
IRISH MEDICINES BOARD ACTS 1995 AND 2006

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

(S.I. No.540 of 2007)

PPA1562/007/002
CaseNo: 2063283

The Irish MedicinesBoard in exercise of thepowersconferredon it by the abovementionedRegulations hereby grants to

LTT Pharma Limited

Unit 18, Oxleasow Road, East Moon Moat, Redditch, Worcestershire B98 0RE, United Kingdom

anauthorisation,subject to theprovisionsof thesaid Regulations,in respectof theproduct

Prempak-C 1.25mg Coated Tablets

The particularsof which are setout in Part I and PartII of theattachedSchedule.Theauthorisationis also subject to thegeneralconditionsas
maybespecifiedin thesaid Regulationsas listedon thereverseof this document.

This authorisation, unlesspreviously revoked,shall continuein forcefrom 03/07/2009.

Signed onbehalf of theIrish MedicinesBoardthis

________________

A personauthorisedin thatbehalf by thesaidBoard.
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Part II

Summary of Product Characteristics

1 NAME OF THE MEDICINAL PRODUCT

Prempak-C 1.25mg CoatedTablets.

2 QUALITATIVE AND QUANTITATIVE COMPOSITION

Prempak-C 1.25mg consistsof 28 tabletscontaining1.25mg conjugatedestrogens,and12 tabletscontaining 0.15mg
norgestrel.

Excipients-ContainsLactoseMonohydrate,Sucrose, SunsetYellow (E110)

Fora full list of excipients,seesection6.1.

3 PHARMACEUTICAL FORM

CoatedTablet
Product imported from the UK:
28 Oval yellow sugarcoatedtabletsmarked with “1.25mg” in black ink: each tabletcontainingconjugatedestrogens
1.25mg.
12 Roundlight brownsugarcoatedtablets containingnorgestrel 0.15mg.

4 CLINICAL PARTICULARS

4.1 Therapeutic Indications

Prempak-C 1.25mg is indicatedfor hormonereplacementtherapy (HRT) for estrogen-deficiencysymptomsin
menopausalandpostmenopausal womenwith anintact uterus.

Preventionof osteoporosis in postmenopausalwomenat high risk of futurefractureswhoare intolerantof, or
contraindicatedfor, othermedicinal productsapprovedfor theprevention of osteoporosis.

(Seealsosection4.4)

4.2 Posology and method of administration

Adults:
Prempak-C is takenorally in acontinuoussequential 28-dayregimenof conjugatedestrogentablets,with 12daysof
Norgestreltabletstakenwith theestrogentablets on days 17 to 28of thewoman'scyclewith nobreaksbetweenpacks.
For treatmentof postmenopausal symptoms,thelowesteffectivedoseshould beadministered.Patientsshouldbere-
evaluated periodically to determineif treatmentfor symptomsis still necessary.For initiation andcontinuation of
treatmentof postmenopausalsymptoms, thelowesteffective dosefor theshortestduration(seealsoSection4.4)should
beused.

For treatment of vasomotor symptoms, atrophic vaginitis, kraurosis vulvae, atrophic urethritis:
0.625-1.25mgconjugatedestrogensdaily dependingon theresponseof theindividual.Onenorgestreltabletshouldbe
takendaily from day17 to day28of estrogentherapy.

Prophylaxis of osteoporosis: Theminimumeffective dose is 0.625mgdaily for mostpatients.Onenorgestrel tablet
should betakendaily from day17 to day28of estrogen therapy.
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Concomitant progestogen use:
Unlessthereis a previousdiagnosis of endometriosis, it is not recommendedto addaprogestogenin hysterectomised
women(see4.4– SpecialWarningsandPrecautionsfor Use).

SinceNorgestrel is administeredto reducetherisk of endometrial hyperplasiaand endometrialcarcinoma,patients
without a uterusdonot requirePrempak-C 1.25mg.
Formost postmenopausal womentherapy maybecommencedat anyconvenienttimealthoughif thepatientis still
menstruating,commencementon first dayof bleeding is recommended. Withdrawalbleedingusuallyoccurs within
threeto sevendaysafterthelastnorgestrel tablet. In womentransferringfrom anothersequentialhormonereplacement
therapy regimen,treatmentshouldbeginthedayfollowing completion of theprior regimen.

Breakthroughbleedingmayoccasionallyoccur in thefirst few weeksafter initiating treatment andwill usuallysettle.It
canalsobetheresultof poorcompliance,or concurrentantibiotic use. It may, however, indicateendometrialpathology
and thereforeanydoubt asto thecauseof breakthroughbleeding is anindication for endometrialevaluationincluding
endometrialbiopsy.

Forgotten tablet: If a tabletis forgotten,it should betakenassoonas thepatientremembers;therapyshouldthenbe
continuedasbefore.If morethanonetablet hasbeenforgotten,only themostrecent tablet shouldbe taken.
Missedpills maycausebreakthroughbleeding in womenwith auterus.

Elderly:
There arenospecialdosagerequirementsfor elderly patients,but aswith all medicines,thelowesteffective dose
should beused.

Children:
Not recommended.

4.3 Contraindications

1. Known,pastor suspectedbreastcancer
2. Knownor suspectedestrogen-dependent malignanttumours(e.g.endometrial cancer)
3. Undiagnosedabnormalgenital bleeding.
4. Untreatedendometrial hyperplasia
5. Previousor currentvenousthromboembolism (deepvein thrombosis,pulmonary embolism)
6. Active or recentarterialthromboembolic disease(e.g.angina,myocardial infarction)
7. Acuteliver diseaseor history of liver diseasewhere theliver function testshavefailedto return to
normal.
8. Knownhypersensitivity to theactivesubstances or to anyof theexcipientsof Prempak-C tablets.
9. Porphyria

4.4 Special warnings and precautions for use

For thetreatmentof postmenopausal symptoms,HRT should only beinitiatedfor symptomsthatadverselyaffect the
quality of life. In all cases, a carefulappraisalof therisksandbenefits shouldbeundertakenat leastannually andHRT
should only becontinuedaslongasthebenefit outweighstherisk.

1. Medical examination/Follow up
Before initiating or reinstituting HRT, acompletepersonaland family medical historyshouldbetaken.
Physical(includingpelvicand breast) examinationshouldbeguidedby thecontraindicationsandwarningsfor use.
During treatment,periodiccheck-upsarerecommendedof a frequencyandnatureadaptedto theindividualwomen.
Womenshouldbeadvisedwhatchangesin their breastsshouldbe
reportedto theirdoctoror nurse(see'BreastCancer' below).Investigations,includingmammography,shouldbecarried
out in accordancewith currentlyacceptedscreeningpractices,modified to theclinical needsof theindividual.
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2. Conditions that need supervision
If anyof thefollowing conditionsarepresent, have occurredpreviously,and/orhavebeenaggravatedduring pregnancy
or previoushormone treatment,thepatientshouldbecloselysupervised.It should betakeninto accountthatthese
conditions mayrecur or beaggravatedduring treatmentwith Prempak-C, in particular:
− Leiomyoma(uterinefibroids)or endometriosis
− A family historyof, or risk factorsfor, thromboembolic disorders (seebelow)
− Risk factorsfor estrogendependenttumours(e.g.fi rstdegreeheredity for breastcancer)
− Hypertension
− Liver disorders(e.g.liver adenoma)
− Diabetesmellituswith or without vascularinvolvement
− Cholelithiasis
− Migraineor (severe)headaches
− Systemiclupuserythematosus(SLE)
− A historyof endometrial hyperplasia (seebelow)
− Epilepsy
− Asthma
− Otosclerosis

3. Reasons for immediate withdrawal of therapy
Therapyshouldbediscontinuedif a contraindication is discovered andin thefollowing situations:
− Jaundiceor deteriorationin liver function
− Significantincreasein bloodpressure
− Newonsetof migraine-typeheadache
− Pregnancy

4. Endometrial hyperplasia
Therisk of endometrial hyperplasiaandcarcinoma is increasedwhenestrogensareadministeredalonefor prolonged
periods(seesection4.8).Theaddition of a progestogenfor at least12days per cycle in non-hysterectomisedwomen
greatlyreducesthis risk.
Breakthroughbleedingandspottingmayoccur duringthefirst monthsof treatment.If breakthroughbleedingor
spotting appearsafter sometimeon therapy,or continues after treatmenthas beendiscontinued,thereasonshouldbe
investigated,whichmay includeendometrial biopsyto excludeendometrial malignancy.

5. Breast Cancer
A randomised placebo-controlledtrial, theWomen'sHealth Initiative study(WHI), andepidemiologicalstudies,
includingtheMill ion WomenStudy (MWS), havereported anincreasedrisk of breastcancerin womentaking
estrogen,estrogen-progestogencombinationsor tibolonefor HRT for several years(seeSection 4.8).For all HRT, an
excessrisk becomesapparentwithin a few yearsof useand increaseswith durationof intakebut returnsto baseline
within a few (at mostfive years)afterstoppingtreatment.

In theMWS, therelative risk of breastcancer with conjugatedequineestrogens(CEE)or estradiol(E2)wasgreater
whena progestogenwasadded,eithersequentially or continuously, andregardlessof typeof progestogen.Therewas
no evidenceof a differencein risk betweenthedifferentroutesof administration.
In theWHI study, thecontinuouscombinedconjugatedequineestrogenandmedroxyprogesteroneacetate(CEE +
MPA) productusedwasassociatedwith breast cancersthat wereslightly largerin sizeandmorefrequentlyhadlocal
lymphnodemetastases comparedto placebo.
HRT, especially estrogen-progestogencombinedtreatment,increasesthedensityof mammographic imageswhichmay
adversely affect theradiologicaldetectionof breastcancer.

6. Venous thromboembolism
Hormonereplacementtherapy(HRT) is associated with ahigher relative risk of developingvenousthromboembolism
(VTE) i.e. deepvein thrombosis or pulmonary embolism.Onerandomisedcontrolled trial andepidemiological studies
founda two to threefoldhigherrisk for users comparedwith non-users.
Fornon- usersit is estimatedthatthenumberof casesof VTE that will occurovera5-yearperiod is about3 per1000
womenaged50-59yearsand8 per1000womenagedbetween60-69years.
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It is estimatedthatin healthywomenwhouseHRT for 5 years,thenumber of additionalcasesof VTE overa 5-year
period will bebetween2 and6 (bestestimate = 4) per 1000womenaged50-59years andbetween5 and15 (best
estimate= 9) per1000womenaged60-69years.Theoccurrence of such anevent is morelikely in thefirst yearof
HRT thanlater.
Generallyrecognisedrisk factorsfor VTE includeapersonal or family historyandsevereobesity(BodyMassIndex
>30kg/m2) andsystemic lupuserythematosus(SLE).Thereis noconsensusaboutthepossible role of varicoseveins in

VTE. Patients with ahistory of VTE or knownthrombophilic states haveanincreasedrisk of VTE. HRT mayaddto
this risk. Strongfamily history of thromboembolismor personal recurrentspontaneousabortionshouldbeinvestigated
in orderto excludea thrombophilicpredisposition.Until a thoroughevaluation of thrombophilicfactorshasbeenmade,
useof HRT in suchpatientsshouldbeviewed ascontraindicated.Thosewomenalreadyonanticoagulanttreatment
requirecarefulconsiderationof the
benefit -risk of useof HRT.
Therisk of VTE maybetemporarilyincreasedwith prolonged immobilisation, majortraumaor majorsurgery.As with
all post-operativepatients,scrupulousattentionshouldbegivento prophylactic measuresto preventVTE following
surgery.Whereprolongedimmobilisationis liableto follow elective surgery,particularly abdominalor orthopaedic
surgery to thelower limbs,considerationshouldbegivento temporarily stoppingHRT 4-6 weeksearlier,if this is
possible.Treatmentshouldnot berestarted until thewomanis completely mobilised.If venousthromboembolism
developsafter initiating therapythedrugshould bediscontinued. Patientsshouldbetold to contacttheirdoctor
immediatelywhenthey areawareof potential thromboembolic symptoms(e.g.painful swellingof a leg,suddenpainin
the chest,dyspnoea).

7. Coronary Artery Disease (CAD)
There is noevidencefrom randomisedcontrolled trialsof cardiovascular benefit with continuouscombinedconjugated
estrogensandmedroxyprogesteroneacetate(MPA). Two largeclinical trials(WHI andHERS,i.e.Heartand
Estrogen/progestinReplacementStudy)showedanincreasedrisk of cardiovascularmorbidityparticularlyin thefirst
year of useandnooverallbenefit. For otherHRT products thereareonly limiteddatafromrandomisedcontrolledtrials
examiningeffects in cardiovascularmorbidity or mortality. Therefore, it is uncertainwhetherthesefindingsalsoextend
to otherHRT products.

8. Stroke
Onelargerandomisedclinical trial (WHI-trial) found,as asecondaryoutcome,anincreasedrisk of ischaemicstrokein
healthy womenduringtreatmentwith continuouscombinedconjugatedestrogensandMPA. Forwomenwhodonot
useHRT, it is estimated thatthenumberof casesof strokethat will occurovera5 yearperiodis about3 per1000
womenaged50-59yearsand11per1000womenaged60-69years.It is estimatedthatfor womenwhouseconjugated
estrogensandMPA for 5 years,thenumberof additionalcaseswill bebetween 0 and3 (best estimate=1) per1000
usersaged50-59yearsandbetween1 and9 (bestestimate= 4) per1000usersaged60-69years. It is unknown whether
the increasedrisk alsoextendsto otherHRT products.

9. Ovarian Cancer
Long-term(at least5-10years)useof estrogen-only HRT products in hysterectomisedwomenhasbeenassociatedwith
an increasedrisk of ovariancancerin someepidemiological studies.It is uncertainwhetherlong-termuseof combined
HRT confersdifferentrisk thanestrogen-only products.

Other Conditions
10. Estrogens/progestogensmaycausefluid retention andthereforepatientswith cardiacor renaldysfunctionshouldbe
carefully observed.Patientswith terminalrenal insufficiencyshouldbecloselyobserved,sinceit is expectedthatthe
levelof circulatingactive ingredientsin Prempak-C is increased.

11. Theuseof estrogensmayinfluencethelaboratory resultsof certainendocrinetestsandliver enzymes.
Estrogensincreasethyroid bindingglobulin (TBG), leading to increasedcirculating total thyroidhormone,as measured
by protein-boundiodine(PBI), T4 levels (by columnor by radio-immunoassay) or T3 levels(by radio-immunoassay).
T3 resinuptakeis decreased,reflectingtheelevatedTBG. FreeT4 and freeT3 concentrationsareusuallyunaltered.

Patientsdependenton thyroidhormonereplacementtherapy mayrequire increased dosesin orderto maintaintheir free
thyroid hormonelevelsin anacceptablerange.
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Otherbindingproteinsmaybeelevatedin serum,i.e. corticoid bindingglobulin (CBG),sex-hormone-bindingglobulin
(SHBG)leadingto increasedcirculatingcorticosteroidsandsex steroids,respectively. Freeor biologicallyactive
hormoneconcentrationsareusually unchanged.
Otherplasmaproteinsmaybeincreased(angiotensinogen/reninsubstrate, alpha-I-antitrypsin,ceruloplasmin).

12. A two- to four-fold increase in therisk of gallbladderdiseaserequiringsurgeryin womenreceiving HRT hasbeen
reported.

13. A worseningof glucosetolerancemayoccurin somepatientsonestrogen/progestogentherapy andtherefore
diabeticpatientsshouldbecarefullyobserved while receiving hormonereplacementtherapy.
Patientswith rarehereditaryproblemsof galactoseor fructoseintolerance, theLapplactasedeficiency,sucrose-
isomaltaseinsufficiencyor glucose-galactosemalabsorptionshould not takethis medicine,as theexcipientsin the
tablet includelactoseandsucrose.

14. Estrogensshouldbeusedwith cautionin individuals with severehypocalcaemia.

15. Womenwith pre-existinghypertriglyceridemiashouldbefollowedclosely duringestrogen replacementor hormone
replacementtherapy,sincerarecasesof largeincreasesof plasmatriglycerides leadingto pancreatitishavebeen
reportedwith estrogentherapyin this condition.

16. There is noconclusiveevidencefor improvementof cognitive function.Thereis someevidence from theWHI trial
of increasedrisk of probabledementiain womenwhostartusingcontinuouscombinedCEEandMPA aftertheageof
65. It is unknownwhetherthefindingsapplyto youngerpostmenopausalwomen or otherHRT products.

4.5 Interaction with other medicinal products and other forms of interaction

Themetabolismof estrogensandprogestogensmay beincreasedby concomitantuseof substancesknownto induce
drug-metabolisingenzymes,specifically cytochromeP450enzymes,such asanticonvulsants(e.g.phenobarbital,
phenytoin, carbamazepine)andanti-infectives(e.g. rifampicin, rifabutin, nevirapine,efavirenz).
Ritonavirandnelfinavir,althoughknownasstronginhibitors,by contrastexhibit inducingpropertieswhenused
concomitantly with steroidhormones.
Hot flushesandvaginalbleedinghavebeenreported in patients takingHRT andSt.John's wort. St.John'swort may
inducehepatic microsomalenzymeswhich theoretically may result in reducedefficacyof HRT.
CYP3A4 inhibitorssuchascimetidine,erythromycin andketoconazole may increaseplasmaconcentrationsof 17β-
estradiol andmay resultin sideeffects.
Clinically, anincreasedmetabolismof estrogensandprogestogensmay lead to decreasedeffectandchangesin the
uterinebleedingprofile.
Theresponseto metyraponemaybereduced.

4.6 Pregnancy and lactation

Pregnancy:
Prempak-C is not indicatedduringpregnancy.If pregnancy occursduringmedicationwith Prempak-C, treatment
should bewithdrawnimmediately.Clinically, data ona limited numberof exposedpregnanciesindicateno adverse
effects of MPA on thefoetus.Theresultsof mostepidemiological studiesto date relevantto inadvertentfoetal
exposureto combinationsof estrogensandprogestogens
indicateno teratogenicor foetotoxiceffect.

Lactation:
Prempak-C is not indicatedduringlactation.

4.7 Effects on 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
Adversedrugreactions(ADRs)Thefollowingadversereactionshavebeenreportedwith Prempak-C or areundesirable
effects associatedwith estrogens.It is not possibleto calculate frequencies for theseeventsbasedonsalesdatafor
patientexposure.

System Organ Class Adverse Reaction

InfectionsandInfestations Vaginitis,Vaginalcandidiasis
Neoplasmsbenignandmalignant
(includingcysts andpolyps)

Breastcancer,fibrocystic breast changes,
ovarian cancer;endometrialcancer;
enlargementsof hepatichemangiomas

Immunesystemdisorders Anaphylactic/anaphylactoidreactions,
includingurticariaandangioedema

Metabolism andnutritiondisorders Glucoseintolerance;hypocalcaemia;
exacerbationof porphyria

Psychiatricdisorders Depression,changesin libido, mood
disturbances,irritability, dementia

Nervoussystemdisorders Dizziness,headache(includingmigraine),
anxiety,
Exacerbationof epilepsy;Stroke;
exacerbationof chorea

EyeDisorders Intoleranceof contact lenses;retinal
vascularthrombosis

Cardiacdisorders Myocardial infarction
Vasculardisorders Venousthrombosis,superficial

thrombophlebitis,pulmonaryembolism
Respiratory, thoracic andmediastinal
disorders

Exacerbationof asthma

Gastrointestinal disorders Nausea,bloating,vomiting,abdominal
pain; pancreatitis

Hepatobiliarydisorder Gallbladderdisease;cholestaticjaundice
Skinandsubcutaneoustissuedisorders Alopecia, pruritus,acne

Chloasma/melasma,Hirsutism, rash;
erythemamultiforme;erythemanodosum

Musculoskeletal,connectivetissueand
bonedisorders

Arthralgias,legcramps

Reproductivesystemandbreastdisorders Breakthroughbleeding/dysmenorrhoea,
spotting; breastpain, tenderness;
enlargement,discharge

Changesin menstrual flow, changein
cervicalectropionandsecretion,
Galactorrhoea,increasedsizeof uterine
leiomyomata;endometrialhyperplasia

Generaldisordersandadministrationsite
conditions

Oedema

Investigations Changes in weight (increaseor
decrease)
Increasedtriglycerides; increasein blood
pressure
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Breast cancer
Accordingto evidencefrom a largenumber of epidemiological studiesandonerandomisedplacebo-controlled trial, the
Women'sHealth Initiative (WHI), theoverall risk of breastcancerincreaseswith increasingdurationof HRT usein
currentor recent HRT users.

Forestrogen-only HRT, estimatesof relative risk (RR) from a reanalysisof original datafrom 51epidemiological
studies(in which>80%of HRT usewasestrogen-only HRT) andfrom theepidemiologicalMillion WomenStudy
(MWS) aresimilar at 1.35(95%CI1.21– 1.49)and1.30(95%CI1.21– 1.40),respectively.
ForestrogenplusprogestogencombinedHRT, severalepidemiologicalstudieshavereportedanoverall higherrisk for
breastcancerthanwith estrogensalone.

TheMWS reportedthat,comparedto never users,theuseof varioustypesof estrogenprogestogencombinedHRT was
associatedwith a higherrisk of breastcancer(RR = 2.00,95%CI:1.88– 2.12)thanuseof estrogensalone(RR = 1.30,
95%CI: 1.21– 1.40)or useof tibolone(RR = 1.45,95%CI1.25-1.68).

TheWHI trial reporteda risk estimateof 1.24(95%CI:1.01– 1.54)after 5.6yearsof useof estrogen-progestogen
combinedHRT (CEE+ MPA) in all userscomparedwith placebo.

Theabsolute riskscalculatedfrom theMWS and theWHI trial arepresented below:
TheMWS hasestimated,from theknownaverageincidenceof breastcancerin developedcountries, that:
Forwomennot using HRT, about32 in every1000areexpected to havebreastcancerdiagnosedbetweentheagesof
50 and64years.

For1000currentor recentusersof HRT, thenumberof additionalcasesduring thecorrespondingperiod will be:

Forusersof estrogen-only replacementtherapy
• between0 and3 (bestestimate= 1.5) for 5 yearsuse
• between3 and7 (bestestimate= 5) for 10yearsuse.

Forusersof estrogenplusprogestogencombinedHRT
• between5 and7 (bestestimate= 6) for 5 yearsuse
• between18and20 (bestestimate= 19) for 10yearsuse.
TheWHI trial estimatedthatafter5.6years of follow-upof womenbetweentheages of 50and79years,anadditional
8 casesof invasivebreast cancerwouldbedue to estrogenprogestogen combinedHRT (CEE+ MPA) per10,000
womenyears.

Accordingto calculationsfrom thetrial data, it is estimated that:

For1000womenin theplacebogroup.
• about16casesof invasivebreastcancerwouldbediagnosedin 5 years.

For1000womenwhousedestrogenplus progestogencombined HRT (CEE + MPA), thenumberof additionalcases
would be
• between0 and9 (bestestimate= 4) for 5 yearsuse.
Thenumberof additional casesof breast cancerin women who useHRT is broadlysimilar for womenwhostartHRT
irrespectiveof ageatstart of use(betweentheages of 45-65) (seesection 4.4).

Endometrial cancer
In womenwith anintact uterus,therisk of endometrial hyperplasiaandendometrial cancerincreaseswith increasing
durationof useof unopposedestrogens. Accordingto datafrom epidemiological studies,thebestestimateof risk is that
for women notusingHRT, about5 in every1000areexpectedto haveendometrial cancerdiagnosedbetweentheages
of 50and65.Dependingon thedurationof treatmentandestrogendose,thereportedincreasein endometrial cancer
risk amongunopposedestrogenusersvariesform 2- to 12-fold greatercomparedwith non-users.Addinga progestogen
to estrogen-only therapygreatlyreducesthis increasedrisk.
Otheradversereactionsreportedin associationwith estrogen/progestogentreatmentincludingPrempak-C:
− Estrogen-dependentneoplasmsbenignandmalignant,e.g.endometrial hyperplasia, endometrialcancer
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− Venousthromboembolism,i.e.deeplegor pelvic venousthrombosis andpulmonaryembolism,is more frequent
amonghormonereplacementtherapyusersthanamongnonusers.

For furtherinformation,seesection4.3Contraindicationsand4.4Special WarningsandspecialPrecautionsfor Use.
− Retinalvascularthrombosis
− Myocardial infarctionandstroke
− Increasesin bloodpressure
− Cholestatic jaundice
− Enlargementof hepatic haemangiomas
− Skinandsubcutaneousdisorders:erythemamultiforme,erythemanodosum,vascular purpura
− Probabledementia (seesection4.4)
− Exacerbation of chorea
− Exacerbation of porphyria
− Exacerbation of hypocalcaemia

4.9 Overdose

Numerousreportsof ingestionof largedosesof estrogen/progestogen-containingoral contraceptivesby youngchildren
indicatethat acuteseriousill effectshavenot beenobserved. Overdosageof estrogensmaycausenauseaandvomiting,
and withdrawalbleedingmayoccurin females.There is nospecific antidoteandfurthertreatmentshouldbe
symptomatic

5 PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Conjugatedestrogentabletshaveidentical pharmacologicalactionsto endogenousestrogens.In this preparationthe
estrogenaction is usedto restoreestrogen levels,andthuspreventsymptoms of postmenopausal estrogendeficiency.

5.2 Pharmacokinetic properties

BothconjugatedestrogensandDL-norgestrelare readily absorbedfrom thegastrointestinal tract andareexcretedin the
urineandfaecesin theform of glucuronideor sulphate conjugates.Bothdrugshaveeliminationhalf lives sufficient to
allow oncedaily dosing.

5.3 Preclinical safety data

Long-termcontinuousadministrationof natural andsynthetic estrogensin certainanimalspeciesincreases the
frequencyof carcinomaof thebreast,cervix,vaginaandliver.

6 PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Conjugatedestrogentablets:
LactoseMonohydrate
Methylcellulose
MagnesiumStearate
Sucrose
Glycerylmono-oleate
Macrogol
CarnaubaWax
CalciumSulphateAnhydrous
MicrocrystallineCellulose
Pharmaceutical Glaze(Shellac)
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TitaniumDioxide (E171)
StearicAcid
PurifiedWater
IronBlackOxide(E172)
Ethanol
n-butyl alcohol
PropyleneGlyco (E1520)
AmmoniaSolution
SunsetYellow (E110)
Ethyl Acetate
QuinolineYellow (E104)
Shellac (E904)

NorgestrelTablets:
LactoseMonohydrate
Starch
Polyvinylpyrrolidine
Talc
MagnesiumStearate
Sucrose
Macrogol
CalciumCarbonate
BleachedWax
CarnaubaWax
TitaniumDioxide (E171)
IronOxide (E172)

6.2 Incompatibilities

Not applicable

6.3 Shelf Life

Theshelf-li fe expirydateof this productis thedateshownon thecontainerandouterpackageof theproducton the
marketin thecountryof origin.

6.4 Special precautions for storage

Do not storeabove25°C

6.5 Nature and contents of container

Polyvinylchloride(PVC)/Aluminiumfoil blisters containing 28conjugated estrogenand12norgestrel tabletsin an
overlabelledcontainer.Threecalendarpackspercarton

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

No specialrequirements
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7 Parallel Product Authorisation Holder

LTT PharmaLimited
Unit 18
OxleasowRoad
EastMoonsMoat
Redditch
Worcestershire
B980RE
UK

8 Parallel Product Authorisation Number

PPA1562/7/2

9 DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Dateof first authorisation:3rd July 2009

10 DATE OF REVISION OF THE TEXT
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