
IRISH MEDICINES BOARD ACTS 1995 AND 2006

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

(S.I. No.540 of 2007)

PPA1463/013/001
CaseNo: 2068659

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

IMED Healthcare Ltd.

New Road, Buncrana, Co. Donegal, Ireland

anauthorisation,subject to theprovisionsof thesaid Regulations,in respectof theproduct

Proscar 5 mg Film-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 12/08/2009.

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

Proscar5 mg fil m-coatedtablets

2 QUALITATIVE AND QUANTITATIVE COMPOSITION

Each tabletcontains5 mgof theactiveingredientfinasteride.
Excipient:Lactosemonohydrate
For full list of excipients, seesection6.1.

3 PHARMACEUTICAL FORM

Film-coatedtablets(tablet).
Blue, apple-shaped,tablets,marked'PROSCAR'ononesideand 'MSD 72'on theother.

4 CLINICAL PARTICULARS

4.1 Therapeutic Indications

'Proscar'is indicatedfor thetreatmentand controlof benignprostatichyperplasia(BPH) andfor thepreventionof
urologic eventsto:
− reducetherisk of acuteurinaryretention
− reducetherisk of surgeryincludingtransurethralresection of theprostate(TURP)andprostatectomy.

'Proscar'causesregression of theenlargedprostate, improvesurinaryflow and improvesthesymptomsassociatedwith
BPH.
Patientswith anenlargedprostatearetheappropriatecandidatesfor therapy with 'Proscar'.

4.2 Posology and method of administration

Therecommendeddosageis one5 mg tablet daily, with or without food.

Althoughearlyimprovementin symptomsmay beseen, treatment for at leastsix monthsmaybenecessaryto assess
whetherabeneficial responsehasbeenachieved.Therisk of acuteurinaryretentionis reducedwithin four monthsof
treatment.

Use in renal insufficiency
No adjustmentin dosageis requiredin patientswith varying degreesof renal insufficiency(creatinineclearancesas
low as9 ml/min), aspharmacokineticstudiesdid not indicateanychangein thedisposition of finasteride.

Use in the elderly
No dosageadjustmentis requiredin elderlypatients.

4.3 Contraindications

'Proscar'is not indicatedfor use in womenor children.'Proscar' is contra-indicatedin thefollowing: hypersensitivityto
any componentof this product;pregnancy- women when theyareor maypotentially bepregnant(see4.6 'Pregnancy
and lactation', Exposure to finasteride - risk to male foetus).

Irish Medicines Board

______________________________________________________________________________________________________________________

Date Printed 12/08/2009 CRN 2068659 page number: 2



4.4 Special warnings and precautions for use

General: Patientswith largeresidualurinevolumeand/or severely diminished urinary flow should becarefully
monitoredfor obstructive uropathy.

Effects on prostate-specific antigen (PSA) and prostate cancer detection: No clinical benefit hasyet beendemonstrated
in patientswith prostatecancertreatedwith 'Proscar'.Patientswith BPHandelevatedPSAweremonitoredin
controlled clinical studieswith serial PSAsandprostatebiopsies. In theseBPH studies, 'Proscar' did not appearto alter
the rateof prostatecancerdetectionandtheoverallincidenceof prostate cancer wasnot significantly differentin
patientstreatedwith 'Proscar'or placebo.Digital rectal examination, as well asotherevaluationsfor prostatecancer,
should beperformedonpatientswith BPHprior to initiating therapy with 'Proscar'andperiodically thereafter. Serum
PSAis alsousedfor prostatecancerdetection.Generally, a baselinePSA>10ng/ml (Hybritech)promptsfurther
evaluationandconsiderationof biopsy;for PSAlevels between 4 and10ng/ml, furtherevaluationis advisable.There
is considerableoverlapin PSA levels amongmenwith andwithoutprostatecancer. Therefore, in menwith BPH, PSA
valueswithin thenormalreferencerangedonot rule outprostatecancer regardlessof treatmentwith 'Proscar'. A
baselinePSA <4 ng/ml doesnot excludeprostatecancer.

'Proscar'causesadecreasein serumPSA concentrationsby approximately 50%in patients with BPH evenin the
presenceof prostatecancer.This decreasein serumPSAlevelsin patients with BPH treatedwith 'Proscar'shouldbe
considered whenevaluatingPSA dataanddoesnot ruleout concomitant prostatecancer. This decreaseis predictable
over theentire rangeof PSA values,althoughit mayvary in individual patients.Analysisof PSAdatafrom over3,000
patientsin thefour-year,double-blind, placebo-controlled 'Proscar' Long-term EfficacyandSafety Study (PLESS)
confirmedthatin typical patientstreatedwith 'Proscar'for six monthsor more,PSAvaluesshouldbedoubledfor
comparisonwith normal rangesin untreated men.
This adjustmentpreservesthesensitivityandspecifici ty of thePSAassayandmaintainsits ability to detectprostate
cancer.

Any sustainedincreasein PSA levels of patients treatedwith finasteride shouldbecarefully evaluated,including
consideration of non-complianceto therapywith 'Proscar'.

PercentfreePSA(freeto total PSA ratio) is not significantly decreased by 'Proscar' andremainsconstantevenunder
the influenceof 'Proscar'. WhenpercentfreePSAis used asanaid in thedetection of prostatecancer,noadjustmentis
necessary.

4.5 Interaction with other medicinal products and other forms of interaction

No clinically importantdruginteractionshavebeen identified. 'Proscar' doesnot appearto significantlyaffect the
cytochromeP450-linkeddrugmetabolisingenzymesystem.Compoundswhichhavebeentestedin maninclude
propranolol, digoxin,glibenclamide,warfarin,theophylline, andantipyrineandnoclinically meaningful interactions
werefound.

Other concomitant therapy: Al thoughspecific interactionstudieswerenot performedin clinical studies,'Proscar'was
usedconcomitantlywith ACE inhibitors,alpha-blockers,beta-blockers,calcium-channelblockers,cardiacnitrates,
diuretics,H2 antagonists,HMG-CoA reductaseinhibitors,non-steroidal anti-inflammatory drugs(NSAIDs) including

aspirin andparacetamol,quinolonesandbenzodiazepines withoutevidenceof clinically significantadverse
interactions.

4.6 Pregnancy and lactation

Pregnancy:
'Proscar'is contra-indicatedin womenwhentheyareor maypotentially bepregnant(see4.3 'Contra-indications').
Becauseof theability of TypeII 5 α-reductase inhibitorsto inhibit conversion of testosteroneto dihydrotestosterone,
thesedrugs,includingfinasteride,maycauseabnormalities of theexternal genitaliaof a malefoetuswhenadministered
to a pregnantwoman.
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In animal developmentalstudies,dose-dependent developmentof hypospadias wasobservedin themaleoffspringof
pregnantrats givenfinasterideatdosesrangingfrom 100µg/kg/dayto 100mg/kg/day,at anincidenceof 3.6%to
100%.Additionally, pregnantratsproduced maleoffspringwith decreased prostaticandseminalvesicularweights,
delayedpreputial separation,transientnippledevelopment anddecreasedanogenitaldistance,whengivenfinasterideat
dosesbelow therecommendedhumandose.Thecritical periodduringwhich theseeffectscanbeinduced hasbeen
defined in ratsasdays 16-17of gestation.

Thechangesdescribedaboveareexpectedpharmacological effects of TypeII 5 α-reductase inhibitors.Manyof the
changes,suchashypospadias,observedin male rats exposedin utero to finasteridearesimilar to thosereportedin male
infantswith ageneticdeficiencyof TypeII 5 α-reductase.It is for thesereasonsthat'Proscar'is contra-indicatedin
womenwhentheyareor maypotentiallybepregnant.

The in utero effectsof finasterideexposureduringtheperiodof embryonicand foetal developmentwere evaluatedin
the rhesus monkey(gestationdays20-100),aspeciesmorepredictive of human developmentthanrats.Intravenous
administrationof finasterideto pregnantmonkeysat doses as highas 800ng/day(at least60 to 120timesthehighest
estimated exposureof womento finasteridefrom semenof men taking5 mg/day)resultedin noabnormalitiesin male
foetuses. In confirmation of therelevance of therhesusmodelfor foetal development,oral administration of avery
high doseof finasteride(2 mg/kg/day;20 timestherecommended humandoseof 5 mg/dayor approximately 1-2
million timesthehighest estimatedexposureto finasteridefrom semen of mentaking5 mg/day)to pregnantmonkeys
resultedin externalgenitalabnormalitiesin male foetuses.No otherabnormalitieswereobservedin malefoetusesand
no finasteride-relatedabnormalitieswereobserved in femalefoetusesat any dose.

Exposure to finasteride - risk to male foetus
Womenshouldnot handlecrushedor brokentablets of 'Proscar' when theyareor maypotentially bepregnant,because
of thepossibility of absorptionof finasterideandthesubsequentpotential risk to a malefoetus(seePregnancy).
'Proscar'tabletsarecoatedandwill preventcontactwith theactive ingredientduring normalhandling,providedthatthe
tabletshavenotbeenbrokenor crushed.

Lactation:
'Proscar'is not indicatedfor use in women.It is not knownwhether finasterideis excretedin humanmilk.
Smallamountsof finasteridehavebeenrecoveredfrom thesemenin subjects receivingfinasteride5 mg/day.It is not
knownwhetheramalefoetusmaybeadverselyaffectedif his motheris exposed to thesemenof apatientbeingtreated
with finasteride.Whenthepatient'ssexualpartneris or maypotentially bepregnant,thepatientis recommendedto
minimise exposureof his partner to semen.

4.7 Effects on ability to drive and use machines

Nonereported

4.8 Undesirable effects

'Proscar'is well tolerated.In controlledclinical studieswhere patientsreceived 5 mgof finasterideoverperiodsof up to
four years,thefollowing adversereactionswereconsideredpossibly, probably or definitely drug-related andoccurred
with a frequencygreater thanplaceboandgreaterthan or equalto 1%: impotence,decreasedlibido, ejaculation
disorders,decreasedvolumeof ejaculate;breasttenderness,breastenlargementandrash.Therewasnoevidenceof
increasedadverseexperienceswith increaseddurationof treatmentwith 'Proscar'andtheincidenceof newdrug-related
sexual adverseexperiencesdecreasedwith duration of treatment.

Other long-term data
In a7 yearplacebo-controlledtrial thatenrolled18,882healthy men, of whom9060hadprostateneedlebiopsydata
availablefor analysis, prostatecancerwasdetectedin 803(18.4%)menreceiving 'Proscar'and1147(24.4%)men
receiving placebo.A greaternumberof highgradetumours(Gleasonscore7-10)weredetectedonneedlebiopsyin
patientsin the'Proscar'group,280(6.4%) vs 237(5.1%).Additional analyses suggestthattheincreasein the
prevalenceof high-gradeprostatecancerobservedin the'Proscar'groupmay beexplainedby a detectionbiasdueto
the effectof 'Proscar'onprostatevolume.Therelationshipbetween long-termuseof 'Proscar'andtumourswith Gleason
scores7-10 is unknown.
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Post-marketing experience
Thefollowing additional adverseexperiences havebeenreportedin post-marketingexperience:
− hypersensitivity reactions, includingpruritus,urticariaandswelli ngof thelipsandface
− testicularpain.

Laboratory test findings
SerumPSAconcentration is correlatedwith patient ageandprostatic volume,andprostaticvolumeis correlatedwith
patientage.WhenPSA laboratorydeterminationsareevaluated, consideration shouldbegivento thefactthatPSA
levels decreasein patientstreatedwith 'Proscar'. In mostpatients,a rapid decreasein PSAis seenwithin thefirst
monthsof therapy,afterwhich time PSA levels stabiliseto a new baseline.Thepost-treatmentbaselineapproximates
half of thepre-treatment value.Therefore,in typical patientstreatedwith 'Proscar' for six monthsor more,PSAvalues
should bedoubledfor comparisonto normal rangesin untreatedmen. For clinical interpretationsee4.4 'Special
warningsandspecial precautionsfor use'.

Effects on prostate-specific antigen (PSA) and prostate cancer detection.
No otherdifferencewasobservedin patients treated with placeboor 'Proscar' in standard laboratory tests.

4.9 Overdose

No specifictreatmentof overdosagewith 'Proscar'is recommended. Patientshavereceivedsingledosesof 'Proscar' up
to 400mgandmultiple dosesof 'Proscar'up to 80mg/day for up to threemonths withoutanyadverseeffects.

5 PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Finasteride is acompetitive inhibitor of humanTypeII 5 α-reductase,anintracellular enzymewhichmetabolises
testosteroneinto themorepotentandrogen,dihydrotestosterone(DHT). In benignprostatichyperplasia(BPH),
enlargementof theprostateglandis dependentupontheconversionof testosteroneto DHT within theprostate.
'Proscar'is highly effective in reducingcirculating andintraprostatic DHT. Finasteridehasnoaffinity for theandrogen
receptor.

Theeffect of therapywith 'Proscar'onBPH-relatedurologic events (surgical intervention[e.g.transurethal resectionof
the prostateandprostatectomy]or acuteurinary retention requiringcatheterisation) hasbeenassessedovera four-year
period in 3,016patientswith moderateto severesymptomsof BPH in the'Proscar'Long-term EfficacyandSafety
Study (PLESS). In this double-blind, randomised,placebo-controlledmulticentre study,treatmentwith 'Proscar'
reducedthe risk of total urologicevents by 51%andwasalsoassociatedwith amarkedandsustainedregressionin
prostatevolume,andasustainedincreasein maximumurinary flow rateand improvementin symptoms.

Additional Clinical Studies
Informationfrom arecently completed7-yearplacebo-controlled trial thatenrolled18,882men≥55yearsof age,with

anormal digital rectalexaminationandaPSAof ≤3.0 ng/ml, mayberelevantfor mencurrently beingtreatedwith
'Proscar'for BPH. At theendof thestudy,9060menhad prostateneedlebiopsydataavailablefor analysis. In this
study, prostatecancerwasdetectedin 803(18.4%)menreceiving 'Proscar'and1147(24.4%)menreceivingplacebo.
'Proscaris not indicatedto reducetherisk of developingprostate cancer(see'Undesirableeffects',Other long term
data).

5.2 Pharmacokinetic properties

After anoraldoseof 14C-finasteridein man,39%of thedosewasexcreted in theurinein theform of metabolites
(virtually nounchangeddrugwasexcretedin theurine),and57%of total dosewasexcretedin thefaeces.Two
metaboliteshavebeenidentifiedwhichpossessonly asmall fraction of the5 α-reductaseactivity of finasteride.
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Theoral bioavailability of finasterideis approximately 80%,relativeto anintravenousreferencedose,andis unaffected
by food.Maximum plasmaconcentrationsarereachedapproximately two hoursafter dosing and theabsorptionis
completewithin 6-8 hours.Proteinbindingis approximately 93%.Plasmaclearanceandthevolumeof distributionare
approximately 165ml/min and76l, respectively.

In theelderly,theeliminationrateof finasterideis somewhat decreased.Half-life is prolongedfrom ameanhalf-life of
approximately 6 hours in menaged18-60 yearsto 8 hoursin menaged morethan70years. This is of noclinical
significanceanddoesnotwarranta reduction in dosage.

In patientswith chronicrenalimpairment, whosecreatinineclearancerangedfrom 9 to 55ml/min, thedispositionof a
singledoseof 14C-finasteridewasnot differentfrom thatin healthy volunteers.Protein bindingalsodid not differ in
patientswith renalimpairment.A portionof themetaboliteswhichnormally is excretedrenallywasexcretedin the
faeces.It thereforeappears thatfaecalexcretion increasescommensurateto thedecreasein urinary excretionof
metabolites.Dosageadjustmentin non-dialysedpatientswith renal impairmentis notnecessary.

There arenodataavailablein patients with hepatic insufficiency.
Finasteridehasbeenfoundto cross theblood-brainbarrier.Small amounts of finasteridehavebeenrecoveredin the
seminal fluid of treatedpatients.

5.3 Preclinical safety data

Non-clinical datarevealnospecial hazardfor humansbasedonconventionalstudiesof repeateddosetoxicity,
genotoxicity, andcarcinogenicpotential. Reproduction toxicologystudiesin maleratshavedemonstratedreduced
prostateandseminal vesicular weights, reducedsecretion from accessorygenital glandsandreducedfertil ity index
(causedby theprimarypharmacologicaleffect of finasteride). Theclinical relevanceof thesefindingsis unclear.As
with other5-alpha-reductaseinhibitors, femininisation of male rat foetuseshasbeenseenwith administrationof
finasteridein thegestationperiod.Intravenousadministration of finasteride to pregnant rhesusmonkeysat dosesup to
800ng/dayduringtheentire periodof embryonicand foetal developmentresultedin noabnormalitiesin malefoetuses.
This doseis about60-120timeshigherthantheestimatedamountin semenof a man whohavetaken5 mg finasteride,
and to whicha womancould beexposedvia semen. In confirmationof therelevanceof theRhesusmodelfor human
foetal development,oraladministration of finasteride 2 mg/kg/day (thesystemic exposure(AUC) of monkeys was
slightly higher(3x) thanthatof menwhohavetaken 5 mg finasteride,or approximately1-2 million timestheestimated
mount of finasteridein semen)to pregnantmonkeys resultedin external genital abnormalitiesin malefoetuses.No
otherabnormalitieswereobservedin male foetusesandno finasteride-relatedabnormalitieswereobservedin female
foetusesatanydose.

6 PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Cellulose,Microcrystalline (E460)
Docusatesodium
Lactosemonohydrate
Magnesiumstearate (E572)
Pregelatinisedmaizestarch
SodiumstarchglycollateTypeA
Yellow iron oxide(E172)
Hyprolose(E463)
Indigocarmine aluminium lake(E132)
Hypromellose(E464)
Talc
Titaniumdioxide(E171)
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6.2 Incompatibilities

Not applicable.

6.3 Shelf Life

Theshelfli fe expirydate of this productis thedateshownon thecontainerandoutercartonof theproductasmarketed
in thecountry of origin.

6.4 Special precautions for storage

Do not storeabove30°C. Storein originalpackage.

6.5 Nature and contents of container

Calendarpack:OpaquePVC/PE/PVDC blisters lidded with aluminiumfoil; packsof 28 tablets.

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

Womenshouldnot handlecrushedor broken'Proscar' Tabletswhen theyareor maypotentially bepregnant(see4.3
'Contra-indications',4.6 'Pregnancyandlactation', Exposure to finasteride - risk to male foetus).

7 Parallel Product Authorisation Holder

IMED HealthcareLtd
NewRoad
Buncrana
Co. Donegal

8 Parallel Product Authorisation Number

PPA1463/13/1

9 DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Dateof First Authorisation: 30thJanuary2009

10 DATE OF REVISION OF THE TEXT

Irish Medicines Board

______________________________________________________________________________________________________________________

Date Printed 12/08/2009 CRN 2068659 page number: 7


