active ingredients: Each white o off whte, fght ble, and bise pil contans
orgestimate and ethinyl estradiol

Inactive ingredients
Whte o off

poyethyienc

gicol, povidone and ttanium doxide.

o

Lake, ypromelose, actose mononyirat, magnesium stcaote. merocrysaine

celubse. polethykine glycol, povione and tran

suepis FDEC Bl No. 2 AL Lake
Typromelose

poyethyln glcol, povidone and tHanim dioxide.

Green pls: croscarmelose sodium, FOSC Bue No. 2 Akminum Lake, hypromelose, ron

e yelow,

Dovetnykne gycol and anom Goxee

INSTRUCTIONS OF USE
Tri-Lo-Marzia [TRY-LOW-mar-ZEE-uh]

norpstiots and sty et s USE)

Important Information about taking Trk-Lo-Mar,

i rakelpmuzfy o t e S . ke e B the rder aracted o your

1 if you do not have sex often. If you miss s inch
Saring e Da:k\ate)yﬂu Coukd e pregnant. The e b1 you mes. the more
o T ot régna

«ityo.

e e o Tt st oking Lo Horso spotin o o g
between your periods may accur. Contact your heathcare provider i ths does not
g0 away after & fow monihs

oftking T Lo-Morza, f you sk o your Stomah, o ot stop Tking e pi
e probiem wil usuall g0 away. If your nausea does fot go away, cally
Testene v

e e . e v e
Pl mae o 7 o). youCout 3 e R T o
o Stomach
« v oncomiman o s  pro.Howevr,you i  perd and rave ok
e T Lo el ccal i o ke, o s 3 e 1 o O e
o

test, you shoud stop taking TrkLo-Marze.

« I you have vomeing or diarrnea for more than 1 day, your bm cuntm\ pis may not
wark a5 vl e con
untiyou check wih your heakhcare provider.
« Stop taking TrLo-Marzi at kast & weeks before you have maor surgery and do ot
estart after the surgery wihout asking your heakhcare provide. Be Sure to use
forms of contraception (Ike condoms and spermicde) during ths tme period

Before you start taking Tri-Lo-Marzia:

pil tis

Same tme every day and n the order as drected on your bISter.

. possibl, an
xtra ful pack of il as needed.

When should I start taking Tri-Lo-Marzia?
You have not used a

iy
control method befor
« There are 2 ways to start taking your bith control pis. You can efther start on a

Doy 't Your hehcareprovier Shou e ou when o St kg your O
conrorp
iyl

Condoms ana spermici for the rst 7 Gays tha you ke T Lo M. Y00 do ot
need back-up cantraception f you use the Day 1 Sart

you g Tri-Lo-Marzia and

control

' Start your new TrLo-Marzia pack on the same day that you would stat the next
pack of your previous brth control methoo.

ramsdermal
« Startu P

If you start taking Tri-Lo-Marzia and previously used a vaginal ring or
atch:

1Fyou start taking Tr-Lo-Harsia and you are swiching from a progestin-onty
od such as an implant or injectio
+ Sarttakng TiLo-Marz on the dayof emovalof your mpsant o onthe day when
ok have had your next injectin.

If you start taking Tri-Lo-Marzia and you are switching from an intrauterine
vice or system (IUD or IUS):

" Start taking T Lo-Marz on the day of removalof your 1UD or 1US,

 You do not need back up contracepton F your 1UD or IUS i removed on the frst day
(Day 1) of your period. I your 1UD or 1US & remaved on any other day, use non

ays that you take TrkLo Marze.

Keep a calendar to track your perio
I this s the first time you are taking birth control pils, ead, "When should 1 start
Toking Trk o Maraiar Soove ol hese et for s  Sundy Stor o

Sunday start

You wiluse a Sunday Start f your heathcare provider takl you o take your frst pil on

2 Sunday,

« Toke ol 1 on the Sunday after your period starts

. o Sunday, take pil 1 Day 1 start
instructions below.

« Toke 1

onthe bister 2

ot on ey 2
e e doy o vk e pac (Sunday) Take th st pi

Vvmznewpkahetmurnmyﬂuavenaw\qw per
the

* Test 7 Gays ofthe e cys tat you take Lo Horz,
Day 15t
You wiluse 3 Day 1 Start i your doctor tokl youto take your frst pil (Day 1) on the.

i period.
« Toke 1 pil every day n the order of the bister, at the same time each day, for 28
days

ew pack,on the same day of the week 25 e s ac Toke th st A the new
pack whether o not you are havg your

Instructions for using your blister




Each new biiter has 28 pils
7 white o off white pils wih hormone, for Days 1to 7
« 7 It bive pls with hormone, for Days 8 to 14
« 7 blue plls with hormones, for Days 15 to 21,

7 green pils (wthout hormones), for Days 22 to 28 .

Step 1. SET THE DAY on your Blister

. strting with

Sunday. o faciate a Sunday-Star regimen.

art:

0 accommodate a Day-1 Start regrmen.
. ¥ Place this day label

stip
on the bister (Refer figure bolow):

i A S R
20,800,000
$0,0,0,0,0,0,0}
10,0,0,0,0,0,0]
0,0,0,0,0,0.0 |
\ | C——

i

3 "1 by pushing down on the pil. The
ahole i the back of the str.
Step 3. Swallow the pil. You vl take 1 pi every day,at the same time each day.

Step 4. Walt 24 hours to take your next pill Continue t take 1 pil each day until
althe pils have been taken.

il come out through

Step 5. Take your .
Correct p each day and not miss any pik.

turning offyour alerm clck or brushing your teeth.
Step 6. When y: empty. oy ater pil

X ¥ bil
ater when your next period sarts.

What should I do if | miss any Trk-Lo-Marzia pll?

1f you miss 1 pilin Weeks 1, 2, or 3, follow these steps:

= This means.
you may take 2 pils i 1 day.

« Then continue taking 1 pil every day untl you finh the pack.

« You do not need to use » back-up brth control metho If you have sex.

1f you miss 2 pils In Week 1 or Week 2 of your pack, follow these steps:

= Then continue o take 1 pilevery day unilyou fnsh the pack.
» 7 days. ' your pi
1f you miss 2 pils in a row in Week 3, or you miss 3 or more pils in a row
during Weeks 1, 2, or 3 of the pack, follow these steps:
I you are a Day 1 Starter:
: pilpack.
oeriod th £ expected. #youmss
your period 2 months ina row, callyour heathcare provder because you might be
pant.

pregnar
« You cout pecome pr x during the frst 7 days after yor
your pis. You MUST use a non- hormona bith control method (such as a condor

your plls.
« If you are a Sunday Starter:
2 Ketg toking 1 " pac
and start a new pack of pis that same day.

p 7 days ater yo [

or leafiet,
cal your heakthcare provider.

Phampur (MP.) - 454 775
Inda
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PACKAGE LABEL PRINCIPAL DISPLAY PANEL
TRI-LO-MARZIA™ (norgestimate and ethinyl estradol tabets USP)
018 mg 0.025 mg, 0215 mg 0.025 mg, 7 0.25 mg 0.025 mg

28 Day Regmen

Blster Pack:

NDC: 6818083771

AL

il Mezi,,
b

TRI-LO-MARZIA™ (norgestimate and ethinyl estradol tabets USP)
018 mg 0.025 mg, 0215 mg 0.025 mg, 7 0.25 mg 0.025 g

NDC: 6818083771
28 Tablets

01000025 g 0215 g0 225
00 mynLzE g

TRI-LO-MARZIA™ (norgestimate and ethinyl estraciol tabets USP)
018 mg 0.025 g, 0215 mg 0.025 mg, 7 0.25 g 0.025 g

28 Day Regimen

Carton Pack:

NDC: 68180-837-73

3 Bisters of 28 Tables Each

om cod Gource)
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