Irish Medicines Board

IRISH MEDICINES BOARD ACTS 1995 AND 2006

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

(S.l. N0.540 of 2007)

PPA1463/013/001
CaseNo: 2068659

The Irish MedicinesBoard in exercise of the powersconferredonit by the abovementionedregulatians herdoy gransto
IMED Healthcare Ltd.

New Road, Buncrana, Co. Donegal, Ireland

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

Proscar 5 mg Film-coated tablets

The particubrsof which are setoutin Pat | and Partll of theattacivedSchedut. 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 12/08/2009.

Signal on behaf of thelrish MedicinesBoardthis

A personauthorisedin thatbehaf by the saidBoard.
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Part ||

Summary of Product Characteristics

1NAME OF THE MEDICINAL PRODUCT
Proscalb mg fil m-coatedtablets
2QUALITATIVE AND QUANTITATIVE COMPOSITION

Ead tabletcontans5 mg of theactiveingralientfinasterie.
Excipient:Lactosemonohydrate
Forfull list of excipients seesection6.1.

3PHARMACEUTICAL FORM

Film-coatedablets(tablet).
Blue, appleshapedtablets, markedPROSCARDN onesideand'MSD 72'ontheother.

4 CLINICAL PARTICULARS

4.1 Therapeutic I ndications

'Proscarls indicatedfor thetreatmentand control of bengn prostatic hyperplaia(BPH) andfor the preventionof
urologic eventsto:

- reducetherisk of acuteurinaryretention

- reducetherisk of surgeryincludingtransurethratesecion of the prostate(TURP) andprostateadmy.

'Proscartausesegresson of theenlargedorostde, improvesurinary flow and improvesthe sympbmsassociateavith
BPH.
Patientswith anenlargedorostatearethe appraopriate candidadesfor thergy with '‘Proscar’.

4.2 Posology and method of administration
Therecommendedosages one5 mgtablet daily, with or withoutfood.

Althoughearlyimprovenentin symptomsmay besea, treament for atleastsix monthsmaybe ne@ssaryto assess
whetherabeneftial responsehasbeenachieved.Therisk of acuteurinaryretentionis reducedwithin four monthsof
treament.

Useinrenal insufficiency
No adjusmentin dosageis requiredin patientswith varying degreesof renal insufficiency(creatinineclearancess
low as9 ml/min), aspharmacokinetistudiesdid notindicake any changein the dispositon of finageride.

Useinthe elderly
No dosageadjustnentis requiredin elderly paients.

4.3 Contraindications

'Proscarls notindicatedfor use in womenor children.'Prosar'is conta-indicatedin thefollowing: hypersensitivityto
any componenbf this product;pregnancy women when theyare or maypotentialy be pregnant(see4.6 'Pregnancy
and ladation', Exposure to finasteride - risk to male foetus).
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4.4 Special warnings and precautionsfor use

General: Patentswith largeresidualurine volumeandbr severely diminished urinaty flow shout be carefully
monitoredfor obstrucive uropahy.

Effects on prostate-specific antigen (PSA) and prostate cancer detection: No clinical beneft hasyet beendemonstated
in patientswith prostaitecancettreatedwith ‘Prosar'. Patentswith BPH and elevated®SAwere monitoredin
controlled clinical studieswith serial PSAsand prostaé biopsies. In theseBPH studies'Prosar did notappeato alter
the rateof prostatecancerdetectionandthe overallincidenceof prostde cance wasnot significanty differentin
patientstreaedwith 'Proscarbr placeboDigital rectal examination, as well asotherevaluationgor prostatecancey
should be performedon patientswith BPH prior to initiating thergy with 'Proscarand peiiodically therater. Serum
PSAIis alsousedfor prostatecancerdetecton. Generdly, a baselind®?SA>10ng/ml (Hybritech)promptsfurther
evaluationandconsideratiorof biopsy;for PSAlevds betwe@ 4 and10 ng/m|, furtherevaluationis advisableThere
isconsiderabl®verlapin PSA levels amongmenwith andwithoutprosttecancer Therefore, in menwith BPH, PSA
valueswithin the normalreferenceangedo notrule out prostae cane@r regadlessof treatmeniwvith 'Proscar A
baselinePSA <4 ng/mldoesnot excludeprosatecancer.

'Proscartauses decreasén serumPSA concentationsby approximatly 50%in paients with BPH evenin the
presencef prostitecancer.This decreasén serumPSAlevelsin patents with BPH treatedwith 'Proscar'shouldbe
considere whenevaluatingPSA dataanddoesnot rule out con@mitant prostaé cance. This deadeases predictable
overtheertire rangeof PSA valuesalthoughit mayvary in individual patients. Analysisof PSAdatafrom over3,000
patientsin the four-year,doubleblind, placédo-contolled 'Prosca Longterm EfficacyandSafdy Study (PLESS)
confirmedthatin typical patientstreaedwith 'Proscarfor six monthsor more, PSAvaluesshouldbe doubledfor
comparisorwith normal rangesn untreate men.

This adjustmenpreserveshe sensitivityand specficity of the PSAassayand maintaingts ablity to detectprostate
cancer.

Any sustainedncreasen PSA levels of patents treaedwith finasterde shouldbe carefully evaluatedjncluding
consideraion of non-complianceto therapywith 'Proscar'.

Percenfree PSA (freeto total PSA ratio) is not significantly decrasel by 'Proscarandremainsconstanevenunder
theinfluenceof 'Prosar. Whenpercenffree PSAis usal asanaidin thedetedion of prostatecancerno adjustments
necessiry.

4.5 Interaction with other medicinal products and other forms of interaction

No clinically importantdruginteractionshavebea identfied. 'Prosca doesnotappeato significantlyaffectthe
cytochromeP450li nkeddrug metabolisingenzyme sysem. Compoundswhich havebeentestedn maninclude
propranold, digoxin, glibenclamidewarfarin,theophyline, andantipyrine and no clinically meaningél interactions
werefound.

Other concomitant therapy: Althoughspeeific interaction studieswere not performedin clinical studies,Proscarivas
usedconcomitintly with ACE inhibitors, alphablockers bet-blockers,caldum-channeblockers,cadiacnitrates,
diuretics,H, antagonistsHMG-CoA reductasénhibitors, non-steroidal antrinflammatry drugs(NSAIDs) including

aspirin andparacetamolguinolonesandbenzodiaepines withoutevidenceof clinically significantadverse
interactions.

4.6 Pregnancy and lactation

Pregnancy:

'Proscarls contraindicatedin womenwhentheyareor may potentidly be pregnani{see4.3'Contraindications).
Becauseof theability of Typell 5 a-reducta® inhibitorsto inhibit converson of testosteroneto dihydrotestosteone,
thesedrugs,includingfinaseride,may causeabnornalities of the extenal genitalia of a malefoetuswhenadministere:
to a pregnanivoman.
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In animal devebpmentaktudies dos-dependat developnentof hypospadiawasobsevedin the maleoffspringof
pregnantats givenfinaserideat dosegangingfrom 100 ug/kg/dayto 100 mg/kg/day atanincidene of 3.6%to
100%. Additionally, pregnantatsproducel maleoffspringwith decresel prostaticandseminalvesicularweights,
delayed preputal seration transentnipple devdopment anddeaeasedanogenitaldistancewhengivenfinasteaide at
dosesbelow therecanmendechumandose.Thecriti cal periodduringwhich theseeffectscanbeinducel hasbeen
definedin ratsasdays 16-17 of gestation.

Thechangsdescrbedaboveareexpectepharmaological effects of Typell 5 a-reducta® inhibitors.Many of the
changessuchashypospadiaspbservedn male rats exposedn utero to finageride aresimilar to thosereportedn mde
infantswith a geneticdeficiencyof Typell 5 a-reductaselt isfor thesereasonghat'Proscarls contraindicaedin
womenwhentheyare or may potentiallybe pregnant.

Thein utero effectsof finasterideexposire duringthe periodof embryonic and foetal developmentvere evaluatedn
the rhesis monkey(gestatiordays20-100),a specesmorepredctive of human developmenthanrats.Intravenous
administrationof finasterdeto pregnanimonkeysat doses as high as 800ng/day (at least60 to 120timesthe highest
estimated exposureof womento finageridefrom senenof men taking5 mg/day)resultedn no abnormalitiesn male
foetusesln confirmaton of therelevane of therhesugnodelfor foetal devebpment,oral administraion of avery
high doseof finasteridg2 mg/kg/day;20 timestherecommende& humandoseof 5 mg/dayor approximaely 1-2
million timesthe highes estmatedexposureo finasteridefrom seme of mentaking5 mg/day)to pregnanmonkeys
resutedin externalgenitalabnormalitesin mae foetuses. No otherabnormaiti eswereobsevedin malefoetusesand
no finasteriderelatedabnormalitiesvereobseved in femalefoetusesat any dose.

Exposure to finasteride - risk to male foetus

Womenshouldnot handlecrushedor brokentablets of 'Prosca when theyare or may potentially be pregnantpbecause
of thepossbility of absorptiorof finasterde andthe subsequernpotental risk to a malefoetus(seePregnancy).
'Proscartabletsarecoatedandwill preventcontactwith the active ingredientduring nomal handling,providedthatthe
tabletshave notbeenbrokenor crushed.

Lactation:

'Proscarls notindicatedfor use in women.lt is notknownwhethe finasterileis excretedin humanmilk.
Smallamountof finaseridehavebeenrecoveredrom the senenin subjeds receivingfinasteride5 mg/day.It is not
knownwhethera malefoetusmaybe adverselyaffededif his motheris exposel to the semerof a patientbeingtreatec
with finasterde.Whenthe patient'ssexualpartneris or may potentially be pregrant,the patientis recommendetb
minimise exposue of his partrerto semen.

4.7 Effects on ability to drive and use machines
Nonerepatec

4.8 Undesirable effects

'Proscarls well toleratedIn controlledclinical studeswhere patientsreceived 5 mg of finasterideoverpeiiodsof up to
four years,thefollowing adversaeactionsvereconsderedpossbly, probaby or definitely drugrelated andoccured
with afrequencygreaer thanplaceboandgreaterthan or equalto 1%: impotencedecreasedbido, ejaculation
disordersdecreasesolumeof ejaculatepreasttendernss,breastenlarganentandrash.There wasno evidenceof
increaedadverseexperiencesvith increasedluraton of treamentwith 'Prosar’' andtheincidenceof newdrugrelaed
sexual adverseexperigncesdecreasdwith duraton of treatment.

Other long-term data

In a7 yearplacebecontrolledtrial thatenrolled 18,882hedthy men, of whom9060hadprostateneedlebiopsydata
availablefor amalysis prodatecancemwasdetectedin 803(18.4%)menreceiving ‘Proscarand1147(24.4%)men
receving placebo A greatemunberof high gradetumours(Gleasonscore7-10) weredetectedn needlebiopsyin
patientsin the 'Proscar'group,280(6.4%) vs 237(5.1%).Additional anal/ses suggesthattheincreasean the
prevalenceof high-gradeprodatecancerobservedn the'Prosar groupmay beexplainedby a detectionbiasdueto
the effectof 'Proscarbn prostatevolume.Therelationshipbetveen long-termuseof 'Proscar'andumourswith Gleasor
scores7-10is unknown.
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Post-mar keting experience

Thefollowing addtional adverseexperence havebeenreportedin postmarketingexperience:
— hypersesitivity reactionsincluding pruritus, urticariaandswdli ng of thelipsandface

— testicularpain.

Laboratory test findings

SerumPSAconcentratbonis correlatedwith patient ageandprostaic volume, andprostaticvolumeis correlatedwith
patientage.WhenPSA laboratorydeterminabnsareevalatal, consderaton shouldbe givento thefactthatPSA
levek decreasén patientstreatedwith 'Prosar'. In mostpaients, arapid deaeasen PSAis seenwithin thefirst
monthsof therapy afterwhichtime PSA levds stabiliseto a new baseine. The posttreatmenbaselineapproximates
half of the pre-treatmet value.Thereforejn typical patientstreatedwith 'Proscarfor six monthsor more, PSAvalues
should be doubkdfor comparsonto normal rangesn untreated men. For clinical interpretatiorsee4.4 'Special
warningsandspecal precautbnsfor use'.

Effects on prostate-specific antigen (PSA) and prostate cancer detection.
No otherdifferencewasobservedin patiens treatel with placeboor 'Prosar'in standad laboratoy tests.

4.9 Overdose

No specifictreatmenbf overdosigewith 'Proscarls recommendeal. Pdientshavereceivedsingledosesof 'Prosca’ up
to 400mg andmultiple dosesof 'Proscarup to 80 mg/day for up to three montrs without any adverseeffects.

5 PHARMACOLOGICAL PROPERTIES

5.1 Phar macodynamic properties

Finagende is acompditive inhibitor of humanTypell 5 a-reductaseanintracelular enzymewhich metaolises
testosteronento the morepotentandrogn, dihydrotestost@ne (DHT). In benign prostatichyperplasigBPH),
enlargemenif the prosateglandis dependentiponthe convesionof testosterneto DHT within the prostate.
'Proscarls highly effective in reducingcirculating andintraprostat DHT. Finaseridehasno affinity for theandrogen
recepor.

Theeffed of therapywith 'Proscar'on BPH-relatedurologic events (surgial interventione.g.transur¢hal resectiorof
the prostake andprostatectomypr acuteurinary retenion requring caheteisation) hasbeenassessedverafour-year
period in 3,016patientswith moderatao severesynptomsof BPH in the'ProscarLong-term Efficacy andSafety
Study (PLESS. In thisdoubk-blind, rardomised placebc-controlled multicente study,treatmentwith 'Proscar’
reducedhe risk of total urologicevens by 51%andwasalso associdedwith a markedandsustainedegressionn
prostatevolume, anda sustainedncreasen maximumurinary flow rate and improvementn symptoms.

Additional Clinical Studies
Informationfrom arecently conpleted7-yearplacebcocontolledtrial thatenrolled18,882men=55 yearsof age,with

anormal digital rectalexaminatioranda PSA of £3.0 ng/ml, mayberelevantfor mencurrenty beingtreatedwith
'Proscarfor BPH. At theendof the study,9060menhad prosateneedlebiopsydataavailablefor analysisIn this
study, prostatecancemwasdetectedn 803(18.4%)menreceiving 'Prosar'and1147 (24.4%)menreceivingplacebo.
'Proscaiis notindicatedto reducetherisk of developing prostae cancer(see'Undesiableeffects’,Other long term
data).

5.2 Pharmacokinetic properties

After anoral doseof 14C-finageridein man,39% of the dosewasexaeted in the urinein the form of metabolites
(virtually nounchamgeddrugwasexcreedin theurine),and57% of total dosewasexcretedin thefaecesTwo
metaboliteshavebeenidentifiedwhich possessnly asmal fraction of the5 a-reducta® activity of finasteride.
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Theoral bioavaihbility of finasterdeis approximatdy 80%,relativeto anintravenouseferencedose andis unaffedec
by food. Maximum plasmaconcentrabnsarereachedapproximatly two hoursafter dosng and the absorptions
completewithin 6-8 hours.Proteinbindingis approxmatly 93%. Plasma clearanceandthe volumeof distributionare
approximatly 165ml/min and76l, respgecively.

In theelderly,theeliminationrateof finasteridds somevha decreasedHalf-life is prolongedirom a meanhalf-life of
approximatly 6 hoursin menaged18-60 yearsto 8 hoursin menageal morethan70years Thisis of noclinical
significanceanddoesnotwarrantareducton in dosaye.

In patientswith chronicrenalimpairmert, whos creatinine clearancerangedfrom 9 to 55 ml/min, the dispositionof a

single doseof 14¢ finageridewasnot differentfrom thatin hedthy voluntees. Proten bindingalsodid not differ in
patientswith renalimpairmentA portionof the metaboliteswhich normaly is excretedenallywasexcretedn the
faeceslt thereforeappeas thatfaecalexcrdion increasexommnensurateo the decreasen urinaty excretion of
metabolitesDosageadjugmentin nondialysedpatientswith renal impairmentis notnecessy.

There areno dataavaiablein paients with hepatc insufficiency.
Finageride hasbeenfoundto cross theblood-brainbarrier. Smal amouns of finasteide havebeenrecoveredn the
seminalfluid of treatedpatients.

5.3 Preclinical safety data

Nonr-clinical datarevealno specal hazardfor humansasedn convertional studiesof repeatedalosetoxicity,
genotoxicity, andcarchogenicpotential Reprodiction toxicology studiesin maleratshavedemonstratededuced
prostateand semnal vescular weights reducedsecreion from aacessorygenitl glandsandredu@dfertility index
(cawsedby the primary phamacologicakffect of finasteride) Theclinical relevanceof thesefindingsis unclear.As
with other5-alphareductaseénhibitors, femininisation of mde rat foetuseasbeenseenwith administation of
finasteriden the gestatiorperiod.Intravenousadmnistraton of finasteide to pregnat rhesusmonkeysat dosesup to
800 ng/dayduringthe enire periodof embryonicand foetd devdopmentresultedn no abnormalitiesn malefoetuses
This doseis about60-120timeshigherthanthe estimaed amountin semenof a man who havetaken5 mg finasteide,
and to whichawomancould be exposedria seme. In confirmationof the relevanceof the Rhesismodelfor human
foetd developnent,oraladministraibn of finasteide 2 mg/kg/day (the sysemic exposur AUC) of monkeys was
dightly higher(3x) thanthatof menwho havetaken 5 mg finasteride,or approximatelyl-2 million timestheedimaied
mount of finasterdein semen)}o pregnanmonkeys resultedin extemnal gental abnormalitiesn malefoetusesNo
otherabnornalitieswereobservedn mae foetusesandno finasteriderelated abnormalitieswvere observedn female
foetusesatanydose.

6 PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Cellulose, Microcrystaline (E460)
Docusatesodium
Lactosemonohydate
Magnesiunstearag (E572)
Pregelatinisednaize starch
Sodiumstarchglycollate Type A
Yellow iron oxide (E172)
Hyprolose(E463)

Indigo carnmine aluminium lake (E132)
Hypromellose(E464)

Talc

Titaniumdioxide(E171)
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6.2 Incompatibilities
Not applicable
6.3 Shelf Life

Theshelflife expiry dat of this productis the dateshownon the contanerandouter cartonof the productasmarketed
in the courtry of origin.

6.4 Special precautionsfor storage

Do not storeabowe 30°C. Storein original package

6.5 Nature and contents of container

Calendampack:OpaquePVC/PE/R/DC blisters lidded with aluminiumfoil; packsof 28 tablets.

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

Womenshouldnot handlecrushedor broken'Prosca Tabletswhen theyare or maypotentially be pregnant(see4.3
‘Contraindications’,4.6 'Pregnancyndlactaton’, Exposure to finasteride - risk to male foetus).

7 Parallel Product Authorisation Holder

IMED HealthcarelLtd

New Roac

Buncrana

Co. Dongyal

8 Parallel Product Authorisation Number

PPA1463/13/1

9DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Dateof First Authorisaton: 30th January2009

10 DATE OF REVISION OF THE TEXT
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