
IRISH MEDICINES BOARD ACTS 1995 AND 2006

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

(S.I. No.540 of 2007)

PPA1473/008/001
CaseNo: 2050894

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

McDowell Pharmaceuticals

4 Altona Road, Lisburn, N. Ireland, BT27 5QB

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 09/01/2009.

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

Proscar 5mgFilm-coated Tablets

2 QUALITATIVE AND QUANTITATIVE COMPOSITION

Each tablet contains5mgof theactive ingredientfinasteride.
Excipient:lactose monohydrate
For a full list of excipients,seesection6.1.

3 PHARMACEUTICAL FORM

Film-coatedtablet.
Product imported from the UK
Blue, apple-shaped,tablets,marked‘Proscar’ ononesideand ‘MSD 72’ on theother.

4 CLINICAL PARTICULARS

4.1 Therapeutic Indications

'Proscar'is indicated for thetreatmentandcontrol of benign prostatic hyperplasia(BPH) andfor theprevention of urologic events
to:

− reducetherisk of acuteurinaryretention

− reducetherisk of surgery including transurethral resection of theprostate(TURP)andprostatectomy.'Proscar'causesregression
of theenlargedprostate,improvesurinaryflow andimproves thesymptomsassociatedwith BPH.

Patientswith anenlargedprostatearetheappropriate candidatesfor therapy with 'Proscar'.

4.2 Posology and method of administration

Therecommendeddosageis one5 mg tablet daily, with or without food.

Althoughearly improvementin symptomsmaybeseen, treatmentfor at leastsix monthsmaybenecessaryto assesswhether a
beneficial responsehasbeenachieved.The risk of acute urinary retention is reducedwithin four months of treatment.

Use in renal insufficiency

No adjustmentin dosageis required in patientswith varyingdegreesof renalinsufficiency (creatinineclearancesaslow as9
ml/min), aspharmacokineticstudiesdid not indicate anychangein thedisposition of finasteride.

Use in the elderly

No dosageadjustmentis requiredin elderly patients.

4.3 Contraindications

‘Proscar' is not indicatedfor usein womenor children. 'Proscar' is contra-indicatedin thefollowing: hypersensitivity to any
componentof thisproduct;pregnancy- womenwhenthey areor maypotentially bepregnant(see4.6 'Pregnancy and lactation',
Exposureto finasteride- risk to malefoetus).
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4.4 Special warnings and precautions for use

General: Patients with largeresidual urinevolumeand/orseverely diminished urinaryflow shouldbecarefullymonitoredfor
obstructive uropathy.

Effects onprostate-specific antigen (PSA) and prostate cancer detection: No clinical benefit has yet beendemonstratedin patients
with prostatecancertreatedwith 'Proscar'.Patientswith BPH andelevated PSAweremonitoredin controlledclinical studieswith
serial PSAsandprostatebiopsies.In theseBPH studies,'Proscar' did not appearto altertherateof prostatecancerdetection and
theoverall incidenceof prostatecancerwasnot significantly dif ferentin patientstreatedwith 'Proscar'or placebo.Digital rectal
examination,aswell asotherevaluationsfor prostatecancer, shouldbeperformedon patientswith BPH prior to initiating therapy
with 'Proscar'andperiodicallythereafter. Serum PSAis alsousedfor prostatecancer detection.Generally,a baselinePSA>10
ng/ml (Hybritech)promptsfurtherevaluationandconsiderationof biopsy; for PSAlevelsbetween4 and10ng/ml, further
evaluation is advisable.Thereis considerable overlapin PSAlevels among menwith andwithoutprostatecancer.Therefore,in
menwith BPH, PSAvalueswithin thenormal referencerangedonot rule out prostatecancerregardlessof treatment with
'Proscar'.A baselinePSA <4 ng/ml doesnotexcludeprostatecancer.

'Proscar'causesadecreasein serumPSA concentrationsby approximately 50% in patients with BPH evenin the presenceof
prostatecancer. Thisdecreasein serumPSAlevels in patientswith BPH treatedwith 'Proscar'should beconsidered when
evaluating PSAdataand doesnot rule out concomitantprostate cancer.This decreaseis predictable over theentirerangeof PSA
values,althoughit mayvary in individual patients.Analysisof PSAdatafrom over3,000 patients in thefour-year,double-blind,
placebo-controlled 'Proscar'Long-term EfficacyandSafetyStudy (PLESS)confirmedthatin typical patientstreatedwith 'Proscar'
for six monthsor more,PSA values shouldbedoubledfor comparisonwith normal rangesin untreatedmen. This adjustment
preserves thesensitivityandspecificity of thePSAassayand maintainsits ability to detectprostatecancer.

Any sustained increasein PSA levelsof patientstreatedwith finasterideshould be carefully evaluated,including consideration of
non-complianceto therapywith 'Proscar'.

Percent freePSA(freeto total PSA ratio) is not significantly decreased by 'Proscar'andremainsconstantevenundertheinfluence
of 'Proscar'. WhenpercentfreePSA is usedasanaid in thedetection of prostatecancer,noadjustmentis necessary.

4.5 Interaction with other medicinal products and other forms of interaction

No clinically importantdruginteractionshavebeenidentified. 'Proscar' doesnotappearto significantlyaffectthecytochrome
P450-linkeddrugmetabolising enzymesystem.Compoundswhich have beentestedin manincludepropranolol,digoxin,
glibenclamide, warfarin, theophylline,andantipyrineand no clinically meaningful interactionswere found.

Other concomitant therapy: Although specific interaction studieswerenot performedin clinical studies,'Proscar'wasused
concomitantly with ACE inhibitors, alpha-blockers, beta-blockers,calcium-channelblockers,cardiacnitrates,diuretics,H2
antagonists,HMG-CoA reductaseinhibitors,non-steroidal anti-inflammatory drugs(NSAIDs) including aspirin and paracetamol,
quinolonesandbenzodiazepines withoutevidenceof clinically signif icantadverseinteractions.

4.6 Pregnancy and lactation

Pregnancy: 'Proscar'is contra-indicatedin womenwhen they areor maypotentially bepregnant (see4.3 'Contra¬indications').
Becauseof theability of TypeII 5 a-reductaseinhibitors to inhibit conversionof testosteroneto dihydrotestosterone,thesedrugs,
includingfinasteride,may causeabnormalities of theexternalgenitaliaof amalefoetuswhenadministeredto a pregnantwoman.
In animaldevelopmentalstudies,dose-dependent developmentof hypospadiaswasobservedin themaleoffspring of pregnant rats
given finasteride atdosesrangingfrom 100µg/kg/dayto 100 mg/kg/day,at anincidence of 3.6%to 100%.

Additionally, pregnantratsproducedmaleoffspring with decreasedprostatic andseminal vesicularweights, delayedpreputial
separation, transientnippledevelopmentand decreasedanogenital distance,whengivenfinasteride at dosesbelowthe
recommended humandose.

Thecritical period duringwhich these effectscanbeinducedhasbeendefinedin ratsasdays16-17 of gestation.
Thechangesdescribedaboveareexpectedpharmacologicaleffectsof TypeII 5 areductase inhibitors. Manyof thechanges,such
ashypospadias,observedin maleratsexposedin uteroto finasteridearesimilar to thosereportedin maleinfantswith a genetic
deficiency of TypeII 5 a-reductase.It is for thesereasons that 'Proscar'is contraindicatedin womenwhenthey areor may
potentiall y bepregnant.
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Thein uteroeffectsof finasteride exposureduringtheperiodof embryonicandfoetal developmentwereevaluatedin therhesus
monkey (gestation days20-100),a speciesmorepredictiveof humandevelopmentthanrats. Intravenousadministrationof
finasteride to pregnantmonkeysatdosesashigh as800 ng/day (at least60 to 120timesthehighestestimatedexposureof women
to finasteride from semenof mentaking5 mg/day) resultedin no abnormalitiesin malefoetuses. In confi rmationof therelevance
of therhesusmodelfor foetaldevelopment,oral administration of a very highdoseof finasteride (2 mg/kg/day;20 timesthe
recommended humandoseof 5 mg/dayor approximately1-2 million timesthehighestestimatedexposureto finasteridefrom
semenof mentaking5 mg/day)to pregnant monkeysresultedin externalgenital abnormalitiesin male foetuses.No other
abnormalitieswereobservedin malefoetusesand no finasteride-relatedabnormalitieswereobservedin female foetusesatany
dose.
Exposuretofinasteride- risk to malefoetus
Women should nothandlecrushedor brokentablets of 'Proscar' whentheyareor maypotentially bepregnant,becauseof the
possibili ty of absorption of finasterideandthesubsequentpotential risk to amalefoetus(seePregnancy). 'Proscar'tabletsare
coatedandwill preventcontact with theactive ingredient duringnormal handling, providedthatthetablets havenotbeenbroken
or crushed.
Small amounts offinasteride have beenrecoveredfrom thesemenin subjectsreceiving finasteride5 mg/day. It is not known
whetheramalefoetusmay beadverselyaffectedif his mother isexposedto thesemenof a patientbeingtreatedwith finasteride.
Whenthepatient’s sexualpartneris or maypotentiallybepregnant,thepatient is recommended to minimiseexposureof his
partner to semen.
Lactation: 'Proscar'is not indicated for usein women.It is not knownwhether finasteride isexcretedin humanmilk.

4.7 Effects on ability to drive and use machines

Nonereported.

4.8 Undesirable effects

'Proscar'is well tolerated.In controlled clinical studies wherepatientsreceived5 mg of finasterideoverperiods of up to four
years, thefollowing adversereactionswereconsideredpossibly, probablyor definitely drug-related andoccurred with a frequency
greater thanplacebo andgreaterthanor equal to 1%: impotence,decreased libido,ejaculation disorders,decreasedvolumeof
ejaculate;breasttenderness,breastenlargement and rash. Therewas no evidenceof increasedadverseexperienceswith increased
duration of treatment with 'Proscar'andtheincidenceof newdrug-relatedsexual adverseexperiencesdecreasedwith durationof
treatment.
Otherlong-termdata
In a7 year placebo-controlled trial thatenrolled18,882healthy men,of whom9060hadprostate needle biopsydataavailable for
analysis,prostatecancerwasdetectedin 803 (18.4%) menreceiving 'Proscar' and1147(24.4%)menreceiving placebo.A greater
number of high gradetumours(Gleasonscore7-10) were detectedon needle biopsyin patients in the'Proscar' group, 280(6.4%)
vs 237(5.1%). Additionalanalyses suggest that theincreasein theprevalenceof high-gradeprostatecancerobservedin the
'Proscar'groupmaybeexplainedby a detectionbiasdueto
theeffect of 'Proscar'on prostatevolume.Therelationship betweenlong-termuseof 'Proscar'andtumourswith Gleasonscores7-
10 is unknown.

Post-marketingexperience
Thefollowing additional adverseexperienceshavebeenreported in post-marketing experience:
− hypersensitivity reactions,includingpruritus,urticariaand swelling of thelips andface
− testicularpain.
Laboratory testfindings
Serum PSAconcentration is correlatedwith patient ageand prostatic volume,and prostatic volumeis correlatedwith patient age.
WhenPSAlaboratorydeterminationsare evaluated, considerationshould begivento thefact thatPSAlevelsdecreasein patients
treatedwith 'Proscar'. In mostpatients,a rapiddecrease in PSAis seen within thefirstmonths of therapy,afterwhich timePSA
levels stabiliseto anewbaseline. Thepost-treatmentbaseline approximateshalf of thepretreatmentvalue.

Therefore, in typicalpatientstreatedwith 'Proscar'for six monthsor more,PSAvaluesshould bedoubledfor comparison to
normal rangesin untreatedmen.For clinical interpretationsee4.4 'Specialwarningsandspecial precautionsfor use', Effectson
prostate-specific antigen(PSA)andprostatecancerdetection. No otherdifferencewasobservedin patientstreatedwith placebo or
'Proscar'in standard laboratorytests.

4.9 Overdose

No specific treatmentof overdosagewith 'Proscar' is recommended.Patientshavereceivedsingledosesof 'Proscar'up to 400mg
andmultipledosesof 'Proscar'up to 80 mg/dayfor up to threemonthswithoutanyadverseeffects.
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5 PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Finasterideis acompetitiveinhibitor of human Type II 5 a-reductase,anintracellular enzymewhich metabolisestestosterone into
themorepotentandrogen,dihydrotestosterone(DHT). In benign prostatic hyperplasia (BPH),enlargementof theprostate glandis
dependentupontheconversionof testosteroneto DHT within theprostate. 'Proscar'is highly effective in reducing circulating and
intraprostatic DHT. Finasteridehasnoaffinity for theandrogen receptor.

Theeffect of therapywith 'Proscar'on BPH-related urologic events (surgical intervention [e.g.transurethal resection of the
prostateandprostatectomy]or acuteurinaryretention requiring catheterisation)hasbeenassessed overa four-yearperiod in 3,016
patients with moderateto severesymptomsof BPH in the'Proscar' Long-termEfficacy andSafety Study (PLESS).In this double-
blind, randomised, placebo-controlledmulticentrestudy, treatment with 'Proscar' reducedthe risk of total urologic eventsby 51%
andwasalso associatedwith a markedandsustainedregression in prostate volume,andasustainedincreasein maximum urinary
flow rateandimprovementin symptoms.

Additional Clinical Studies

Information from a recentlycompleted7-yearplacebo-controlled trial that enrolled 18,882men55 yearsof age, with a normal
digital rectalexaminationanda PSA of 3.0ng/ml,mayberelevantfor mencurrently being treatedwith 'Proscar'for BPH.At the
endof thestudy,9060menhadprostateneedlebiopsydataavailable for analysis.In this study,prostatecancerwasdetectedin
803(18.4%) menreceiving'Proscar' and1147(24.4%)menreceiving placebo. 'Proscaris not indicatedto reduce therisk of
developing prostatecancer(see'Undesirable effects',Other long term data).

5.2 Pharmacokinetic properties

After anoraldoseof 14C-finasteridein man,39%of thedosewasexcretedin theurinein theform of metabolites
(virtually nounchangeddrugwasexcretedin theurine),and57%of total dosewasexcretedin thefaeces.Two
metaboliteshavebeenidentifiedwhichpossessonly asmall fraction of the5 a-reductaseactivity of finasteride.
Theoral bioavailability of finasterideis approximately 80%,relativeto anintravenousreferencedose,andis unaffected
by food.Maximum plasmaconcentrationsarereachedapproximately two hoursafter dosing and theabsorptionis
completewithin 6 - 8 hours.Proteinbinding is approximately 93%.Plasmaclearanceandthevolumeof distribution
are approximately 165 ml/min and76 l, 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.Proteinbindingalso did 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 data reveal no special hazard for humansbasedon conventional studies of repeated dose toxicity,
genotoxicity, and carcinogenicpotential. Reproduction toxicology studies in male rats have demonstrated reduced
prostateand seminal vesicular weights,reduced secretion from accessorygenital glandsand reducedfertility index
(causedby theprimarypharmacologicaleffect of finasteride). Theclinical relevanceof thesefindingsis unclear.
As with other 5-alpha-reductaseinhibitors, femininisationof male rat foetuses hasbeen seen with administrationof
finasteridein thegestationperiod.Intravenousadministration of finasteride to pregnantrhesusmonkeysat dosesup to
800ng/dayduringtheentire periodof embryonicand foetal developmentresultedin noabnormalitiesin malefoetuses.
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This doseis about60-120* timeshigher thantheestimatedamountin semenof a manwho havetaken5 mg finasteride,
and to which a womancould be exposed via semen. In confirmation of the relevanceof the Rhesusmodelfor human
foetal development, oral administrationof finasteride 2 mg/kg/day (the systemic exposure(AUC) of monkeyswas
slightly higher (3x) than that of men who have taken 5 mg finasteride, or approximately 1-2* million times the
estimated amountof finasteride in semen) to pregnantmonkeysresulted in external genital abnormalities in male
foetuses. No other abnormalities were observed in male foetuses and no finasteride-related abnormalities were
observedin female foetusesatanydose.”

6 PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Microcrystallinecellulose
Docusatesodium
Lactosemonohydrate
Magnesium stearate (E572)
Pregelatinised maizestarch
Sodium starch glycolate(typeA)
Yellow iron oxide(E172)
Hyprolose
Indigo carmine aluminium lake(E132)
Hypromellose
Talc
Titanium dioxide (E171)

6.2 Incompatibilities

Not applicable.

6.3 Shelf Life

Theshelf life expiry date for this productshallbethedateshownon thecontainerandouter package of the producton themarket
in thecountry of origin.

6.4 Special precautions for storage

Do not storeabove 30°C.

Store in theoriginal package.

6.5 Nature and contents of container

Calendarblistersin a cardboardcartoncontaining 28 tablets.

6.6 Special precautions for disposal and other handling

Women should nothandlecrushedor brokenProscarTabletswhentheyareor maypotentiallybepregnant(see4.3.‘Contra-
indications,4.6. ‘Pregnancyandlactation’ , Exposure to finasteride: risk to malefoetus).

7 Parallel Product Authorisation Holder

McDowell Pharmaceuticals4
Altona Road
Lisburn
N Ireland BT27 5QB
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8 Parallel Product Authorisation Number

PPA 1473/8/1

9 DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Dateof First Authorisation: 9thJanuary2009

10 DATE OF REVISION OF THE TEXT
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