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Summary of Product Characteristics

1NAME OF THE MEDICINAL PRODUCT
PROSTAP 3, 11.25mg, PowderandSolventfor Prolonged releaseSuspensioffior Injection.
2 QUALITATIVE AND QUANTITATIVE COMPOSITION

Ead vial contains11.25mg leuprorelinacetae (equivdentto 10.72mg base).
Afterreconstitition, thevial containss.63mg/mlleuprordin acetae.
Theresultingsuspen®n also contansapprox0.8nmg (<1mmol) sodium(as carmelbsesodium)

For afull listof excipients,seesection6.1.
3PHARMACEUTICAL FORM

Powderandsolventfor suspensioffor injection.
Powder: A sterile, lyophilized,white, odourless,microsphergoowder.

Solvent: A clea, odourles, slightly viscous steile solvent.
4 CLINICAL PARTICULARS
4.1 Therapeutic I ndications

(1) Managemenbf prostaticcarcinom&or which a supprasionof testosteronesindicatel.

(i) Managemenbf oestrogerdependengynaecobgicd disordersincluding the managemenof pain andlesion:
associateavith endometrioss.

(i) Preoperativenanagemenf uterinefibroidsto redue ther sizeand asso@tedbleeding.
4.2 Posology and method of administration

Dosage:

Maleadults:Theusualrecommendedoseis 11.25mgpresenedasa 3 monthdepotinjectionandadministeedasa
single subcutaneousr intramusculamjection atintervds of 3 months.The majority of patientswill respondo this
dosage.PRGSTAP 3 therapyshouldnot be disconinuedwhenremission or improvementoccurs.

Responseto PROSTAP 3 therapy may be monitored by clinicd paranetrs and by measuringserum levels of
testosteronandacidphogphatas. Clinical studieshaveshownthattestoseronelevekincreaedduringthefirst 4 day:
of treatmentin the mgority of nonorchidecomisel patients. They thendeaeasedandreachedcastratdevelsin 2-4
weeks. Onceattained, cagrate levelswere maintainedaslong asdrug therapy continued. Transientincreasesn acic
phosphaaselevels sometimesoccurearlyin thetreament period but usualy returnto nomal or nearnormalvaluesby

the 4t weekof treatment.
FemaleAdults: Treatmenshouldbeinitiatedduringthefirst 5 daysof the menstruaktycle.

For managementof endometiosis the recommendd doseis 11.25 mg administeredas a single subcutaneou®r
intramusular injection every3 monthsfor a periodof 6 months.

For the preoperatie managementf uterine fibroids the recommendel doseis 11.25mgadministeredas a single
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subcutaneousr intramugularinjectionevery3 monthsfor a maximum of 6 months

Treatmet optionsfor vasomobor symptansandbonemineral densiy lossshouldbe consdered.

Eldedy: As for adults

Children:Safetyandefficacy in childrenhavenot been establshed.

Administraton:

The vial of PROSAP 3 microphee powder should be recnsituted immediatdy prior to administation by
subcutaneousr intramuscularmjection. Renoveflip-capvial of PROSTAP3 powderandcapfrom prefille d syringe
containing 2ml Sterile Solvent. Ensure23 gaugeneedleis fixed secureY by screving nealle hub ontothe syringeanc
inject whole contents of syringe into vial of PROSTAP 3 Powder using an aseptic technique. Remove the
syringe/needleand keep aseptic. Shakethe vial gently for 15-20 second to producea uniform cloudy suspensiorof
PROSTAP 3.

Immedidely draw up suspensiomnto syringetaking care to excludeair bubbles. Changethe neede on syringeusng
another 23 gaugeneedleif the suspenn is to be administeed subaitaneusly or aternatively a 21 gaugeneedlefor
intramusular adminigration. Having cleanedan appropriateinjection site and ensuredthat the needleis fixed
securely,admnisterthe suspensn by subscutaneousr intramuscudr injecton taking care notto entera bloodvessel.
Apply steile dressingo theinjection siteif required.

Theinjection shout be givenassoonas possibleafter mixing. If arny settlingof suspen®n occursin vial or syringe
re-sugpend by gentke shakingandadministerimmedatdy.

Aswith otherdrugsadministereathroncaly by injedion, theinjection site shouldbevariedperiodically.

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

4.3 Contraindications

Hypersasitivity to anyof theingredientsor to synthetic GnRHor GnRHderivatives.

Men:Usein patientsnsenstive to endarinetherapyor in thosepaientspostorchidectomy.
Women:PRGSTAP 3 is contraindicatedin womenwho areor may becone pregnanwhile receivingthedrug.

PROSTAP 3 shoul notbeusedin womenwho arebreastfedingor who haveundiagnose@bnomal vaginal
bleedng.

4.4 Special warnings and precautions for use

Developmenbr aggravabn of diabetesnay occur,thereforediabetc paients may requiremore frequentmonitoling
of bloodglucoseduringtreatmeniwith PROSTAPS.

Hepaticdysfuncton andjaundce with elevaied liver enzymelevelshavebeen repored. Therefore,closeobservabn
should bemadeandappropriataneasuresaken if necessary.

Spinalfracture,paralyss, hypotensbn and worsening of depressionhavebeenreported.

Men: PROSTAP 3 should only be usedunder diredion of a clinician having available appropriatefacilities for
monitoring theresponeto treatmen
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Tesbgerone levelsshould fall to cagdrate values within 6 weeks. Failure to do so requiresreasesmentof paieni
selectionor compliance.

In theinitial stagesof therapy,atransientrisein levels of testosteong dihydro-testosteronandacid phogphatas may
occur. In somecasesthis may beas®ciaedwith a“flare” or exacerbatiormf the tumourgrowthresuling in temporay
deterioraion of the paient s condition. This mayleadto neurobgicalor systemiceffeds. Forinstancein patents with
vertebral metastasesneurologicalprodems such as wes&knessand/or paraesthesiaof the lower limbs may occur. In
patientswith urinary obstuction or haematria, worsenng of urinary symptomsmay occur. Thesesymptomsusually
subsideon coninuationof therapy.

In order to reducethe risk of “flare”, an ani-andogen may be adminsteredbeginning3 days prior to leuproreln
therapyand continuing for the first 2 to 3 weeksof treament This has beenreportedto preventthe sequela of an
initial risein serumtesbsterone.

Patientsat risk of ureteic obstructon or spinalcord compressiorshouldbe consideed caretilly andcloselysupervise
in the first few weeks of treatment. These patients should be consdered for prophylactic treatmentwith antk
androgens. Should urologicalneurological complicaions occur, these shoutl be treaed by appiopriate specific
measurs.

Whilst the developmenbf pituitary adenomasasbeennotedin chronictoxicity studiesat high dosesn someanima
speciesthis hasnot beenobservedin longtem clini cal studieswith PROSTAP3.

Women:Sincemengruationshould stopwith effecive dosesof PROSTAP the patientshouldnotify her physicianif
regular menstuationperssts. Spotting/breakthrougtbleedingmay occurwith Prostapreatment.

During the early phaseof therapy,sexsterods tenporarily rise abovebasdine becausef the physiologicad effect of
thedrug. Therefoe, an increasen clinical signsandsymptons may be obsevedduringtheinitial daysof therapy, bui
thesewill dissipatewith continuedtherapy.

In the caseof uterine fibroids, it is mandatoryto confirm the diagnosisof fibroids and excludeovaian mass,eithel
visually by laparoscopyor by ultrasonogrphy or other investigdive techniques as appiopriate,before PROSTAP 3
therapyis insituted.

PROSTAP 3 may causean increasein uterine cervical resistance,which may resultin difficulty in dilating the cervix
for intrauterinesurgicalprocedures

Theinduced hypo-oestrogenicstae resuls in a clinically significantlossin bonedensityoverthe couise of treatmen
someof which maynot bereversible. The extentof bonedemneralsation dueto hypo-oestrogenaemiis proportiona
to time and,consequetty, is the eventresponsilke for limiting the duraion of thergy to 6 months The level of bone
lossseenwith LHRH analoguesuchasProstap3 is of the orderof 5%. In clinical studiesthe levelsvariedbetwea
2.3% and 15.7% dependingon the method of measuremet. In patientswith major risk factorsfor decreasedbone
mineral contentsuchas chronic alcohol and/or tobacco use, strongfamily history of osteoporos, or chronic use of
drugs that can redue bone masssuch as anticonvulsants or corticosterodls, PROSTAP 3 therapy may pose ar
additional risk. In these paients,therisks andbenefts mustbe weighedcaretilly beforethergpy with PROSTAP3 is
instituted.

Treatmet optionsfor vasomobr symptansandbonemineral densiy lossshouldbe consdered.
4.5 Interaction with other medicinal products and other forms of interaction
None hawe beenreportec

4.6 Fertility, pregnancy and lactation

PROSTAP 3is contraindicagdfor use during pregnancy
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Pregnancy: Safe useof leuprorelinacetde in pregnacy hasnot been estabishedclinically. Beforestating treatment
with PROSTAP3, pregnancynustbe excludead. Whenused3-monthly attherecommendedose PROSTAP3 usually
inhibits ovulation andstopsmenstruatin. Contrac@tionis notensurel, however, by taking PROSTAP 3 and
therefore patients should use nonrhormonalmethodsof contra@ption duringtreatment.

Patientsshouldbe advisedthatif they misssuccessivelose of PROSTAP3, breakthoughbleedingor ovulationmay
occur with the potertial for conception. Patients should be advisedto seetheir physician if they bdieve they may be
pregnant.

If apatient becomegpregnanturingtreatment,thedrugmustbediscontnued.

No teratologicalkeffecthasbeendemonstrgedin rats and rabbits. The patientmustbe appraised of this evidenceandthe
potentialfor anunknown risk to the foetus.

4.7 Effects on ability to drive and use machines

Theability to drive andusemachinesnaybe impaireddueto visud disturbancesanddizziness.
4.8 Undesirable effects

Very rare casesof pituitary apopexy have been reportedfollowing initial administrationin patientswith pituitary
adenama.

Side effects seenwith PROSTAP 3 are due manly to the spedfic pharma&ological action, namely increasesanc
decreasesn ceriain hormoneevels. Advers eventswhich havebeenreporedinfrequently include peripheraloedeme
pulmonary embolism, hypertension palpitations, fatigue, muscle weaness, diarrhoea, nauseayomiting, anoexia
fever/chills, headache(occasionally severg, hot flushes, arthrdgia, myalgia, dizziness, insomnia, depressiot
paraesthes, visualdisturbancesweight changeshepatic dysfundion, jaundce, increasesn liver function testvalue:
(uswally transent) andirritation at the injection site. Changesn blood lipids and alterationof glucosetolerancehave
also beenreportedwhich may affect diabetc control. Thrombocytopeia and leucop@ia havebeenreportedrarely.
Hyperseansitivity reactonsincluding rash,pruritus, urticaria and, rarely, wheezingor interstitid pneumonitishavealsc
beenreported. Anaphylactc reactionsarerare.

Spinal fracture, paralysis,hypotntion and worsening of depressionhave bean repoted (see * Special Warnings and
Precautions for Use’ section 4.4).

A reductionin bore massmay occurwith the useof GnRHagonists.

Men:In casesvherea“tumourflare” occursafter PROSTAP 3 thergy, anexacerbationmayoccurin any symptoms
or signsdueto diseasefor exampé, bore pain,urinary obstuction, wegknessof lower extremitiesandparesthesia.
Thesesymptomssubsde on continuaton of therapy.

Impotenceanddecreasetibido will beexpectedwith PROSTAP3 therapy.

Theadministraion of PROSTAP3 is oftenassogated with hot flushes and sormretimes sweating.
Orchiatrophyandgynaecomasa havebeenreportedoccasiondl.

Women:Thoseadverseevens occuring mostfrequenly with PROSTAP 3 are associatedvith hypo-oestogenism the
most frequently reportedarehot flushes,moodswingsincluding depressiorfoccasionallysevere)andvaginal dryness
Oestiogenlevelsreturnto normal after treament is discontinued. Breasttendenessor changein breastsizemay occui

occasionally.Hair losshasalso beenreporedoccasiondly.

The inducedhypo-oestrogenicstae resuls in alossin bonedensiy ove the courseof treatment,someof which may
not bereversibé (see Special warnings and special precautions for use).
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In womenwho have submucoudibroids there have been reports of sevee bleedingfollowing the administrationof
PROSTAP 3 asa consequencef the acutedegeneraton of the fibroids. Patients shouldbe warnedof the possibility of
abnormal bleeding or painin caseearliersurgcal intervenion is requred.

4.9 Overdose

Thereis no clinical experiencavith the effectsof anaaute overdoseof PROSATP3. In animalstudiesdosesof upto
500 timestherecommendetiumandos resuledin dyspnoe@, deadeasedactivity andlocalirritation at theinjection
gite. In casef overdosagethe patientsshouldbe monitored closelyand manaementshouldbe symptomaticand
suppative.

5 PHARMACOLOGICAL PROPERTIES

5.1 Phar macodynamic properties

PROSTAP 3is asyntheticnonapeptie anabgueof naturdly ocaurring gonadotophinreleasinghormone(GnRH),
which possessegreatepotencythanthe naturalhormone. Prosta@ is a peptide andthereforeunrelatedo the
sterads. Chronicc administrationreaultsin aninhibition of gonadotophinproductionandsubsequerguppressiorof
ovarianand testicubr steroidsecretion. This effect is reversibleon discontinuaton of therapy.

Administraton of leuprorelinacetateesuts in aninitial increasein circulating levelsof gonadotophinswhich leadsto
atransientincreasen gonadalsteroid levels in both men andwomen. Cortinuedadministation of leuprorelinacette
resultsin a decreaseof gonadotrophinand sex sterod levds. In men serumtestosterondevds, initially raisedin
respamse to earlyluteinising hornone(LH) releasefall to castrag levelsin about2 —4 weeks.

PROSTAP 3isinactivewhengivenorally.
5.2 Phar macokinetic properties

Prostap3 is well absorbedhfter subcutaeousinjecion. It bindsto theluteinisinghormonereleasinghornone(LHRH)
receporsandis rapidly degraded.

In male patients,an initially high plasmalevel of leuprorelne peaks at arourd 3 hoursafter PROSAP 3 injection
followed by a decreas¢éo maintenancdevelsin 7 to 14 days. PROSTAP 3 providescontinuousplasmalevek for up to
117 daysresuling in suppressiormf testosteoneto below castration level within 4 weeksof the fir st injectionin the
majority of patients.

In femalepatiens following a single intramuscularinjection of Prosap 3, a meanplasmaleuprorelinconcentation of
36.3ng/mlwasobservedat four hours

Leuprorelinappearedo be releasedat a constantrate following the onsetof steadystatelevelsduring the third weel
after dosingandmean levels thendeclinal graduallyto nea thelower limit of detectionby 12 weeks Theinitial peak
followed by the rapid decline to a steady stae level, was similar to the releasepatten seenwith the monthly
preparation.

Themetabolsm, distribution andexcretionof leuprorein acetat in humanshavenot beenfully detemined.
5.3 Preclinical safety data

Not applicable

6 PHARMACEUTICAL PARTICULARS

6.1 List of excipients
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Powder

Poly (D-L lacic acid)
Mannitol

Solvent:
Carmellosesodum
Mannitol

PolysorbateB0
Waterfor injections

6.2 Incompatibilities
Not applicable
6.3 Shelf life

Unopened3 years
Useimmedately afterreconstitition.

6.4 Special precautionsfor storage
Storebelow25°C. Storein the original packagein orde to protect from light.
6.5 Nature and contents of container

Colourless, Type | glassvial with rubber closure aluminium seal and polypropylene cap, containingmicrospher
powder.
Colourless,Typel glass,prefilled syringe contaning 2 ml of Steile Solvent.

One cartonpackcontans onevial of powder,onepre-fil led syringe two 23 gaugeneedlesandtwo injectionsite swabs.

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

For singleuseonly. Discardanyunusedcontent.Prosap 11.25mgis reconsttutedwith 2ml Sterile Solventto produce
auniform cloudy sugpenson to beadmnisteral by subcuaneousr intramusculainnjection.

See section 4.2.
7MARKETING AUTHORISATION HOLDER

TakedaUK Limited
TakedaHouse
MercuryPark
WycombelLane
Woaobum Green
High Wycombe
Buckinghanshire
HP10 OHH

UK

8 MARKETING AUTHORISATION NUMBER
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PA 1547/3/:
9 DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Dateof first authorisation13 July 1998

Dateof lastrenewal:13 July 2008
10 DATE OF REVISION OF THE TEXT

Septembe 2009
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