
Summary of Product Characteristics

1 NAME OF THE MEDICINAL PRODUCT

Topotecan4 mgpowderfor concentrate for solution for infusion

2 QUALITATIVE AND QUANTITATIVE COMPOSITION

Each vial contains4 mg topotecan(ashydrochloride). Each ml of reconstitutedsolutioncontains1 mg topotecan.

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

3 PHARMACEUTICAL FORM

Powderfor concentratefor solutionfor infusion.

Light yellow to greenish powder

4 CLINICAL PARTICULARS

4.1 Therapeutic Indications

Topotecanmonotherapyis indicatedfor thetreatmentof:

� patientswith metastatic carcinomaof theovary after failureof first-lineor subsequent therapy.
� patientswith relapsedsmall cell lungcancer [SCLC] for whomre-treatmentwith thefirst-line regimenis not

consideredappropriate(seesection5.1).

Topotecanin combinationwith cisplatinis indicatedfor patientswith carcinomaof thecervix recurrent after
radiotherapyandfor patientswith StageIVB disease.Patientswith prior exposure to cisplatinrequireasustained
treatmentfree intervalto justify treatmentwith thecombination (seesection 5.1).

4.2 Posology and method of administration

Methodof administration

Theuseof topotecanshould beconfinedto unitsspecialisedin theadministration of cytotoxicchemotherapyand
should only beadministeredunderthesupervisionof aphysician experiencedin theuseof chemotherapy(seesection
6.6).

Topotecanmustbereconstitutedandfurtherdilutedbeforeuse(seesection6.6).

Posology

Whenusedin combinationwith cisplatin,thefull prescribing information for cisplatinshouldbeconsulted.

Prior to administrationof thefirst courseof topotecan,patientsmusthave abaselineneutrophil countof ≥ 1.5x 109/l, a
plateletcountof ≥ 100 x 109/l andahaemoglobin level of ≥ 9 g/dl (aftertransfusionif necessary).

Ovarian and Small Cell Lung Carcinoma

Initial dose
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Therecommendeddoseof topotecanis 1.5mg/m2 bodysurfacearea/dayadministeredby intravenousinfusionover30
minutesdaily for 5 consecutivedayswith a threeweek intervalbetweenthestart of eachcourse.If well tolerated,
treatmentmaycontinueuntil diseaseprogression(seesections4.8and5.1).

Subsequent doses

Topotecanshould notbere-administeredunlesstheneutrophilcountis≥ 1 x 109/l, theplateletcountis ≥ 100 x 109/l,
and thehaemoglobinlevel is ≥ 9 g/dl (aftertransfusion if necessary).

Standardoncologypractice for themanagement of neutropenia is eitherto administertopotecanwith othermedications
(e.g. G-CSF)or to dosereduceto maintainneutrophilcounts.

If dosereductionis chosenfor patientswhoexperiencesevereneutropenia (neutrophilcount< 0.5x 109/l) for seven
days or more,or severeneutropeniaassociatedwith fever or infection, or whohavehadtreatmentdelayeddueto
neutropenia,thedoseshouldbereducedby 0.25mg/m2/day to 1.25mg/m2/day(or subsequentlydownto 1.0
mg/m2/day if necessary).

Dosesshould besimilarly reducedif theplatelet countfalls below 25x 109/l. In clinical trials,topotecanwas
discontinuedif thedosehadbeenreducedto 1.0mg/m2 anda furtherdosereduction wasrequired to manageadverse
effects.

Cervical Carcinoma

Initial dose

Therecommendeddoseof topotecanis 0.75mg/m2/dayadministeredas30minute intravenousinfusiondaily ondays
1, 2 and3. Cisplatinis administeredasanintravenousinfusiononday 1 at adoseof 50mg/m2/dayandfollowing the
topotecandose.This treatmentschedule is repeatedevery21daysfor six coursesor until progressive disease.

Subsequent doses

Topotecanshould notbere-administeredunlesstheneutrophilcountis morethanor equalto 1.5x 109/l, theplatelet
count is morethanor equalto 100x 109/l, andthehaemoglobinlevel is morethanor equal to 9g/dl (after transfusionif
necessary).

Standardoncologypractice for themanagement of neutropenia is eitherto administertopotecanwith othermedications
(e.g. G-CSF)or to dosereduceto maintainneutrophilcounts.

If dosereductionis chosenfor patientswhoexperiencesevereneutropenia (neutrophilcountlessthan0.5x 109/l) for
sevendaysor more,or severeneutropenia associatedwith fever or infection or whohavehadtreatmentdelayed dueto
neutropenia,thedoseshouldbereducedby 20%to 0.60mg/m2/dayfor subsequentcourses(or subsequentlydownto
0.45mg/m2/dayif necessary).

Dosesshould besimilarly reducedif theplatelet countfalls below 25x 109/l.

Dosage in renally impaired patients

Monotherapy (Ovarian and Small cell lung carcinoma)

Insufficient dataareavailableto makea recommendation for patientswith acreatinineclearance< 20ml/min. Limited
data indicatethatthedoseshouldbereduced in patientswith moderaterenalimpairment.Therecommended
monotherapydoseof topotecanin patients with ovarianor small cell lungcarcinomaanda creatinineclearance
between20and39ml/min is 0.75mg/m2 /dayfor fiveconsecutivedays.
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Combination therapy (Cervical carcinoma)

In clinical studieswith topotecanin combinationwith cisplatin for thetreatment of cervical cancer,therapywasonly
initiatedin patientswith serumcreatinine lessthanor equalto 1.5mg/dl. If, duringtopotecan/cisplatincombination
therapyserumcreatinineexceeds1.5mg/dl, it is recommendedthatthefull prescribinginformationbeconsulted for
any adviceoncisplatindosereduction/continuation.If cisplatin is discontinued,thereareinsufficient dataregarding
continuingmonotherapywith topotecanin patientswith cervical cancer.

Paediatric Population

Theexperiencein children is limited, thereforeno recommendation for treatment of paediatric patientswith topotecan
canbegiven(seesections5.1and5.2).

4.3 Contraindications

Topotecanis contra-indicatedin patientswho
- haveahistory of severehypersensitivi ty to theactive substanceor to anyof theexcipients
- arebreastfeeding (seesection4.6)
- alreadyhaveseverebonemarrowdepressionprior to starting first course,as evidencedby baselineneutrophils <

1.5 x 109/l and/or aplatelet countof < 100x 109/l.

4.4 Special warnings and precautions for use

Haematologicaltoxicity is dose-relatedand full bloodcountincludingplatelets shouldbemonitored regularly (see
section4.2).

As with othercytotoxic medicinalproducts, topotecan cancauseseveremyelosuppression.Myelosuppressionleading
to sepsisandfatalities dueto sepsishavebeenreported in patientstreated with topotecan(seesection4.8).

Topotecan-inducedneutropeniacancauseneutropenic colitis. Fatalit iesdueto neutropenic colitis havebeenreportedin
clinical trials with topotecan.In patientspresentingwith fever, neutropenia,anda compatiblepatternof abdominal
pain, thepossibili ty of neutropeniccolitis shouldbeconsidered.

Topotecanhasbeenassociatedwith reportsof interstitial lungdisease(ILD), someof whichhavebeenfatal (see
section4.8). Underlyingrisk factorsincludehistoryof ILD, pulmonaryfibrosis,lungcancer, thoracicexposureto
radiationanduseof pneumotoxicdrugsand/orcolonystimulating factors.Patients shouldbemonitoredfor pulmonary
symptomsindicative of (ILD) (e.g.cough,fever,dyspnoeaand/orhypoxia), andtopotecanshouldbediscontinuedif a
new diagnosisof ILD is confirmed.

Topotecanmonotherapyandtopotecanin combinationwith cisplatin arecommonlyassociatedwith clinically relevant
thrombocytopenia.This shouldbetakeninto accountwhenprescribing topotecan,e.g.in casepatientsat increasedrisk
of tumourbleedsareconsideredfor therapy.

As expected,patientswith poorperformancestatus(PS> 1) havea lower responserate andanincreasedincidenceof
complicationssuchasfever,infection andsepsis(seesection 4.8). Accurateassessmentof performancestatusat the
time therapyis givenis important,to ensurethatpatientshavenot deterioratedto performancestatus3.

Thereis insufficientexperienceof theuseof topotecanin patientswith severely impairedrenalfunction(creatinine
clearance< 20ml/min) or severelyimpairedhepatic function (serumbilirubin ≥ 10mg/dl) dueto cirrhosis.Topotecan
is not recommendedto beusedin thesepatientgroups.
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A smallnumberof hepaticallyimpairedpatients(serumbilirubin between 1.5and
10 mg/dl) weregivenintravenoustopotecan at 1.5mg/m2 for five dayseverythreeweeks. A reductionin topotecan
clearancewasobserved.Howeverthereare insufficient dataavailable to makeadoserecommendationfor thispatient
group.

4.5 Interaction with other medicinal products and other forms of interaction

No in vivo humanpharmacokineticinteractionstudieshavebeenperformed.

Topotecandoesnot inhibit humanP450enzymes(seesection 5.2).In anintravenouspopulationstudy,theco-
administrationof granisetron,ondansetron,morphineor corticosteroidsdid not appearto haveasignificanteffecton
thepharmacokinetics of total topotecan(active and inactive form).

In combining topotecan with otherchemotherapyagents,reduction of thedoses of eachmedicinalproductmaybe
requiredto improvetolerability.However,in combiningwith platinum agents, there is a distinctsequence-dependent
interactiondependingonwhethertheplatinumagentis givenonday1 or 5 of the topotecandosing.If eithercisplatin
or carboplatin is givenonday1 of thetopotecandosing,a lowerdoseof eachagentmustbegivento improve
tolerability comparedto thedoseof eachagentwhich canbegivenif theplatinum agent is givenonday5 of the
topotecandosing.

Whentopotecan(0.75 mg/m2/day for 5 consecutive days)andcisplatin (60mg/m2/dayonDay1) wereadministeredin
13 patientswith ovarian cancer,a slight increasein AUC (12%,n=9)andCmax (23%,n=11)wasnotedonday5. This

increase is consideredunlikely to beof clinical relevance.

4.6 Fertility, pregnancy and lactation

Contraceptionin males andfemales
As with all cytotoxic chemotherapy,effective contraceptive methodsmustbeadvisedwheneitherpartneris treated
with topotecan.

Womenof childbearingpotential
Topotecanhasbeenshown to cause embryo-foetal lethality andmalformationsin preclinical studies(seesection5.3).
As with othercytotoxic medicinalproducts, topotecan maycausefoetal harmandthereforewomenof child bearing
potentialshouldbeadvisedto avoidbecomingpregnantduring therapy with topotecan.

Pregnancy
If topotecanis usedduringpregnancy,or if thepatient becomespregnantduringtherapywith topotecan,thepatient
mustbewarnedof thepotentialhazardsto thefoetus.

Breastfeeding
Topotecanis contra-indicatedduringbreast-feeding(seesection 4.3).Althoughit is not known whethertopotecanis
excretedin humanbreastmilk, breast-feedingshouldbediscontinued at thestartof therapy.

Fertility
No effectsonmaleor femalefertility havebeen observed in reproductive toxicity studiesin rats(seesection5.3).
However, aswith other cytotoxicmedicinalproducts topotecanis genotoxic andeffectson fertility, includingmale
fertility, cannotbeexcluded.

4.7 Effects on ability to drive and use machines

No studies on theeffectson theability to driveandusemachineshavebeenperformed.However,cautionshouldbe
observedwhendriving or operatingmachines if fatigueandastheniapersist.
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4.8 Undesirable effects

In dose-finding trials involving 523patientswith relapsed ovariancancer and631patientswith relapsedsmallcell lung
cancer,thedoselimiting toxicity of topotecanmonotherapywasfoundto behaematological.Toxicity waspredictable
and reversible.Therewerenosignsof cumulativehaematological or non-haematological toxicity.

Theadverseeventprofile for topotecanwhen givenin combination with cisplatin in thecervicalcancerclinical trials is
consistentwith thatseenwith topotecanmonotherapy.Theoverall haematologicaltoxicity is lower in patientstreated
with topotecanin combinationwith cisplatin comparedto topotecan monotherapy,but higherthanwith cisplatinalone.

Additional adverseeventswereseenwhentopotecanwasgivenin combinationwith cisplatin,however, theseevents
wereseenwith cisplatin monotherapyandnot attributableto topotecan.Theprescribinginformationfor cisplatin
should beconsultedfor a full list of adverseeventsassociatedcisplatin use.

Theintegratedsafetydatafor topotecanmonotherapy arepresentedbelow.

Adversereactionsarelistedbelow, by systemorganclassandabsolutefrequency(all reportedevents). Frequenciesare
definedas:verycommon(≥ 1/10), common(≥ 1/100 to < 1/10); uncommon(≥ 1/1,000to < 1/100);rare(≥ 1/10,000to
< 1/1,000); very rare(< 1/10,000),including isolatedreportsandnot known(cannotbeestimatedfrom theavailable
data).

Within eachfrequencygrouping,undesirableeffects are presented in orderof decreasingseriousness.

Blood and lymphatic system disorders
Very common: febrile neutropenia,neutropenia (seeGastrointestinal disorders),
thrombocytopenia,anaemia, leucopenia
Common: pancytopenia
Not known:severebleeding(associatedwith thrombocytopenia)

Respiratory, thoracic and mediastinal disorders
Rare: interstitial lungdisease (somecaseshavebeenfatal)

Gastrointestinal disorders
Very common: nausea,vomiting anddiarrhoea(all of whichmaybesevere), constipation,abdominal
pain , mucositis 

Neutropeniccolitis, includingfatal neutropenic colitis,hasbeenreportedto occur asa
complicationof topotecan-inducedneutropenia (seesection 4.4)

Skin and subcutaneous tissue disorders 
Very common: alopecia
Common: pruritus

Metabolism and nutrition disorders
Very common: anorexia (whichmaybesevere)

Infections and infestations
Very common: infectionCommon: sepsis

Fatalitiesdueto sepsishavebeenreportedin patients treatedwith topotecan
(seesection4.4)

General disorders and administration site conditions
Very common: pyrexia,asthenia,fatigue
Common: malaise
Very rare:extravasation

Extravasationhasbeenreportedvery rarely. Reactionshavebeen mild andhavenot generally
requiredspecific therapy.

1
1

2
2

3
3
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Immune system disorders
Common: hypersensitivityreactionincludingrash
Rare: anaphylactic reaction,angioedema,urticaria

Hepato-biliary disorders
Common: hyperbili rubinaemia

Theincidenceof adverseeventslistedabovehavethepotential to occurwith ahigherfrequencyin patientswhohavea
poorperformancestatus(seesection 4.4).

Thefrequenciesassociatedwith thehaematological andnon-haematological adverseeventslistedbelow representthe
adverseeventreportsconsideredto berelated/possibly related to topotecantherapy.

Haematological

Neutropenia: Severe(neutrophilcount< 0.5x 109/l) duringcourse1 wasseenin 55% of thepatients andwith duration
≥ sevendaysin 20% andoverall in 77% of patients (39% of courses).In associationwith severe neutropenia,feveror
infectionoccurredin 16% of patientsduringcourse1 andoverall in 23% of patients(6 % of courses).Mediantime to
onsetof severeneutropeniawas ninedaysandthemedian durationwassevendays.Severeneutropenialastedbeyond
sevendaysin 11% of coursesoverall.Amongall patientstreatedin clinical trials (includingboththosewith severe
neutropeniaandthosewhodid not developsevereneutropenia),11% (4 % of courses)developedfeverand26% (9 %
of courses)developedinfection.In addition,5 % of all patientstreated(1 % of courses)developed sepsis(seesection
4.4).

Thrombocytopenia: Severe(plateletslessthan25x 109/l) in 25% of patients (8 % of courses);moderate (platelets
between25.0and50.0x 109/l) in 25% of patients (15% of courses). Median time to onsetof severethrombocytopenia
wasDay15andthemediandurationwasfive days.Platelet transfusionsweregiven in 4 % of courses.Reportsof
significant sequelaeassociatedwith thrombocytopenia including fatalitiesdueto tumourbleedshavebeeninfrequent.

Anaemia: Moderateto severe(Hb ≤ 8.0g/dl) in 37% of patients(14% of courses).Redcell transfusionsweregivenin
52 % of patients (21% of courses).

Non-haematological

Frequentlyreportednon-haematologicaleffectswere gastrointestinal suchasnausea (52%), vomiting (32%), and
diarrhoea (18%), constipation(9 %) andmucositis (14%). Severe (grade3 or 4) nausea,vomiting,diarrhoeaand
mucositis incidencewas4, 3, 2 and1 % respectively.

Mild abdominalpain wasalso reportedamongst4 % of patients.

Fatiguewasobservedin approximately 25% andastheniain 16% of patientswhilst receivingtopotecan.Severe(grade
3 or 4) fatigueandastheniaincidencewas3 and3 % respectively.

Total or pronouncedalopeciawasobserved in 30% of patientsandpartial alopeciain 15% of patients.

Other severeeventsoccurringin patientsthat were recordedasrelatedor possibly relatedto topotecantreatmentwere
anorexia(12%), malaise (3 %) andhyperbili rubinaemia (1 %).

Hypersensitivity reactionsincluding rash, urticaria,angioedemaandanaphylactic reactionshavebeenreportedrarely.
In clinical trials, rashwasreportedin 4 % of patientsandpruritusin 1.5% of patients.

4.9 Overdose

Thereis noknown antidotefor topotecanoverdose. Theprimarycomplicationsof overdoseareanticipatedto bebone
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marrow suppressionandmucositis.

5 PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeuticgroup:Otherantineoplastic agents.ATCcode:L01XX17.

Mechanismof action:

Theanti-tumouractivity of topotecaninvolvestheinhibition of topoisomerase-I, anenzymeintimatelyinvolvedin
DNA replicationasit relievesthetorsional strainintroducedaheadof themovingreplicationfork. Topotecaninhibits
topoisomerase-I by stabilisingthecovalentcomplex of enzymeandstrand-cleavedDNA which is anintermediateof
thecatalytic mechanism.Thecellularsequela of inhibitionof topoisomerase-I by topotecanis theinductionof protein-
associatedDNA single-strandbreaks.

Clinical effi cacyandsafety:

Relapsed Ovarian Cancer

In a comparativestudyof topotecanandpaclitaxelin patientspreviously treatedfor ovariancarcinomawith platinum
basedchemotherapy(n = 112and114,respectively), theresponserate (95% CI) was20.5% (13%, 28%) versus14
% (8 %, 20%) andmediantime to progression19weeksversus15weeks(hazardratio 0.7[0.6,1.0]), for topotecan
and paclitaxel, respectively.Medianoverallsurvival was62weeks for topotecanversus53weeksfor paclitaxel (hazard
ratio0.9[0.6,1.3]).

Theresponseratein thewholeovariancarcinomaprogramme(n = 392,all previouslytreatedwith cisplatinor cisplatin
and paclitaxel) was16%. Themediantime to responsein clinical trialswas7.6-11.6weeks.In patientsrefractory to, or
relapsing within 3 monthsaftercisplatin therapy(n = 186),theresponserate was10%.

Thesedatashould beevaluatedin thecontext of theoverall safety profile of themedicinalproduct, in particular to the
importanthaematologicaltoxicity (seesection4.8).

A supplementaryretrospectiveanalysiswas conductedondata from 523patientswith relapsedovariancancer.
Altogether,87completeandpartialresponseswereobserved,with 13of theseoccurring duringcycles5 and6 and3
occurringthereafter.Forpatientsadministered morethan 6 cyclesof therapy,91% completedthestudyasplannedor
weretreateduntil diseaseprogression with only 3 % withdrawnfor adverseevents.

Relapsed SCLC

A phase III trial (study 478)comparedoral topotecanplusBest SupportiveCare[BSC] [n=71] with BSCalone[n=70]
in patientswhohadrelapsedfollowing fi rst line therapy(mediantimeto progression[TTP] from first-line therapy: 84
days for oral topotecan+ BSC, 90daysfor BSC)andfor whomretreatmentwith intravenouschemotherapywasnot
considered appropriate. Oral topotecanplus BSCgrouphadastatistically significantimprovementin overallsurvival
comparedwith theBSCalonegroup(Log-rankp=0.0104).Theunadjustedhazardratio for oral topotecan plusBSC
grouprelative to BSCalonegroupwas0.64(95%CI: 0.45,0.90).Themediansurvivalfor patientstreatedwith
topotecan+ BSCwas25.9weeks[95 % C.I. 18.3,31.6]comparedto 13.9weeks [95% C.I. 11.1,18.6] for patients
receiving BSCalone[p=0.0104].

Patientself -reportsof symptoms usinganunblindedassessmentshowedaconsistent trend for symptom benefitfor oral
topotecan+ BSC.

OnePhase2 study (Study065)andonePhase3 study(Study396)wereconductedto evaluatetheefficacyof oral
topotecanversusintravenoustopotecanin patientswhohadrelapsed ≥ 90 daysafter completionof oneprior regimen
of chemotherapy.(seeTable1). Oral andintravenoustopotecanwereassociated with similar symptompalliationin
patientswith relapsedsensitiveSCLCin patientself-reportsonanunblindedsymptomscaleassessmentin each of
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thesetwo studies.

Table 1. Summary of survival, response rate, and time to progression in SCLC patients treated with oral
Topotecan or intravenous Topotecan

N = totalnumber of patientstreated.

CI = Confidenceinterval.

In anotherrandomisedphaseIII trial whichcompared IV topotecan to cyclophosphamide,Adriamycin (doxorubicin)
and vincristine(CAV) in patientswith relapsed,sensitive SCLC, theoverall responseratewas24.3%for topotecan
comparedto 18.3%for theCAV group.Mediantime to progressionwassimilar in thetwo groups(13.3weeksand12.3
weeksrespectively). Mediansurvivalsfor thetwo groupswere 25.0and24.7weeksrespectively.Thehazardratio for
survival of IV topotecanrelativeto CAV was 1.04(95%CI 0.78– 1.40).

Theresponserateto topotecanin thecombined small cell lungcancerprogramme
(n = 480) for patientswith relapseddiseasesensitive to first-linetherapy, was 20.2%. Themediansurvivalwas30.3
weeks(95% CI: 27.6,33.4).

In a population of patientswith refractory SCLC(thosenot responding to first line therapy), theresponserateto
topotecanwas4.0%.

Cervical Carcinoma

In a randomised,comparativephaseIII trial conductedby theGynaecological OncologyGroup(GOG 0179), topotecan
plus cisplatin (n=147) wascomparedwith cisplatin alone(n=146)for thetreatmentof histologically confirmed
persistent,recurrentor StageIVB carcinomaof thecervix wherecurative treatmentwith surgery and/orradiation was
not consideredappropriate.Topotecanplus cisplatin hadastatistically significantbenefitin overall survivalrelativeto
cisplatinmonotherapyafteradjusting for interim analyses(Log-rankp =0.033).

Study results Study GOG-0179

Study 065 Study 396
Oral

topotecan
Intravenous

topotecan
Oral

topotecan
Intravenous

topotecan
(N = 52) (N = 54) (N = 153) (N = 151)

Median survival (weeks)

(95% CI)

32.3

(26.3,40.9)

25.1

(21.1,33.0)

33.0

(29.1,42.4)

35.0

(31.0,37.1)
Hazardratio (95%CI) 0.88 (0.59,1.31) 0.88 (0.7,1.11)

Response rate (%)

(95% CI)

23.1

(11.6,34.5)

14.8

(5.3,24.3)

18.3

(12.2,24.4)

21.9

(15.3,28.5)
Difference in response rate
(95% CI)

8.3 (-6.6, 23.1) -3.6 (-12.6,5.5)

Median time to progression
(weeks)

(95% CI)

14.9

(8.3,21.3)

13.1

(11.6,18.3)

11.9

(9.7,14.1)

14.6

(13.3,18.9)

Hazardratio (95%CI) 0.90 (0.60,1.35) 1.21(0.96,1.53)

ITT population
Cisplatin

50 mg/m2 d. 1
q21 d.

Cisplatin
50 mg/m2 d. 1 +

Topotecan
0.75 mg/m2 dx3 q21

Survival (months) (n= 146) (n = 147)
Median (95%C.I.) 6.5 (5.8,8.8) 9.4 (7.9,11.9)
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In patients(n=39)with recurrencewithin 180daysafter chemoradiotherapywith cisplatin,themediansurvival in the
topotecanpluscisplatinarmwas4.6months(95%C.I.: 2.6,6.1)versus4.5months(95%C.I.:2.9,9.6) for thecisplatin
arm with anhazardratioof 1.15(0.59,2.23).In those(n=102)with recurrenceafter 180days,themedian survivalin
thetopotecanpluscisplatin armwas9.9months(95%C.I.: 7, 12.6)versus6.3months(95%C.I.:4.9,9.5) for the
cisplatinarmwith anhazardratioof 0.75(0.49,1.16).

Paediatricpopulation:

Topotecanwasalsoevaluatedin thepaediatric population; however,only limiteddataonefficacyandsafety are
available.

In an open-labeltrial involving children(n = 108,agerange:infantto 16years)with recurrentor progressivesolid
tumours, topotecanwasadministeredata starting doseof 2.0mg/m2 given asa 30-minuteinfusion for 5 daysrepeated
every3 weeksfor up to oneyeardepending on responseto therapy. TumourtypesincludedwereEwing's
Sarcoma/primitive neuroectodermaltumour,neuroblastoma,osteoblastoma,andrhabdomyosarcoma.Antitumour
activity wasdemonstratedprimarily in patients with neuroblastoma. Toxicitiesof topotecanin paediatricpatients with
recurrentandrefractorysolid tumourswere similar to thosehistorically seenin adultpatients.In this study,forty-six
(43%) patients receivedG-CSFover192(42.1%)courses;sixty-five (60%)receivedtransfusionsof PackedRedBlood
Cellsandfi fty (46%)of plateletsover139and159courses(30.5%and34.9%)respectively.Basedon thedose-limiting
toxicity of myelosuppression,themaximumtolerateddose(MTD) wasestablished at 2.0mg/m2/daywith G-CSF and
1.4 mg/m2/daywithout G-CSFin apharmacokineticstudyin paediatric patientswith refractorysolid tumours(see
section5.2).

5.2 Pharmacokinetic properties

Following intravenousadministrationof topotecan at dosesof 0.5to 1.5mg/m2 asa 30minuteinfusiondaily for five
days, topotecandemonstrateda highplasmaclearanceof 62 l/h (SD22),correspondingto approximately2/3of liver
blood flow. Topotecanalsohada highvolumeof distribution, about132l, (SD 57)anda relativelyshorthalf-life of 2-
3 hours.Comparisonof pharmacokineticparameters did notsuggestanychangein pharmacokineticsoverthe5 daysof
dosing. Areaunderthecurveincreasedapproximately in proportion to theincreasein dose.Thereis little or no
accumulation of topotecanwith repeateddaily dosingandthere is noevidenceof achangein thePK aftermultiple
doses.Preclinical studiesindicateplasmaprotein bindingof topotecan is low (35%) anddistributionbetweenblood
cells andplasmawasfairly homogeneous.

Theeliminationof topotecanhasonly beenpartly investigatedin man.A major routeof clearanceof topotecanwasby
hydrolysis of thelactonering to form thering-openedcarboxylate.

Metabolismaccountsfor <10%of theelimination of topotecan.An N-desmethyl metabolite,whichwasshown to have
similar or lessactivity thantheparentin a cell -basedassay,wasfoundin urine, plasma,andfaeces.Themean
metabolite:parentAUC ratiowaslessthan10% for bothtotal topotecanandtopotecanlactone.An O-glucuronidation
metaboliteof topotecanandN-desmethyltopotecan hasbeenidentifiedin theurine.

Hazardratio (95%C.I.) 0.76(0.59-0.98)
Log rankp-value 0.033
Patients without Prior Cisplatin Chemoradiotherapy

Cisplatin Topotecan/Cisplatin
Survival (months) (n= 46) (n = 44)
Median (95%C.I.) 8.8 (6.4,11.5) 15.7(11.9,17.7)
Hazardratio (95%C.I.) 0.51 (0.31, 0.82)
Patients with Prior Cisplatin Chemoradiotherapy

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.I.) 0.85 (0.59, 1.21)
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Overall recoveryof medicinalproduct-relatedmaterial following five daily dosesof topotecanwas71 to 76% of the
administeredIV dose.Approximately51%wasexcretedastotal topotecan and3 % wasexcretedasN-desmethyl
topotecanin theurine.Faecalelimination of total topotecan accountedfor 18% while faecaleliminationof N-
desmethyltopotecanwas1.7%. Overall, theN-desmethyl metabolite contributedameanof lessthan7%(range4-9 %)
of thetotal medicinalproductrelatedmaterial accountedfor in theurineand faeces.Thetopotecan-O-glucuronideand
N-desmethyl topotecan-O-glucuronidein theurinewerelessthan2.0%.

In vitro datausinghumanliver microsomesindicate theformation of smallamounts of N-demethylatedtopotecan.In
vitro, topotecandid not inhibit humanP450enzymesCYP1A2,CYP2A6,CYP2C8/9,CYP2C19,CYP2D6,CYP2E,
CYP3A, or CYP4A nordid it inhibit thehuman cytosolic enzymesdihydropyrimidineor xanthineoxidase.

Whengivenin combinationwith cisplatin (cisplatin day1, topotecandays 1 to 5), theclearanceof topotecanwas
reducedonday5 comparedto day1 (19.1L/h/m2 comparedto 21.3L/h/m2 [n=9]) (seesection4.5).

Plasmaclearancein patientswith hepaticimpairment(serumbilirubin between 1.5 and10mg/dl) decreasedto about67
% whencomparedwith acontrol groupof patients.Topotecanhalf-life was increasedby about30% but noclear
change in volumeof distributionwasobserved.Plasmaclearanceof total topotecan(activeandinactive form) in
patientswith hepatic impairmentonly decreasedby about10% comparedwith thecontrolgroupof patients.

Plasmaclearancein patientswith renalimpairment(creatinine clearance41-60ml/min.) decreasedto about67%
comparedwith controlpatients.Volumeof distributionwasslightly decreasedandthushalf-life only increasedby 14
%. In patientswith moderaterenalimpairmenttopotecan plasmaclearancewasreducedto 34% of thevalue in control
patients.Meanhalf-life increasedfrom 1.9hoursto 4.9hours.

In a population study,anumberof factors includingage, weight andascites had nosignificanteffectonclearanceof
total topotecan(active andinactiveform).

Paediatrics

Thepharmacokineticsof topotecangiven asa30-minuteinfusion for 5 dayswereevaluatedin two studies.Onestudy
includeda doserangeof 1.4mg/m2 to 2.4mg/m2 in children(aged2 up to 12years,n = 18),adolescents(aged12up to
16 years,n = 9), andyoungadults(aged16 to 21years,n = 9) with refractory solid tumours.Thesecondstudyincluded
adoserangeof 2.0mg/m2 to 5.2 mg/m2 in children(n = 8), adolescents(n = 3), andyoungadults (n = 3) with
leukaemia.In thesestudies,therewereno apparentdifferences in thepharmacokineticsof topotecan amongchildren,
adolescents,andyoungadult patientswith solid tumoursor leukaemia, but dataare too limited to draw definite
conclusions.

5.3 Preclinical safety data

Resultingfrom its mechanismof action,topotecan is genotoxic to mammalian cells(mouselymphomacellsandhuman
lymphocytes)in vitro andmousebonemarrowcells in vivo. Topotecan was alsoshownto causeembryo-foetallethality
whengivento rats andrabbits.

In reproductive toxicity studieswith topotecanin rats therewasnoeffect onmaleor femalefertility; however,in
femalessuper-ovulationandslightly increasedpre-implantation losswereobserved.

Thecarcinogenic potential of topotecanhasnot beenstudied.
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6 PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Mannitol(E421)
Tartaricacid (E334)
Hydrochloricacid(E507)(for pH adjustment)
Sodiumhydroxide(E524)(for pH adjustment)

6.2 Incompatibilities

This medicinalproduct mustnotbemixedwith other medicinal productsexceptthosementionedin section6.6.

6.3 Shelf life

UnopenedVials
2 years

Reconstitutedanddilutedsolutions

Theproductshouldbeusedimmediatelyafter reconstitution asit containsnoantibacterial preservative.

Dilutedsolutions
Thephysiochemical stability of thedrugproductafter dilution in therecommendedsolutionsfor infusion(seesection
6.6) hasbeendemonstratedfor 48hours at 2°C to 8°C and25°C.

From amicrobiologicalpointof view, theproduct shouldbeusedimmediately. If not usedimmediately,in-usestorage
time andconditionsprior to usearetheresponsibility of theuserandwouldnormallynotbelongerthan24hours at 2°
C to 8°C, unlessreconstitution/dilution hastakenplacein controlledandvalidatedasepticcondition.

6.4 Special precautions for storage

Keepthevial in theoutercartonin orderto protect from light.

6.5 Nature and contents of container

Theproductis packedin type-I, 6 ml, clear,colorless,tubularglassvials, closedwith a 20mm fluroteclyotecrubber
stoppersandsealedwith 20mm aluminum fli p-off overseals.

Topotecan4 mgpowderfor concentrate for solutionfor infusion isavailablein cartoncontaining1 vial or 5 vials.Each
vial maybeshrinkwrappedandmay/maynot bepackedin aplastic container.

6.6 Special precautions for disposal and other handling

Topotecan4 mgpowderfor concentrate for solutionfor infusion4 mg vials mustbereconstitutedwith 4 ml waterfor
injections.Thereconstitutedsolutionis yellow to yellow-green in colourandprovides1 mgper ml of topotecan.

Furtherdilution of theappropriatevolumeof thereconstituted solutionwith either0.9% w/v sodiumchloride
intravenousinfusionor 5 % w/v glucoseintravenousinfusion is requiredto a final concentrationof between25and50
microgramperml.

Thenormalprocedures for properhandlinganddisposalof anticancer medicinal productsshouldbeadopted,namely:

− Personnelshouldbetrainedto reconstitute themedicinal product.
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− Pregnant staff shouldbeexcludedfrom workingwith this medicinal product.

− Personnelhandlingthis medicinalproduct duringreconstitution should wearprotectiveclothingincludingmask,
gogglesandgloves.

− All itemsfor administrationor cleaning,includinggloves,shouldbeplacedin high-risk, waste disposalbagsfor
high-temperatureincineration.

− Accidental contactwith theskinor eyesshouldbetreatedimmediately with copiousamountsof water.

Remnantsof themedicinalproductaswell as all materials thathavebeen used for reconstitution,for dilution and
administrationmustbedestroyedaccording to hospital standardproceduresapplicableto cytotoxicagentswith due
regardto currentlawsrelatedto thedisposalof hazardouswaste.
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