
Summary of Product Characteristics

1 NAME OF THE MEDICINAL PRODUCT

Avodart0.5mgsoft capsules

2 QUALITATIVE AND QUANTITATIVE COMPOSITION

Each capsule contains0.5mgdutasteride

For a full li st of excipients,seesection6.1

3 PHARMACEUTICAL FORM

Capsule,soft

Product imported from Italy and Romania:
Thecapsulesareopaque,yellow, oblongsoft gelatin capsulesmarkedwith GX CE2ononesidein redink

4 CLINICAL PARTICULARS

4.1 Therapeutic Indications

Treatment of moderateto severesymptomsof benignprostatic hyperplasia(BPH).

Reductionin therisk of acuteurinaryretention (AUR) andsurgery in patients with moderateto severesymptomsof
BPH.

For informationoneffects of treatmentandpatient populationsstudiedin clinical trialspleasesee section 5.1.

4.2 Posology and method of administration

Avodartcanbeadministeredaloneor in combination with thealpha-blocker tamsulosin(0.4mg) (seesections4.4,4.8
and 5.1).

Adults (including elderly):
Therecommendeddoseof Avodartis onecapsule(0.5mg) taken orally onceaday.Thecapsulesshouldbeswallowed
whole andnotchewedor openedascontact with thecapsulecontentsmay result in irritation of theoropharyngeal
mucosa.Thecapsulesmaybetakenwith or without food.Althoughan improvement may beobservedat anearlystage,
it cantakeup to 6 monthsbeforea responseto thetreatmentcanbeachieved.No doseadjustmentis necessaryin the
elderly.

Renal impairment
Theeffect of renalimpairmentondutasteridepharmacokineticshasnot been studied. No adjustmentin dosageis
anticipatedfor patients with renalimpairment(seesection 5.2).

Hepatic impairment
Theeffect of hepatic impairmentondutasteridepharmacokinetics has notbeenstudiedsocaution shouldbeusedin
patientswith mild to moderatehepaticimpairment (seesection 4.4andsection 5.2). In patientswith severehepatic
impairment, theuseof dutasterideis contraindicated(See section 4.3).

4.3 Contraindications

Avodartis contraindicatedin:
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• womenandchildrenandadolescents (seesection 4.6).
• patientswith hypersensitivity to dutasteride, other5-alphareductaseinhibitors,soya,peanutor anyof theother
excipients.
• patientswith severehepaticimpairment.

4.4 Special warnings and precautions for use

Combinationtherapyshouldbeprescribedafter carefulbenefit risk assessment dueto thepotential increasedrisk of
adverseevents (includingcardiacfailure) andafterconsiderationof alternative treatmentoptionsincluding
monotherapies(seesection4.2).

Cardiac failure
In two 4-yearclinical studies,theincidenceof cardiac failure (acompositetermof reported events,primarily cardiac
failureandcongestivecardiacfailure) washigher amongsubjects taking thecombinationof Avodart andanalpha
blocker,primarily tamsulosin, thanit wasamongsubjects not takingthecombination.In thesetwo trials,theincidence
of cardiacfailurewaslow (≤1%) andvariablebetweenthestudies. (seesection 5.1).

Effects on prostate specific antigen (PSA) and prostate cancer detection
Digital rectal examination, aswell asother evaluationsfor prostatecancer, mustbeperformedonpatientsprior to
initiating therapywith Avodartandperiodically thereafter.

Serumprostate-specificantigen(PSA) concentration is animportantcomponentin thedetectionof prostatecancer.
Avodartcausesadecreasein meanserumPSAlevels by approximately 50%,after6 monthsof treatment.

Patientsreceiving Avodartshouldhavea newPSAbaseline established after 6 monthsof treatmentwith Avodart.It is
recommendedto monitor PSA valuesregularly thereafter. Any confirmedincreasefrom lowestPSAlevel while on
Avodartmaysignalthepresenceof prostatecancer (particularly highgradecancer)or noncompliance to therapywith
Avodartandshould becarefully evaluated,evenif thosevaluesarestill within thenormalrangefor mennot takinga
5α-reductase inhibitor (seesection5.1).In theinterpretationof aPSAvaluefor apatienttakingAvodart, previousPSA
valuesshould besoughtfor comparison.

Treatment with Avodartdoesnot interferewith theuseof PSAasa tool to assistin thediagnosisof prostatecancer
after a newbaselinehasbeenestablished(seesection 5.1).

Total serumPSAlevelsreturn to baselinewithin 6 monthsof discontinuing treatment.Theratioof freeto totalPSA
remainsconstantevenundertheinfluenceof Avodart. If clinicianselect to usepercentfreePSAasanaid in the
detectionof prostatecancerin menundergoingAvodarttherapy, noadjustment to its valueappears necessary.

Prostate cancer and high grade tumours
Resultsof oneclinical study (theREDUCEstudy) in menat increaserisk of prostatecancerrevealedahigherincidence
of Gleason 8 – 10prostatecancersin dutasteridetreatedmencomparedto placebo.Therelationshipbetween
dutasterideandhighgradeprostatecanceris notclear.Men takingAvodartshouldberegularlyevaluatedfor prostate
cancerrisk includingPSAtesting(seesection 5.1).

Leaking capsules
Dutasterideis absorbed throughtheskin, therefore,women, children andadolescentsmustavoidcontactwith leaking
capsules(seesection4.6).If contactis madewith leakingcapsules,thecontact areashouldbewashedimmediately
with soapandwater.

Hepatic impairment
Dutasteridewasnot studiedin patientswith liverdisease.Cautionshould beusedin the administrationof dutasterideto
patientswith mild to moderatehepaticimpairment (seesection 4.2,section 4.3andsection5.2).

Breast neoplasia
Breastcancerhasbeenreportedin mentakingdutasteridein clinical trials(seesection5.1)andduringthe
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postmarketing period.Physiciansshouldinstruct their patients to promptly report anychangesin theirbreasttissue
suchaslumpsor nippledischarge.Currently it is not clear if there is acausalrelationshipbetweentheoccurrenceof
malebreastcancerandlong termuseof dutasteride.

4.5 Interaction with other medicinal products and other forms of interaction

For informationon thedecreaseof serumPSAlevelsduringtreatmentwith dutasterideandguidanceconcerning
prostatecancerdetection,pleaseseesection4.4.

Effects of other drugs on the pharmacokinetics of dutasteride

Use together with CYP3A4 and/or P-glycoprotein-inhibitors:
Dutasterideis mainlyeliminatedvia metabolism.In vitro studiesindicate that this metabolismis catalysedby CYP3A4
and CYP3A5.No formal interaction studieshavebeenperformedwith potentCYP3A4 inhibitors.However, in a
populationpharmacokineticstudy,dutasterideserumconcentrationswereonaverage1.6to 1.8timesgreater,
respectively,in asmallnumberof patients treated concurrently with verapamil or diltiazem(moderateinhibitorsof
CYP3A4andinhibitorsof P-glycoprotein)thanin other patients.

Long-termcombinationof dutasteridewith drugsthatarepotentinhibitorsof theenzymeCYP3A4 (e.g.ritonavir,
indinavir, nefazodone, itraconazole,ketoconazole administeredorally) mayincreaseserumconcentrationsof
dutasteride.Furtherinhibition of 5-alphareductaseat increaseddutasterideexposure, is not likely. However, a
reductionof thedutasteridedosingfrequencycanbeconsideredif sideeffects arenoted. It shouldbenotedthatin the
caseof enzyme inhibition, thelonghalf-life maybefurtherprolongedandit cantake morethan6 monthsof concurrent
therapybeforea newsteadystate is reached.

Administration of 12gcholestyramineonehourafter a5mgsingledoseof dutasteridedid not affect the
pharmacokineticsof dutasteride.

Effects of dutasteride on the pharmacokinetics of other drugs
Dutasteridehasnoeffecton thepharmacokinetics of warfarin or digoxin.This indicatesthatdutasteridedoesnot
inhibit/induceCYP2C9or thetransporter P-glycoprotein. In vitro interaction studiesindicatethatdutasteridedoesnot
inhibit theenzymesCYP1A2,CYP2D6,CYP2C9,CYP2C19or CYP3A4.

In a small study (N=24)of two weeksduration in healthy men,dutasteride(0.5mgdaily) had noeffecton the
pharmacokineticsof tamsulosinor terazosin.Therewasalsono indication of a pharmacodynamicinteraction in this
study.

4.6 Fertility, pregnancy and lactation

Avodartis contraindicatedfor useby women.

Fertility
Dutasteridehasbeenreportedto affectsemencharacteristics (reduction in spermcount,semenvolume, andsperm
motility) in healthy men(seesection 5.1). Thepossibility of reducedmalefertility cannotbeexcluded.

Pregnancy
As with other5 alphareductase inhibitors,dutasterideinhibits theconversionof testosteroneto dihydrotestosteroneand
may, if administeredto a womancarryinga male foetus,inhibit thedevelopment of theexternal genitaliaof thefoetus
(seesection 4.4).Smallamountsof dutasteridehavebeenrecoveredfrom thesemenin subjectsreceivingAvodart
0.5mg/day. It is notknownwhetheramalefoetusmaybeadversely affected if his motheris exposedto thesemenof a
patientbeing treatedwith dutasteride(therisk of which is greatestduring thefirst 16weeksof pregnancy).

As with all 5 alphareductaseinhibitors,when thepatient'spartneris or may potentiallybepregnantit is recommended
thatthepatient avoidsexposureof his partner to semenby useof acondom.

For informationonpreclinical data,seesection 5.3.
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Lactation
It is notknownwhetherdutasterideis excretedin human milk.

4.7 Effects on ability to drive and use machines

Basedon thepharmacodynamic propertiesof dutasteride,treatmentwith dutasteridewouldnot beexpectedto interfere
with theabili ty to driveor operatemachinery.

4.8 Undesirable effects

AVODART AS MONOTHERAPY
Approximately 19%of the2167patientswho receiveddutasteridein the2 yearPhaseII I placebo-controlled trials
developedadversereactionsduringthefirst yearof treatment. Themajority of eventsweremild to moderateand
occurredin thereproductive system. No changeto theadverseeventprofile wasapparentovera further2 years in
open-labelextensionstudies.

Thefollowing tableshowsadversereactionsfrom controlledclinical trialsandpost-marketingexperience.Thelisted
adverseevents from clinical trials are investigator-judgeddrug-related events (with incidencemorethanor equalto
1%) reportedwith a higherincidencein patientstreatedwith dutasteridecomparedwith placeboduringthefirst yearof
treatment.Adverseeventsfrom post-marketingexperiencewereidentified from spontaneouspost-marketingreports;
thereforethetrueincidenceis unknown:

AVODART IN COMBINATION WITH THE ALPHA-BLOCKER TAMSULOSIN
Datafrom the4 yearCombATStudy,comparingdutasteride0.5mg(n=1623)andtamsulosin0.4mg(n=1611)once
daily aloneandin combination(n=1610)haveshownthattheincidenceof anyinvestigator-judgeddrug-relatedadverse
eventduringthefirst, second,third andfourth yearsof treatmentrespectively was22%,6%,4%and2%for
dutasteride/tamsulosin combinationtherapy,15%,6%,3%and2% for dutasteride monotherapyand13%,5%, 2%and
2% for tamsulosin monotherapy.Thehigherincidenceof adverseeventsin thecombinationtherapygroupin thefirst
yearof treatmentwasdueto a higherincidenceof reproductive disorders,specifically ejaculationdisorders,observed
in this group.

Thefollowing investigator-judgeddrug-relatedadverseeventshavebeenreportedwith anincidenceof greaterthanor
equal to 1% during thefirst yearof treatmentin theCombATStudy;theincidenceof theseeventsduringthefour years
of treatmentis shownin thetablebelow:

Organ system Adverse reaction Incidence from clinical trial data
Incidence during year 1 of
treatment (n=2167)

Incidence during year 2 of
treatment (n=1744)

Reproductive system
andbreastdisorders

Impotence 6.0% 1.7%
Altered(decreased) libido 3.7% 0.6%
Ejaculationdisorders 1.8% 0.5%
Breastdisorders(includes
breast enlargementand/or
breast tenderness)

1.3% 1.3%

Immunesystem
disorders

Allergic reactionsincluding
rash,pruritus,urticaria,
localisedoedema,and
angioedema

Incidence estimated from post-marketing data

Unknown

Skin andsubcutaneous
tissuedisorders

Alopecia(primarily body
hair loss),hypertrichosis

Uncommon

System Organ Class Adverse Reaction Incidence during treatment period
Year 1 Year 2 Year 3 Year 4

Combinationa(n) (n=1610) (n=1428) (n=1283) (n=1200)

Dutasteride (n=1623) (n=1464) (n=1325) (n=1200)
Tamsulosin (n=1611) (n=1468) (n=1281) (n=1112)
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aCombination= dutasteride0.5mgoncedaily plustamsulosin0.4mgonce daily.

b Cardiacfailurecompositetermcomprisedof Cardiacfailure congestive,cardiacfailure, left ventricular failure,
cardiac failureacute,cardiogenic shock,left ventricular failure acute, right ventricular failure,right ventricular
failureacute,ventricular failure,cardiopulmonary failure, congestivecardiomyopathy.

c Includesbreasttenderness andbreastenlargement.

OTHERDATA
TheREDUCEstudy revealedahigherincidenceof Gleason8-10prostatecancersin dutasteride treatedmencompared
to placebo(seesections4.4and5.1).Whethertheeffect of dutasterideto reduceprostatevolume,or studyrelated
factors,impactedtheresultsof this studyhasnot beenestablished.

Thefollowing hasbeenreportedin clinical trials andpost-marketinguse: male breastcancer(seesection4.4).

4.9 Overdose

In volunteerstudiesof Avodart, singledaily dosesof dutasterideup to 40mg/day(80 timesthetherapeuticdose)have
beenadministeredfor 7 dayswithoutsignificantsafety concerns. In clinical studies,dosesof 5mgdaily havebeen
administeredto subjectsfor 6 monthswith noadditional adverseeffects to thoseseenat therapeuticdosesof 0.5mg.
Thereis nospecific antidotefor Avodart,therefore,in suspectedoverdosagesymptomatic andsupportivetreatment
should begivenasappropriate.

5 PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeuticgroup:testosterone-5-alpha-reductaseinhibitors.
ATC code: G04CB02.

Dutasteridereducescirculatinglevelsof dihydrotestosterone(DHT) by inhibiting bothtype1 andtype2, 5α-reductase

Reproductive
system and breast
disorders,
Psychiatric
disorders,
Investigations

Impotence
Combinationa 6.3% 1.8% 0.9% 0.4%

Dutasteride 5.1% 1.6% 0.6% 0.3%
Tamsulosin 3.3% 1.0% 0.6% 1.1%
Altered (decreased) libido
Combinationa 5.3% 0.8% 0.2% 0%

Dutasteride 3.8% 1.0% 0.2% 0%
Tamsulosin 2.5% 0.7% 0.2% <0.1%
Ejaculation disorders
Combinationa 9.0% 1.0% 0.5% <0.1%

Dutasteride 1.5% 0.5% 0.2% 0.3%
Tamsulosin 2.7% 0.5% 0.2% 0.3%
Breast disordersc

Combinationa 2.1% 0.8% 0.9% 0.6%

Dutasteride 1.7% 1.2% 0.5% 0.7%
Tamsulosin 0.8% 0.4% 0.2% 0%

Nervous system
disorders

Dizziness
Combinationa 1.4% 0.1% <0.1% 0.2%

Dutasteride 0.7% 0.1% <0.1% <0.1%
Tamsulosin 1.3% 0.4% <0.1% 0%

Cardiac disorders Cardiac failure (composite termb)
Combinationa 0.2% 0.4% 0.2% 0.2%

Dutasteride <0.1% 0.1% <0.1% 0%
Tamsulosin 0.1% <0.1% 0.4% 0.2%
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isoenzymeswhichareresponsiblefor theconversionof testosteroneto DHT.

AVODART AS MONOTHERAPY

Effects on DHT/Testosterone:
Effect of daily dosesof Avodarton thereduction onDHT is dosedependantand is observedwithin 1-2 weeks(85%
and 90%reduction,respectively).
In patientswith BPHtreatedwith dutasteride0.5mg/day,themedian decreasein serumDHT was94%at 1 yearand
93%at2 yearsandthemedianincreasein serum testosteronewas 19%at both1 and2 years.

Effect on Prostate Volume:
Significantreductionsin prostatevolumehavebeen detected asearly as onemonthafter initiation of treatmentand
reductionscontinuedthroughMonth24 (p<0.001).Avodart led to ameanreduction of total prostatevolumeof 23.6%
(from 54.9mlat baselineto 42.1ml)at Month12comparedwith amean reduction of 0.5%(from 54.0mlto 53.7ml)in
theplacebogroup.Significant(p<0.001)reductionsalsooccurredin prostate transitionalzonevolumeasearly asone
monthcontinuing throughMonth24,with a meanreduction in prostatetransitional zonevolumeof 17.8%(from
26.8ml at baselineto 21.4ml)in theAvodart groupcompared to a meanincreaseof 7.9%(from 26.8mlto 27.5ml)in
theplacebogroupatMonth12.Thereductionof theprostatevolumeseen duringthefirst 2 yearsof double-blind
treatmentwasmaintainedduringanadditional 2 yearsof open-label extensionstudies.Reductionof thesizeof the
prostateleadsto improvementof symptoms anda decreased risk for AUR andBPH-relatedsurgery.

CLINICAL STUDIES:
Avodart0.5mg/dayor placebowasevaluatedin 4325male subjects with moderateto severesymptomsof BPH who
had prostates≥30ml anda PSA valuewithin therange1.5 - 10ng/mL in threeprimary efficacy 2-yearmulticenter,
multinational,placebo-controlled,double-blind studies.Thestudiesthencontinuedwith anopen-labelextensionto 4
yearswith all patientsremainingin thestudyreceivingdutasterideat thesame 0.5mgdose.37%of initially placebo-
randomizedpatientsand40%of dutasteride-randomizedpatientsremained in thestudyat 4 years.Themajority (71%)
of the2,340subjects in theopen-labelextensionscompletedthe2 additionalyearsof open-labeltreatment.

Themostimportantclinical efficacyparameterswereAmericanUrological Association SymptomIndex(AUA-SI),
maximumurinaryflow (Qmax)andtheincidence of acuteurinary retentionandBPH-relatedsurgery.

AUA-SI is a seven-itemquestionnaireaboutBPH-relatedsymptoms with amaximumscoreof 35.At baselinethe
averagescorewasapprox.17.After six months, oneandtwo years treatmenttheplacebogrouphadanaverage
improvementof 2.5,2.5and2.3pointsrespectively while theAvodartgroupimproved3.2,3.8and4.5points
respectively.Thedifferencesbetweenthegroupswerestatistically significant. Theimprovementin AUA-SI seen
during thefirst 2 yearsof double-blind treatmentwas maintainedduringanadditional2 yearsof open-labelextension
studies.

Qmax (maximum urine flow):
MeanbaselineQmaxfor thestudieswasapprox10ml/sec(normalQmax ≥15 ml/sec).After oneandtwo years
treatmenttheflow in theplacebogrouphadimprovedby 0.8and0.9ml/secrespectivelyand1.7and2.0ml/sec
respectivelyin theAvodartgroup.Thedifferencebetweenthegroupswasstatistically significant from Month1 to
Month 24.Theincreasein maximumurinary flow rateseenduringthefirst 2 years of double-blind treatmentwas
maintainedduringanadditional2 yearsof open-labelextensionstudies.

Acute Urinary Retention and Surgical Intervention
After two yearsof treatment,theincidenceof AUR was4.2%in theplacebogroupagainst1.8%in theAvodart group
(57% risk reduction).This differenceis statistically significantandmeansthat42patients(95%CI 30-73) needto be
treatedfor two yearsto avoidonecaseof AUR.

Theincidenceof BPH-relatedsurgeryaftertwo yearswas4.1%in theplacebogroupand2.2%in theAvodartgroup
(48% risk reduction).This differenceis statistically significantandmeansthat51patients(95%CI 33-109)needto be
treatedfor two yearsto avoidonesurgicalintervention.

Hair distribution
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Theeffect of dutasterideonhairdistributionwasnot formally studied duringthephaseIII programme,however,5
alpha-reductaseinhibitorscouldreducehair lossandmay inducehair growthin subjectswith malepattern hair loss
(maleandrogenetic alopecia).

Thyroid function:
Thyroid function wasevaluatedin aoneyearstudyin healthy men.Freethyroxinelevelswerestableondutasteride
treatmentbut TSH levels weremildly increased(by 0.4MCIU/mL) comparedto placeboat theendof oneyear's
treatment.However,as TSH levels werevariable,median TSHranges (1.4- 1.9MCIU/mL ) remainedwithin normal
limits (0.5- 5/6 MCIU/mL), freethyroxinelevelswerestablewithin thenormal rangeandsimilar for bothplaceboand
dutasteridetreatment,thechangesin TSHwerenot consideredclinically significant.In all theclinical studies,therehas
beennoevidencethatdutasterideadversely affects thyroid function.

Breast neoplasia:
In the2 yearclinical trials, providing3374patientyearsof exposureto dutasteride,andat thetimeof registrationin the
2 yearopenlabelextension,therewere2 casesof breastcancerreportedin dutasteride-treatedpatientsand1 casein a
patientwho receivedplacebo.In the4 year CombATandREDUCEclinical trials providing17489patientyears
exposureto dutasterideand5027patientyears exposureto dutasterideandtamsulosincombinationtherewerenocases
of breastcancerreportedin anytreatment groups.

Currentlyit is not clearif thereis acausalrelationshipbetweentheoccurrenceof malebreastcancerandlong termuse
of dutasteride.

Effects on male fertility
Theeffects of dutasteride0.5mg/dayonsemencharacteristics wereevaluatedin healthyvolunteersaged18 to 52
(n=27dutasteride,n=23placebo)throughout52weeksof treatmentand24weeksof post-treatmentfollow-up.At 52
weeks,themeanpercentreduction from baseline in total sperm count, semenvolumeandspermmotility were23%,
26%and18%,respectively,in thedutasteridegroupwhenadjustedfor changesfrombaselinein theplacebogroup.
Sperm concentrationandspermmorphology wereunaffected.After 24weeksof follow-up, themeanpercentchangein
total spermcountin thedutasteridegroupremained23%lower than baseline.While meanvaluesfor all parametersat
all time pointsremainedwithin thenormalranges anddid notmeet thepredefinedcriteria for aclinically significant
change (30%),two subjectsin thedutasteridegrouphaddecreasesin spermcountof greaterthan90%from baselineat
52 weeks,with partial recoveryat the24weekfollow-up.Thepossibility of reducedmalefertility cannotbeexcluded.
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AVODART IN COMBINATION WITH THE ALPHA-BLOCKER TAMSULOSIN
Avodart0.5mg/day(n = 1,623),tamsulosin0.4mg/day(n = 1,611)or thecombinationof Avodart0.5mgplus
tamsulosin 0.4mg(n = 1,610)wereevaluatedin malesubjectswith moderateto severesymptomsof BPHwhohad
prostates≥ 30ml andaPSAvaluewithin therange1.5 - 10ng/mL in amulticentre,multinational,randomizeddouble-
blind, parallelgroupstudy(theCombATstudy).Approximately 53%of subjectshadpreviousexposureto 5-alpha
reductase inhibitor or alpha-blockertreatment. Theprimaryefficacyendpointduring thefirst 2 yearsof treatmentwas
change in International ProstateSymptom Score(IPSS),an8-item instrumentbasedonAUA-SI with anadditional
questiononquality of life. Secondaryefficacyendpoints at 2 yearsincludedmaximumurineflow rate(Qmax)and
prostatevolume.Thecombinationachievedsignificancefor IPSSfrom Month 3 comparedto Avodart andfrom Month
9 comparedto tamsulosin.ForQmaxcombination achieved significancefrom Month6 comparedto bothAvodartand
tamsulosin.

Theprimaryefficacyendpointat 4 yearsof treatment wastime to first eventof AUR or BPH-relatedsurgery.After 4
yearsof treatment, combinationtherapystatistically significantly reducedtherisk of AUR or BPH-relatedsurgery
(65.8%reductionin risk p<0.001[95% CI 54.7%to 74.1%])comparedto tamsulosinmonotherapy.Theincidenceof
AUR or BPH-relatedsurgeryby Year4 was 4.2%for combination therapyand11.9%for tamsulosin (p<0.001).
Comparedto Avodartmonotherapy,combination therapyreducedtherisk of AUR or BPH-relatedsurgeryby 19.6%
(p=0.18 [95%CI -10.9%to 41.7%]).Theincidence of AUR or BPH-relatedsurgery by Year4 was4.2%for
combinationtherapyand5.2%for Avodart.

Secondaryefficacyendpointsafter4 years of treatment includedtimeto clinical progression(definedasa composite
of: IPSSdeteriorationby ≥ 4 points, BPH-relatedevents of AUR, incontinence,urinarytract infection (UTI), and renal
insufficiency)changein InternationalProstateSymptom Score(IPSS),maximumurineflow rate(Qmax)andprostate
volume.Results following 4 yearsof treatmentarepresented below:

Baselinevaluesaremeanvaluesandchangesfrom baselineareadjusted mean changes.

* Clinicalprogressionwasdefinedasacomposite of: IPSSdeterioration by ≥ 4 points, BPH-relatedeventsof AUR,
incontinence,UTI andrenalinsufficiency.

Parameter Time-point Combination Avodart Tamsulosin

AUR or BPHrelated
surgery(%)

Incidenceat Month48 4.2 5.2 11.9a

Clinicalprogression* (%) Month 48 12.6 17.8b 21.5a

IPSS(units) [Baseline]
Month 48 (Changefrom
Baseline)

[16.6]
-6.3

[16.4]
-5.3b

[16.4]
-3.8a

Qmax(mL/sec) [Baseline]
Month 48 (Changefrom
Baseline)

[10.9]
2.4

[10.6]
2.0

[10.7]
0.7a

ProstateVolume(ml) [Baseline]
Month 48 (%Changefrom
Baseline)

[54.7]
-27.3

[54.6]
-28.0

[55.8]
+4.6a

ProstateTransitionZone
Volume(ml)#

[Baseline]
Month 48 (%Changefrom
Baseline)

[27.7]
-17.9

[30.3]
-26.5

[30.5]
18.2a

BPHImpactIndex(BII)
(units)

[Baseline]
Month 48 (Changefrom
Baseline)

[5.3]
-2.2

[5.3]
-1.8b

[5.3]
-1.2a

IPSSQuestion8 (BPH-
relatedHealthStatus)
(units)

[Baseline]
Month 48 (Changefrom
Baseline)

[3.6]
-1.5

[3.6]
-1.3b

[3.6]
-1.1a
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# Measuredatselectedsites(13%of randomizedpatients)

a. Combinationachievedsignificance(p<0.001)vs. tamsulosinat Month 48

b. Combinationachievedsignificance(p<0.001)vs.Avodartat Month48

CARDIAC FAILURE:
In a 4 yearBPHstudy of Avodartin combination with tamsulosinin 4844men(theCombATstudy)theincidenceof
thecomposite termcardiacfailure in thecombination group(14/1610,0.9%)washigherthanin eithermonotherapy
group:Avodart, (4/1623,0.2%)andtamsulosin,(10/1611,0.6%)
In a separate4-yearstudyin 8231menaged50 to 75,with a prior negative biopsyfor prostatecancerandbaselinePSA
between2.5ng/mL and10.0ng/mL in thecaseof men50 to 60years of age,or 3 ng/mLand10.0ng/mL in thecaseof
menolderthan60years of age)(theREDUCEstudy), therewas ahigherincidenceof thecomposite term cardiac
failurein subjects takingAvodart0.5mgoncedaily (30/4105,0.7%)comparedto subjectstakingplacebo(16/4126,
0.4%).A post-hocanalysis of this studyshowedahigherincidenceof thecompositetermcardiacfailurein subjects
takingAvodartandanalphablockerconcomitantly (12/1152,1.0%),comparedto subjectstakingAvodartandnoalpha
blocker(18/2953,0.6%),placeboandanalphablocker (1/1399,<0.1%),or placeboandnoalphablocker(15/2727,
0.6%).(seesection4.4).

PROSTATE CANCERAND HIGH GRADETUMOURS
In a 4-yearcomparisonof placeboandAvodart in 8231menaged 50 to 75,with aprior negativebiopsyfor prostate
cancerandbaselinePSAbetween2.5ng/mL and10.0ng/mL in thecaseof men 50 to 60years of age,or 3 ng/mLand
10.0ng/mL in thecaseof menolderthan60yearsof age)(theREDUCEstudy),6,706subjectshadprostateneedle
biopsy (primarily protocolmandated)dataavailable for analysis to determineGleasonScores.Therewere1517
subjectsdiagnosedwith prostatecancerin thestudy.Themajority of biopsy-detectableprostatecancers in both
treatmentgroupswerediagnosedaslow grade(Gleason5-6, 70%).

Therewasahigherincidenceof Gleason8-10prostatecancers in theAvodartgroup(n=29,0.9%)comparedto the
placebogroup(n=19,0.6%)(p=0.15).In Years1-2, thenumberof subjectswith Gleason8-10cancerswassimilar in
theAvodartgroup(n=17,0.5%)andtheplacebogroup(n=18,0.5%).In Years3-4, moreGleason8-10cancers were
diagnosed in theAvodartgroup(n=12,0.5%)comparedwith theplacebogroup(n=1,<0.1%)(p=0.0035).Thereareno
data availableon theeffectof Avodartbeyond4 yearsin menat risk of prostatecancer. Thepercentageof subjects
diagnosed with Gleason8-10cancerswasconsistentacrossstudytimeperiods(Years1-2 andYears3-4) in the
Avodartgroup(0.5%in eachtimeperiod), while in theplacebogroup,thepercentageof subjectsdiagnosedwith
Gleason8-10cancerswaslower duringYears 3-4 than in Years1-2 (<0.1%versus0.5%,respectively)(seesection
4.4).Therewasnodifferencein theincidenceof Gleason7-10cancers(p=0.81).

In a 4 yearBPHstudy (CombAT)wheretherewerenoprotocol-mandatedbiopsiesandall diagnosesof prostatecancer
werebasedon for-causebiopsies,theratesof Gleason8-10cancer were (n=8,0.5%)for Avodart,(n=11,0.7%)for
tamsulosin and(n=5,0.3%)for combination therapy.

TherelationshipbetweenAvodartandhighgradeprostate canceris not clear.

5.2 Pharmacokinetic properties

Absorption
Following oraladministrationof a single0.5mgdutasteridedose,thetimeto peakserum concentrationsof dutasteride
is 1 to 3 hours. Theabsolutebioavailability is approximately 60%.Thebioavailability of dutasterideis not affectedby
food.

Distribution
Dutasteridehasa largevolumeof distribution (300to 500L) andis highly boundto plasmaproteins (>99.5%).
Following daily dosing,dutasterideserumconcentrationsachieve65%of steady stateconcentrationafter1 month and
approximately90%after3 months.
Steadystateserumconcentrations(Css) of approximately 40 ng/mLareachievedafter 6 monthsof dosing0.5mg oncea
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day. Dutasteridepartitioning from seruminto semen averaged11.5%.

Elimination
Dutasterideis extensivelymetabolizedin vivo. In vitro, dutasteride is metabolizedby thecytochromeP4503A4 and
3A5 to threemonohydroxylatedmetabolitesandonedihydroxylatedmetabolite.

Following oraldosingof dutasteride0.5mg/dayto steadystate,1.0%to 15.4%(meanof 5.4%) of theadministered
doseis excretedasunchangeddutasteridein thefaeces. Theremainder is excretedin thefaecesas4 majormetabolites
comprising39%,21%,7%,and7%eachof drug-relatedmaterial and6 minormetabolites(lessthan 5%each).Only
traceamountsof unchangeddutasteride(lessthan 0.1%of thedose)aredetected in humanurine.

Theeliminationof dutasterideis dosedependent andtheprocessappearsto bedescribedby two eliminationpathways
in parallel,onethatis saturableatclinically relevantconcentrationsandonethatis nonsaturable.

At low serumconcentrations(lessthan3 ng/mL),dutasterideis clearedrapidly by boththeconcentrationdependent
and concentrationindependenteliminationpathways.Singledosesof 5 mgor lessshowedevidenceof rapidclearance
and a shorthalf-li fe of 3 to 9 days.

At therapeutic concentrations, following repeat dosingof 0.5mg/day,theslower,lineareliminationpathwayis
dominatingandthehalf-life is approx.3-5 weeks.

Elderly
Dutasteridepharmacokineticswereevaluatedin 36healthy male subjectsbetweentheagesof 24and87years
following administrationof a single5 mgdoseof dutasteride.

No significantinfluenceof agewasseenon theexposureof dutasteridebut thehalf-lif ewasshorter in menunder50
yearsof age. Half-li fe wasnotstatistically differentwhencomparing the50-69yearold groupto thegreaterthan70
yearsold.

Renal impairment
Theeffect of renalimpairmentondutasteridepharmacokineticshasnot been studied. However,lessthan0.1%of a
steady-state0.5mgdoseof dutasterideis recoveredin humanurine, sonoclinically significantincreaseof the
dutasterideplasmaconcentrationsis anticipatedfor patientswith renal impairment(see section 4.2).

Hepatic impairment
Theeffect on thepharmacokineticsof dutasteridein hepatic impairmenthas notbeenstudied(see section 4.3).
Becausedutasterideis eliminatedmainly throughmetabolismtheplasmalevels of dutasterideare expectedto be
elevatedin thesepatientsandthehalf-life of dutasteridebeprolonged(see section 4.2 and section 4.4).
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5.3 Preclinical safety data

Currentstudiesof generaltoxicity, genotoxicity andcarcinogenicity did not showanyparticularrisk to humans.

Reproduction toxicity studiesin malerats haveshowna decreasedweightof theprostateandseminalvesicles,
decreasedsecretionfrom accessorygenital glandsanda reduction in fertili ty indices(causedby thepharmacological
effect of dutasteride).Theclinical relevanceof thesefindingsis unknown.

As with other5 alphareductase inhibitors,feminisation of male foetuses in ratsandrabbitshasbeennotedwhen
dutasteridewasadministeredduringgestation. Dutasteridehasbeenfoundin bloodfromfemaleratsaftermating with
dutasteridetreatedmales. Whendutasteridewasadministeredduringgestation to primates,no feminisationof male
foetuseswasseenat bloodexposuressufficiently in excessof thoselikely to occurvia humansemen. It is unlikely
thatamalefoetuswill beadversely affected followingseminal transferof dutasteride.

6 PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Capsule contents:
mono- anddiglyceridesof caprylic/capricacid
butylhydroxytoluene(E321)

Capsuleshell:
gelatin
glycerol
titaniumdioxide(E171)
ironoxideyellow (E172)
triglycerides,mediumchain
lecithin
Redprinting ink containing iron oxidered(E172)as thecolourant,polyvinyl acetatephthalate,propyleneglycol and
Macrogol

6.2 Incompatibilities

None

6.3 Shelf life

Theshelf life expirydateof theproductis thedateshownon theblister strips andoutercartonof theproductas
marketedin thecountryof origin.

6.4 Special precautions for storage

Do not storeabove30̊ C 

6.5 Nature and contents of container

Blisterscontaining10softgelatincapsulespackedinto anover-labelledouter containerof 30.

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

Dutasterideis absorbed throughtheskin; therefore contact with leakingcapsulesmustbeavoided.If contactis made
with leakingcapsules, thecontactareashould bewashedimmediately with soapandwater(seesection4.4)
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Any unusedproductor waste materialshould bedisposed of in accordancewith local requirements

7 PARALLEL PRODUCT AUTHORISATION HOLDER

ClearPharmacy
157-173RodenStreet
BelfastBT125 QA
UnitedKingdom

8 PARALLEL PRODUCT AUTHORISATION NUMBER

PPA 1596/2/1

9 DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Dateof first authorisation:30th April 2010

10 DATE OF REVISION OF THE TEXT

August 2012
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