
Summary of Product Characteristics

1 NAME OF THE MEDICINAL PRODUCT

Fintex5 mgFilm-coatedTablets

2 QUALITATIVE AND QUANTITATIVE COMPOSITION

Each tabletcontains5 mgof theactiveingredientFinasteride.
Alsocontains90.962mgof LactoseMonohydrate.

Fora full list of excipients,seesection6.1

3 PHARMACEUTICAL FORM

Film-coatedTablet.

Blue, 7 mm,roundbiconvex,film-coatedtabletsmarked“F5” ononeside.

4 CLINICAL PARTICULARS

4.1 Therapeutic Indications

'Fintex' is indicated for the treatmentand control of benign prostatic hyperplasia(BPH) and for the preventionof
urologic eventsto:

− reducetherisk of acuteurinaryretention

− reducetherisk of surgeryincludingtransurethralresection of theprostate(TURP)andprostatectomy.

'Fintex' causesregression of the enlarged prostate,improves urinary flow andimprovesthesymptomsassociatedwith
BPH.

Patientswith anenlargedprostatearetheappropriatecandidatesfor therapy with 'Fintex'.

4.2 Posology and method of administration

Therecommendeddosageis one5 mg tablet daily, with or without food.

Althoughearly improvementin symptomsmay be seen,treatment for at least six monthsmay be necessary to assess
whether a beneficial responsehasbeenachieved.The risk of acute urinary retentionis reducedwithin four monthsof
treatment.

Usein renalinsufficiency

No adjustmentin dosageis requiredin patients with varying degrees of renal insufficiency (creatinineclearancesas
low as9 ml/min), aspharmacokineticstudiesdid not indicateanychangein thedisposition of finasteride.

Usein theelderly

No dosageadjustmentis requiredin elderlypatients.
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4.3 Contraindications

'Fintex' is not indicatedfor use in womenor children.'Fintex' is contra-indicatedin the following: hypersensitivity to
any componentof this product;pregnancy - womenwhentheyareor maypotentially bepregnant (see4.6 'Pregnancy
and lactation', Exposureto finasteride- risk to male foetus).

4.4 Special warnings and precautions for use

General: Patients with large residual urine volume and/or severely diminished urinary flow should be carefully
monitoredfor obstructive uropathy.

Effectson prostate-specific antigen(PSA)andprostatecancerdetection: No clinical benefit has yet beendemonstrated
in patientswith prostatecancertreatedwith 'Fintex'. Patientswith BPH andelevatedPSAweremonitoredin controlled
clinical studieswith serialPSAsandprostate biopsies. In theseBPH studies, 'Fintex'did not appearto alter the rateof
prostatecancerdetection andtheoverall incidenceof prostatecancerwasnot significantlydifferent in patientstreated
with 'Fintex' or placebo.Digital rectal examination, as well as other evaluationsfor prostatecancer,should be
performedon patients with BPH prior to initiating therapywith 'Fintex'andperiodically thereafter. SerumPSA is also
usedfor prostate cancerdetection. Generally, a baseline PSA>10ng/ml (Hybritech) promptsfurther evaluationand
consideration of biopsy;for PSA levelsbetween4 and10 ng/ml, furtherevaluationis advisable.There is considerable
overlapin PSA levelsamongmenwith andwithout prostate cancer.Therefore,in menwith BPH, PSA valueswithin
the normal reference rangedo not rule out prostate cancer regardlessof treatmentwith 'Fintex'. A baselinePSA <4
ng/ml doesnot excludeprostate cancer.

'Fintex' causesa decrease in serum PSA concentrations by approximately 50% in patientswith BPH even in the
presenceof prostatecancer.This decreasein serum PSA levels in patients with BPH treatedwith 'Fintex' shouldbe
considered whenevaluating PSA dataand does not rule out concomitant prostatecancer.This decreaseis predictable
over theentirerangeof PSA values, althoughit may vary in individualpatients. Analysisof PSAdatafrom over3,000
patients in the four-year, double-blind, placebo-controlled 'Fintex' Long-term Efficacy and Safety Study (PLESS)
confirmed that in typical patientstreatedwith 'Fintex' for six months or more, PSA valuesshould be doubledfor
comparisonwith normalrangesin untreated men.This adjustmentpreservesthe sensitivityandspecificity of thePSA
assayandmaintainsits ability to detectprostatecancer.

Any sustained increasein PSA levels of patients treated with finasteride should be carefully evaluated,including
consideration of non-complianceto therapywith 'Fintex'.

PercentfreePSA(freeto total PSA ratio) is not significantly decreased by 'Fintex'andremainsconstantevenunderthe
influenceof 'Fintex'. When percent free PSA is used as an aid in the detection of prostatecancer, no adjustmentis
necessary.

Patientswith rarehereditaryproblemsof galactoseintolerance, thelapp lactasedeficiency or glucose-galactose
malabsorption shouldnot takethis medicine.

4.5 Interaction with other medicinal products and other forms of interaction

No clinically important drug interactions have been identified. 'Fintex' doesnot appearto significantly affect the
cytochrome P450-linked drug metabolising enzyme system. Compoundswhich have been testedin man include
propranolol, digoxin, glibenclamide,warfarin, theophylline, and antipyrine and no clinically meaningful interactions
werefound.

Other concomitant therapy:Although specific interaction studieswerenot performed in clinical studies, 'Fintex' was
used concomitantly with ACE inhibitors, alpha-blockers,beta-blockers, calcium-channel blockers, cardiacnitrates,
diuretics,H2 antagonists, HMG-CoA reductaseinhibitors,non-steroidal anti-inflammatorydrugs(NSAIDs) including
aspirin and paracetamol,quinolones and benzodiazepines without evidence of clinically significant adverse
interactions.
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4.6 Fertility, pregnancy and lactation

Pregnancy:'Fintex' is contra-indicated in women when they are or may potentially be pregnant (see4.3 'Contra-
indications').

Becauseof the ability of Type II 5 α-reductaseinhibitors to inhibit conversionof testosteroneto dihydrotestosterone,
thesedrugs,including finasteride,maycauseabnormaliti esof theexternal genitalia of a malefoetuswhenadministered
to a pregnantwoman.

In animaldevelopmentalstudies,dose-dependentdevelopmentof hypospadiaswasobservedin the maleoffspring of
pregnantrats given finasterideat dosesranging from 100 µg/kg/day to 100 mg/kg/day,at an incidence of 3.6% to
100%. Additionally, pregnantrats producedmale offspring with decreased prostaticand seminalvesicularweights,
delayedpreputial separation, transientnippledevelopment anddecreased anogenitaldistance,whengivenfinasterideat
dosesbelow the recommendedhumandose.The critical period during which theseeffectscan be induced hasbeen
defined in ratsasdays 16-17of gestation.

The changesdescribedaboveare expected pharmacological effects of Type II 5 α-reductaseinhibitors. Many of the
changes,suchashypospadias,observedin male ratsexposedin uteroto finasteride are similar to thosereportedin male
infants with a genetic deficiencyof Type II 5 α-reductase. It is for these reasonsthat 'Fintex' is contraindicated in
womenwhentheyareor maypotentiallybepregnant.

The in uteroeffects of finasterideexposureduring theperiodof embryonicandfoetaldevelopmentwere evaluatedin
the rhesusmonkey(gestation days20-100), a speciesmore predictiveof humandevelopmentthan rats. Intravenous
administrationof finasterideto pregnantmonkeysat doses ashigh as800 ng/day (at least60 to 120 timesthe highest
estimated exposureof womento finasteride from semen of mentaking 5 mg/day)resultedin no abnormalitiesin male
foetuses. In confirmationof the relevance of the rhesusmodel for foetal development,oral administration of a very
high doseof finasteride (2 mg/kg/day;20 times the recommendedhuman doseof 5 mg/dayor approximately 1-2
million timesthehighestestimatedexposureto finasteride from semenof men taking5 mg/day)to pregnantmonkeys
resulted in external genital abnormalities in male foetuses.No otherabnormalities were observedin malefoetusesand
no finasteride-relatedabnormalitieswereobserved in femalefoetusesat any dose.

Exposureto finasteride- risk to malefoetus

Womenshouldnot handlecrushedor brokentablets of 'Fintex' whentheyareor maypotentiallybepregnant,because
of thepossibility of absorptionof finasterideand thesubsequentpotential risk to a malefoetus(seePregnancy).'Fintex'
tabletsarecoatedandwill preventcontactwith theactive ingredient during normal handling,providedthat the tablets
havenot beenbrokenor crushed.

Lactation:'Fintex'is not indicatedfor usein women.It is not knownwhether finasteride is excretedin humanmilk.

Smallamountsof finasteridehavebeenrecoveredfrom thesemenin subjects receivingfinasteride5 mg/day.It is not
knownwhetheramalefoetusmaybeadverselyaffectedif his motheris exposed to thesemenof apatientbeingtreated
with finasteride.Whenthepatient’ssexual partneris 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

'Fintex' is well tolerated. In controlledclinical studies where patients received 5 mg of finasterideoverperiodsof up to
four years,the following adversereactionswereconsideredpossibly, probably or definitely drug-relatedandoccurred
with a frequencygreaterthan placeboand greater than or equal to 1%: impotence,decreasedlibido, ejaculation
disorders,decreasedvolumeof ejaculate;breasttenderness,breastenlargementandrash.
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There was no evidence of increasedadverse experiences with increaseddurationof treatment with 'Fintex' and the
incidenceof newdrug-relatedsexualadverseexperiencesdecreasedwith duration of treatment.

Other long-termdata

In a 7 yearplacebo-controlledtrial that enrolled 18,882healthy men, of whom 9060hadprostateneedlebiopsydata
available for analysis, prostatecancerwas detected in 803 (18.4%) men receiving 'Fintex' and 1147 (24.4%) men
receiving placebo.A greaternumber of high grade tumours (Gleasonscore7-10) weredetectedon needlebiopsy in
patientsin the'Fintex'group,280(6.4%)vs 237(5.1%).Additionalanalysessuggest thattheincreasein theprevalence
of high-grade prostate cancerobservedin the 'Fintex' groupmay be explained by a detectionbiasdueto the effect of
'Fintex'on prostatevolume.Therelationshipbetweenlong-termuseof 'Fintex'andtumourswith Gleasonscores7-10 is
unknown.

Post-marketingexperience

Thefollowing additional adverseexperiences havebeenreportedin post-marketingexperience:

− hypersensitivity reactions, includingpruritus,urticariaandswelli ngof thelipsandface

− testicularpain.

Laboratorytestfindings

SerumPSA concentration is correlatedwith patient ageandprostatic volume, andprostaticvolumeis correlated with
patient age.When PSA laboratorydeterminations are evaluated, consideration shouldbe given to the fact that PSA
levels decreasein patientstreatedwith 'Fintex'. In mostpatients,a rapid decreasein PSA is seenwithin thefirst months
of therapy,after which time PSA levelsstabilise to a new baseline. The post-treatmentbaseline approximateshalf of
the pretreatmentvalue. Therefore,in typical patientstreated with 'Fintex' for six monthsor more, PSAvaluesshouldbe
doubledfor comparisonto normal rangesin untreated men. For clinical interpretationsee4.4 'Specialwarningsand
specialprecautionsfor use', Effectson prostate-specific antigen (PSA)andprostatecancerdetection.

No otherdifferencewasobservedin patients treated with placeboor 'Fintex' in standard laboratorytests.

4.9 Overdose

No specifictreatmentof overdosagewith 'Fintex'is recommended. Patientshavereceivedsingledosesof 'Fintex'up to
400mgandmultipledosesof 'Fintex'up to 80mg/dayfor up to threemonthswithout anyadverseeffects.

5 PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Finasteride is a competitiveinhibitor of humanType II 5 α-reductase,an intracellular enzymewhich metabolises
testosteroneinto the more potent androgen, dihydrotestosterone (DHT). In benign prostatic hyperplasia(BPH),
enlargementof theprostateglandis dependentupontheconversionof testosteroneto DHT within theprostate.'Fintex'
is highly effectivein reducingcirculating and intraprostatic DHT. Finasteridehasnoaffinity for theandrogenreceptor.

Theeffect of therapywith 'Fintex'on BPH-relatedurologic events(surgical intervention[e.g. transurethal resection of
the prostateandprostatectomy]or acuteurinary retention requiring catheterisation) hasbeenassessedovera four-year
period in 3,016patientswith moderateto severe symptomsof BPH in the'Fintex'Long-termEfficacy andSafetyStudy
(PLESS). In this double-blind, randomised, placebo-controlledmulticentrestudy, treatment with 'Fintex' reduced the
risk of total urologic eventsby 51% and was also associated with a markedand sustainedregression in prostate
volume,and asustainedincrease in maximum urinary flow rateandimprovement in symptoms.
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Additional Clinical Studies

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

anormal digital rectalexaminationandaPSAof ≤ 3.0 ng/ml, mayberelevantfor mencurrently beingtreatedwith
'Fintex'for BPH. At theendof thestudy,9060menhadprostate needlebiopsydataavailablefor analysis. In this study,
prostatecancerwasdetectedin 803(18.4%)menreceiving 'Fintex' and1147(24.4%) menreceivingplacebo.'Fintexis
not indicatedto reducetherisk of developingprostatecancer(see'Undesirableeffects',Otherlong termdata).

5.2 Pharmacokinetic properties

After an oral doseof 14C-finasteride in man, 39% of the dosewas excreted in the urine in the form of metabolites
(virtually no unchangeddrug was excreted in the urine), and 57% of total dosewas excreted in the faeces.Two
metaboliteshavebeenidentifiedwhichpossessonly asmall fraction of the5 α-reductaseactivity of finasteride.

Theoral bioavailability of finasterideis approximately 80%,relativeto anintravenousreferencedose,and is unaffected
by food. Maximum plasma concentrationsare reached approximately two hours after dosingand the absorption is
completewithin 6-8 hours.Protein binding is approximately 93%.Plasmaclearanceandthevolumeof distribution are
approximately 165ml/min and76 l, respectively.

In theelderly, theeliminationrate of finasteride is somewhatdecreased.Half-life is prolongedfrom a meanhalflife of
approximately 6 hoursin men aged18-60 yearsto 8 hours in men agedmore than 70 years.This is of no clinical
significanceanddoesnotwarranta reduction in dosage.

In patientswith chronic renalimpairment,whosecreatinineclearance rangedfrom 9 to 55 ml/min, thedispositionof a
single doseof 14C-finasteridewasnot different from that in healthy volunteers.Protein binding alsodid not differ in
patientswith renal impairment.A portion of the metabolites which normally is excretedrenally wasexcretedin the
faeces.It thereforeappearsthat faecal excretion increases commensurateto the decreasein urinary excretion of
metabolites.Dosageadjustmentin nondialysedpatientswith renal impairmentis notnecessary.

There arenodataavailablein patients with hepatic insufficiency.

Finasteride hasbeenfound to crossthe blood-brain barrier.Small amountsof 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.

This doseis about60-120 timeshigherthantheestimatedamount in semenof a manwho have taken 5 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) thanthatof menwho have taken 5 mg finasteride, or approximately 1-2 million timestheestimated
amount of finasteridein semen)to pregnant monkeysresulted in external genital abnormalities in male foetuses.No
other abnormalities wereobservedin male foetuses and no finasteride-relatedabnormalities wereobservedin female
foetusesatanydose.
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6 PHARMACEUTICAL PARTICULARS

6.1 List of excipients

TabletCore
Lactosemonohydrate
Cellulosemicrocrystalline
PregelatinisedMaizeStarch
Lauroyl Macrogolglycerides
SodiumstarchglycollateTypeA,
Magnesiumstearate

Film Coat
Hypromellose6cps
Titaniumdioxide
Indigocarmine-lake
Macrogol6000

6.2 Incompatibilities

Nonereported.

6.3 Shelf life

3 years.

6.4 Special precautions for storage

No specialstorageprecautionsnecessary.

6.5 Nature and contents of container

Blister (al/pvc),Blister(al/al) andHDPEcontainer

PackSizes:Fintextabletsaresuppliedin packsof 10,14,28,30,50,60,90,100film-coatedtablets

Not all packsizesmaybemarketed.

6.6 Special precautions for disposal and other handling

Womenshouldnot handlecrushedor broken'Fintex' Tablets whentheyare or maypotentiallybepregnant(seesection
4.3 'Contra-indications'andsection4.6 'Pregnancyand lactation').

7 MARKETING AUTHORISATION HOLDER

HelsinnBirexTherapeutics Ltd
Damastown,
Mulhuddart
Dublin 15

8 MARKETING AUTHORISATION NUMBER

PA 915/16/1
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9 DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Dateof First Authorisation: 26th September2008

10 DATE OF REVISION OF THE TEXT
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