
Summary of Product Characteristics

1 NAME OF THE MEDICINAL PRODUCT

PROSTAP 3, 11.25mg, PowderandSolventfor Prolonged- releaseSuspensionfor Injection.

2 QUALITATIVE AND QUANTITATIVE COMPOSITION

Each vial contains11.25mg leuprorelinacetate (equivalent to 10.72mgbase).
After reconstitution, thevial contains5.63mg/ml leuprorelin acetate.
Theresultingsuspension also containsapprox0.8mg (<1mmol) sodium(as carmellosesodium)

For a full li st of excipients,seesection6.1.

3 PHARMACEUTICAL FORM

Powderandsolventfor suspensionfor injection.

Powder: A sterile, lyophilized,white, odourless,microspherepowder.

Solvent: A clear, odourless,slightly viscous,sterile solvent.

4 CLINICAL PARTICULARS

4.1 Therapeutic Indications

(i) Managementof prostaticcarcinomafor which asuppressionof testosteroneis indicated.

(ii) Managementof oestrogendependentgynaecological disordersincluding the managementof pain and lesions
associatedwith endometriosis.

(iii) Preoperativemanagementof uterinefibroids to reduce their sizeandassociatedbleeding.

4.2 Posology and method of administration

Dosage:

Maleadults:Theusualrecommendeddoseis 11.25mgpresentedasa3 monthdepotinjectionandadministeredasa
single subcutaneousor intramuscularinjection at intervals of 3 months.Themajority of patientswill respondto this
dosage.PROSTAP3 therapyshouldnot bediscontinuedwhenremissionor improvementoccurs.

Responseto PROSTAP 3 therapy may be monitored by clinical parameters and by measuringserum levels of
testosteroneandacidphosphatase. Clinical studieshaveshownthattestosteronelevels increasedduringthefirst 4 days
of treatmentin the majority of non-orchidectomised patients. They thendecreasedandreachedcastratelevels in 2-4
weeks. Onceattained,castratelevelsweremaintainedaslong asdrug therapy continued. Transientincreasesin acid
phosphataselevels sometimesoccurearly in thetreatment period but usually returnto normal or nearnormalvaluesby
the4th weekof treatment.

FemaleAdults: Treatmentshouldbeinitiatedduringthefirst 5 daysof themenstrualcycle.

For managementof endometriosis the recommended dose is 11.25 mg administeredas a single subcutaneousor
intramuscular injectionevery3 monthsfor a periodof 6 months.

For the preoperative managementof uterine fibroids the recommended dose is 11.25mgadministeredas a single
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subcutaneousor intramuscularinjectionevery3 monthsfor a maximum of 6 months.

Treatment optionsfor vasomotor symptomsandbonemineral density lossshouldbeconsidered.

Elderly: As for adults

Children:Safetyandefficacy in childrenhavenot been established.

Administration:

The vial of PROSTAP 3 microsphere powder should be reconstituted immediately prior to administration by
subcutaneousor intramuscularinjection. Removeflip-capvial of PROSTAP3 powderandcapfrom pre-filled syringe
containing2ml Sterile Solvent. Ensure23 gaugeneedleis fixed securely by screwing needle hubontothesyringeand
inject whole contents of syringe into vial of PROSTAP 3 Powder using an aseptic technique. Remove the
syringe/needleandkeep aseptic. Shakethe vial gently for 15-20 seconds to producea uniform cloudy suspensionof
PROSTAP 3.

Immediately draw up suspensioninto syringetaking care to excludeair bubbles. Changethe needle on syringeusing
another 23 gaugeneedleif the suspension is to beadministered subcutaneously or alternatively a 21 gaugeneedlefor
intramuscular administration. Having cleanedan appropriateinjection site and ensuredthat the needle is fixed
securely,administerthesuspension by subscutaneousor intramuscular injection takingcare not to entera bloodvessel.
Apply sterile dressingto theinjection siteif required.

The injection should begivenassoonas possibleafter mixing. If any settlingof suspension occursin vial or syringe,
re-suspendby gentleshakingandadministerimmediately.

As with otherdrugsadministeredchronically by injection, theinjectionsiteshouldbevariedperiodically.

No other fluid can be used for reconstitution of PROSTAP 3 Powder.

4.3 Contraindications

Hypersensitivity to anyof theingredientsor to synthetic GnRHor GnRHderivatives.

Men:Usein patientsinsensitive to endocrinetherapyor in thosepatientspost-orchidectomy.

Women:PROSTAP3 is contra-indicatedin womenwhoareor may becomepregnantwhile receivingthedrug.
PROSTAP 3 should notbeusedin womenwhoarebreastfeedingor whohaveundiagnosedabnormal vaginal
bleeding.

4.4 Special warnings and precautions for use

Developmentor aggravation of diabetesmay occur,thereforediabetic patientsmay requiremore frequentmonitoring
of bloodglucoseduringtreatmentwith PROSTAP3.

Hepaticdysfunction andjaundice with elevated liver enzymelevelshavebeen reported. Therefore,closeobservation
should bemadeandappropriatemeasurestaken if necessary.

Spinal fracture,paralysis, hypotensionandworseningof depressionhavebeenreported.

Men: PROSTAP 3 should only be used under direction of a clinician having availableappropriatefacilities for
monitoring theresponse to treatment.

Irish Medicines Board

______________________________________________________________________________________________________________________

Date Printed 06/10/2011 CRN 2078982 page number: 2



Testosterone levelsshould fall to castrate values within 6 weeks. Failure to do so requiresreassessmentof patient
selectionor compliance.

In the initial stagesof therapy,a transientrise in levelsof testosterone, dihydro-testosteroneandacidphosphatase may
occur. In somecases,this may beassociatedwith a “ flare” or exacerbationof the tumourgrowthresulting in temporary
deterioration of thepatient’s condition. This mayleadto neurologicalor systemiceffects.For instance, in patients with
vertebral metastases,neurologicalproblems suchas weaknessand/orparaesthesiaof the lower limbs may occur. In
patientswith urinary obstruction or haematuria, worsening of urinary symptomsmay occur. Thesesymptomsusually
subsideoncontinuationof therapy.

In order to reducethe risk of “ flare” , an anti-androgenmay be administeredbeginning3 daysprior to leuprorelin
therapyand continuing for the first 2 to 3 weeksof treatment. This has beenreportedto preventthe sequelae of an
initial risein serumtestosterone.

Patientsat risk of ureteric obstruction or spinalcord compressionshouldbeconsideredcarefully andcloselysupervised
in the first few weeks of treatment. These patients should be considered for prophylactic treatmentwith anti-
androgens. Should urological/neurological complications occur, these should be treated by appropriate specific
measures.

Whilst thedevelopmentof pituitary adenomashasbeennotedin chronictoxicity studiesat high dosesin someanimal
species,this hasnot beenobservedin longterm clinical studieswith PROSTAP3.

Women:Sincemenstruationshould stopwith effective dosesof PROSTAP,the patientshouldnotify her physicianif
regularmenstruationpersists. Spotting/breakthroughbleedingmay occurwith Prostaptreatment.

During the early phaseof therapy,sexsteroids temporarily rise abovebaseline becauseof the physiological effect of
thedrug. Therefore,an increasein clinical signsandsymptoms maybeobservedduringtheinitial daysof therapy,but
thesewill dissipatewith continuedtherapy.

In the caseof uterine fibroids, it is mandatoryto confirm the diagnosisof fibroidsand excludeovarian mass,either
visually by laparoscopyor by ultrasonography or other investigative techniques as appropriate,beforePROSTAP 3
therapyis instituted.

PROSTAP 3 may causean increasein uterine cervical resistance,which may result in difficulty in dilating thecervix
for intrauterinesurgicalprocedures.

The inducedhypo-oestrogenicstate results in a clinically significant lossin bonedensityover thecourseof treatment,
someof which maynot bereversible.Theextentof bonedemineralisation dueto hypo-oestrogenaemiais proportional
to time and,consequently, is theeventresponsible for limiting theduration of therapy to 6 months. The level of bone
lossseenwith LHRH analoguessuchasProstap3 is of theorderof 5%. In clinical studiesthe levelsvariedbetween
2.3% and 15.7%dependingon the method of measurement. In patientswith major risk factorsfor decreasedbone
mineral contentsuchaschronic alcoholand/or tobacco use,strongfamily history of osteoporosis, or chronic useof
drugs that can reduce bone masssuch as anticonvulsants or corticosteroids, PROSTAP3 therapy may pose an
additional risk. In these patients,the risks andbenefits mustbeweighedcarefully beforetherapy with PROSTAP3 is
instituted.

Treatment optionsfor vasomotor symptomsandbonemineral density lossshouldbeconsidered.

4.5 Interaction with other medicinal products and other forms of interaction

None havebeenreported.

4.6 Fertility, pregnancy and lactation

PROSTAP 3 is contraindicatedfor use duringpregnancy.
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Pregnancy:Safeuseof leuprorelinacetate in pregnancyhasnot been establishedclinically. Beforestarting treatment
with PROSTAP3, pregnancymustbeexcluded. Whenused3-monthly at therecommendeddose,PROSTAP3 usually
inhibits ovulationandstopsmenstruation. Contraception is not ensured, however,by takingPROSTAP 3 and
therefore,patients should use non-hormonalmethodsof contraceptionduringtreatment.

Patientsshouldbeadvisedthat if theymisssuccessivedoses of PROSTAP3, breakthroughbleedingor ovulationmay
occur with the potential for conception.Patientsshould be advisedto seetheir physician if they believe they may be
pregnant.

If apatient becomespregnantduringtreatment,thedrugmustbediscontinued.

No teratologicaleffecthasbeendemonstratedin rats and rabbits.Thepatientmustbeappraisedof this evidenceandthe
potentialfor anunknownrisk to thefoetus.

4.7 Effects on ability to drive and use machines

Theability to driveandusemachinesmaybeimpaireddueto visual disturbancesanddizziness.

4.8 Undesirable effects

Very rare casesof pituitary apoplexy have been reportedfollowing initial administration in patientswith pituitary
adenoma.

Side effects seenwith PROSTAP 3 are due mainly to the specific pharmacological action, namely increasesand
decreasesin certain hormonelevels. Adverse eventswhich havebeenreportedinfrequently include peripheraloedema,
pulmonary embolism,hypertension,palpitations, fatigue, muscleweakness,diarrhoea,nausea,vomiting, anorexia,
fever/chills, headache(occasionally severe), hot flushes, arthralgia, myalgia, dizziness, insomnia, depression,
paraesthesia, visualdisturbances, weight changes,hepatic dysfunction, jaundice, increasesin liver function testvalues
(usually transient) andirritation at the injection site. Changesin blood lipids andalterationof glucosetolerancehave
also beenreportedwhich may affect diabetic control. Thrombocytopenia and leucopenia havebeenreportedrarely.
Hypersensitivity reactionsincluding rash,pruritus,urticaria and, rarely, wheezingor interstitial pneumonitishavealso
beenreported.Anaphylactic reactionsarerare.

Spinal fracture, paralysis,hypotention and worsening of depressionhavebeen reported (see ‘Special Warnings and
Precautions for Use’ section 4.4).

A reductionin bone massmayoccurwith theuseof GnRHagonists.

Men:In caseswherea “ tumourflare” occursafterPROSTAP 3 therapy, anexacerbationmayoccurin any symptoms
or signsdueto disease, for example,bonepain,urinary obstruction,weaknessof lowerextremitiesandparesthesia.
Thesesymptomssubsideoncontinuationof therapy.

Impotenceanddecreasedlibido will beexpectedwith PROSTAP3 therapy.

Theadministration of PROSTAP3 is oftenassociatedwith hot flushes andsometimes sweating.

Orchiatrophyandgynaecomastia havebeenreportedoccasionally.

Women:Thoseadverseevents occurring mostfrequently with PROSTAP 3 are associatedwith hypo-oestrogenism; the
most frequently reportedarehot flushes,moodswingsincluding depression(occasionallysevere), andvaginal dryness.
Oestrogenlevelsreturnto normal after treatment is discontinued.Breasttendernessor changein breastsizemayoccur
occasionally.Hair losshasalso beenreportedoccasionally.

The inducedhypo-oestrogenicstate results in a lossin bonedensity over the courseof treatment,someof which may
not bereversible (see Special warnings and special precautions for use).
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In womenwho havesubmucousfibroids therehave been reports of severe bleedingfollowing the administrationof
PROSTAP 3 asa consequenceof theacutedegeneration of thefibroids.Patientsshouldbewarnedof thepossibilityof
abnormal bleedingor painin caseearliersurgical intervention is required.

4.9 Overdose

Thereis noclinical experiencewith theeffectsof anacuteoverdoseof PROSATP3. In animalstudies,dosesof up to
500 timestherecommendedhumandose resultedin dyspnoea,decreasedactivity andlocal irritationat theinjection
site. In casesof overdosage,thepatientsshouldbemonitored closelyandmanagementshouldbesymptomaticand
supportive.

5 PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

PROSTAP 3 is asyntheticnonapeptide analogueof naturally occurringgonadotrophinreleasinghormone(GnRH),
whichpossessesgreaterpotencythanthenaturalhormone.Prostap3 is a peptideandthereforeunrelatedto the
steroids. Chronic administrationresults in aninhibition of gonadotrophinproductionandsubsequentsuppressionof
ovarianand testicular steroidsecretion.This effect is reversibleondiscontinuation of therapy.
Administration of leuprorelinacetateresults in aninitial increasein circulating levelsof gonadotrophinswhich leadsto
a transientincreasein gonadalsteroid levels in both men andwomen. Continuedadministrationof leuprorelinacetate
resultsin a decreaseof gonadotrophinand sex steroid levels. In men serumtestosteronelevels, initially raisedin
response to earlyluteinising hormone(LH) release,fall to castrate levelsin about2 –4weeks.

PROSTAP 3 is inactivewhengivenorally.

5.2 Pharmacokinetic properties

Prostap3 is well absorbedaftersubcutaneousinjection. It bindsto theluteinisinghormonereleasinghormone(LHRH)
receptorsandis rapidlydegraded.

In male patients,an initially high plasmalevel of leuproreline peaksat around 3 hoursafter PROSTAP 3 injection,
followedby a decreaseto maintenancelevelsin 7 to 14 days. PROSTAP3 providescontinuousplasmalevels for up to
117 daysresulting in suppressionof testosteroneto below castration level within 4 weeksof the first injection in the
majority of patients.

In femalepatients following a single intramuscularinjection of Prostap 3, a meanplasmaleuprorelinconcentration of
36.3ng/ml wasobservedat four hours.

Leuprorelinappearedto be releasedat a constantrate following the onsetof steadystatelevelsduring the third week
after dosingandmean levels thendeclined graduallyto near thelower limit of detectionby 12 weeks. Theinitial peak,
followed by the rapid decline to a steady state level, was similar to the releasepattern seenwith the monthly
preparation.

Themetabolism, distributionandexcretionof leuprorelin acetate in humanshavenot beenfully determined.

5.3 Preclinical safety data

Not applicable.

6 PHARMACEUTICAL PARTICULARS

6.1 List of excipients
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Powder:

Poly (D-L lactic acid)
Mannitol

Solvent:

Carmellosesodium
Mannitol
Polysorbate80
Waterfor injections

6.2 Incompatibilities

Not applicable.

6.3 Shelf life

Unopened:3 years
Useimmediately afterreconstitution.

6.4 Special precautions for storage

Storebelow25̊ C. Storein theoriginal packagein order to protect from light.

6.5 Nature and contents of container

Colourless,Type I glassvial with rubber closure, aluminium seal and polypropylene cap, containingmicrosphere
powder.
Colourless,TypeI glass,prefilledsyringecontaining2 ml of Sterile Solvent.

Onecartonpackcontains onevial of powder,onepre-fil ledsyringe,two 23gaugeneedlesandtwo injectionsiteswabs.

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

For singleuseonly. Discardanyunusedcontent.Prostap11.25mgis reconstitutedwith 2ml SterileSolventto produce
auniform cloudysuspension to beadministered by subcutaneousor intramuscularinjection.

See section 4.2.

7 MARKETING AUTHORISATION HOLDER

TakedaUK Limited
TakedaHouse
MercuryPark
WycombeLane
Wooburn Green
High Wycombe
Buckinghamshire
HP10 0HH
UK

8 MARKETING AUTHORISATION NUMBER
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PA 1547/3/2

9 DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Dateof first authorisation:13July1998

Dateof last renewal:13 July2008

10 DATE OF REVISION OF THE TEXT

September2009
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