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Summary of Product Characteristics

1NAME OF THE MEDICINAL PRODUCT
Avodart0.5mgsoftcapsules
2 QUALITATIVE AND QUANTITATIVE COMPOSITION

Ead capsuk contains0.5mgdutaseride

For afull listof excipients,seesection6.1
3PHARMACEUTICAL FORM

Capsule soft

Product imported from Italy and Romania:
Thecapsuésareopaqueyellow, oblongsoft gelatin capsule markedwith GX CE2on onesidein redink

4 CLINICAL PARTICULARS

4.1 Therapeutic I ndications
Treatmet of moderateo severesymptomsof benignprostdic hypeplasia(BPH).

Reductionin therisk of acuteurinaryretenton (AUR) andsurgey in paients with moderatdo severesymptomsof
BPH.

For information on effect of treatmentandpatient populatons studiedin clinical trials pleasesee section 5.1.
4.2 Posology and method of administration

Avodartcanbe administeredaloneor in combinaton with thealphablocke tamsulosin0.4 mg) (seesectionst.4,4.8
and 5.1).

Adults (including elderly):

Therecommendedoseof Avodartis onecgosule(0.5mg) taken orally onceaday. The capsuleshould be swallowed
whole andnotchewedor openedascontad with the capsulecontentsmay resut in irritation of the oropharyngeal
mucosa. The capsulesnaybetakenwith or without food. Althoughan improvement may be observedat anearly stage
it cantakeupto 6 monthsbeforearegonseto thetreamentcanbeachieved.No doseadjustments necessaryn the
elderly.

Renal impairment
Theeffed of renalimpairmenton dutasteridgoghamaakinetics hasnot been studied No adjustmenin dosages
anticipatedfor patients with renalimpairment(seesecion 5.2).

Hepatic impairment
Theeffed of hepaic impairmenton dutesteide pharnacokindics has not beenstudiedso cauton shouldbe usedin

patientswith mild to moderatéhepaticimpairment (seesedion 4.4 andsedion 5.2). In patientswith sevee hepatic
impairment, the useof dutasteridds contrandicated (See sedion 4.3).

4.3 Contraindications

Avodartis contrandicatedn:
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. womenandchildrenandadolescerst(seesedion 4.6).

. patientswith hypersensivity to dutasteride other5-alpharedudaseinhibitors,soya,peanutor any of the other
excipients.

. patentswith severehepaticimparment.

4.4 Special warnings and precautions for use

Combinationtherapyshouldbe prescrited after carefulbeneft risk assesmat dueto the potental increasedrisk of
adverse evens (includingcardiacfailure) and afterconsideraton of alternatve treatmenbptionsincluding
monotherapiegseesection4.2).

Cardiac failure

In two 4-yearclinical studies,theincidenceof cardia failure (a compositetermof repoted events primaily cardiac
failureandcongestivecardiacfailure) washigha amongsubjeds taking the combinationof Avodat andanalpha
blocker,primarily tamsulogn, thanit wasamongsubgcs not takingthe combination.In thesetwo trials,theincidence
of cardiacfailurewaslow (<1%) andvariable betweenthe studies (seesedion 5.1).

Effects on prostate specific antigen (PSA) and prostate cancer detection
Digital rectal examnation, aswell asothe evaluatonsfor prostde cance, mustbe peformedon patientsprior to
initiating therapywith Avodartandperiodicdly thereafter.

Serumprostate specificantigen(PSA) concentraton is animportantcomponenin the detectionof prostatecancer.
Avodartcauses decreasén meanserumPSAlevek by approximately 50%, after 6 monthsof treatment.

Patientsreceving Avodartshouldhavea newPSAbasdine establsheal after 6 monthsof treatmenivith Avodart.It is
recanmendedo monitor PSA valuesreguhbrly therafter. Any confirmedincreasdrom lowestPSAlevel while on
Avodartmaysignalthe preenceof prostde caner (paricularly high grade cancer)or nonmmpliane to thermpywith
Avodartandshout becarefuly evaluatedevenif thosevaluesarestill within the normalrangefor mennottakinga
5a-reductas inhibitor (seesection5.1). In theinterpreation of a PSAvaluefor a patienttaking Avodat, previousPSA
valuesshauld be soughtfor comparison.

Treatmet with Avodartdoesnotinterferewith the useof PSAasatool to assistin thediagnosisof prostatecaner
after anewbaselinehasbeenedablished(seesedion 5.1).

Total seum PSAlevelsreturnto baselire within 6 monhs of discontnuing treatmentTheratio of freeto total PSA
remainsconstantevenundertheinfluenceof Avodart. If clinicianselect to usepercentfree PSAasanaidin the
detectionof prostatecancern menundegoing Avodarttheray, no adjustment to its valueappeas necessar.

Prostate cancer and high grade tumours

Resultsof oneclinical study (the REDUCESstudy) in menatincreaerisk of prostatecanceirevealeda higherincidence
of Gleasm 8 — 10 prostatecancersn dutasterde treaed mencompaedto placebo.Therelaionshipbetween
dutasterideandhigh gradeprostatecanceris not clear.Men taking Avodartshouldberegularlyevduatedfor prostate
cancerrisk including PSAtesting(seesecton 5.1).

Leaking capsules

Dutasteridas absorbd throughthe skin, therefore women, children andadokescentsnustavoid contactwith leaking
capsulegseesectbn4.6).If contactis madewith leaking capsulesthe contact areashouldbe washedmmediately
with soapandwater.

Hepatic impairment
Dutasteridewasnot studiedin patientswith liver disease.Cauton shoutl be usedin the administation of dutasteride¢o
patientswith mild to moderatéhepaticimpairment (seesedion 4.2, secton 4.3 andsection5.2).

Breast neoplasia
Breastcarcerhasbeenreportedn mentakingdutasteridein clinicd trials (seesection 5.1) andduringthe
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postmarkeing period.Physciansshouldinstructther patents to promptly reportany changesn their breasttissue
suchaslumpsor nipple dischargeCurrently it is notclear if there is a causalrelationshipbetweerthe occurrencef
male breastcancerandlong termuseof dutasterile.

4.5 Interaction with other medicinal products and other forms of interaction

For information onthedecreasef serumPSAlevelsduringtreatmentwith dutasteridendguidanceconcerning
prostatecancerdetectionpleaseseesection4.4.

Effects of other drugs on the phar macokinetics of dutasteride

Use together with CYP3A4 and/or P-glycoprotein-inhibitors:

Dutasteridas mainly eliminatedvia metabolsm.In vitro studiesindicate tha this metabolisms catalysedy CYP3A4
and CYP3A5. No formal interacton studieshavebeenperformedwith potentCYP3A4 inhibitors. However in a
populationpharmacokinetistudy, dutasteme serumconcentationswereon averagel.6to 1.8timesgreate,
respectivelyjn asmallnumberof patieris treatel concurratly with verapami or diltiazem(modeateinhibitors of
CYP3A4 andinhibitors of P-glycoprotein)thanin othe patients.

Long-termcombinationof dutaseridewith drugsthatare potentinhibitorsof theenzymeCYP3A4 (e.g.ritonavir,
indinavir, nefazodongitraconazoleketoconamle admnisteredorally) mayincreaseserumconcentrationgf
dutasterideFurtherinhibition of 5-alphareductaset increasedlutasterideexposue, is not likely. However a
reductionof the dutaseridedosingfrequencycanbeconsideedif sideeffects arenoted. It shouldbe notedthatin the
cas of enzyne inhibition, thelong half-life maybefurtherprolongedandit cantake morethan6 monthsof concurren
therapybefore a newsteadystae isreated.

Administraton of 12gcholestyramin@nehourafter a 5mgsingledoseof dutasteridelid not affectthe
pharmacolnetics of dutasteride.

Effects of dutasteride on the pharmacokinetics of other drugs

Dutasteridehasno effecton the pharmaokinetics of warfarin or digoxin. Thisindicateghatdutaseride doesnot
inhibit/induceCYP2C9or thetransporte P-glycoprotin. In vitro interacion studiesindicatethatdutasteide doesnot
inhibit theenzyme<YP1A2,CYP2D6,CYP2C9,CYP2C19r CYP3A4.

In asmall study (N=24) of two weeksduration in healthy men,dutasteridg/0.5 mg daily) had no effectonthe
pharmacoknetics of tamsulosinor terazosinTherewasalsonoindicaion of a pharmacodynamimteractionin this
study.

4.6 Fertility, pregnancy and lactation
Avodartis contrandicatedfor useby women.

Fertility
Dutasteridehasbeenreportedo affectsenencharateristics (redudion in spermcount,semenvolume andsperm
motility) in healby men(seesecion 5.1). The possiblity of reducedmalefertility cannotbe exduded.

Pregnancy

Aswith other5 alphareductase inhibitors,dutaserideinhibits the convesion of testostesneto dihydrotestosteronanc
may, if administeredo awomancarryinga mae foetus,inhibit the devdopment of the extenal genitaliaof the foetus
(seesection 4.4). Smallamountsof dutsstaide havebeenrecoveredrom the semenn subjectseceivingAvodar
0.5mg/day. It is notknownwhethera malefoetusmay be advesdy affected if his motheris expogdto thesemerof a
patientbeing treaedwith dutasteridétherisk of whichis greatestduring thefirst 16 weeksof pregnancy,)

Aswith al 5 alphareductasenhibitors,when the paients patneris or may potentiallybe pregnantt is recommended
thatthe paientavoidsexposue of his partne to senenby useof acondom.

For information on preclinical data,seesecion 5.3.
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Lactation
It is notknownwhetherdutasteriddas excreedin human milk.

4.7 Effects on ability to drive and use machines

Basedon the pharmacodynamipropertieof dutssteride,treamentwith dutesteide would not be expectedo interfere
with the ahili ty to drive or operatanachiney.

4.8 Undesirable effects

AVODART AS MONOTHERAPY

Approximately 19% of the 2167 patientswho receved dutasteridein the2 yearPhasdl | placebecontmolled trials
developedadversaeationsduringthefir styear of treament The majority of eventswveremild to moderateand
occurredin therepraluctive sysem No changeo the adveseeventprofile wasapparenbvera further2 yeasin
openlabelextensiorstudies.

Thefollowing tableshowsadversaeactonsfrom controlledclinicd trialsandpostmarketingexperence.Thelisted
adverse evens from clinical trials are investigdor-judgeddrugrelated evens (with incidencemorethanor equalto
1%) reportedwith a higherincidencen patientstreaedwith dutasteridecompaedwith placeboduringthefirstyearof
treament.Adverseeventsrom postmarketng experiencewereidentfied from spontaneuspostmarketingreports;
thereforethetrueincidencas unknown:

Organ system Adversereaction Incidence from clinical trial data
Incidence during year 1 of Incidence during year 2 of
treatment (n=2167) treatment (n=1744)
Reproducive system Impotence 6.0% 1.7%
andbreastdisorders | Altered (decreasd) libido 3.7% 0.6%
Ejaaulationdisaders 1.8% 0.5%
Breastdisordergincludes 1.3% 1.3%
breastenlargementandor
breasttendernes)
Immunesygem Allergic reactonsincluding | Incidence estimated from post-marketing data
disorders rash,pruritus, urticaiia,
locdised oedemaand
argioedem Unknown
Skin andsubcutareous | Alopecia(primarily body Uncommon
tissuedisordeg hair loss),hypertrichosi:

AVODART IN COMBINATION WITH THE AL PHA-BLOCKER TAMSULOSIN

Datafrom the4 yearCombAT Study, compaing dutasterde 0.5 mg (n=1623)andtamsulosir0.4mg (n=1611)once
daily aloneandin combnation(n=1610)have shownthattheincidene of anyinvestgatorjudgeddrug-relatedadvers:
eventduringthefirst, secondthird andfourth yearsof treamentrespeadvely was22%,6%, 4% and2% for
dutasteride/tasulosin combinatiorntherapy,15%, 6%, 3% and2% for dutasterice monotherapynd13%,5%, 2% and
2% for tamsulosn monotherapy.The higherincidene of adversesventsin the combinationtherapygroupin thefirst
year of treatnentwasdueto a higherincidenceof reproducive disordersspecfically ejaculationdisorders,observed
in this group.

Thefollowing investigatofjudgeddrugrelated adverseeventshavebeenreportedwith anincidenceof greaterthanor
equalto 1% during thefirst yearof treatmentin the CombAT Study;theincidence of theseeventsduringthefour years
of treatmenis shownin thetablebelow:

System Organ Class | Adverse Reaction Incidence during treatment period
Year 1 Year 2 Year 3 Year 4
Combinatbré(n) (n=1610) (n=1428) (n=1283) (n=1200)
Dutasterid¢ (n=1623 (n=1464 (n=1325] (n=1200}
Tamsulosir (n=1611 (n=1468 (n=1281 (n=1112
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Reproductive Impotence
system and breast Combination? 6.3% 1.8% 0.9% 0.4%
disorders, Dutasteride 5.1% 1.6% 0.6% 0.3%
g%’ocrfgg:;'c Tamsulosir 3.3% 1.0% 0.6% 1.1%
Inva;tigat'ions Altered (decreased) libido
Combinaton® 5.3% 0.8% 0.2% 0%
Dutasteride 3.8% 1.0% 0.2% 0%
Tamsulosir 2.5% 0.7% 0.2% <0.1%
Ejaculation disorders
Combination? 9.0% 1.0% 0.5% <0.1%
Dutasterid¢ 1.5% 0.5% 0.2% 0.3%
Tamsulosir 2.7% 0.5% 0.2% 0.3%
Breast disorders®
Combinaton® 2.1% 0.8% 0.9% 0.6%
Dutasteride 1.7% 1.2% 0.5% 0.7%
Tamsulosir 0.8% 0.4% 0.2% 0%
Nervous system Dizziness
disorders Combinator? 1.4% 0.1% <0.1% 0.2%
Dutasterid¢ 0.7% 0.1% <0.1% <0.1%
Tamsulosir 1.3% 0.4% <0.1% 0%
Cardiac disorders Cardiac failure (composite termP)
Combinaton® 0.2% 0.4% 0.2% 0.2%
Dutasteride <0.1% 0.1% <0.1% 0%
Tamsulosir 0.1% <0.1% 0.4% 0.2%

4 Combination= dutasterdle 0.5 mg oncedaily plustamsulosir0.4 mgonce daily.

b Cardiacfailure compositegermcomprisedf Cardiacfailure congestie, cadiacfailure, left ventricular failure,
cardac failure acut, cardiogent shock,left ventricular failure acut, right ventiicular failure, right ventricular
failureacute ventricuar failure, cardopulmonay failure, congestivecardomyopathy.

€ Includesbreasttendernesandbreastenlagement
OTHERDATA
The REDUCESstudy revealeda higherincidenceof Gleasor8-10 prosatecancersn dutasteide treatedmenconpared

to placebo(seesectionst.4 and5.1). Whetherthe effect of dutasterdeto reduce prostatevolume,or studyrelated
facors,impactedhe resultsof this studyhasnot beenestablished.

Thefollowing hasbeenreportedn clinical trials andpostmarketing use made breastcancer(seesection4.4).

4.9 Overdose

In volunteerstudiesof Avodatt, singledaily dosesof dutasteide up to 40 mg/day(80timesthetheraguticdose)have
beenadministeredor 7 dayswithout significantsafay concerns. In clinical studies,dosesof 5mgdaily havebeen
administeredo subjectgor 6 monthswith no addtiond adveseeffects to thoseseenat therapeutidosesof 0.5mg.

Thereis no specific antidotefor Avodart,thereforejn suspeadoverdosagsymptom#c andsupportivetreatment
should begivenasappropriate.

5 PHARMACOLOGICAL PROPERTIES

5.1 Phar macodynamic properties

Pharmacotherapeutigroup:testoseérone5-alphareductaseinhibitors.
ATC code G04CBO02.

Dutasterideeduce<irculatinglevelsof dihydrotestoserone(DHT) by inhibiting bothtype 1 andtype 2, 5a-redictase
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isoenzymesvhich areresponsibldor the conversiorof testosteronéo DHT.

AVODART AS MONOTHERAPY

Effects on DHT/Testosterone:

Effect of daily dosesof Avodartontheredudion on DHT is dosedepandantand is observedvithin 1-2 weeks(85%
and 90%reductionregectively).

In patientswith BPH treatedwith dutaseride0.5 mg/day,the median decrasein serumDHT was94%at 1 yearand
93% at 2 yearsandthe medianincreasan seum testosteonewas 19%at both1 and?2 yeas.

Effect on Prostate Volume:

Significantreductonsin prostatevolumehavebea detected asearly as onemonthafter initiation of treatmentand
reductionsconinuedthroughMonth 24 (p<0.001) Avodart led to a meanredudion of total prostatevolumeof 23.6%
(from 54.9mlat baselingo 42.1ml)at Month 12 conparedwith a mean reducton of 0.5% (from 54.0mlto 53.7ml)in
the placebogroup.Significant(p<0.001)reductionsalsoocaurredin prostaé transitionalzonevolumeaseaty asone
month continuing throughMonth 24, with a meanreduction in prosatetransitonal zonevolumeof 17.8%(from
26.8ml atbaselingo 21.4ml)in the Avodat groupcomparel to a meanincreaseof 7.9% (from 26.8mlto 27.5ml)in
the placebogroupat Month 12. Thereduction of the prosttevolumesea duringthefirst 2 yearsof doubleblind
treadmentwasmaintainedduringanaddtiond 2 yearsof openlabd extensionstudies Reductionof the sizeof the
prostatdeadsto improvemenbf symptons anda decreasead risk for AUR andBPH-relatedsurgery.

CLINICAL STUDIES

Avodart0.5 mg/dayor placebowasevaludedin 4325made subjeds with modeateto severesymptomsof BPH who
had prostates>30ml anda PSA valuewithin therangel.5 - 10 ng/mL in threeprimary efficacy 2-yearmulticenter,
multinational, placebecontroled, doubleblind studies.The studesthencontinuedwith anopenlabelextensiorto 4
yearswith all patientsremainingin the studyreceiving dutastemle at the sanme 0.5 mg dose.37%of initially placebe
randomizedpatientsand40% of dutasterle-randomizd patentsremaineal in the studyat 4 years.Themajority (71%)
of the2,340subgct in theopenlabelextensionsconmpletedthe 2 additionalyearsof openlabeltreatment.

Themostimportantclinical efficacy paraméerswere American Urological Associdion SymptomIindex (AUA-SI),
maximum urinaryflow (Qmax)andtheincidene of aauteurinary retention andBPH-relatedsurgey.

AUA-SI is asevenitemquesionnare aboutBPH-relaed symptons with a maximum scoreof 35. At baselinehe
averagescorewasapprox.17. After six months oneandtwo yeas treatmentthe placebogrouphadanaveiage
improvementof 2.5,2.5and2.3 pointsrespectvely while the Avodartgroupimproved3.2,3.8and 4.5 points
respectivelyThedifferencesetweenthe groupswere statsticaly significant. Theimprovemenin AUA-SI seen
during thefirst 2 yearsof doubleblind treatmentwas maintainedduring anadditional2 yearsof openlabelextension
studies.

Qmax (maximum urine flow):

Meanbaselhe Qmaxfor the studieswasapprox 10 ml/sec(nomal Qmax >15 ml/sec).After oneandtwo years
treamenttheflow in the placebogrouphadimprovedby 0.8 and0.9 ml/secrespectivelyandl1.7and2.0 ml/sec
respectivelyin the Avodartgroup.Thedifferencebetweenthe groupswasstatistically significant from Month 1 to
Month 24. Theincreasen maximumurinary flow rate seenduringthefirst 2 years of doubleblind treatmeniwas
maintainedduring anadditional2 yearsof openlabel extensionstudies.

Acute Urinary Retention and Surgical Intervention

Aftertwo yearsof treatnent,theincidenceof AUR was4.2%in the placebogroupagainstl.8%in the Avodatt group
(57% risk reduction).This differenceis stdisticdly significantandmeansthat42 patients(95% Cl 30-73) needto be
trededfor two yearsto avoidonecaseof AUR.

Theincidenceof BPH-relatedsurgeryaftertwo yeaswas4.1%in the placebogroupand2.2%in the Avodartgroup
(48% risk reduction).This differenceis staisticdly significantandmeansthat51 patients(95%Cl 33-109) needto be
trededfor two yearsto avoidonesurgicalinterventon.

Hair distribution
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Theeffed of dutasterideon hair distribution wasnotformaly studied duringthe phasdll programmehowever5
apha-reductasénhibitorscouldreducehair lossandmay inducehar growthin subjectsvith malepatten hairloss
(maleandrogenet alopecia).

Thyroid function:

Thyroid functon wasevalatedin aoneyear studyin heathy men.Freethyroxinelevelswere stableon dutasteide
treamentbut TSH levels weremildly increasedby 0.4 MCIU/mL) compaedto placeboattheendof oneyear's
treament.However,as TSH levels werevariable,median TSHranges (1.4- 1.9MCIU/mL ) remainedwithin normal
limits (0.5- 5/6 MCIU/mL), freethyroxinelevelswerestable within the normal rangeandsimilar for both placebcand
dutasteriddreamment,thechangesn TSH werenot consderedclinically significant.In all theclinical studiestherehas
beenno evidencethatdutagerideadverséy affects thyroid function.

Breast neoplasia:

In the 2 yearclinical trials providing 3374patientyearsof exposurdo dutssteride,andatthetime of registrationin the
2 yearopenlabelextensiontherewere 2 casef breastcancerreporedin dutsstaide-treatedpatientsandl casein a
patientwho receivedplaceboln the4 yea CombATand REDUCECclini caltrials providing 17489patientyears
exposureto dutasterideand5027patientyeas exposureao dutasterde andtamsulosircombinationtherewereno cases
of breasttancereporedin anytreatmemngroups.

Currentlyit is notclearif thereis a causakelaionshipbetweenthe occurrenceof malebreastcancerandlong termuse
of dutasteride.

Effects on male fertility

Theeffeds of dutasterided.5 mg/dayon senmencharaderistics were evduatedin healthyvolunteersaged18to 52
(n=27 dutasteriden=23 placebo)Xhroughoutt2 weeksof treamentand24 weeksof posttreatmenfollow-up. At 52
weeks themeanpercentreducton from basdine in totd spem count sanenvolumeandspermmotility were23%,
26% and18%,respectivelyjn the dutasteridegroupwhenadjusiedfor changesfrom baselinan the placebogroup.
Sperm concentationandspermmorphdogy wereunaffeced. After 24 weeks of follow-up, the meanpercentchangean
totd spermcountin thedutasteridggroupremaned23% lower than baselne.While meanvaluesfor all parameterst
al time pointsremainedwithin the normalranges and did not meet the preddined criteria for a clinically significant
change (30%),two subjectsn the dutaseride grouphaddeaeasesn spermcountof greatethan90%from baselineat
52 weeks, with patial recoveryatthe 24 weekfoll ow-up. The possiblity of redu@dmalefertility cannotbe excludel.
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AVODART IN COMBINATION WITH THE AL PHA-BLOCKER TAMSULOSIN

Avodart0.5mg/day(n = 1,623),tamsulosir0.4 mg/day(n = 1,611)or the combinationof Avodart0.5mgplus
tamsuosin 0.4mg (n = 1,610)wereevaludedin male subjetswith modeateto severesymptomsof BPHwho had
prostates> 30ml and a PSAvaluewithin therangel.5 - 10 ng/mL in a multicentre,multinational,randomizediouble
blind, parallelgroupstudy(the CombAT study). Approximaely 53% of subjectshadpreviousexposurdo 5-alpha
reducta® inhibitor or alphablockertreament The primary efficacy endpointduring thefir st 2 yearsof treatmentwas
changein Internatonal ProstateSymptan Sare (IPSS),an 8-item instrumentbasedon AUA -SI with anadditional
guestionon quality of life. Secondanrefficacyendpoins at 2 yearsincludedmaximumurineflow rate(Qmax)and
prostatevolume. The combinationachievedsignificancefor IPSSfrom Month 3 compaedto Avodart andfrom Month
9 comparedo tamsuosin. For Qmaxcombindion achieved significancefrom Month 6 compaedto both Avodartand
tamsuosin.

Theprimary efficacy endpointat 4 yearsof treatment wastime to first eventof AUR or BPH-relatedsurgery After 4
yearsof treatnent combinationtherapystatistically significantly reducedtherisk of AUR or BPH-relatedsurgey
(65.8%r reductionin risk p<0.001[95% CI 54.7%to 74.1%]) comparedto tamsulosirmonotherapyTheincidenceof
AUR or BPHrelaedsurgeryby Year4 was 4.2%for combindion therapyand 11.9%for tamsulosn (p<0.001)
Comparedo Avodartmonoherapy,combnation therapyreducedtherisk of AUR or BPH-relatedsurgeryby 19.6%
(p=0.18[95% CI -10.9%t0 41.7%]). Theincidene of AUR or BPH-relatdsurgey by Year4 was4.2%for
combinationtherapyand5.2%for Avodart.

Secmdaryefficacy endpointsafter4 yeass of treament includedtimeto clinicd progression(definedasa composite
of: IPSSdeterioratiorby > 4 points BPH-relatedevens of AUR, incontinence,urinarytrad infection (UTI), and renal
insufficiency)changen InternationalProstateSympbom Score(IPSS),maximum urine flow rate(Qmax)andprostate
volume.Resuts following 4 yearsof treamentarepresentd beow:

Parameter Time-point Combination | Avodart Tamsulosin

AUR or BPHrelated Incidenceat Month 48 4.2 5.2 1192

surgery(%)

Clinical progressin* (%) | Month 48 12.¢ 17.8 2152

IPSS(units’ [Baseline [16.6] [16.4] [16.4]
Month 48 (Changefrom -6.3 -5.30 -3.8a
Baseline

Qmax(mL/sec [Baseline [10.9] [10.6] [10.7]
Month 48 (Changegrom 24 2.0 0.7a
Baseline

Prostatev/olume(ml) [Baseline [54.7] [54.6] [55.8]
Month 48 (%Changdrom -27.3 -28.0 +4.6a
Baseline

Prostatelransiton Zone [Baseline [27.7] [30.3] [30.5]

Volume (ml)# Month 48 (%Changdrom -17.9 -26.5 18.2a
Baseline

BPH Impactindex (BII) [Baseline [5.3] [5.3 [5.3]

(units) Month 48 (Changefrom -2.2 -1.8 -1.2a
Baseline

IPSSQuestion8 (BPH- [Baseline [3.6] [3.6 [3.6]

relatedHealthStaus) Month 48 (Changdrom -1.5 -1.30 -l.1a

(units) Baseline

Baselinevaluesaremeanvaluesandchangedrom baseine are adjustel mean changes.

* Clinical progressoan wasdefinedasa compode of: IPSSdeteioration by > 4 points BPH-relatedeventsof AUR,
incantinence UTI andrenalinsufficiency.
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# Measuredat selectedsites(13% of randomzedpaients)
a. Combirationachievedsignificance(p<0.001)vs. tamsulosirat Month 48
b. Combinaton achievedsignificance(p<0.001)vs. Avodartat Month 48

CARDIAC FAILURE:

In a4 yearBPH study of Avodartin combinaion with tamsulosinin 4844men(the CombAT study)theincidenceof
thecompaite termcardiacfailure in thecombhnaion group(14/1610,0.9%)washigherthanin eithermonotherapy
group:Avodart (4/1623,0.2%)andtamsulosin(10/1611,0.6%)

In a sepaate 4-yearstudyin 8231 menaged50to 75, with a prior negdive biopsyfor prostae canerandbaselinedPSA
between2.5ng/mL and10.0ng/mL in the caseof men50to 60 yeas of age,or 3 ng/mL and10.0ng/mL in the caseof
menolderthan60 yeas of age)(the REDUCESstudy), there was a higherincidenceof the composie term cardiac
failurein subpcts taking Avodart0.5 mgoncedaily (30/4105,0.7%)comparedto subjectdakingplacebo(16/4126,
0.4%). A posthocanadysis of this study showeda higherincidenceof the compositeterm cardiacfailurein subjects
taking Avodartandanalphablockerconconitanty (12/1152,1.0%),comparedto subjectdaking Avodartandno alphe
blocker(18/2953,0.6%), placebcandanalphablocke (1/1399,<0.1%),or placebcandno alphablocker(15/2727,
0.6%). (seesectiond.4).

PROSTATE CANCERAND HIGH GRADE TUMOURS

In a4-year comparisonof placebcandAvodart in 8231 menaged 50to 75, with a prior negativebiopsyfor prostate
cancerandbaseline?SAbetween2.5ng/mL and10.0ng/mL in the caseof men 50to 60 yeas of age,or 3 ng/mL and
10.0ng/mL in the caseof menolderthan60 yearsof age) (the REDUCE study),6,706subjectshadprostteneedle
biopsy (primarily protocolmanda¢d)daa avdlable for andysis to detemine GleasorScoresTherewere1517
subjectsdiagnosedvith prodatecanceiin the study. The mgority of biopsy-detectableprostatecancess in both
treamentgroupswerediagnosedslow grade(Gleason5-6, 70%).

Therewasa higherincidenceof Gleason8-10 prostde cances in the Avodartgroup(n=29,0.9%)comparedo the
placebogroup (n=19,0.6%)(p=0.15).In Years1-2, thenumberof subjectswith Gleasor8-10 canceravassimilarin
the Avodartgroup(n=17,0.5%)andthe placecbogroup(n=18,0.5%).In Years3-4, moreGleasorB-10 cances were
diagnosel in the Avodartgroup(n=12,0.5%) comparedvith the placebogroup(n=1,<0.1%)(p=0.0035) . There areno
data availableon the effectof Avodartbeyond4 yearsin menat risk of prostatecancer The percentgeof subjects
diagnosal with Glea®n 8-10 cancersvasconsisentacrossstudytime periods(Yearsl-2 andYears3-4) in the
Avodartgroup(0.5%in eachtime peiiod), while in the placébo group,the percentageof subjectdiagnosedvith
Gleason8-10 cancersvaslower during Years 3-4 than in Years1-2 (<0.1%versus0.5%,respectively)seesection
4.4). Therewasno differencein theincidene of Gleason/-10 caners(p=0.81).

In a4 yearBPH study (CombAT)wherethere wereno protocotmandaedbiopsiesandall diagnose®f prostatecancer
werebasdon for-causebiopsiestheratesof Gleason8-10 cance were (n=8,0.5%)for Avodart,(n=11,0.7%)for
tamsuosin and(n=>5,0.3%)for combinaton therapy.

TherelationshipbetweerAvodartandhigh gradeprostde canceris not clear.

5.2 Phar macokinetic properties

Absorption

Following oraladmnistrationof a single 0.5 mg dutasteridedose thetimeto peakse'um concentrdonsof dutasteride
is1to 3 hours. Theab®lutebioavalability is approximaely 60%. Thebioavailability of dutasteridas not aff ectedby
food.

Distribution

Dutasteridehasalargevolumeof distribuion (300to 500L) andis highly boundto plasmaprotens (>99.5%)
Following daily dosing,dutagerideserumconcentraionsacheve65% of stealy stateconcentationafterl monh and
approximately90% after 3 months.

Steadystae serumconcentations(C.) of approximagly 40 ng/mL areachieveddfter 6 monthsof dosing 0.5ng oncea
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day. Dutasteide partiioning from seruminto sema averagged11.5%

Elimination
Dutasteridas extensivelymetabolizedn vivo. Invitro, dutestaide is metabolizedby the cytochomeP4503A4 and
3A5 to threemondhydroxylatedmetaboliesandonedihydroxylaed metabolite.

Following oraldosing of dutasterid®.5 mg/dayto steady stae, 1.0%to 15.4%(meanof 5.4%) of theadministered
doseis excretedasunchangedlutasteriden thefaees. Theremainde is excretedn thefaecesas4 majormetabolites
comprising39%, 21%, 7%, and 7% eachof drugrelaed mateaial and 6 minor metaboliteglessthan 5% each). Only
trace amountsf unchangedlutageride(lessthan 0.1%of thedose)aredetested in humanurine.

Theelimination of dutagerideis dosedependat andthe processappeardo bedescibedby two eliminationpathways
in parallel,onethatis saturablet clinically relevantconcentrionsandonethatis nonsaurable.

At low seum concentations(lessthan3 ng/mL), dutasterdeis clearedrapidly by boththe concentationdependent
and concentationindependentliminationpathways.Single dosesof 5 mg or lessshowedevidenceof rapidclearance
and a shorthalf-life of 3to 9 days.

At therapeut concentrabns, following repea dosing of 0.5mg/day,theslower,lineareliminationpathwayis
dominatingandthe half-life is approx.3-5 weeks.

Elderly
Dutasteridgphamacokineticsvereevaluaedin 36 hedthy mde subjectsbetveenthe ages of 24 and87 years
following admnistration of a single5 mg doseof dutasteide.

No significantinfluenceof agewasseenon the exposureof dutasteide but the half-lif e wasshoterin menunder50
yearsof age. Half-life wasnot statisticaly differentwhencomparngthe50-69 yearold groupto thegreaterthan70
yearsold.

Renal impairment

Theeffed of renalimpairmenton dutasteridgghamaakinetics hasnot been studied. However lessthan0.1%of a
steadystate0.5 mg doseof dutasgerideis recoveredn humanurine, sono clinically significantincreaseof the
dutasterideplasmaconcentrationss anticipaedfor patientswith rend impairment(see section 4.2).

Hepatic impairment

Theeffed onthe pharmacokineticsof dutasteridein hepatt impairmenthas not beenstudied(see section 4.3).
Becausalutaserideis eliminatedmainly throughmetabolismthe plasmaevds of dutasterideare expectedo be
elevatedin thesepatientsandthe half-life of dutasteriddoe prolongec(see section 4.2 and section 4.4).
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5.3 Preclinical safety data

Currentstudiesof generakoxicity, genobxicity and cardnogenigty did not showany particularrisk to humans.

Reproducton toxicity studiesn malerats haveshowna deadeasedveightof the prostateandseminalvesicles,
decreasedecretiorfrom accessorgenitl glandsandareductonin fertili ty indices(causedy the phamamlogical
effect of dutasteride)Theclinical relevanceof thesefindingsis unknown.

Aswith other5 alphareductas inhibitors,feminisaton of mae foetuses in ratsandrabbitshasbeennotedwhen
dutasteridevasadminiseredduringgestaibn. Dutasteridehas beenfoundin bloodfrom femaleratsafter mating with
dutasteriddreaed males. Whendutageridewasadmnisteredduring gestaibn to primates,no feminisationof male
foetusesvasseenat bloodexposiressufficiently in excessof thoselikely to occurvia humansemen. It is unlikely
thatamalefoetuswill beadvergly affected following semind transferof dutasteide.

6 PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Capsule contents:

mono - and diglyceridesof caprylic/capricacid
butylhydroxytoluengE321)

Capsuleshelt

gelatin

glycerol

titaniumdioxide (E171)

ironoxideyellow (E172)
triglyceridesmediumchain

lecithin

Redprinting ink contaning iron oxidered(EL72) as the colourant, polyvinyl acetatephthalate propyleneglycol and
Macrogol

6.2 Incompatibilities
None
6.3 Shelf life

Theshelflife expiry dateof the productis the date shownontheblister strips andoutercartonof the productas
marketedn the countryof origin.

6.4 Special precautionsfor storage

Do not stare above30'C

6.5 Nature and contents of container

Blistersconiining 10 soft gelatincapsuéspackedinto anoverlabelled outer containerof 30.

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

Dutasteridas absorbd throughthe skin; therdore contact with leaking capsulesnustbe avoided.If contactis made
with leakingcapsulesthe contactareashoutl be washedmmedatdy with soapandwater(seesection4.4)
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Any unusedproductor wase materialshould bedisposé of in acamrdancewith local requirements
7 PARALLEL PRODUCT AUTHORISATION HOLDER
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157-173RodenStreet
BelfastBT125 QA
United Kingdom
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