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competitive Inhibdors of suMlation In the Qaitiointedlingl wall such &3
ancorbic ackd (vitamin C) and pai/acelamol
cylochioma FASD JA4 isceruyme inhibitors such as Indinavir, Nuconarole and
trokeandonmycin®

Troleandammytin can increasd the rik of inlrabepatic choleslasis during concurren

e 0l combined oral contracepiives
[inmydosstradiol can aflect the melaboliam of other substances by Inhibiting
microsomal hepatic enrymes of by Inducing hepatic conjugation ol the drug,
especlally glucuronidation. Accordingly, plasma concenlrations can either be
Incieasad (0.p. ciclasporin, theophyline, corticosterolds) or reduced (o
lamolriging )
I has been reporiad that oral conlraceptives may Increase the 1k of galaclonhea In
patienis treated with Nunarizine
Tha dasage ol oral antidiabetics of Insulin must be adjusled as needed
The Summary of Product Characlerialica ol diugs uséd al the same Lime shauld be
consufted in order to delermine possible Interactions
* Wnde riforunvir i an inhibdtor of pyfochroma P50 JA4, It has been shown thal
[reatment with ritoruvi reduces ethinyoles iradiol serum levels. See above
Imteraciions with iaboralory teats mnd olher disgnosiic procedures
Use of COC may cause certaln physiological changes which may be reflected In the
resudts of some labaratory tests such as '
blochemical parameters ol liver (8.0. decrease of bilirubin and alkaline
phosphatase), thyroid (increase of T3 and T4 due lo Increase of TBG, decrease of
frea 13 absorption), adienal (Increase of corfisol plasma levels, Increase ol
torlisol-binding plobulin, decrease ol delrydroeplandrosterons sullats (DHEAS))
and renal function (Increase of plasma creatinine levels and decrease of creatinine
clearance )
plasma levels of (carrier) proteins such as corticosterold:binding globulin and
kpidYipoprolein lrections
parameters ol carbobyydrate metabolism
paramelers ol coaguiation and brinolysls
decrease ol lolic acid serum bevels
Pharmacodynamic Inferaciions
Concomitant use with medicinal products contalning ombiasvir/paritaprevin/
rienavic, dasabindr with of wilhoul ribavirin, glecaprevir/plbrentasvir and
soloabirdi Avelpatasvirvodlapredr, may Increase the risk of ALT elevations (see
pections 4 Aand 4 4). Therelore, Loetie-users must swilch to an allernative method ol
contraception (.0, progestagen-only contraception of non-hormonal methods) prior
lo starting therapy with thess drug regimens. Loetto can be restarled 2 weeks
lollowing complation of Ireatmen| with thess drug regimens
Uss In special populallons
Prognancy
[belore tha lirsl use of Loetts pregnancy must be excluded
Il pregnancy occurs during lreatment with a COC the COC must be Immediately
discontinued
There is no definite evidence that the sstrogen and progestin contained In a COC will
harm the unborm child, If accidental pregnancy occurs during use of a COC
Breani leeding
Small amounts of contraceptive slerolds and/or metaboliles have been defected In
breas| milk of lactating mothers and some adverse effects lor the nursed child such as
jaundice and breast enlargement have been described. COC may aflect laclalion as
Ihey reduce tha voluma of bresst milk and may changa its composition
Use of a COC ls usually nol recommended as long as e child has nol been completely
weranad
Pediatric use
Salety and efficacy of COCs have been established In women of reproductive ape Use
of thess products belore menarche I3 not Indicated.
Gerlatric Use
COCs arenol Indicated for use In postmenopausal women,
[Mects on abllity lo drive and use machines
Loette has no or only negligible etfect on the ability to drive and use machines.
Undeslrable sfects
The definitions ol frequency In 1he table have bean based on the following categories:

Very comman & 1/10

Common 21100, <1710

Uncommon 2 1/1.000, <1100

Rarg 2110000, < 1/1,000

Very rare <1/10.000

Mol known:  cannol be estimated lrom the avallable data

The use of combined oral contraceptives has been assoclaled with an increased risk of

the lollowing adversa eflecis

. anerial and venous thrombatic and thromboembalic events (see sectiond 4)

- cervical cancer and Intraepithelial cervical neoplasms

e diagnosis of breast cancer

- an Increased risk of benign liver lumors (e 9. localnodular hyperplasia, hepatic
adenomda)

Sysvtemorganclass  Adverve eflecl

infections and Infexialions

Common vaginitis (ingl. candidlasis)

Neaplayms benlga, malignan and unspeciliod

Very rare hepaloceliular carcinama

Immuns syslam dlaordens

Rare anaphylactic/anaphylactold reactions with very rare cases of
urlicarla, anglo-oedema*® and severe reaclions wilh
respliratory symploms and circulatory disturbances

Very rare exacerbation of lupus erythemalosus

Metabellem and nulrition disorders

Common changes in bodywelghl (increase or decreass)

Uncommaon changes of serum lipid kevels Including hypertriglyceridemla,
changes in appelite (increass of decrease)

Mare decreass of serum folate levels® *, glucose Intolerance

Very rare exacerbation ol porphyria
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Pwychialile divarders

Common mood swings, Including depression, changes n liblda
Nervous sytlam dinarders

Very common: headache, Including migraine

Common nervousness, sSomnaolenca

Very rare: exacerbation o chorea
Cyndisordar

Marg; contact lans Infolerance

Very rare: oplic neuritis®* *, refinal Ihrombosls
Cardincdinordera

Uncommon:  blood pressure Increase
Vavculardisardars

Very rare warsening of varicoss veing

Gaatralnlestinal disorders

Commaon: nausea, vomiting, abdominal paln

Uncommon:  abdominal eramps, Nalulence

Very rare pancrealitis, ischemic eolitis

Nol known inflammatory bowel diseass (Crohn's diseass, ulceralive colitis)
Hepaloblllary disarders

Rare; tholestatic jaundice

Very rare; palibladder diseases, Including gall-stones®***

Not knorwn hepatocellular Injury (hepatitis, hepatic lunction abnormal)
Shinand subculaneous llasun disordan

Common. acne

Uncommon:  rash, chioasma (melasma) possibly permanent, hirsutism, alopecia
Rare: erythema nodosum

Very rare; erythema multiforma

Henal and urinary disorders

Very rara hagmolytie-uremie syndrome

Reproduclive syslam and braas! disordern

Verycommon:  breakihrough bleeding spolting

Common breasl pain, tendemess, enlargement, secrellon, dysmenorrhea,
change In menstrual llow, change In cervical ectropion and secrelion,
amenorrhea

Genaral disordars and adminisiration sile condilions

Common accumulation of Muid / cedema

- [xogenoud maliogent may Induce of exacerbate Symploms of hereditary and acquired

L Treatment with COC may result in 5 deciasss of werum folate levels. This may be of clinical
relevance, If (he woman becomes pregnand shorily afier descontinuation of the COGC

AL Ohptic nauritis mary basd |o partial of comphete kota of viskon

Oral confracepiives can exacerbals existing pall bladder diseases and accelenale (he
development of Ihese diseates In previously asymplomatk women

fleporiing ol vuspecied adversa reactions

Aepoiting suspected adverss reactions after authorisation of the medicinal product Is

Important. It allows continued monitoring of the benafiVrisk balanca of the medicinal

product

Uverdose

Symploms of overdosage ol oral contraceptives In adults and children may Include
nausea, vomiting, breast fendeiness, dizziness, abdominal paln, somnolencefatigue;
withdrawal bleeding can occur In females No specific antidote |s available and ireatment
= where necessary = should be symplomalic

PHARMACOLOCICAL PROPERTIES

Mechaniam ol Acllon

C0C work by suppressing gonadotrophins In a manner that Inhibits ovulation, which
leads to contraceplion.

Apart from (he primary mechanism of ovulation Inhibition Ihey cause other changes such
as changes of carvical mucus (making It more difficull for sperms 1o panetrat the ulerus)
and of the sndomalrium (reducing the likelihood of Implantation)

Pharmacodynamic properties
Pharmacotherapeutic group: Sex hormones and modulators of Ihe genital syslem,

hormonal contraceplives for syslemlc use, progestogens and eslrogens, lixed
combinations

ATC code. GOIAADT

Upon regular and correct use the likely fallure rate of a COC Is about 0.1% per year, while
the fallure rate with the typical use of all types ol oral contraceplives Is about 5%. Efficacy
of mosl contraceptive methods depends on the rellability of use. The likelihood of fallure
will increase I COC tablets are missed.

The etiology of acne is complex and there Is evidence thal an andiogenic Influenca, In
particular a sumulation of sebaceous plands, Is a Irigger lor acne. Suppression ol
ponadolrophins by LOETTE leads 10 a reduced ovarlan production of androgens, also of
androsienedione. In addition, LOETTE significantly reduces the bloavailability of
tesloslerond In serum by maintaining the oesirogen-induced Increasa In sex hormone
binding plobulin (SHBG), LOETTE also decreases serum levels ol Ja-androstanediol
glucuronide (a marker for peripheral Sa-reductase activity) These biochemical changes
produced by the concomitant use of levonorgestrel and ethinyloestradiol coincide with
the |mprovement of acna in otherwise healthy women.

Pharmacokinelic properiles

Absarplion,

Ethinylogstradiol
- Is rapldly and completely absorbed fiom the pastrointestinal tracl

- Absolute bloavailability Is about 40-60%
-« Single doses ol Loelts phven 1o 22 lasting lemales
Peak seium concentralions: 62 +21 pg/mi atter 1.5 1 0.5 hours
~  Sleady-statafor Loelie Is reached earlies! on day 6.
Peak serum concenlrations: 77 & 30 pg/mil ater 1.3 £ 0.7 hours
Trough serum concentrations’ 10.51 5.1 pg/ml
Leyonarpestrel
- I8 rapidly and completely absorbed Irom the gastrointestinal tract
- Absolute bloavailability: about 100%

Singls doses of Loetle ghven 1o 22 lasting females:

Peak terum concentrations: 2 8 2 0 9ng/mi after 1.0 ¢ 0.9 hours
Steady-siate for Loette Is reached earbest ondzy 11

Peak serum concentrations: 6.0 £ 2.7 ng/mi after 1.5 2 0.5 hours
Trough serum concentrations: 1.9 £ 1.0 ng/mi

Table 1; Mean (50) pharmacokinelic patameters of LOETTE over 2 dosing period
of 21 days
]i:,_]r_Jauc|M|vm[mna
Levonorgestrel
Day ng/mi H ng=himl | mihvig Vg nmaid
1 275 1.6(09) [352(128)| 537(208) | 266 (1.09)] 57(18)
084
(1] 'iﬁ?} 15(07) |460(18.8)| 408 (145)| 205 (086)| B1(25)
(1.719)
21 6.00 15(05) |683(325)(284(103)]|1.43(062)] 93(40)
(2.65)
Unbound levonorgesirel
Day pa/mi h pa-hml | Mg g lu%
1 512 1.6 (09) | 654 (201) |270(097)| 1359 |[1592(0.30)
(12.9) (41.8)
6 770 1.5(07) | 704 (240) (224 (059)] 1124 |1.20(0.24)
(22.0) (40.5)
21 1006 1.5(0.5) | 1177 (452) | 1.57 (0.49)| 78.6 (29.7) | 1.78 (D.19)
(36.9)
Ethimyloestradiol
Day [ po/mi H pg-ml | mitvkg g
1 62.0 1.5 (0.5) | 653 (227) | 567 (204) | 14.3 (3.7)
(20.5)
] 16.7 1.3(0.7) | 604 (231) | 610 (196) | 155 (40}
(29.9)
21 B2.3 1.4 (08) | 776 (308) | 4B6 (170) | 12.4 (4.1)
(33.2)

CUF = Clearance of oral dose; VAZF - terminal volume of distribution; fu = fraction of

unbound substance

Distribullen

Ethinyloesiradiol
Predominantly bound 1o serum albumin (aboul 38%)

= |nduces [ncrease of serum levels ol s4x hormane binding globulin (SHBG)

Levonoroesirel;

= Primarity bound o SHBG

= |ncreaseof AUC measured (rom day 1106 by 34% or Irom day 110 21 by 96%

= Intrease ol AUC of unbound levanorgestrel irom day 1 ta 6 by 25% ar Irom day 1 1o
21 by B3%
The ethinyloestradiol-induced Increase of SHBG results in an increased binding of
levonorgestrel 1o SHBG leading to a non-linear kinetics lor total kvonargestrel

Blotransiormalion

Elhinyloesiradiol

«  Subjecl 1o firsi-pass metabolism (inlestinal mucosa, liver) and enterohepatic
clrculation

= 2hydroxylation by cylochroma P450 enrymes i the primary ocxidative reaction
A variety of hydroxylated and meltrylated metabolites are available as glucuronide
and sulphate conjugates

Levenorgesirel :

= s prirmarily melabolized by reduction at the A-4-3-0xo group and hydroxyliton ai
Ihe posilions 2a, 1]) and 16/} and subsequent conjugation
The majority of clirculating metabolites ars sultates of 3a, 5 tetralydrolevonorpestnel

= Apartol unchanged levonargesirel aiso circulates a3 17 sulfates

Ellminalian

Ethinyloestradiol.

= Terminal elimination hali-lie ol ethimyloestradiol in sieady-stale = approx. 18 « 4.7
hours
Is excreted with the urine and feces as glucuronide and sulfate conjugates

Levonoroesirel

= Terminal elimination half-lde of levenorgesirel in steady-state (s approx 36 + 11
hours
Levonorgestrel and its metabolites are predominantly excreted as glucuronides to a
greater extent with the urine than with the leces

NONCLINICAL PROPERTIES

Anlmalloxlcology or pharmacology

Taxicity sludies have been carried out (n animals with the two active components ol
LOETTE, levanargesirel and ethinyloesiradiol, and also with the combination.

The toxicological effects of levonorgestrel and ethinyloestradiol are therefore adequately
known and conslitule na risk for humans when used in therapeutic doses,

However, i should be remembered thal sax sterokds can certainky promote the growth ol
certain hormene-dependent tissues and lumours.

DESCRIFTION
Elhinyloesiradiol is a white Lo creamy white, odoiless crystalling powder. Il i insoluble In
waler, soluble (n alcohol, chiorolorm, ether, vegelable ods, and aqueous solutions of
alkali hydraxides. Chemically, etivylesiradiol is 19-nor-17u-pregna-1, 3, § (10):irieen-
20-yne-3, 17-dlol.

Chemical Structure

Levonorgesirel
HC

]
G, H,0, Mol, Wi 312.5
Levonargestrel ks 13)-ethyl- 17 tydraxy-18,19-dinor-17a-pregn-4-en-20-yr-3-one,

.0
8.1

8.2
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Levonargesirel is a white or nearly white, practically odorless, crystaling powder thal i
Inscluble In waler, sparingly soluble in aicohol, and soluble in chicrolorm and aceione
Chemnically, levonorgestrel is (-)-ethyd-17-hydrooxy-18, 19-dinor-17a-pregn-4-en-21-
yn-3-one

Chemical Structure:

Ethinyloestradiol

OH
He -C=CH

C-J'l,ﬂ, Mol. WL 296 A
Ethinylestradiol is 19-nor-17a-pregna-1, 5(10)-trien-20yne-3,17 p-diol.
Loatte is available in the lorm of uncoated tablet.

PHARMACEUTICAL PARTICULARS
Incompalibilities
Mone

Shall-lile
Aefer the outer carton for the date of expiry. The date of expiry Is the last day of the month.

Packaging Information

21 tablets ars blister packed using rear printed Aluminium foil and front clear PVG fod

All strengths/presentations mentioned ln this document might not be available in the
market.

Storage and handling instruclicns
Store below JO°C.
Protect irom moisture.

Keep out of the reach of children,

PATIENT COUNSELLING INFORMATION
» Counss the woman about correct rzage of the Lablets.
»  Coursel the woman thal irfeguiar blseding (spotting or breakthrough bleeding ) may

acCuf, during the first manths of use.
= Counsel the woman on [he wamings and tions associated with use ol Loette
= Women thould be adveead (hat contraceptives do nol protect against HIV
infections (AIOS)and other transmitted dizeases.

= Consel the woman that Use of may Increase the risk of venous and arterial
thrombotic and thromboembolic svents such as myocardial infarction, stroke, deep
wein thrombots of pulmonary embolam.

+ Counzel the woman lo seek urpent medical atiention if amy of ihe below symploms

L

unsigteral leg and’or sweiling,
uﬂmmm'muhdmpmwhm may of may nol radiala 1o the left

am,
sudden onset of dyspnea,

sudden onset of cough,

unusual, severe and peruistent headache,

sudden partial or complete loss o vision, diplopla, slurred speech or aphasia,

verhigo,
mhulmuumulf::lm.
WweEIANeLs oF [ the in a kmb with sud
mﬂ_ qp!n:l‘n body of in a kmb with sudden onsat,
acute Abdominal pain. -
DETAILS OF MANUFACTURER .
1. Przer Umited, 45, Mangalam Main Aoz, Mangatam wilage, Vilkanur Commune
Puduchermy - 505110, Inéia
Or

2 Plizer Limited, Plot No. L-137, Phase LA, Verna Industrial Estate, Verna, Goa-403722,
India

DETAILS OF PERMISSION OR LICENCE MUMBER WITH DATE
Initial permession issued under rule 122 - BT dated 17.06.1999 & Import & Marketing
Permission No. MF-831/2010dated 13102010

DATE OF REVISION
Thes package insert was last revised in January 2022
Pleass refer to tha current Package Insent lor updated information LPDLTEQ12022

VYYY

L

® Trademark Proprietor — Wyeth LLC, USA
Licensed User - Pfizer Limited, India

LPOLTEO12022
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For the use only of a Registered Medical Practitioner
or a Hospital or a Laboralory

LEVONORGESTREL AND
ETHINYLOESTRADIOL TABLETS I.P.

LOETTE®

4.2

& Pfirer
PATIENTS SHOULD BE COUNSELED THAT THIS PRODUCT DOES NOT PROTECT
AGAINST HIV INFECTION (AIDS) AND OTHER SEXUALLY TRANSMITTED DISEASES.

GENERIC NAME
Levonorgestrel and Ethinyloestradiol Tablets |LP.

QUALITATIVE AND QUANTITATIVE COMPOSITION

Each uncoaled tablet contalns:

Levonorgestrel | P 0.10mg

Ethinyloestradiol LP. 0.02mp

List ol Exciplents

Lactose (70 mesh), Microcrystaline Cellulose (PH101), Indion 234, Magnesium
Stearate P,

All strengihs/ presentations may not be avallable in the markel.

DOSAGE FORM AND STRENGTH

Dasage Form: Uncoated Tablet

Strength: Levonorgestrel |.P. 100 meg and Ethinyloestradiol |P. 20 meg tablets
CLINICAL PARTICULARS

Therapeutlc indicalion
= Loette Is indicated for the prevention of pregnancy in women wha elect lo use an

oral contraceptive.
=  Forthe treatment ol moderale acne vulgaris in women 18 years of age who have

no known contraindications o oral contraceptive therapy, desire contraception,
and have achleved menarche.
Posology and methed of administration
Il hol me lgyi
The lablets 1-21 contaln active substance (actrve tablets).
Tablets must be taken in the order directed on the package every day at about the sames
time._ The active tablets are to be taken daily for 21 consecutive days. Withdrawal bleed
usually starts on days 2-3 after the last active tablet, and may not have finished before
the next pack is started.
Stariing with the use of Loetie:
No preceding hormonal contraceptive use in the past month:
The first tablet is 1o be taken on the firs! day of the menstrual period (Le the first day
after menstrual blesding has started)
Intake of Loettz may also be started on days 2 10 5 of the menstrual cycle (e.g. starton
a Sunday), but in this case, additiona! use of a non-hormonal method of contraception
(&.0. condom, spermicide) is racnmn}er-dediurma first 7 days of the manthly cycle for
reasons of safety. .

Changing [rom another combined oral contraceptive (COC). 3 vaginal nng or a3

contraceptive patch

Use ol Loetie should preferably ba started on the day afier intake of the [ast aclive tablet

ol the previous COC but a1 the tatest gn the day of the normal tablet-free interval or after

taking the las! drug-free Lablet ol the previous COC.

With previous use of a ring or a patch, use of the tablets should be started immediately

after removal of the ring/patch still on the same day,

hanging 1 rpgestin-on) 2Tho

Implant. intrauterine device [IUD] Infection):

«  The use of 2 progestin-onty pill may be terminatad on amy day, with the use of
Loette starting on the following day

«  Use of Loette should be started on the day of removal of 2 progestin-only implant
ora progestin-enky IUD, S

«  Use of Loette should be started on the day of the scheduled next injection of a
progestin-only product

In all these cases Lhe user must be advised that lor reasons of safety a non-hormonal

method of contraception should be used for the first 7 days of use of Loette.

Loette may be started Immediately. Additional contraceplive measures are nof néeded.

Post-parium use:

Since the Immediate post-partum period s associzled with an Increased nsk of

thromboembolism, Loette should be started no earlier than day 28 days post-partum.

The user should be advised to use a non-hormonal back-up method (e.g. condom,

spermicide) for Lhe first 7 days of Laking Loetie for reasons of safery, However, if

intercourse has already occurred, pregnancy should be excluded before the actual
start of COC use or the woman must wait for her lirst menstrual period. See sections

4 4 and 4.6 for use n lactating women.

Managemenl ol missed lablels:

Contraceptive protection may be reduced il active Lablets are missed, and particularty

Il the missed Lablets exiend the tablet (ree Interval.

= |l one active lablel is missed, but Is taken within the next 12 hours no additional
contraceplive measures are needed. Subsequent tablets should be Laken al the
usual lima, .

- |l pne active Lablel is missed and Is taken more than 12 hours late or if more than
pne active tablel is missed, contraceptive protection may be reduced. The last
tablel missed should be laken a¢ soon as it is remembered, even il this means
taking two tablets in one day. Subsequent tablets should be taken at the usual
lime. In addition, 2 non-hormonal back-up method of birth control (e.g. condom,
spermicide) should be used for the nexl seven days for reasons of salety.

If the seven days during which back-up is required exend beyond the last active
tablet in the current pack, the next pack must be started as soon as Lhe current
pack Is finished, no gap should be left between packs. This will prevent an
exiended break in Laking active tablets and thus reduce the risk of ovulation. The
uzer s unlikely 1o have a withdrawal bleed until the end of the second pack, but
she may experience spotting or breakthrough bleeding on the days ol laking
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active tablets. If the user does not have a withdrawal bleed at the end of the second
pack, the possibility of pregnancy must be ruled out belore resuming Lablel-takdng.
Advice Incase ol vomiting:
I vomiling occurs within 4 hours after tablet-taking, absorption may not be complete. As
explained below, the tablets from a back-up pack must be laken. In such an event, the
advice concerning “Management of missed tablets” Is applicable (see above).
The woman musi take the appropriate active tablet(s) needed from a back-up pack.
Delaying a period
To delay a period, the next pack of Loette should be started immediately skipping the
tablet free Interval. The extension can be carried on for as long as wished until the end of
the second pack. During the extension the woman may experience breakihrough-

bleeding or spotting. Regular intake of Loette is then resumed after the usual 7-day
tablet-free interval,

Contralndicalions

Combined oral contraceptives (COC) such as LOETTE are contraindicated with any of the
following conditions. If any of the conditions listed below occurs lor the first ime during
the use of a COG, use of the COC must be immediately terminated:

*  Hypersensitivity 1o the active substances or anry of the excipients listed In section 2

»  Cerebrovascular disease or coronary heart disease 3
= Current or previous arterial or venous thromboembolic events (such as deep vein

thrombesis, pulmonary embolism, rdial infarction) or cerebrovascular events
» Currenl or previous prodromes of thrombosis (e.g. transilory ischemic attacks,
angina pectoris)

= Hereditary or acquired predisposition for venous or arterial thrombosis (e.g. APC
resistance, antithrombin 111 deficiency, protein C and protein S deficiency,
hyperhomocysieinemia and antiphospholipid antibodies (anticardiolipid antibodies,
lupus anticoagulant)
Vatvular heart dseass

- Ciruqnmnmus

- Mq&: focal neurological symptoms, such as aur

» Dl mellitus with vascular changes

= Uncontrolled hrypertension

»  Severe lipid metabolism disorder

=  Known or suspected breast cancer or other known or suspected estrogen-
dependent neoplasms

=  Hepatic adenomas or carcinomas or active liver disease, as long as liver function has
nol returmed Lo normal

*  Undiagnosed vaginal bleeding

= Pancrealitis associated with severe hrptn.ﬁuhuridtm'rﬂmmmur revious)

« Lopefis is contraindicated for concomfant use with icinal products comtaining
ombitasvir/paritaprevir/ritonavir, dasabuvir, glecaprevir/pibrentasvir and sofosbunir/
velpaasvirioxilaprevir [see sections 4.4 and 4.5).

Special warnings and precautions lor use

Smoking increases the nsk of severe cardiovascular side effects Irom the use of

combined oral contraceptives (COC). This risk Increases with age and the extent of

smoking. I is espacially high In women over 35 years of age. Women aged orver 35 years
wha smoke should consider other methods of contraception.

In the presance of any of the risk factors/conditions [isted below the benefit of oral

contraceptives must be weighed against the potential risks on an individual basis and

discussed with the user belore starting contraceplion with a combined onal
contracepthve. [{ amy ol thesa conditions or risk factors worsens or develops for the first
time, the user ks advised 1o consult her doctor. The treating physiclan must then decide

Use of COC increases the risk of venous and arterial thrombotic and thromboembolic
events such as myocardial infarction, stroke, deep vein lhrombosis or pulmonary
embolzsm.

There have also been isolated reports of thrombosis in other blood vessels, such as
hepatic, mesenterial, cerebral or retinal veins or arteries. It has not yet been fully
elucdated whether their occurrence s associated with the use ol combined oral
contraceptives. .

The potential symptoms of venous or arterial thromboticthromboembolic events or
cershrovascular events Include: unilateral leg pain and/or swelling, sudden onset ol
marked chest pain with or without irradiation to the left arm, sudden onset of dyspnea,
sudden onset of cough, unusual, severe and persisient headache, sudden partial or
compiete loss of vision, diplopi, slurred speech or aphasia, vertigo, collapse with or
without focal selzure, weakness or numbness in one half of the body or In a limb with
sudden onset, motor disturbance, acule abdomen. Upon the first signs or symploms
supgestive of an imminent complication the use of Loefte should be slopped and the
causes should be clarified.

Venoys thrombosis and thromboembolsm

The use of any combined oral contraceptives (COC) carries an increased risk of venous

thromboembolic events (VTE) compared with no use. The excess VTE risk Is highest

during the first year a woman ever usés 3 COC. This increased risk is less than the risk of

VTE in a pregnancy, which s estimated as 60 cases per 100,000 pregnancies. VTE is latal

in1-24% of cases.

The absolute VTE risk (incidence) with levonorgesirel-containing COC with 30 mg

ethinyloestradiol ks about 20 cases per 100.000 women-years of use.

The risk of venous thrombobic and thromboeembodic events is further increased in women

with a disorder predisposing lor venous thiombosis and thromboembolism

Examples lor disorders predisposing for venous thrombasis and thromboembolism

include:

- pbesity (BMI 230 kg/m’)

- surpery, Irauma with increased risk of thrombaosis

- recent delivery or second-lrimester aborlion

- prolonged immabilization

- Increasing age

- familial predisposition. If a marked predisposition is suspected, the woman should be
referred 1o a specialist lor advice and decision on Lhe use of a COC

- there Is no consensus on the polential role of varicose veins and superficial
thrombophlebitis in venous thromboembalism.

In the case of planned surgery, the use of Loette should be discontinued if possible one

month prior 1o the operation and not resumed until full remobilisation. Use should also be

stopped In the case of prolonged immobdisation.

As the thromboembalic risk s Increased during the time immedialely alter delvery, the

use of Loette In non-nursing lemales and lemales post second-trimester abortion should

not be starled any earlier than 28 days pos|-partum (see section 4 2)

\tect : e

Usea of Loette increases the risk of arterial thrombosis and thromboembaoliem. There have

been reports of myocardial Infarction and cerebrovascular events (ischemic and

hemorrhagic stroke, transitory lschemic attacks), For Information on retinal vascular

thromboses see “Eye Disorders™.

The risk of arterial thrombosis and thromboambolism in association with the usa of oral

contraceplives increases In the presence of various risk factors and must be carefully

assessed in alfected women.

Risk factors for arterial thrombatic and thrombosmboke events include:

- smoking

= lypertension

- hyperiipidemia

- pbesity (BMI >0 kg/m)

- advanced age

- familial predisposition. If a marked predisposition is suspected, the woman should be
referred to a specialist lor advice and decision on (he us2 of a COC.

= migraine

= atrial fibrillation

= vahvular heart diseass

Upon first occurrence or worsening of migraine or occurmence of severe, recurrent or

persisting headache the COC musi be disconfinued and the causes evaluated.

Women with migraine (especially migraine with 20m) may have an increased risk of

siroke, Ses section 4.3

Presence ol a major risk factor or of muftiple risk factors for vencos or arterial

thromboembalie disorders may be considered 28 2 contraindication,

Ocular lesions

There have been reports of thrombosis of retinal vessels during the use of oral

contraceptives potentially resulting In partial or complets loss of vision. Al the firs! signs

or symptoms of changes in vision, occurrence of buthar protrusion or diplopia, papillary

edema or lesions of the retinal vessels, the usa of COC should be discontinued until the

causes have been clarified.

Blood pressure

An increase in blood pressure during the us2 of oral contracepiives has been reported.

In women with hyperlension or with a history of hypertension-reiated disorders

(including certain renal diseases), another method of contraception may be preferable If

a COC ks used in such cases, close monitonng is recommended and, f 3 signeficant

increase in blood pressure occurs, the COC should be descontinued.

Use of COC in women with uncontrolled Iryperiension is contraindicated. See section 4.3

Cancer of reproductive organs

Cenvcal cancer

The major risk factor for cervical cancer Is 3 persistent infection with human

papilamavirus.

Some studies have supgested that the use ol COC in some female populations may be

associated with an Increased risk ol cenvical intraepethelial peoplasms or imvasive

cervical carcinoma.

However, it has not yet been clarified to what exent this result s alsa influenced by

differences in sexual behavior and other factors. In the presence of unclanfied abnormal

penital bleading appropriate diagnostic evaliation is indicated

Breas{cincer

A meta-analysis from 54 epidemiological studies reported 3 siightly increased sk of

having breast cancer diagnosed in COC users as compared to non-users. This increased

risk gradually decreases within 10 years after dscontinuation of the COC. Thesa stodies

provide no prodf of 2 causal relationshan, The Increacad risk for higher number of braast

cancers may arise through the increased probabsity of earfier detection in users of oral

contrateptives (due lo the more regular checis), the eftfects ol COC use, or a combination

of both. Since breast cancer ks rare in women under 40 years ol age, the number of

additionally diagnosed breast cancers in women wha are hiing a combined oral

contraceptive, or who have taken one until recently, ks small in proporbion o the overall

risk of breast cancer, The diagnosed breast cancers in COC users of combined oral

contraceptives lend to be clinically less advanced than in non-users.

In very rare cases hepatic adenoma and in solated cases hepatocsliular carcinoma have
been reporled during the use ol combined oral contraceptrves. The risk appears o
increase with the duration of usa el COC. Rupture ol 2 ltver adenoma may result in death
from intra-abdominal hemorrhage. If severe epigastnc pain, hepatomegaly or signs ol
intraabdominal bleeding develops during the use of combined oral contraceptives,
ditferential diagnosis of 2 hepatic lumor shogid be considersd,

Women with COC-associled cholestasis or cholestasis dunng pregnancy have an
increased risk ol developing a liver tumour during use of COC. Il such patients receive
combined oral contraceplives, they should be regularly monitored. If cholestasss recurs,
the COC should be stopped.

Hepatocellular injury has been reported with COC use. Early identrhicabon of dreg-retated
hepatoceilular injury can decrease the severity ol hepatotaxicity when the drug s
discontinued. |1 hepatocellular Injury is diagnosed, patients should stop their COC, usea
non-hormonal form of contraceplion and consult thelr doctor

Acule of chronic hepatic dystunclion may necessitale immediate discontinuation of the
COC until Iiver function has normalzed.

Precautions

Medical eamination

Priof 10 the initiation or reinstitution of treatment with combined oral contraceptives A
complete personal and lamily medical history must be taken and pregnancy must be
excluded. A medical examination being locused on contraindications (secton 4.3) and
warnings (section 4 4) should be taken and should be repealed ai least once yearly during
the use of Ihe oral contraceplive. Periodcal chinical controls will be important as
contraindications or risk factors may emerge fos the first tme dunng use of combined
oral contraceplives. Frequency and scope of these examinations should be in accordance
with the applicable guidelines and individuaired for each women. However, al least the
loliowing examinations should be performed: blood pressure, examinabion of breast,
abdomen and pelvic organs including cervix cytology.

Users musl be informed that the medicinal product will not protect against HIV infection
(AIDS) of olher sexually transmiltted dissases.

Ettecton carbohydrale and hpid metabolism

Effects on peripheral insulin resistance and glucose Intolerance have been reported for
users of COC. COC users with limited glucose tolerance of dabetes melktus will require
carelul monlonng. See section 4.3,
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Undesirable changes in lipid levels will occur In a small number of usars of oral
contraceptives. A non-hormonal method of contraception should be considered lor
women with uncontrolled dyslipidaemia. Persistent hypertriglyceridemia may occur in a
small percentage of COC users. An increase In plasma trighycerides can result in
pancreatitis and other complications.

Estrogens will increase high-density-lipoprotein (HOL)-chelesterol serum levels while
decreass of HDL-cholesterol has been reporied for many progestogens. Some
progestogens may lead 1o an increase of low-density-ipoprotein (LDL) levels and make
treatment of Iryperlipidemia more complicated. The overall effect of 2 COC will depend on
the balance between estrogen and progestogen dose and on the fype and absolute
amount of progestin in the contraceptive. The content of both harmones should be
considersd when choozing 3 COC.

Women who decide ta uze a COC and are under concurrent treatment for byperlipidaemia
must ba closely monitored during the use of the COC.

Gendtal Dleeging

Some women may have no withdrawal bleeding during tablet free interval. If the COC has
not been taken 25 per the instructions before the first amenorrheic cycle, of il two
consecutive withdrawal bleeds are missed, tablet-taiing should be stopped and a non-
hormonal contraceptive method used untll pregnancy has been ruled outl.

Braakthrough bleeding or spotting can occur during use of 2 COC, especially
during the firs three months of use. I such bleeding persists, or occurs for the first time
aftar long-term use, 3 non-hormonal cause should be considersd and evaluated by
adequate dagnostic assessment | pathelogical causes have been excluded and the
bleeing persists, the continued usa of Loefis or a change 10 another product should be
considersd.

In a few cases, amenarrhea (possbly with anovulation) or oligomenoihea can octuf
after the pdl is stopped. Thes = parSicutarty ey if this already occurred before treatment
started.

Depression

Depressed mocd and depression are well-known undesirable effects ol hormonal
confraceptive use (see saction 4 8). Depression can be serious and is a well-known risk
factor for suicidal beharvicur and suicide. Women should be advised to contact their
physician in case of mood changes and depressive sympioms, including shorlly afer
ntiating trextment

Cther

Diarrhea and/or vermifing may reduce hormane absorption resciting in decreased serum
concentrations. Seesactons 4.2 and 4 S

Strct medical supenasion most be ensured for the first appearance of underlying
disgases during 2 pregnancy or use of combined oral contraceptives, or a deterioration
that may occwr in thess condibons and/ar in patients with the following existing diseases
or 3 hestory thereof: metabolic deordery (dabetes, hyperfipsdemia), hypertension, tamily
history of vastular dsegees. prevaoes superficial thrombophlehitis, varicoss veins,
jauncice and’or prurfus assocoted wih cholestasrs, galisiones, porphyra, herpes
pestafionis, ctesclerssis, asthrma eplepsy. migraine. chorea, cardiac, renal or hepatic
dysfuncion, sysiemic hpus erythemalosus, cbesity, muftiple scleross, tetany,
depression, hemolyc-mrerme syndrome and sickie-cs anemia.

Exogencus estrogens may induce or eacerdalz symotoms of hereditary and acquired
ANGOS0emaL
Crobn's disea=e and uicerative colis hove been associated with the use ol COC
Chicasma may ccasionally be ssen sspecally in women with a history of chicasma
gravcarum. Women pradisposad for chicasena should vold exposure to sunlight or UV
irracianon during e of 2 COC to minsmsse De risk of an eacerbation.
Sderly 2gberty 3
COC are not indicated for Use I postmenogibe.. women.
ALT sevations
mmmmmuﬂh“cmmimmm
mec:cnal DOCUCS CoNTENNg OMOS T Sprevin ntonavir and dasabuvir with or
without rbavin, Tansamnase (ALT) elevations Nigher than 5 tmes the upper imd of
normal (ULN) occurmed signiicontly mone frequent in wormen using ethimyloestradiok
contunng Medicatons such a5 combwned hormonal contraceptives (CHCs). ALT
sinations have S0 been observed wilh HOV ant-vinl medicnal products containing
plecaprear pbrentasvr and soiosSowrvelpatasvirvodlaprevir  (see sactions 4.3 and
45

LoeTe contans QCiose

Patents with rare hersctary problems ol galactose intolerance, total lactase
dehoency of glucose-galacioss makabsorpbon showld not tke this medscine

Drugs Iateractions

Interactions betwesn sthumyloesmasiol and other drugs can lead to increased or
decregsad serum concentrasons of sthewyinesiradiol

Redured serum conceniratons of etwmyicestradiol can result in the Increased
occurmence of breakthrough diseding and menstrual iregularities and may even reduce
eitectiveness of the onl contraceptive.

During concomitant use of scbstances Al may lead to decreased EE serum
concentrations, i Is recommended that an 2dditional non-harmonal back-up method of
birth control (such as condoms) be usad for the lime of the use of these substances
and for 7 cays thersafter in addiben to tha reguiar use of Loette

With substances (e rifampicn, sse below) inducing microsomal hepatic enzymes
wiln 2 resuftant decreasa of EE serum levels it s advisable to continus the additional
use of pon-hormonal methods for prolonged ime (For the tme of treatment and for
angther 23 additional days. If treatment with the co-medication extends beyond the
trme of the active tablets from the bister of the COC, the next blister of the COC should
be started cirectly without the usual tablet-free interval.). Depending on dose, duration
of uss and rate of ehmenabon of the inducng substance it may sometimes take several
weeks until snzyme induction has compietely subsided.

Upon prolonged use of such substances COC should not be used as primary
contraceptive

Substances that may decrease serum EE concentrations include:

. amy substances (hat reduce gastrointestinal transil time and thus reduce EE

. substances that Induce microsomal hepatic enrymes, e g. ritampicin, rifabutin,

bartiturates, primidone, phemylbutazone, phenyloin, dexamethasone,

priseolulvin, topiramats, vanous r:lr.:sa nh}hﬂnrs. maodafinil, carbamazepine
alsoo ' elbamat

WH‘I thwmwwmmm} and rionavir® (possibly Ihrough the

induction of hepatic microsomal enzymes)

Substances that may increase serum EE concentrations inclode:

-



