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Summary of Product Characteristics

1 NAME OF THE MEDICINAL PRODUCT

Topotecart mg powderfor concentrag for solution for infusion

2QUALITATIVE AND QUANTITATIVE COMPOSITION

Ead vial contains4 mgtopotecar(ashydrochloridg. Each ml of recmnsituted solutioncontainsl mg topotecan.
For afull listof excipients,seesection6.1.

3PHARMACEUTICAL FORM

Powderfor concentatefor solutionfor infusion.

Light yellow to greenis& powder

4 CLINICAL PARTICULARS

4.1 Therapeutic Indications
Topotecammonotherapys indicatedfor thetreatmentof:
o patientswith metashtic carcinomaof the ovary after failure of first-line or subsequertherapy.
o patientswith relapsedsmal cell lung caner [SCLC] for whomre-treatmentwith thefir stline regimenis not
consideredappropriatgseesecton5.1).
Topotecann combinationwith cisplatinis indicaedfor paients with caranomaof the cewix recurent after

radotherapyandfor paientswith StagelVB disease Patentswith prior exposue to cisplatinrequirea sustained
treamentfree intervalto justfy treatmenwith the combinaton (seesedion 5.1).

4.2 Posology and method of administration

Methodof adminstration

Theuseof topoecanshoul be confinedto unitsspecialisedin theadministraion of cytotoxicchemotherapgnd
should only beadminigeredunderthe supervsionof a physcian experiencedin the useof chemotherapyseesecton
6.6).

Topotecammustbe reconsituted andfurtherdiluted beforeuse(seesection 6.6).

Posdogy

Whenusedin conmbinationwith cisplatin,thefull prescribnginformaion for cisplatin shouldbe consulted.

Prior to admhistration of thefirst courseof topote@n, paientsmusthave a baselineneutophil countof > 1.5x 10%1, a
plateletcountof > 100 x 10%1 anda haemogloin level of > 9 g/dI (aftertransfusionf necesary).

Ovarian and Small Cell Lung Carcinoma

Initial dose
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Therecommendedoseof topotecans 1.5 mg/m2 body surfacearea/dayadminsteredby intravenousinfusion over 30
minutesdaily for 5 consecutivalayswith athreeweek intervalbetweenthe stat of each course.lf well tolerated,
treamentmay contirue until diseaseprogressior{seesections4.8and5.1).

Subsequent doses

Topotecarshout not bere-adminstered unlessthe neutrophilcountis> 1 x 10%1, the plateletcountis > 100 x 1091,
and thehaemoglobirevelis > 9 g/dl (aftertransfusonif necesary).

Standardoncologypracice for the managemiet of neutropera s eitherto administertopote@nwith othermedications
(eg. G-CSF)or to dosereduceto maintainneutrophilcounts.

If dosereductionis choserfor paientswho experience severeneutropena (neutrophilcount< 0.5x 10%1) for seven
days or more, or severeneutropeniassaiatedwith fever or infecton, or who havehadtreatmentelayeddueto

neutropeniathedoseshouldbereducedy 0.25mg/m2/dayto 1.25mg/rr12/day(or subsequentlgownto 1.0
mg/mzlday if necessary).

Dosesshould besimilarly reducedf the platdet countfalls below 25 x 10%1. In clinical trials,topotecarwas

discontinuedf thedosehadbeenreducedo 1.0 mg/m2 anda furtherdosereducton wasrequired to manageadverse
effects.

Cervical Carcinoma

Initial dose

Therecommendedoseof topotecans 0.75 mg/mZ/dayadminisE\redaSBO minute intravenousnfusiondally ondays

1, 2 and3. Cisplatinis adminigeredasanintravenousinfusion onday 1 ata doseof 50 mg/mz/day andfollowing the
topotecandose.Thistreatmenschedut is repatedevery 21 daysfor six courser until progressie disease.

Subsequent doses

Topotecarshout not be re-adminiteled unlessthe neutrophilcountis morethanor equalto 1.5x 107/, the platelet

count is morethanor equalto 100x 10%1, andthe haemoglobirievel is morethanor equa to 9g/d| (after transfusionif
necessry).

Standardoncologypracice for the managemiet of neutroperais eitherto administertopote@nwith othermedications
(eg. G-CSF)or to dosereduceto maintainneutrophilcounts.

If dosereductionis choserfor paientswho experience severeneutropena (neutrophilcountlessthan0.5 x 109/I) for
sevendaysor more,or severeneutopena associaédwith fever or infection or who havehadtreatmentdelayal dueto

neutropeniathedoseshouldbereducedoy 20%to 0.60 mg/mzldayfor subseqgantcoursegor subsequentlygownto
0.45mg/mé/dayif necessary).

Dosesshould be similarly reducedf theplatdet countfalls below 25 x 10/1.

Dosagein renally impaired patients

Monotherapy (Ovarian and Small cell lung carcinoma)

Insufficient dataareavailableto makea reconmendaion for patientswith a creatinineclearance< 20 ml/min. Limited

dataindicatethatthedoseshouldbereducel in patientswith modeaterenalimpairment.Thereconmended
monotherapydoseof topotecarin patieris with ovarian or smal cdl lungcarénomaanda creatinineclearance

between20 and39 ml/min is 0.75 mg/rr2 /dayfor five consecutivalays.
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Combination therapy (Cervical carcinoma)

In clinical studieswith topotecarnn combhnation with cisplain for thetreament of cewical cancertherapywasonly
initiatedin patientswith serumcreatnine lessthanor equalto 1.5mg/l. If, duringtopotecan/cisplaticombination
therapyserumcreatinineexceedd.5mg/dl, it is recommendedhatthefull prescribinginformationbe consuted for
any advicee on cisplatindosereduction¢oninuation.If cisplain is discontnued,thereareinsufficient dataregarding
continuing monoherapywith topotecann patientswith cervical caner.

Paediatric Population

Theexperiencen childrenis limited, thereforeno recommend#on for treatmert of paediatic patientswith topotecan
canbegiven(seesections.1and5.2).

4.3 Contraindications

Topotecans contraindicatedn patientswho

- haveahistory of severehyperseniivity to the active subsanceor to any of the excipients

- arebreasteedirg (seesection4.6)

- alreadyhavesewerebonemarrowdepressiomrior to staring first course as evidencedby baselineneutroplis <

1.5x 109 ard/or aplateket countof < 100x 1091
4.4 Special warnings and precautions for use

Haematologicatoxicity is dose-relatedand full blood countincluding platelets shouldbe monitored regulaty (see
section 4.2).

Aswith othercytotoxic medicinalproduds, topotcan cancauseseveremyelosuppressiorMyelosuppressiodeading
to sepsisandfatalities dueto sepsishavebeenreporteal in paientstreated with topotecar(seesection4.8).

Topotecarinducedneutropeniadancauseneutropert colitis. Fatditiesdueto neutropenc colitis havebeenreportedn
clinical trials with topotecanlin patientspresating with fever, neutrop@ia, anda compatiblepatternof abdominal
pain, the possiblity of neutropenicolitis shouldbe consideed.

Topotecarhasbeenassociatdwith reportsof intersttial lung disease(ILD), someof which havebeenfatal (see
section 4.8). Underlyingrisk factorsincludehistoryof IL D, pulmonaryfibrosis,lungcancerthoracicexposurdo
radation anduseof pneumotoxiadrugsand/or colony stimulating factors. Patents shouldbe monitoredfor pulmonary
symptomsindicaive of (ILD) (e.g.cough.fever,dyspnoeand/orhypoxig, andtopotecarshouldbediscmontinuedif a
new diagnosiof ILD is confirmed.

Topotecammonotherapyndtopoecanin combination with cisplain are commonly associatedavith clinically relevant
thrombogtopena. This shouldbetakeninto accountwhenprescrbing topotcan,e.g.in casepatientsatincreasedisk
of tumourbleedsareconsideredor therapy.

As expectedpaientswith poorperformancestatus PS> 1) havealower responseate andanincreasedncidenceof
complicationssuchasfever,infecion andsepsis(seesedion 4.8). Accurae assessmentf performancestatusatthe
time therapyis givenis important,to ensurethatpatientshavenot deteioratedto performancestatus3.

Thereis insufficientexperiencef the useof topotecanin patientswith severey impairedrenalfunction (creatinine
clearane < 20 ml/min) or severelyimpairedhepaic function (serumbilirubin > 10 mg/dl) dueto cirrhosis.Topotecan
isnot recomnendedo beusedin thesepatientgroups
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A smallnumkber of hepaticallyimpairedpaients (serumbilirubin betwea 1.5and

10 mg/dl) weregivenintravenougopoteca at 1.5 mg/m2 for five dayseverythreeweeks A reductionin topotecan
clearane wasobsened.Howeverthereare insufficient data avalable to makea doserecommendatiofor this patient

group.
4.5 Interaction with other medicinal productsand other forms of interaction
No in vivo humanpharmacokinetiinteractionstudieshavebeenperfornmed.

Topotecardoesnotinhibit humanP450enzymegseesedion 5.2).In anintravenougopulationstudy,the co-
administrationof granistron,ondangtron,morphineor corticosteoidsdid not appearto havea significanteffecton
the pharmacokinats of total topotecar(adive and inadive form).

In combining topoteca with otherchemotheapy agents reducton of the doses of eachmedicinalproductmaybe
requiredto improvetolerability. However,in combhning with platinum agens, there is a distinctsequenca&lependent
interactiondependingn whetherthe platinum agentis givenon day 1 or 5 of the topotecardosing.If eithercisplatin
or carboplain is givenonday1 of thetopote@ndosig, alower doseof each agentmustbe givento improve
tolerability comparedo the dose of eachagentwhich canbegivenif the platinum agent is givenon day5 of the
topotecandosing.

Whentopotecarn(0.75 mg/n12/day for 5 consecuve days)andcisplatin (60 mg/m2/dayon Day 1) wereadministeredin
13 patientswith ovarian canceraslight increasein AUC (12%,n=9)andC,_ . (23%,n=11)wasnotedonday5. This

increas is consideredinlikely to beof clinical relevane.
4.6 Fertility, pregnancy and lactation
Contraceptionn males andfemales

Aswith all cytotoxic chenotherapy effecive contraepive methodsmustbe advisedwheneitherpatneris treated
with topotecan.

Womenof childbearhg potential

Topotecarhasbeenshown to caug embrycefoetd lethality andmalformationsin predinical studies(seesection5.3).
Aswith othercytotoxic medicinalproduds, topoecar may causefoetd harmandtherebre womenof child bearing
potentialshouldbe advisedto avoidbemming pregnanturing theragy with topotecan.

Pregnancy
If topote@nis usedduringpregnancyor if the paient becmespregnanduringthempywith topotecanthe patient

must be warnedof the potentialhazardgo thefoetus.

Breastfeeding
Topotecans contraindicatedduring breastfeeding(seesedion 4.3). Althoughit is notknown whethertopotecaris

excretedin humanbreastmilk, breastfeeding shouldbediscontinue at the startof therapy.

Fertility

No effectson maleor femalefertility havebeen observe in reprodudive toxicity studiesn rats(seesection 5.3).
Howeve, aswith othe cytotoxic medicinalproduds topote@nis genobxic and effectsonfertility, includingmale
fertility, cannotbe excluded.

4.7 Effects on ability to drive and use machines

No studies onthe effectson the ability to drive and usemachneshavebeen perfomed.However,cautionshouldbe
obsevedwhendriving or operatingmachine if fatigueandasthenra persist
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4.8 Undesir able effects

In dosefinding trialsinvolving 523 patientswith relgpsel ovarian cance and631 patientswith relapsedgsmallcell lung
cancer thedoselimiting toxicity of topote@n monotheapywasfoundto be haematologicalT oxicity waspredictable
and reversible Therewereno signsof cumuhtive haemaological or northaanatolagyical toxicity.

Theadversesventprofile for topotecarwhen givenin combinaton with cisplain in the cervicalcancerclinical trials is
consistentwith thatseenwith topotecammonotherapyThe overal haanablogicaltoxicity is lowerin patientsreated
with topotecarin combinationwith cisplain compaedto topoecar monotheapy,but higherthanwith cisplatinalone.

Additional adverseeventswereseernwhentopotecanwasgivenin combination with cisplatin,however theseevents
wereseenwith cisplath monotherapyndnot attributableto topotecan. The prescribingnformationfor cisplatin
should beconsutedfor afull list of adverseeventsasso@ated cisplain use.

Theintegraedsatkety datafor topoecanmonotheray arepresenédbelow.

Adversereactonsarelistedbelow, by systemorganclassandabsolutgrequency(all repoted events) Frequenciegsre
defined as:very common(> 1/10), common(> 1/100 to < 1/10); uncommon (> 1/1,000to < 1/100);rare(> 1/10,000to
< 1/1,000; veryrare(< 1/10,000),ncluding isolatedreportsandnot known (cannotbe estimatedrom the available
data).

Within eachfrequencygrouping,undesirableffect are presentd in orderof deceasingsaiousness.

Blood and lymphatic system disorders

Very common: febrile neutropenianeutropaia (seeGastrontesinal disorders),
thrombogytopena, anaénia, leucopenia

Comnon: pang/topenia

Not known: severebleeding(associaedwith thrombocytopena)

Respiratory, thoracic and mediastinal disorders
Rare interstitial lungdiseag (same caseavebeenfatd)

Gastrointestinal disorders
Ver%corrmon: nauseayomiting anddiarrhoea(al of which may be sevee), constipation,abdaminal
ain—, mwcosiis
Neuropeniccolitis, includingfatal neutropeic colitis, hasbeenreporedto ocaur asa
comgication of topotecarinducedneutopenia (seesedion 4.4)

Skin and subcutaneoustissue disorders
Very common:alopecia
Comnon: pruritus

M etabolism and nutrition disorders
Very common:anorexa (which maybe sevee)

Infections and infestations
yery common:infection Comnon: sepsis2
Fatalitiesdueto sepsishavebeenreportedn pdients treaedwith topote@n

(seesection4.4)

General disordersand administration site conditions
Very common: pyrexiaaghenia,fatigue
Comnon: mdaise
¥ery rare:extra\asations
Extravastionhasbeenreportedvery rarely. Reacionshavebean mild andhave notgenerally
requred specific therapy
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I mmune system disorders

Comnon: hypersensitivityreactionincludingrash
Rare anaplylactic reacion, angioedena, urticaria

Hepato-biliary disorders
Comnon: hyperblirubinaema

Theincidenceof adverseeventdistedabovehavethe potential to occur with ahigherfrequencyin patientsvho havea
poor perfamancestatug(seesecion 4.4).

Thefrequenciesassociateavith the haemé#ologicd andnon-haeanablogical adveseeventslistedbelow representthe
adverse eventreports consderedto berelaied/possbly related to topotecantheray.

Haematological

Neutropenia: Severgneutrophilcount< 0.5x 109/I) duringcoursel wasseenin 55 % of the patients and with duraton
> sevendaysin 20 % andoverallin 77 % of paients (39 % of courses)In asso@tion with sevee neutropeniafeveror
infectionoccurredn 16 % of patientsduringcoursel and overallin 23 % of patienty6 % of courses).Mediantime to
onsetof severeneutropeniavas ninedaysandthe median durationwassevendays.Severeneutropenidastedbeyond
sevendaysin 11 % of couresoverall. Amongall patientstreatdin clinicaltrials (including boththosewith severe
neutropeniaandthosewho did not developsevereneutropaia), 11 % (4 % of courses)developedeverand26 % (9 %
of coursesdevebpedinfection.In addition,5 % of all patientstreaed (1 % of coursesilevelopé sepsigseesection
4.4).

Thrombocytopenia: Severe(plateletdessthan25 x 109/I) in 25 % of paients (8 % of courses)moderae (platelets

between25.0and50.0x 109/I) in 25 % of patient (15 % of coures. Median time to onsetof severehrombocytopeni
wasDay 15 andthe medandurationwasfive days.Platdet transfusbnsweregiven in 4 % of cour®es.Reportsof
significant sequelaas®ciatedwith thrombocytoperiaincluding fatalitiesdueto tumourbleedshavebeeninfrequent.

Anaemia: Moderateto severgHb < 8.0g/dl) in 37 % of patients(14 % of courses) Redcell transfusionsvere givenin
52 % of patiens (21 % of coursey.

Non-haematological

Frequentlyrepored non-haematologicatffects were gastroinéstind suchasnawsea (52 %), vomiting (32 %), and
diarrhoea (18 %), constpation (9 %) andmuaositis (14 %). Sevee (grade3 or 4) nauseayomiting, diarhoeaand
mucostis incidencewvas4, 3, 2 and1 % respectiely.

Mild abdominalbpain wasalso reportedamongs# % of patients.

Fatiguewasobservedn appoximatkly 25 % andastheniain 16 % of patientswhilst receivingtopotecanSeverggrade
3 or 4) fatigueandasteniaincidencewas3 and3 % respectively.

Total or pronouncedhlopeciawasobserved in 30 % of patientsandparial alopeciain 15 % of patients.

Other severeeventsoccurringin patientstha were recordedasrelated or possbly relaedto topotecantreatmentwere
anorexia(12 %), malase (3 %) andhyperblirubinaemia (1 %).

Hypersasitivity reactonsincluding rash, urticaria,angioedenaandanaphylattic reactionshave beenreportedrarely.
In clinical trials, rashwasreportedn 4 % of patientsandpruritusin 1.5 % of patients.

4.9 Overdose

Thereis no known antidotefor topotecaroverdoseThe primary conplicationsof overdosearearticipatedto bebone
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marrov suppressin andmucositis
5PHARMACOLOGICAL PROPERTIES
5.1 Phar macodynamic properties

Pharmacotherapeutigroup: Otherantineoplatc agents.ATCcode:L01XX17.

Mechanisnof acion:

Theantitumouractivity of topotecarinvolvestheinhibition of topoisonerasel, anenzymentimatelyinvolvedin
DNA replicationasit relievesthetorsiona strainintroducedahead of the movingreplicationfork. Topotecarinhibits
topoisomerasé by stabilisingthe covalentcomplec of enzyne andstrandcleaved DNA whichis anintermediateof
the catdytic mecharsm.The cellularsequéa of inhibition of topoisomerae| by topotecarns theinductionof protein
asscciatedDNA singlestrandbreaks.

Clinical effi cacyandsafety:

Relapsed Ovarian Cancer

In acomparativestudyof topotecarandpaclitaxelin paientspreviously treaedfor ovarian carcinomawith platinum
basedchemoherapy(n = 112and114,respectively), theresponseate (95 % CI) was20.5% (13 %, 28 %) versusl4
% (8 %, 20 %) andmediantime to progressiorl9 weeksversusl5 weeks(hazardratio 0.7[0.6,1.0]), for topotecan
and paditaxel, respectivelyMedianoverallsurvivd was62 weeks for topote@nversuss3 weeksfor paclitaxel (hazarc
ratio0.9[0.6, 1.3]).

Theresponseatein thewhole ovariancaccinomaprogranme (n = 392, all previouslytreatedwith cisplatinor cisplatin
and paditaxel) was16 %. Themedantimeto responseén clinical trialswas7.6-11.6weeks.In paientsrefracory to, or
relgpang within 3 monthsaftercisplatin therapy(n = 186),theresponseate was10 %.

Thesedata shout be evaluatedn the context of the overall sdety profile of the medicinalproduct, in particularto the
importanthaenatologicaltoxicity (seesecton 4.8).

A supplementaryetropectiveanalysiswvas condut¢edon data from 523 patientswith relapsedvariancancer.
Altogether 87 complde andpartialresponsewereobseved, with 13 of theseoccuring duringcycles5 and6 and3
occurringthereafterFor patientsadministerd morethan 6 cycles of therapy 91 % completedhe studyasplannedor
weretreateduntil diseaseprogressn with only 3 % withdrawnfor adversesvents.

Relapsed SCLC

A phas Il trial (study 478)comparecbral topotecanplusBest Supportve Care[BSC] [n=71] with BSCalone[n=70]
in patientswho hadrelapsedollowing firstline therapy (mediantimeto progressiofTTP] fromfirst-line thergy: 84
days for oraltopotecant+ BSC, 90 daysfor BSC)andfor whomretreamentwith intravenoushenotherapywasnot
considere appropriateOral topotecarplus BSC grouphada staistically significantimprovemenin overallsuwival
comparedwith theBSCalonegroup(Log-rankp=0.0104) Theunadjusted hazardratio for oral topoecan plusBSC
grouprelaive to BSCalonegroupwas0.64 (95% Cl: 0.45,0.90). Themedansurvivalfor patientsreatedwith
topotecarnt+ BSCwas25.9weeks[95 % C.1. 18.3,31.6] conparedto 13.9weeks [95% C.I. 11.1,18.6]for patients
receving BSCalone[p=0.0104].

Patientsdf-reportsof symptoms usinganunblindedassessmantshoweda consistat trend for sympbm benefitfor oral
topotecant+ BSC.

OnePhase study (Study065)andonePhase3 study(Study396) were condudedto evaluatethe efficacy of oral
topotecanversusintravenousopotecarin paientswho hadrelgpsal > 90 daysafter compktion of oneprior regimen
of chemotherapy.(se€ablel). Oral andintravenougopotecanwereassocated with similar symptompalliationin
patientswith relapsedsensitiveSCLCin paient seli-reportson anunblindedsymptom scaleassessentin eat of
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thesetwo studies

Table 1. Summary of survival, responserate, and timeto progression in SCL C patientstreated with oral
Topotecan or intravenous Topotecan

Study 065 Study 396
Oral I ntravenous Oral I ntravenous
topotecar topotecal topaecar topotecat
(N =52) (N =54) (N = 153) (N =151)
Median survival (weeks) 32.3 25.1 330 35.0
(95% CI) (26.3,40.9 (21.1,33.0 (29.1,42.4 (31.0,37.])
Hazardratio (95%Cl) 0.88(0.59,1.31 0.88(0.7,1.11
Responserate (%) 23.1 14.8 18.3 21.€
(95% ClI) (11.6,34.5 (5.3,24.3 (12.2,24.4 (15.3,28.5
Differencein responserate 8.3(-6.6,23.1 -3.6(-12.6,5.5)
(95% CI)
Median timeto progression 14.€ 13.1 11.9 14.€
(weeks)
(8.3,21.3) (11.6,18.3) (9.7,14.1) (13.3,18.9)
(95% CI)
Hazardratio (95%Cl) 0.90(0.60,1.35 1.21(0.96,1.53

N = total number of patientstreatec
Cl = Confidencenterval.

In anotherrandomsedphasdll trial whichcompare 1V topoteca to cydophosphamideAdriamycin (doxombicin)
and vincristine (CAV) in patientswith relapsedsensitive SCLC, theoverdl responseratewas24.3%for topotecan
comparedo 18.3%for the CAV group.Mediantime to progressiorwassimilar in thetwo groups(13.3weeksand12.:
weeksrespectivel). Mediansurvivalsfor thetwo groupswere 25.0and24.7weeksrespectively. The hazardratio for
survival of IV topotecarrelativeto CAV was 1.04(95%Cl 0.78— 1.40).

Theresponseateto topoecanin thecombinal smdl cell lung can@r progranme
(n = 480) for patentswith relapsedliseasesensiive to first-linethergy, was 20.2%. The mediansurvivalwas30.3
weeks(95% CI: 27.6,33.4).

In a populaton of patientswith refractoy SCLC (thosenot respondng to first line therapy) theresponseateto
topotecanwas4.0%.

Cervical Carcinoma

In arandomsed,comparativgphasdll trial conducedby the Gynaeological OncologyGroup (GOG 0179) topotecat
plus cisplatin (n=147 wascomparedvith cisplain alone(n=146)for thetreamentof histologially confirmed
persistentrecurentor StagelVB carcinomaof the cervix wherecuratve treatmentwith surgey and/orradigion was
not consideredhppropriateTopotecarplus cisplatin hada statstically significantbenefitin overdl survivalrelativeto
cisplatinmonotherapyafteradjuging for interim andyses(Log-rankp =0.033).

Study results Study GOG-0179

ITT population
Cisplatin Cisplatin
50 mg/m?d. 1 50 mg/m2d. 1+
g21d. Topotecan
0.75 mg/m? dx3 21
Survival (months) (n=146) (n =147)
Median (95%C.1.) 6.5(5.8,8.8) 94(7.9,11.9
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Hazardratio (95%C.1.) 0.76(0.5¢-0.98
Log rank p-value 0.03<
Patients without Prior Cisplatin Chemor adiother apy

Cisplatin Topotecan/Cisplatin
Survival (months) (n=46) (n=44)
Median (95%C.1.) 8.8(6.4,11.5 15.7(11.9,17.7
Hazardratio (95%C.1.) 0.51(0.31,0.82
Patientswith Prior Cisplatin Chemor adiother apy

Cisplatin Topotecan/Cisplatin
Survival (months) (n=72) (n =69)
Median (95%C.I) 5.9(4.7,8.8 7.9(5.5,10.9
Hazardratio (95%C.1.) 0.8 (0.59 1.21

In patienty(n=39) with recurrenceavithin 180daysafter chemoradioherapywith cisplatin,the mediansuwival in the
topotecanpluscisplatinarmwas4.6 months(95%¢C.1.: 2.6,6.1) versus4.5morths (95%C.1.:2.9,9.6) for thecisplatin
arm with anhazardratio of 1.15(0.59,2.23).In those(n=102)with recurrenceafter 180days,the median survivalin
thetopotecarpluscisplain armwas9.9months(95%¢C.I.: 7, 12.6)versuss.3months(95%C.1.:4.9,9.5) for the
cisplatinarmwith anhazardratio of 0.75(0.49,1.16).

Paediatricpopulation:

Topotecarwasalsoevaluatedn the paedatric popuktion; however, only limited dataon efficacyandsafay are
available.

In an openlabeltrial involving children(n = 108,agerange:infantto 16 years)with recurentor progressivesolid

tumours topotecarwasadministeredit a stating doseof 2.0 mg/m2 given asa 30-minuteinfusionfor 5 daysrepetel
every 3 weeksfor up to oneyeardepentéhg on responseo thergy. TumourtypesincludedwereEwing's
Sarcoma/primiive neuroectodermabmour, neurobastomapsteblastona, andrhabdomyosarcoma&ntitumour
activity wasdemonstrategrimarily in patients with neuroblastomaToxicitiesof topotecarnn paediatricpaients with
recurentandrefractorysolid tumourswere similar to thosehistoricaly seenin adultpatientsin this study,forty-six
(43%) patiens receivedG-CSFover192(42.1%)coursessixty-five (60%)receivedranstisionsof PackedRedBlood
Cellsandfifty (46%)of plateletsover139and159 courseg30.5%and 34.9%)respectivelyBasedon the doselimiting

toxicity of myelosuppressiorthe maximumtoleraeddose(MTD) wasestdlished at2.0 mg/rr12/daywith G-CSad

1.4 mg/mzldaywithout G-CSFin aphamacokineticstudyin paedidric patientswith refractory solid tumours(see
section 5.2).

5.2 Phar macokinetic properties

Following intravenousadmnistration of topoteca atdosesf 0.5t0 1.5 mg/m2 asa 30 minuteinfusiondaily for five
days, topotecardemonstrated high plasmacleaanceof 621/h (SD 22), correspondingo approximately 2/3 of liver
blood flow. Topotecaralsohada high volume of distribuion, about1321, (SD 57) anda relatively shorthalf-life of 2-
3 hours.Comparsonof pharmacokinetiparametas did not sugget any changein phamacokineticoverthe 5 daysof
dosing. Areaunderthe curveincreasedypproximatdy in proportonto theincreasan dose.Thereis little or no
accumuldion of topotecarwith repea¢ddaily dosihgandthereis no evidenceof achangein the PK aftermultiple
dosesPreclinical studiesndicateplasmaprotan binding of topoecan is low (35%) anddistributionbetweerblood
cells andplasmawasfairly honogeneous.

Theelimination of topotecarhasonly beenpartly investigaedin man.A major routeof cleamanceof topotecarwashby
hydrolyss of thelactonering to form thering-openedcarboxylae.

Metabolismaccountdor <10%of the elimination of topotecan.An N-desmethyl metabolite which wasshown to have
similar or lessactivity thanthe parentin a cdl-basedassay wasfoundin urine, plasmaandfaecesThemean
metabolite:parenAUC ratio waslessthan10 % for bothtotal topote@nandtopotecanactone An O-glucumnidation
metaboliteof topotecarandN-desmethyltopoteca hasbeenidentifiedin theurine.
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Overall recoveryof medicinalproductrelaed material following five daly dosesf topotecarwas71to 76 % of the
administeredV dose. Approximately51% wasexcreedastotal topoecan and3 % wasexcretedasN-desmethyl
topotecanin the urine.Faecakliminaion of totd topoeca accounedfor 18 % while faecaleliminationof N-
desmethyltopotecarwasl1.7 %. Overall, the N-desmethyl metabolite contibuteda meanof lessthan7% (range4-9 %)
of thetotal medicinalproductrelatedmaterial accounédfor in the urineand faecesThetopotecarO-glucuronideand
N-desmethytopotecarO-glucuronidein theurinewerelessthan2.0%.

In vitro datausinghumanliver microsomesndicae the formaion of smallamouns of N-demethylatedopotecanin
vitro, topaecandid notinhibit humanP450 enzymesCYP1A2,CYP2A6,CYP2C3/9,CYP2C19,CYP2D6,CYP2E
CYP3A, or CYP4A nordid it inhibit the human cytosolc enzymesdihydropyrimidine or xanthineoxidase.

Whengivenin comhnation with cisplatin (cisplatin day 1, topoecandays 1 to 5), the clearancef topotecarwas
reclicedon day5 comparedo day 1 (19.1L/h/m? comparedo 21.3L/h/m? [n=9)) (seesectbn 4.5).

Plasmaclearancen paientswith hepaticimpairment(serumbilirubin betwee 1.5 and10 mg/dl) deceasedto about67
% whencomparedwith a control groupof patients.Topoteanhalf-life was increasedby about30 % butno clear
change in volumeof distribution wasobservedPlasmaclearanceof totd topotecan(activeandinactive form)in
patientswith hepatc impairmenonly deaeasedy aboutl0 % comparedwith the controlgroupof patients.

Plasmaclearancen patientswith renalimparment(credinine clearan@ 41-60 ml/min.) deceasedo about67 %
comparedwith control patients Volume of distributionwasslightly decrasedandthushalf-life only increasedy 14
%. In patientswith moderateenalimpairmenttopoican plasmaclearancewas reducedo 34 % of thevalue in control
patients.Meanhalf-life increagdfrom 1.9 hoursto 4.9 hours.

In a populaton study, a numberof factas includingage weight andasates had no significanteffecton clearanceof
totd topotecar(acive andinactiveform).

Paediatrics

Thepharmacokineticsf topotecargiven asa 30-minuteinfusion for 5 dayswereevaludedin two studiesOnestudy
includeda doserangeof 1.4 mg/m2 to2.4 mg/m2 in children(aged2 upto 12 years,n = 18),adokescats(agedl2upto
16 years,n = 9), andyoungadults(agedl16to 21 years,n = 9) with refradory solid tumouss. The secondstudyincludec

adoserangeof 2.0mg/m? to 5.2 mg/n? in children(n = 8), adolescentén = 3), andyoungadults (n = 3) with
leukaemia.ln thesestudiestherewereno apparentifferences in the phamaakinetics of topoecan amongchildren,
adolescentsandyoungadul patientswith solid tumoursor leukaenm, but dataare too limited to draw definite
conclusons.

5.3 Preclinical safety data
Resultingfrom its medanismof action,topoteca is genotoxc to mammdian cells(mouselymphomacellsandhumar
lymphocytes)n vitro andmouse bonemarrowcdls in vivo. Topotecan was also shownto causeembryofoetallethalty

whengivento rats andrabbits

In reproductive toxicity studieswith topotecanin rats therewasno effect on male or femalefertility; however,n
femalessuperovulationandslightly increasegre-implantdion losswereobserved.

Thecarcinogenc potential of topotecarhasnot beenstudied
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6 PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Mannitol (E421)

Tartaric acid (E334)

Hydrochloricacid (E507)(for pH adjustment)
Sodiumhydroxide (E524)(for pH adjusmen)

6.2 Incompatibilities

This medicinalprodud¢ mustnot be mixedwith othe medcinal productsexceptthosementionedn section6.6.

6.3 Shelf life
UnopenedVials
2years

Reconstitutedanddiluted solutions

Theproductshouldbe usedimmediatelyafter reconsitution asit contansno antibacterid presevative.
Dilutedsolutions

Thephysiocherital stability of thedrug productafter dilution in therecommendedsolutionsfor infusion (seesection
6.6) hasbeendemongratedfor 48 hours at2°Cto 8°C and25°C.

From amicrobiological point of view, the produd shouldbe usedimmedatdy. If notusedimmediatelyjn-usestorage

time andcondiionsprior to usearetheresponsibity of the userandwould normallynotbelongerthan24 hours at 2°
C to 8°C, unlessreconstitutiondilution hastakenplacein controled and validated asepticcondition.

6.4 Special precautionsfor storage
Keepthevial in the outercartonin orderto protect from light.
6.5 Nature and contents of container

Theproductis packedn typel, 6 ml, clear,colorlesstubularglassvials, closedwith a 20 mm fluroteclyotecrubber
stoppersandseaedwith 20 mm aluminum fli p-off overseés.

Topotecart mg powderfor concentra for solutionfor infusionis availablein catton containingl vial or 5 vials. Each
vial maybe shrinkwrappedandmay/may not be packedin a plastc con@ing.

6.6 Special precautionsfor disposal and other handling

Topotecart mg powderfor concentrag for solutionfor infusion 4 mg vials mustbereconstitutedvith 4 ml waterfor
injections.Thereconstititedsolutionis yellow to yellow-green in colourand provides1 mg per ml of topotecan.

Further dilution of the approprate volumeof the remnsituted solution with either 0.9 % w/v sodiumchloride
intravenousnfusionor 5 % w/v glucoseintravenousnfusion is requiredto afinal concentation of betweer25and50
microgrampermi.

Thenormalprocedues for properhandlng anddisposalof antiance medrcinal productsshouldbe adoptednamely:

- Pesonnelshouldbetrainedto reconsitute the medicinal product
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- Preqart staff shouldbe excludedirom working with this medcind product

- Pesonnelhandlingthis medicinalproduct during reconsitution shoutl wear protectiveclothingincluding mask,
gogglesand gloves.

- All itemsfor adminigrationor cleaning,ncluding gloves,shouldbe placedin high-risk, wage disposabagsfor
high-temperatireincineration.

— Accidenrtal contactwith theskin or eyesshouldbe treaedimmedidely with copiousamountsof water.
Remrantsof the medicinal productaswell as all makrids thathave been use for reconstitutionfor dilution and

administrationmustbe destroyedaccordng to hosptal standardoroceduresapplicableto cytotoxicagentswith due
regardto cumrentlaws relatedto the disposalof hazardousvase.
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