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IRISH MEDICINES BOARD ACTS 1995 AND 2006

MEDICINAL PRODUCTS(CONTROL OF PLACING ON THE MARKET)REGULATIONS,2007

(S.l. N0.540 of 2007)

PPA 1562/007/002
CaseNo: 2063283

The Irish MedicinesBoard in exercise of the powersconferredonit by the abovementionedregulatians herdoy gransto
LTT PharmaLimited

Unit 18, Oxleasow Road, East Moon M oat, Redditch, Wor cester shire B98 ORE, United Kingdom

anauthorgaton, stbjed to the provisionsof the sad Regulations,in respectof the product

Prempak-C 1.25mg Coated Tablets

The particubrsof which are setoutin Pat | and Partll of theattacvedSchedut. Theauthorisations also subject to the generalcondtionsas
may be specifiedin thesad Regulations as listed on the reverseof this document.

This authaisaion, unlessprevioudy revoked,shdl continuein force from 03/07/2009.

Signal on behaf of thelrish MedicinesBoardthis

A personauthorisedin thatbehaf by the saidBoard.
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Part ||

Summary of Product Characteristics

1 NAME OF THE MEDICINAL PRODUCT
PrempakC 1.25ng CoatedTablets
2QUALITATIVE AND QUANTITATIVE COMPOSITION

PrempakC 1.25ng consstsof 28 tabletscontainng 1.25ngy conjugded estogens,and12 tabletscontaning 0.15mg
norgestrel.

ExcipientsContansLactoseMonohydrate SucroseSunsetyellow (E110)

Forafull list of excipients,seesection6.1.
3PHARMACEUTICAL FORM

CoatedTablet

Product imported from the UK:

28 Oval yellow sugarcoatedabletsmarked with “1.25md in blad ink: each tabletcontainingconjugatecdestrogens
1.25mg.

12 Roundlight brown sugarcoatedables containingnorgestrel 0.15mg.

4 CLINICAL PARTICULARS

4.1 Therapeutic Indications

PrempakC 1.25ng is indicatedfor hormonereplacanenttheragy (HRT) for estrogendeficiency symptomsn
mernopausabndpogmenopaual womenwith anintad uterus.

Preventiorof osieoporossin postmenopausaiomenat highrisk of futurefractureswho are intolerantof, or
contraindicaedfor, othermedichal productsapprovedor the prevenion of osteoporos.

(Seealsosectbn 4.4)
4.2 Posology and method of administration

Adults:

PrempakC is takenorally in aconinuoussequentl 28-dayregimenof conjugatedestiogentables, with 12 daysof
Norgestrekabletstakenwith the estrogertablds on days 17 to 28 of thewoman'scyclewith no breaksbetweerpacks
Fortreatmenbf postmenopaws symptans, the lowesteffective doseshoutl be administeed. Patients shouldbere-
evaluated periodcally to deermineif treatmentfor synptomsis still necessary For initiation andconinuaion of
treamentof pogmeropausabymptoms thelowesteffective dosefor the shorestduration (seealsoSection4.4) shoulc
be used.

For treatment of vasomotor symptoms, atrophic vaginitis, kraurosis vulvae, atrophic urethritis:
0.625-1.25mgconjugatedestogensdaily depending on theresponseof theindividual. Onenorgestretabletshouldbe
takendaiy from day 17 to day 28 of edrogentherapy.

Prophylaxis of osteoporosis: The minimumeffectve dose is 0.625mgdaily for mostpatents.Onenorgestrel tablet
should betakendaily from day 17 to day 28 of estroga theray.
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Concomitant progestogen use:
Unlessthereis a previousdiagnoss of endometrisis, it is not recommendedo adda progestogern hysterectomised
women(see4.4— SpecialWarningsandPrecautonsfor Use).

SinceNorgestel isadminigeredto reducetherisk of endomérial hyperplaia and endometriatarcinomapatients
without a uterusdo notrequre PrempakC 1.25mg.

For mod postmenopaual womentherajy may be commenedat any convenenttime althoughif the patientis still
menstruating,commencemernun first day of bleeding is recmmendd. Withdrawalbleedingusuallyoccus within
threeto sevendaysafterthelastnorgestrétablet. In womentranskerringfrom anothersequentiahormonereplacement
thergpy regimen,treatmentshouldbeginthe dayfollowing compldion of the prior regimen.

Bre&throughbleedingmay occasionallyocaur in thefirst few weeksafter initiating treament andwill usuallysettle.lt
canalsobetheresultof poorcompliancepr concurrentantibiotic use It may, however, indicateendometriapathology
and thereforeany doubt asto the causeof breakthrougtbleedngis anindication for endometriakvaluationincluding
endometrial biopsy.

Forgotten tablet: If atabletis forgotten,it shoutl betakenassoonasthe patientremenbers;therapyshouldthenbe
continuedasbefore.lf morethanonetablet hasbeenforgotten,only the mostrecent tablet shouldbe taken.
Missedpills may causebreakthrougibleeding in womenwith a uterus.

Elderly:
There areno specialdosagaequirementsor elderly patients,butaswith all medicinesthe lowesteffectve dose

should beused.

Children:
Not recommende!

4.3 Contraindications

1. Known, pastor suspectedbreastcancer

2. Known or suspecte@stogendependat mdignanttumours(e.g.endomérial cancer)

3. Undiagrosedabnormalgental bleedirg.

4. Untreatedcendonetrial hyperplaga

5. Previousor currentvenousthromboembasm (deepvein thrombosispulmorary embolism)

6. Active or recentarterialthromboembbc diseae(e.g.angha,myocadial infarction)

7. Acuteliver diseaser histoly of liver diseasavhere theliver function testshavefailedto retum to
normal.

8. Known hypersensivity to theactivesubstaces or to any of theexcipientsof PrempakC tablets.
9. Porphyria

4.4 Special warnings and precautionsfor use

Forthetreatmenbf postnenopaual symptons, HRT shoul only beinitiatedfor symptomghatadverselyaffectthe
guality of life. In all cases a carefulappaisalof therisksand benefits shouldbe undetakenat leastannudly and HRT
should only be continuedaslong asthe bendit outweighstherisk.

1. Medical examination/Follow up

Before initiating or reinsituting HRT, acompletepersonabnd family medical history shouldbetaken.
Physical(including pelvic and breas} examinationshouldbe guidedby the contraindicationsandwarningsfor use.
During treatment,periodiccheckupsarerecomnendedof a frequencyand natue adaptedo theindividual women.
Womenshouldbe adviedwhatchangesn their breastshouldbe

repotedto their doctoror nurse(see'BreastCance' below).Investigdions,including mammographyshouldbe caried
outin accadancewith currentlyacceptedscreenng pracices,modified to theclinical needf theindividual.
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2. Conditionsthat need supervision

If anyof thefollowing condtionsarepresent, have ocaurredpreviously,and/orhave beenaggravéed during pregnanc
or previaushormore treatmentthe patientshouldbe closely supervisedit shoud betakeninto accounthatthese
conditions mayrecu or beaggravatedluring treatmentwith Prenpak-C, in paticular:

— Leiomyoma (uterinefibroids) or endometiosis

— A family historyof, or risk factorsfor, thromboembat disordes (seebdow)

- Risk factorsfor edrogendependentumours(e.g.firstdegreeneredty for breastcancey

— Hypertension

— Liver disorderqe.g.liver adenoma)

— Diabetegmellituswith or without vascularinvolvement

— Cholelithiasis

— Migraineor (severeheadaches

— SystemidupuserythematosuéSLE)

— A historyof endometial hyperplag (seebelow)

— Epilepsy

— Asthma

— Otoscleosis

3. Reasonsfor immediate withdrawal of ther apy

Therapy shouldbediscontinuedf a cortraindication is discoveré andin thefollowing situations:
— Jaundice or deterorationin liver function

— Significantincreasen bloodpresure

— New onsetof migraine-type headache

— Pregnancy

4. Endometrial hyperplasia

Therisk of endometribhyperplasiaandcarcnomais increasedvhenestrogasareadministeedalonefor prolonged
periods (seesection4.8). Theaddtion of a progestogenfor atleastl2 days per cyde in nonthysteretomisedwomen
greatlyreduceshisrisk.

Bre&throughbleedingandspottingmay ocaur duringthefirst monthsof treament.If breakthoughbleedingor
spotting appearsafter sometime on therapy, or continues after treatmenthas beendiscontinuedthe reasorshouldbe
investigatedyhich may includeendometial biopsyto excludeendometial malignancy.

5. Breast Cancer

A randomsd placelo-controlledtrial, the Women'sHealth Initi ative study(WHI), andepidemiologicaktudies,
includingthe Mill ion WomenStudy (MWS), havereporteal anincreasedrisk of breastcancerin womentaking
estrogen,estrogerprogestogerrombnatonsor tibolonefor HRT for severayears(see Secion 4.8).Forall HRT, an
excessisk becomesapparentvithin afew yearsof useand increaes with durationof intakebutretumsto baseline
within afew (at mostfive years)after stoppingtreament.

Inthe MWS, therelative risk of breastcance with conjugdedequine estroges (CEE)or estradiol(E2) wasgreater
whena progesbgenwasadded eithersequentidly or coninuousl, andregadlessof type of progestogenTherewas
no evidenceof adifferencein risk betwesnthe differentroutesof administration.

In the WHI study, the continuouscombinedconjugaed equineestrogenandmedroxypiogesteoneacetatg CEE +
MPA) productusedwasassociateavith breast cancerstha wereslighty largerin sizeandmorefrequentlyhadlocal
lymphnodemetastasecomparedo placebo.

HRT, epecialy estrogerprogestogercombinedtreatment,increaseshe densityof mammograpla imageswvhich may
adversely affed theradiologicaldetctionof breastcance:.

6. Venous thr omboembolism

Hormonereplacementherapy(HRT) is asso@ted with a highe relative risk of developingvenousthromboembolism
(VTE) i.e. deepveinthromboss or pulmonay embolism.Onerandomsedcontolled trial andepideniologicd studies
foundatwo to threefoldhigherrisk for usea's compaedwith non-users.

Fornon userdt is egimatedthatthe numberof caseof VTE tha will occurover a5-yearpeiiod is about3 per 1000
womenaged50-59 yearsand8 per 1000womenagedbeween60-69 yeas.
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It is edimatedthatin healthywomenwho useHRT for 5 years,thenumbe of additionalcasef VTE overa5-year
period will bebetweer? and6 (bestedimate = 4) per 1000womenageds0-59 years andbetween5 and15 (best
estimate= 9) per1000womenaged60-69 years. Theoccurrene of sud aneventis morelikely in thefirst yearof
HRT thanlater.

Generallyrecognisedisk factorsfor VTE include a persona or family historyandsevereobesity(Body MassIindex
>30kg/m,) andsygemic lupuserythematoss (SLE). Thereis no consensusboutthe possble role of varicoseveinsin

VTE. Patiens with ahistory of VTE or knownthrombophlic states have anincreasedisk of VTE. HRT mayaddto
this risk. Strongfamily history of thromembolismor persond reaurrentspontaneouabortionshouldbeinvestigated
in orderto excludeathrombophilicpredispositionUntil athoroughevaluaton of thrombophilicfactorshasbeenmade
useof HRT in suchpaientsshouldbe viewed ascontaindicated. Thosewomenalreadyon anticoagulantreatment
requirecarefulconsideratiorof the

benefit -risk of useof HRT.

Therisk of VTE maybetemporarilyincreasedwith prolongeal immobilisation, majortraumaor majorsurgery.As with
al pog-operativepatients scrupulousattenton shouldbe givento prophylcic measuesto preventVTE following
surgery. Whete prolongedmmobilisationis liableto follow elecive surgery patticularly abdominalor orthopaedic
surgery to the lower limbs, consideratiorshouldbe givento temporaily stoppingHRT 4-6 weeksearlier,if thisis
possible. Treatmentshouldnot beredarted until thewomanis conpletdy mobiised.If venoushromboembolism
developsafterinitiating therapythe drug shoutl be disoontinuel. Paients shouldbetold to contacttheir doctor
immediatelywhenthey areawareof potential thromboenbolic sympbms(e.g.painful swellingof aleg, sudderpainin
the chest, dyspnoea).

7. Coronary Artery Disease (CAD)

Thereis no evidencefrom randomiseatontrdled trials of cardiovascula beneft with continuouscombinedconjugated
estrogensandmedroxyprogesteroreceate(MPA). Two largeclinicd trials (WHI andHERS, i.e. Heartand
Estrogen/progestiReplacemen$tudy)showedanincreasedrisk of cardiovascuar morbidity particularlyin thefirst
year of useandno overallbeneft. For otherHRT produds thereare only limited datafrom randonisedcontrolledtrials
examiningeffectsin cardiovasculamorbidity or mortdity. Thereforeit is uncertainwhetherthesefindingsalsoextenc
to otherHRT products.

8. Stroke

Onelargerandonisedclinical trial (WHI-trial) found,as a seondaryoutaome,anincreasedisk of ischaemicstrokein
healthy womenduringtreatmenwith continuouscombhnedconjugatedestrogensandMPA. For womenwho do not
useHRT, it is estimatd thatthe numberof casesf stroketha will occuroverab yearperiodis about3 per1000
womenaged50-59 yearsand11 per1000womenaged60-69 years.It is estimatedthatfor womenwho useconjugated
estrogensandMPA for 5 years the numberof addiional caseswill bebetwea 0 and3 (best estimate=1) per1000
usersageds0-59 yearsandbetweenl and9 (bestestmaie = 4) per1000usersaged60-69 years It is unknown whethe
the increasedlisk alsoextendgo otherHRT produds.

9. Ovarian Cancer

Long-term (atleast5-10 yeas) useof estogenronly HRT producsin hyserectomsedwomenhasbeenassociatdwith
an increaedrisk of ovariancancelin someepidemological studes.lIt is uncerain whetherlong-termuseof combined
HRT confersdifferentrisk thanedrogeronly products.

Other Conditions

10. Estrogengprogestgensmay causdiluid retenton andthereforepaientswith cardiacor renaldysfunctionshouldbe
carellly obseved.Patientswvith terminalrenal insufficiencyshouldbe closely obseved,sinceit is expectedhatthe
levelof circulatingacive ingredientsn PrempakC is increased.

11. Theuseof estogensmayinfluencethelaborabry resultsof cettain endocrinetestsandliver enzymes
Estrogensncreaseahyroid bindingglobulin (TBG), leadngto increasectirculaing total thyroid hormone as measure:
by proteinboundiodine (PBI), T4 levels (by columnor by radio-immunoassg) or T3 levels(by radicimmunoassay).
T3 resinuptakeis decreasd, reflectingtheelevaed TBG. FreeT4 and free T3 conentrdionsare usuallyunaltered.

Patietsdependentn thyroid hormonereplacementthergpy mayrequre increase dosesn orderto maintaintheir free
thyroid hormondevelsin anacceptableange.
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Other binding proteinsmaybe elevatedn serum,.e. corticoid binding globulin (CBG), sex-hormonebindingglobulin
(SHBG)leadingto increasedirculating corticosterods and sex steroids,respectivey. Freeor biologically active
hormoneconcentationsareusually unchanged.

Other plasmaproteinsmaybeincreasedangiotensinogeméninsubstate alphal-antitrypsin,ceruloplasmin)

12. A two- to four-fold increa® in therisk of galbladderdiseaseequiring surgeryin womenreceving HRT hasbea
repoted.

13. A worseningof glucosetolerancemay occurin somepatientson estrogerprogestogethergy andtherefore
diabetic patientsshouldbe carefully observe while recaving hormonereplacementherapy.

Patientswith rareherditary problemsof gdactoseor fructoseintolerane, the Lapplactasedeficiency, suciose
isomaltasénsufficiencyor glucosegalacbsemadabsorpton shoutl not takethis medicine as theexcipientsn the
tabletincludelactoseand sucroe.

14. Estrogens shouldbe usedwith cautionin individuals with severehypocdcaemia.

15. Womenwith pre-existing hypertiglyceridemiashouldbefollowedclosdy duringestroga replacemenbr hormone
replacementherapy sincerarecagsof largeincreasesof plasmatriglycerides leadingto pancreatitisyavebeen
repotedwith estogentherapyin this condiion.

16. There is no conclwsive evidenceor improvenentof cognitive function. Thereis someevidene from the WHI trial
of increasedisk of probabledementian womenwho startusing continuouscombinedCEE andMPA aftertheageof
65. It is unknown whetherthefindingsapplyto youngemostnenopausalvomen or otherHRT products.

4.5 Interaction with other medicinal products and other forms of interaction

Themetabolsmof estrogensindprogesbgensmay beincreasedy conmmitantuseof substanceknownto induce
drug-metabolisingenzymesspecificaly cytochromeP450enz/mes,sud asanticonvulsantge.g.phenobabital,
pherytoin, cabbamazepineandantiinfectives (e.g. rifampicin, rifabutin, nevirgine,efavirenz).

Ritonavir andnelfinavir, althoughknown asstronginhibitors, by contrastexhibit inducingpropertiesvhenused
concomitantly with steroidhormones.

Hot flushesandvaginalbleedinghavebeenreported in paients takingHRT andSt. Johns wort. St. John'swort may
inducehepatic microsomakenzymesvhich theoretcaly may resut in reducedefficacy of HRT.
CYP3A4inhibitorssuchascimetidine,erythromycn andketoconazée may increasglasmaconcentationsof 17p3-
estradiol andmay resultin side effect.

Clinically, anincreasednetabolisnof estrogensindprogestoges may lead to deceasedeffectandchangesn the
uterinebleedig profile.

Theresponséo metyraponenaybereduced.

4.6 Pregnancy and lactation

Pregnancy:
PrempakC is notindicatedduring pregrancy.If pregnang occursduring medicationwith Premp&-C, treatment

should be withdrawnimmediately.Clinically, daa on alimited numberof exposegregnanciesdicateno adverse
effects of MPA onthefoetus.Theresultsof mostepidaniologicd studiesto dae relevantto inadvertenfoetal
exposureto combination®f edrogensandprogestogens

indicateno teratogenioor foetotoxiceffect.

L actation:
PrempakC is notindicatedduringlactation.

4.7 Effectson ability to drive and use machines

Not applicable
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4.8 Undesirable effects

See also 4.4 Special warnings and special precautions for use

Adversedrugreaction ADRs) Thefoll owing advesereadionshavebeenrepatedwith PrempakC or areundesiable
effects associatedavith edrogenslt is not possibleto calculae frequencies for theseeventshasedn salesdatafor
patientexposure.

System Organ Class

Adverse Reaction

InfectionsandInfestation

Vaginitis, Vaginalcandidiass

Neglasmsbengn andmalignant
(includingcysts andpolyps

Breastcancerfibrocysic breas changes,
ovarian cancerendanmetrialcancer;
enlargementsf hepatichemangiome

Immunesystemdisorders

Anaphylatic/anaphylactoideactions,
includingurticariaandangioedem

Metabolisn andnutrition disorders

Glucosentolerancehypocalcaemia;
exacerbatiorof porphyric

Psychiatriadisorders

Depressionghangesn libido, mood
disturbancesiritability, denmentia

Nervoussystemdisorders

Dizziness headahe(including migraine)
anxiety,

Exacerbatiorof epilepsy;Stroke;
exacerbatiorof chore:

EyeDisorders

Intoleran@ of contact lensesretinal
vascularthrombosi

Cardac disorder

Myocadial infarctior

Vasculardisordeas

Venousthrombosissupeficial
thrombophlebits, pumonaryembolisn

Respiraory, thoradc andmediastinal
disorders

Exacerbatiorof asthma

Gastrointestial disorders

Nauseabloating, vomiting, abdominal
pain; pancreatiis

Hepatobiliarydisorde

Gallbladderdiseae;cholestaticaundice

Skin andsubcuaineousdissuedisorders

Alopeda, pruritus,acne
Chloasma/melasm&irsutism radh;
erythemamultiforme; erythemanodosum

Musculoskettal,connectiveissueand
bonedisordes

Arthralgias,legcramps

Reproductivesystemandbreastdisorders

Bred&throughbleeding/dysmaorrhoea,
spatting; breastpain, tenderness;
enlargementdischarge

Changesin menstual flow, changen
cervicalectopion andsecretion,
Galactorrhoeaincreasesizeof uterine
leiomyomatagndometriahyperplasi

Gereraldisordersandadminidration site
conditions

Oedema

Investigations

Changsin weight (increaseor
decrease)

Increasedtriglycerides increasen blood
pressur
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Breast cancer

Accordingto evidencefrom alargenumbe of epideniological studiesandonerandomiseglacebecontrolled trial, the
Women'sHedth Initiative (WHI), the overal risk of breastcancerincreaeswith increasingdurationof HRT usein
currentor recent HRT users.

Forestrogeronly HRT, edimatesof relative risk (RR) from areanalysisof original datafrom 51 epidemiological
studies(in which>80%o0f HRT usewasestrogerronly HRT) andfrom the epidemiologicalMillion WomenStudy
(MWS) aresimilar at1.35(95%CI11.21-1.49)and1.30(95%CI1.21- 1.40),respectively.
ForestrogemlusprogestogemombinedHRT, several epidaniological studieshavereportedanovermll higherrisk for
breastcancerthanwith estogensalone.

TheMWS reporedthat,comparedo neve usersthe useof varoustypesof estrogaprogetogencombinedHRT was
asscciatedwith a higherrisk of breasttancerRR = 2.00,95%Cl: 1.88— 2.12)thanuseof estrogenslone(RR = 1.30,
95%Cl: 1.21-1.40)or useof tibolone(RR = 1.45,95%CI1.251.68).

TheWHI trial reportedarisk egimateof 1.24(95%CI:1.01— 1.54)after 5.6 yearsof useof estrogerprogestogen
combinedHRT (CEE+ MPA) in all userscomparedvith placbo.

Theabsdute risks calaulatedfrom the MWS and the WHI trial are presentd below:

The MW S hasestimated from theknownaveiageincidenceof breastcancerin developedounties, that:
Forwomennotusing HRT, about32in every 1000are expected to havebreastcancerdiagnosedetweerthe agesof
50 and64 years.

For1000currentor recentusersof HRT, the numberof additional cases during the correspondingperiod will be:

Forusersof estiogenonly replacementherapy
* betweerD and3 (bestestinate= 1.5)for 5 yearsuse
* betweer3 and7 (bestestimate= 5) for 10 yearsuse.

Forusersof estiogenplusprogesbgencombnedHRT

* betweerb and7 (bestestimate= 6) for 5 yearsuse

* betweenl8 and20 (bestestimate= 19) for 10 yeasuse.

TheWHI trial estimaedthatafter5.6 years of follow-up of womenbetweenthe ages of 50 and79 years,anadditional
8 casesof invasivebreas cancemould bedue to estrogenprogestogeombnedHRT (CEE + MPA) per10,000
womenyears.

Accordingto calculationsfrom thetrial datg it is estimated that

For 1000womenin the placebogroup.
 about16 casesf invasivebreasttancemwould be diagnosedn 5 years.

For 1000womenwho usedegrogenplus progestogencombined HRT (CEE + MPA), the numberof additionalcases
would be

* betweerD and9 (bestestimate= 4) for 5 yearsuse.

Thenumberof addtional casesof breas cancerin women who useHRT is broadlysimilar for womenwho startHRT
irrespectiveof ageat stat of use(betweerthe ages of 45-65) (seesedion 4.4).

Endometrial cancer

In womenwith anintact uterus therisk of endonetrial hypeaplasiaandendomérial cancelincreagswith increasing
durationof useof unoppogsdestogens Accordingto datafrom epidamiologicd studiesthe bestestimateof risk is that
for women notusingHRT, about5 in every1000areexpecedto haveendomérial cancerdiagnogdbetweertheages
of 50and65. Dependingon the durationof treatnmentand estrogerdose thereportedncreasen endometial cancer
risk amongunoppogdedrogenusersvariesform 2- to 12-fold greaer comparedwith nonrusers. Adding a progesogen
to estrogeronly therapygreatlyreduceghis increasedisk.

Other adversaeactonsreporedin assocation with estrogerpgrogestogentreatmentincluding PrempakC:

- Estroge-depandentneoplasm$enignandmalignant,e.qg. endometial hyperplaia endometriatance
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- Venousthromboembolismi.e.deeplegor pelvic venousthromboss and pulmonaryembolism,is more frequent
among hormonereplacementherapyusershanamongnonusers.

For furtherinformation, seesectiond.3 Containdicdaionsand4.4 Specal WarningsandspecialPrecautiondor Use.
- Retinalvascularthromboss

— Myocardal infarction andstroke

- Increasesdn blood pressire

— Cholesttic jaundice

— Enlargemenbf hepdic haemangimas

— Skin and subcuaineoudlisorders:erythemamultiforme, erythemanodosumyascula purpura
— Probabledementa (seesection4.4)

— Exacerbabn of chorea

— Exacerbabn of porphyria

— Exacerbabn of hypocalcaemia

4.9 Overdose

Numerougeportsof ingestionof largedosesf estrogen/progstoger-cortainingoral contraceptivedy youngchildren
indicatethatacue serousill effectshawe notbeenobservd. Overdosageof estrogensnay causenaugaand vomiting,
and withdrawalbleedng mayoccurin females. There is no specifc anidote andfurthertreatmenshouldbe
symptomatic

5PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

Conjugatedestogentabletshaveidential phamacological acionsto endogenousstiogensin this preparatiorthe
estrogenacion is usedto regore estroga levels, andthuspreventsymptons of postmenopausa&stiogendeficiency.

5.2 Pharmacokinetic properties

Both conjugatedestrogensndDL -norgestrelare readily absorbedrom the gastrointestinal trad andare exaetedin the
urine andfaecesn theform of glucuronideor sulphat conjugatesBoth drugshaveeliminationhalf lives sufficient to
allow oncedaily dosing.

5.3 Preclinical safety data

Long-termconinuousadministation of natural andsyntheic estrogensn certain animalspeciesincreass the
frequencyof caradnoma of the breastcervix, vaginaandliver.

6 PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Conjugatedestogentablets:
LactoseMonohydrate
Methylcellulose
Magnesiunttearate
Suaose
Glycerylmonaooleate
Macrogol

CarnaubaWax
CalciumSulphateAnhydrous
Microcrystaline Celulose
Phamacetical Glaze(Shellac
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TitaniumDioxide (E171)
StearicAcid

Purified Water

Iron Black Oxide (E172)
Ethanol

n-butyl alcohol
PropyleneGlyco (E1520)
AmmoniaSolution
Sunsetyrellow (E110)
Ethyl Acetate
QuinolineYellow (E104)
Shdlac (E904)

NorgestrelTablets
LactoseMonohydrate
Starch
Polyvinylpyrrolidine
Talc
Magnesiunttearate
Suaose

Macrogol
CalciumCarbonate
Bleached/Vax
CarnaubaWax
TitaniumDioxide (E171)
Iron Oxide (E172)

6.2 Incompatibilities
Not applicabl

6.3 Shelf Life

Irish Medicines Board

Thesheltlife expiry dateof this productis the dateshownon the contanerandouterpackageof the producton the

marketin the countryof origin.

6.4 Special precautionsfor storage

Do not storeabowe 25°C

6.5 Nature and contents of container

Polyvinylchloride (PVC)/Aluminiumfoil blisters contaning 28 conjugatel estrogerand12 norgesrel tabletsin an
overlabelledcontiner.Threecalendaipackspercaron

6.6 Special precautionsfor disposal of a used medicinal product or waste materials derived from
such medicinal product and other handling of the product

No specialrequirement
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7 Parallel Product Authorisation Holder

LTT Pharma.imited
Unit 18
OxleasowRoad
EastMoonsMoat
Redditch
Worcesershire

B98 ORE

UK

8 Parallel Product Authorisation Number

PPA156217/2
9 DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Dateof first authorisation:3™ Juy 2009

10 DATE OF REVISION OF THE TEXT
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