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)

PPA 1473/008/001
CaseNo: 2050894

The Irish MedicinesBoard in exercise of the powersconferredonit by the abovementionedregulatians herdoy gransto
M cDowell Phar maceuticals

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

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 09/01/2009.

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

Prosca 5mgFilm-coated Tablets

2QUALITATIVE AND QUANTITATIVE COMPOSITION

Eachtablet contans5mgof the active ingredientfinasteride
Excipient:lacto® monohydrate
For afull list of excipientsseesection6.1.

3PHARMACEUTICAL FORM
Film-coakdtabet.

Product imported from the UK
Blue, appleshapedtablets, marked Proscar on onesideand‘MSD 72 ontheother.

4 CLINICAL PARTICULARS

4.1 Therapeutic Indications

'Proscaris indicated for thetreatment&ndcontmwol of berign prostatc hyperplasia(BPH) andfor the preverion of urologc events
to:

- redwetherisk of acuteurinaryretention

- redwetherisk of surgey including transwethral resection of the prostate(TURP) andprostatectomyProscar' causesegressiol
of the enlargedprostate jmprovesurinary flow andimproves the symptomsassocidedwith BPH.

Patientswith anenlargedprostatearethe appropiiate canddatesfor thergy with '‘Proscar'.

4.2 Posology and method of administration
Therecomnendeddosgeis one5 mgtable daily, with or without food.

Althougheaty improvementin symptomsmay be seen, treamentfor atleastsix monthsmaybe necessaryo asesswhettera
beneficial responsénasbeenachievedThe risk of acute urinary retertionis reduedwithin four monts of treatnent.

Usein renal insufficiency

No adjusimentin dosages requred in paientswith varyingdegeesof renalinsufficieng/ (creatnine cleaancesaslow as9
ml/min), asphamacokineticstudiesdid not indicate any chargein the disposition of finastetide.

Useintheelderly

No dosaye adjustnentis requiredin eldety patiens.

4.3 Contraindications

‘Prosca’ is notindicatedfor usein womenor children. 'Prosa@r is contre-indicatedin the following: hypersesitivity to any
componentof this product;pregnancy womenwhenthey areor may potentally be pregnan{see4.6'Pregnancy and lactaton’,
Exposureto finasteride- risk to malefoetus)
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4.4 Special warnings and precautionsfor use

General: Patiens with largeresidu& urinevolume and/orseveely diminished urinary flow shouldbe carefullymonitoredfor
obstuctive uropatly.

Effects onprostate-specific antigen (PSA) and prostate cancer detection: No clinical berefit has yet beendemonstatedin patients
with prostatecancertreatedwith 'Proscar’. Patientswith BPH andelevatel PSAweremoritoredin controlledclinical studies with
saial PSAsandprostatebiopsiesin theseBPH studies,'Proscar' did not appearto altertherateof prostitecarcerdetecion and
theoveral incidenceof prostatecanerwasnot significantly differentin patientstreatedwith 'Proscarbr placebo.Digital rectal
examindion,aswell asotherevduationsfor prostatecancer shouldbeperfamedon patientswith BPH prior to initiating therapy
with 'Proscarandperiodicallytheredter. Seum PSAis alsousedfor prostate cance detection. Generally a baselinePSA>10
ng/ml (Hybritech)promptsfurtherevaluationandconsideation of biopsy; for PSAlevds betwveen4 and10 ng/ml, further
evaluaion is advisable.Thereis consideable overlapin PSAlevds amorg menwith andwithout prostatecancer.Thereforejn
menwith BPH, PSAvalueswithin the normd referencerangedo notrule out prostitecanceregardles®f treatmat with
'Proscar' A balinePSA <4 ng/mldoesnot exclude progatecancer.

'Proscarcauses@ deaeasein serumPSA conceitrationsby appraimately 50% in patients with BPH evenin the presence of
prostatecaner. Thisdecreasén serumPSAlevds in paienswith BPH treaedwith 'Proscar'should be considered when
evaluaing PSAdataand doesnotrule out conmmitantprodate cancer.This decreasés predictalle overthe entirerange of PSA
values,althoughit mayvaryin individual paients. Analysis of PSAdatafrom over3,000 paientsin thefour-year, doubleblind,
placebacontolled 'Prosar' Longterm Efficacy andSafetyStudy (PLESS)confirmedthatin typical patentstreaedwith 'Proscat
for six monthsor more,PSA values should be doubledfor compaisonwith normal rangesin untreatednen. This adjustment
preserve the sensitivityandspedficity of the PSAassayand maintainsits ability to detectprostatecancer.

Any sustaind increasen PSA levelsof patientstreaedwith finasterideshoud be carefilly evalated,induding consderaton of
non-complianceto therapywith 'Proscar'.

Percent free PSA(freeto totd PSA ratio) is not significantly decreaead by 'Proscarandremaisconsantevenundertheinfluence
of 'Prosca. Whenperentfree PSA is usedasanaidin the detection of prodatecarcer, no adjustments necessary.

4.5 Interaction with other medicinal products and other forms of interaction

No clinically importantdruginteractionshave beenidentified. 'Proscardoesnot appeato significantly affectthe cytochrome
PA50-linked drugmetabolising enzyme system Compundswhich hawe beentestedin manincludepropranolol,digoxin,
glibenclamide warfarin, theophylline,andantipyrineand no clinicdly meaningful interactonswere found

Other concomitant therapy: Although speeific interacion studieswere not performedin clinical studies,;Proscar'wasused
concanmitartly with ACE inhibitors, alphablockes, betablocke's, calcium-channeblockers cadiacnitrates diureics, H2
antgyonists, HMG-CoA redudaseinhibitors, nonsteaoidd anti-inflammatey drugs(NSAIDs) includng agirin ard paracetamol
qguinolonesandbenzodazepines withoutevidence of clinicdly sigrificantadveseinteradions.

4.6 Pregnancy and lactation

Pregnang: 'Proscaris contraindicatedin womenwhen they areor may patentally be pregnan (see4.3 'Contra-indications’).
Becauseof the ability of Typell 5 a-redudaseinhibitors to inhibit conversion of testos¢roneto dihydrotesbstepne,thesedrugs,
includingfinasteaide, may causeabnormalites of the extemal genitala of a malefoetuswhenadministeredto a pregnantwoman.
In animaldevelopnentalstudies dosedependat developmenbf hypospadiasvasobsevedin the maleoffspring of pregrart rats
given finasteide at doesrangingfrom 100 ug/kg/dayto 100 mg/kgiday, at anincidene of 3.6%to 100%.

Additionally, pregrantratsproducedmaleoffspring with decreasd prostatc andseminal vesicularweights, delayedpreputial
separaton, transientnipple developmenard decreasednogaital distance, whengivenfinasteide at dosesbelowthe
recommended humandose.

Thecritical petiod duringwhich thes effectscanbeinducedhasbeenddfinedin ratsasdays16-17 of gestation.

The chargesdescrbedaboveareexpectedphamacologicakeffectsof Typell 5 areductasinhibitors Manyof the changessuch
ashypospadiaspbservedn malerats exposedin uteroto finasterick aresimilar to thosereportedn maleinfantswith a genetic
deficiency of Typell 5 aredictaselt is for thesereasos that'Proscaris contraindicaedin womenwhenthey areor may
potentially be pregnan
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Thein uteroeffectsof finageride exposureduringthe periodof embryonic andfoetal developmentvereevalatedin therhesus
monkey (gegation days 20-100),a speciesmorepredictive of humandewe opmentthanrats. Intravenousadministratiorof
finasteide to pregnantmonkeysat dosesashigh as800 ng/day (at least60to 120timesthe highestestimated expoaure of women
to finastaide from senenof mentaking5 mg/day) reaultedin no abrormalitiesin malefoetuses. In confirmationof therelevance
of therhesusmodelfor foetaldevelopmentoral administraion of a very high doseof finasteide (2 mg/kg/day;20timesthe
recommended humandoseof 5 mg/day or approximately1-2 millio n timesthe highestedimatedexposureto finaseridefrom
samenof mentaking5 mg/day)to pregnat monkeysresutedin external genital abnornalitiesin male foetusesNo other
abnornalitieswere observedn malefoetugsand no finageride-relatedabnamalitieswereobservedin femde foetusesat any
dose

Exposuretofinasteride risk to malefoetus

Women shoutl not handlecrushedor brokentablets of '‘Prosca whentheyareor may potentially be pregnantpecausef the
possiblity of absoption of finasterideandthe subsequentpotential risk to a malefoetus(seePregnang). 'Proscartabletsare
coatedandwill preventcontad with theactiveingrediet during normd handing, providedthatthetables havenotbeenbroken
or crushal.

Small amouns offinasteide hawe beenrecoseredfrom thesemenin subgctsreceving finasterde 5 mg/day. It is notknown
whetheramalefoetusmay be adversehaffeaedif his motheris exposedto the semenof a patientbeingtreaedwith finasterde
Whenthe patients sexualpartneris or may potentially be pregrant, the patent is recommendd to minimiseexposureof his
patner to senen.

Lactation 'Proscar’is not indicated for usein women.lt is not knownwheter finasteide is excreiedin humanmilk.

4.7 Effects on ability to drive and use machines

Nonereported.

4.8 Undesirable effects

'Proscaris well toleratedIn controlled clinical studies wherepatientsreceived 5 mg of finasterideover periods of up to four
years, thefollowing adversereactionsvereconsideed possibly, probablyor definitely drug-related andoccurrel with afrequency
greder thanplacebo andgreaterthanor equal to 1%: impotence decreasd libido, gjaculdion disordes, decreasedolumeof
ejaalate;breastendernesdyreasteriargemat and rash There was no evidenceof increaseddverseexperiereswith increased
duration of treatment with 'Proscarandtheincidenceof newdrug-relatedsexwal adverseexperienesdecreasedvith durationof
treatment

Otherlong-termdaa

In a7 year placebacontrolle trial thatenrdl ed 18,882healthy men,of whom9060had prostae neede biopsydataavailable for
analyss, prostaitecancemwasdetecedin 803 (18.4%) menreceiving 'Prosca and1147(24.4%)menreiving placebo A greaer
numbe of high gradetumours(Gleasorscore7-10) were detectedbn neede biopsyin patierisin the 'Proscart group, 280 (6.4%)
vs 237(5.1%) Additional analyss suggesttha theincreasein the prevalene of high-gradeprostde carcerobservedn the
'Proscargroupmay be explainedby a detectionbias dueto

theeffect of 'Proscarbn prostatevolume.Therelationshp betweenlong-termuseof 'Proscaandtumourswith Gleasonswres7-
10is unknown.

Postmarketingexperience

Thefollowing addiional adveseexperenceshavebeenrepoted in postmarketing experence:

— hypeasenstivity reactionsjncluding pruritus, urticaria and swdling of thelips andface

- testialar pain.

Laboratay testfindings

Serum PSA concentraion is correlatedwith patient age and prostatc volume,ard prostaic volumeis correlatedwith paientage.
WhenPSAlabomtory determirationsare evaluated consideation shoud be givento thefactthatPSAlevelsdecreaein patients
treatedwith 'Prosar'. In mostpatients,arapiddeceag in PSAis see within thefir st months of therapy afterwhichtime PSA
levds stabiliseto anewbagline The pog-treamentbaselire approximateshalf of the pretreatmentvalue.

Thereforein typical patientstreaedwith 'Proscar'for six morthsor more,PSAvaluesshauld be doubledfor comparison to
nomal rangesn untreatednen.For clinical interpraationsee4.4 'Specialwarningsandspecal precautiongor use, Effectson
prostatespecific antigen (PSA)andprostatecancerdetection No otherdifferencewasobservedn patientstreatedwith placelo or
'Proscarin standad laboratorytests.

4.9 Overdose

No specifc treamentof overdosagavith 'Proscaris recommaded.Patientshavereceivedsingledosesof 'Proscarup to 400mg
andmulti ple dosesof 'Proscarup to 80 mg/dayfor up to threemontts without any adverseeffects
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5 PHARMACOLOGICAL PROPERTIES

5.1 Phar macodynamic properties

Finasteridds a competitiveinhibitor of human Type Il 5 a-reducase, anintracellular enzymewhich metabolisesestostrane into
themorepotentandrogn, dihydrotestostenoe (DHT). In benign prostdic hyperplasa (BPH), enlargementof the prostde glandis
deperdentupontheconversiorof testosterneto DHT within the prostate. 'Proscarls highly effecive in redicing circulating and
intraprostéic DHT. Finasteridehasno affinity for the androgen receptor.

Theeffect of therapywith 'Proscar'on BPH-related urologic evens (surgical intervertion [e.g.transuethal resestion of the
prostateandprosatectomy]or aaute urinary retertion requiting catheteristion) hasbeenas®s®d over a four-year period in 3,016
paient with moderatdo severesymptomsof BPH in the'ProscarLong-term Efficacy andSdety Study (PLESS).In this double
blind, randonised, placebacontrolledmulticentre study, treatmenwith 'Proscar reducedthe risk of total urologc eventsby 51%
andwasalso as®ciatedwith a markedandsustainedregresson in prostae volume, anda sustanedincreaseén maximum urinary
flow rateandimprovemenin symptoms.

Additional Clinical Studies

Information from arecentlycompleted/-year placebaconrolledtrial tha enrdled 18,882men55 yearsof age, with a normd
digital rectalexaminationanda PSA of 3.0 ng/ml, mayberelevantfor mencurertly beng treatedwith 'Proscarfor BPH. At the
endof the study, 9060menhadprostateneedlebiopsydata available for analysisln this study,progdate canerwasdetectedn
803(18.4% menreceiving'Prosca and1147(24.4%)menreceiving placel. 'Proscaris notindicaedto redue therisk of
developing prosatecancef(see'Undesiralde effects’, Otha long term daa).

5.2 Pharmacokinetic properties

After anoral doseof 14C-finageridein man,39% of the dosewasexcretedin theurinein theform of metabolies
(virtually nounchamgeddrugwasexcreedin theurine),and57% of total dosewasexcretedin thefaecesTwo
metaboliteshavebeenidentifiedwhich possessnly asmal fraction of the 5 a-reductaeactivity of finasteride.
Theoral bioavaihbility of finasterdeis approximatdy 80%,relativeto anintravenouseferencedose andis unaffedec
by food. Maximum plasmaconcentrabnsarereachedapproximaely two hoursafter dosng and the absorptions
completewithin 6 - 8 hours.Proteinbinding is approximately 93%. Plasma clearanceandthe volumeof distribution
are approximately 165 ml/min and761, respectively.

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, whose creatinine clearancerangedfrom 9 to 55 ml/min, the dispositionof a
single doseof 14C-finasteridewasnot differentfrom thatin heathy volunteers.Proteinbinding also did not differ in
patientswith renalimpairmentA portionof the metaboliteswhich normaly is excretedenallywasexcretedn the
faeceslt thereforeappeas thatfaecalexcrdion increasexommnensurateo the decreasén urinary excretionof
metabolitesDosageadjugmentin nondialysedpatientswith renal impairmentis notnecessy.

There areno dataavaiablein patents with hepatc insufficiency.

Finageride hasbeenfoundto cross the blood-brainbarrier. Smal amouns of finasteide havebeenrecoveredn the
seminalfluid of treatedpatients.

5.3 Preclinical safety data

Nonr-clinical data reveal no special hazardfor humansbasedon conventbnal studies of repea¢d dose toxicity,
genotoxicity, and carcinogenicpotential Reproducion toxicology studies in male rats have demonstated reducec
prostateand semnal vescular weights, redued secréion from aaessorygenital glandsand reducedfertility index
(cawsedby the primary phamacologicakffect of finasteride) Theclinical relevanceof thesefindingsis unclear.

As with other 5-alphareductaséenhibitors, femininisationof male rat foetuses hasbeen seen with administrationof
finasteridein the gestationperiod.Intravenousadmnistraton of finasteide to pregnantrhesusmonkeysat dosesup to
800 ng/dayduringthe enire periodof embryonicand foetd devdopmentresultedn no abnormalitiesn malefoetuses.
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This doseis about60-120* timeshighe thanthe edimatedamountin senenof a manwho havetaken5 mg finasteride
and to which a womancould be expo®d via seme. In confirmation of the relevanceof the Rhesusnodelfor humatr
foetd developmentoral administrationof finaseride 2 mg/kg/day (the sysemic exposure(AUC) of monkeyswas
dightly higher (3x) than that of men who have taken5 mg finasteaide, or appoximately 1-2* million times the
estimated amountof finaseride in sema) to pregnantmonkeysresulted in external genital abnomalities in male
foetuses No other abnormalities were observel in mde foetusesand no finasteriderelaed abnormaities were

observedn femak foetusesatanydose”

6 PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Microcrystallinecelulose
Docusatesodum
Lactosemondhydrate

Magnesum stearae (E572)
Pregelatinisd maizestard

Sodium stard glycolate(type A)
Yellow iron oxide (E172)

Hyprolose

Indigo carmine aluminium lake (E132)

Hypromelose
Talc
Titanium dioxide (E171)

6.2 Incompatibilities

Not appicable

6.3 Shelf Life

Theshédf life expiry dae for this productshallbe the dateshownon the containerandouter packag of the producton the market

in the country of origin.

6.4 Special precautionsfor storage

Do not storeabove 30°C.

Store in the origind padkage

6.5 Nature and contents of container

Calendarblistersin a cardboardcarton containing 28 tahlets.

6.6 Special precautionsfor disposal and other handling

Women shout not handlecrushedor brokenProscar Tabletswhentheyareor may potentiallybe pregnant(see4.3.' Contra

indications, 4.6.‘ Pregrancyandlactation, Exposue to finasteride: risk to malefoetus).

7 Parallel Product Authorisation Holder

McDowedl Pharnaceuticalst
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 Authorisaton: 9th January2009

10 DATE OF REVISION OF THE TEXT

Date Printed 14/01/2009 CRN 2050894 page number: 7



