
Summary of Product Characteristics

1 NAME OF THE MEDICINAL PRODUCT

TopotecanAccord4mgpowderfor concentratefor solution for infusion

2 QUALITATIVE AND QUANTITATIVE COMPOSITION

Each vial containsTopotecanHydrochlorideequivalent to 4 mgTopotecan
Each ml of reconstitutedsolutioncontains1 mgTopotecan

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

3 PHARMACEUTICAL FORM

Powderfor concentratefor solutionfor infusion.

A Yellow powder.

4 CLINICAL PARTICULARS

4.1 Therapeutic Indications

Topotecanmonotherapyis indicatedfor thetreatmentof:
• patientswith metastaticcarcinomaof theovaryafter failureof first-line or subsequenttherapy.
• patients with relapsedsmall cell lung cancer [SCLC] for whom re-treatment with the first- line regimenis not
considered appropriate(seesection5.1).

Topotecan in combinationwith cisplatin is indicated for patients with carcinoma of the cervix recurrent after
radiotherapyand for patientswith StageIVB disease. Patients with prior exposureto cisplatin requirea sustained
treatmentfreeintervalto justify treatmentwith thecombination (seesection 5.1).

4.2 Posology and method of administration

Methodof administration

Theuseof topotecanshouldbeconfined to units specialisedin theadministration of cytotoxicchemotherapyandshouldonly be
administeredunderthe supervisionof a physicianexperiencedin theuseof chemotherapy(seesection6.6).

Topotecanmustbereconstitutedandfurtherdiluted beforeuse(see section6.6).

Posology

Whenusedin combinationwith cisplatin,thefull prescribing information for cisplatinshould be consulted.

Prior to administrationof the first courseof topotecan,patientsmust havea baselineneutrophilcount of ≥1.5 x 109/l, and a
platelet countof ≥100x 109/l anda haemoglobinlevelof ≥ 9 g/dl (aftertransfusionif necessary).

Ovarian and Small Cell Lung Carcinoma

Initial dose
The recommendeddoseof topotecanis 1.5 mg/m2 body surfacearea/dayadministered by intravenousinfusion over 30 minutes
daily for 5 consecutivedayswith a 3 weekintervalbetweenthestartof eachcourse.If well tolerated,treatmentmaycontinueuntil
diseaseprogression (seesections4.8and5.1).
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Subsequent doses
Topotecan shouldnot be re-administeredunlessthe neutrophil count is ≥1 x 109/l, the platelet count is ≥100 x 109/l, and the
haemoglobinlevel is ≥9 g/dl (aftertransfusionif necessary).

Standardoncologypractice for the managementof neutropenia is either to administertopotecanwith othermedications(e.g.G-
CSF)or to dose reduceto maintainneutrophilcounts.

If dosereductionis chosenfor patientswho experiencesevereneutropenia(neutrophil count< 0.5 x 109/l) for 7 daysor more,or
severe neutropeniaassociated with feveror infection, or who havehadtreatmentdelayeddueto neutropenia,thedoseshould be
reduced by 0.25mg/m2/day to 1.25mg/m2/day(or subsequentlydown to 1.0mg/m2/dayif necessary)

Doses shouldbesimilarly reducedif theplatelet countfalls below25 x 109/l. In clinical trials, topotecan wasdiscontinuedif the
dosehadbeenreducedto 1.0 mg/m2 anda furtherdosereductionwasrequiredto manageadverseeffects.

Cervical Carcinoma

Initial dose
Therecommendeddoseof topotecanis 0.75mg/m2/dayadministered as30 minuteintravenousinfusiondaily on days1, 2 and3.
Cisplatin is administered as an intravenousinfusion on day 1 at a doseof 50 mg/m2/day andfollowing the topotecandose.This
treatment scheduleis repeatedevery 21daysfor 6 coursesor until progressivedisease.

Subsequent doses
Topotecanshouldnot bere-administeredunlesstheneutrophil countis morethanor equalto 1.5x 109/l, theplateletcountis more
than or equalto 100x 109/l, and thehaemoglobinlevel is morethanor equalto 9g/dl (aftertransfusionif necessary).

Standardoncologypractice for the managementof neutropenia is either to administertopotecanwith othermedications(e.g.G-
CSF)or to dose reduceto maintainneutrophilcounts.

If dose reductionis chosen for patients who experiencesevereneutropenia(neutrophil count lessthan0.5 x 109/l) for 7 daysor
more, or severeneutropeniaassociatedwith fever or infection or who havehadtreatmentdelayeddue to neutropenia,the dose
shouldbereducedby 20%to 0.60mg/m2/dayfor subsequentcourses(or subsequentlydownto 0.45mg/m2/dayif necessary).

Doses shouldbesimilarly reducedif theplatelet count falls below25x 109/l.

Dosage in renally impaired patients
Monotherapy (Ovarian and Small cell lung carcinoma)
Insufficient dataare availableto makea recommendation for patients with a creatinineclearance< 20 ml/min. Limited data
indicatethat the dose should be reducedin patientswith moderate renal impairment. The recommendedmonotherapy doseof
topotecanin patientswith ovarianor small cell lung carcinomaand a creatinineclearancebetween20 and 39 ml/min is 0.75
mg/m2 /day for 5 consecutivedays.

Combination therapy (Cervical carcinoma)
In clinical studieswith topotecan in combinationwith cisplatinfor the treatment of cervicalcancer, therapywasonly initiated in
patientswith serumcreatininelessthan or equalto 1.5mg/dL. If, duringtopotecan/cisplatincombinationtherapyserum creatinine
exceeds1.5 mg/dL, it is recommendedthat the full prescribinginformation be consultedfor any advice on cisplatin dose
reduction/continuation.If cisplatin is discontinued,thereareinsufficientdataregarding continuing monotherapywith topotecanin
patientswith cervicalcancer.

Paediatrics
The experiencein children is limited; thereforeno recommendation for treatmentof paediatricpatients with topotecancan be
given(seesections5.1and5.2).
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4.3 Contraindications

Topotecanis contra-indicatedin patientswho
− havea history of severehypersensitivity to topotecan or to anyof theexcipients
− arebreastfeeding(seesection4.6)
− alreadyhaveseverebonemarrowdepressionprior to starting fi rst course, asevidencedby baselineneutrophils< 1.5
x 109/l and/or aplatelet countof <100x 109/l.

4.4 Special warnings and precautions for use

Haematologicaltoxicity is dose-related andfull bloodcountincludingplateletsshouldbemonitoredregularly(seesection 4.2).

As with other cytotoxic medicinalproducts, topotecancancause severemyelosuppression. Myelosuppressionleadingto sepsis
andfatalitiesdueto sepsishavebeenreportedin patients treatedwith topotecan(see section4.8).

Topotecan-inducedneutropeniacancauseneutropeniccolitis. Fatalitiesdueto neutropenic colitis havebeenreportedin clinical
trials with topotecan.In patients presentingwith fever,neutropenia,anda compatiblepattern of abdominalpain, thepossibilityof
neutropeniccolitis shouldbeconsidered.

Topotecan hasbeenassociatedwith reportsof interstitial lung disease(ILD), some of which havebeenfatal (seesection 4.8).
Underlying risk factors include history of ILD, pulmonary fibrosis, lung cancer,thoracic exposure to radiation and use of
pneumotoxic drugs and/or colony stimulating factors. Patients should be monitored for pulmonary symptoms indicative of
interstitial lung disease(e.g.cough, fever,dyspnoeaand/or hypoxia),andtopotecanshouldbe discontinuedif a newdiagnosisof
ILD is confirmed.

Topotecan monotherapyand topotecan in combination with cisplatin are commonly associatedwith clinically relevant
thrombocytopenia.This shouldbetakeninto accountwhenprescribingtopotecan,e.g. in casepatientsat increasedrisk of tumour
bleedsareconsideredfor therapy.

As expected,patientswith poorperformancestatus(PS>1)have a lower responserateandanincreasedincidenceof complications
suchasfever, infectionandsepsis (seesection 4.8).Accurateassessmentof performance statusat thetime therapy isgivenis
important,to ensurethatpatientshavenotdeterioratedto performancestatus3.

Thereis insufficientexperienceof theuseof topotecanin patientswith severelyimpairedrenal function (creatinine clearance< 20
ml/min) or severelyimpairedhepaticfunction (serumbilirubin ≥10 mg/dl) dueto cirrhosis.Topotecanis not recommendedto be
usedin thesepatientgroups.

A small numberof hepatically impairedpatients (serumbilirubin between1.5 and10 mg/dl) weregiven intravenoustopotecanat
1.5mg/m2 for five dayseverythreeweeks.A reduction in topotecanclearancewasobserved.However,there areinsufficientdata
available to makea doserecommendationfor thispatientgroup.

4.5 Interaction with other medicinal products and other forms of interaction

No in vivo humanpharmacokineticinteraction studieshavebeenperformed.

Topotecan doesnot inhibit humanP450enzymes(seeSection5.2). In an intravenouspopulation study,the co-administrationof
granisetron, ondansetron,morphineor corticosteroidsdid not appearto havea significanteffecton thepharmacokineticsof total
topotecan(activeandinactiveform).

In combining topotecan with otherchemotherapyagents,reductionof the dosesof eachmedicinalproduct may be required to
improvetolerability. However, in combiningwith platinum agents, thereis a distinct sequence-dependentinteractiondepending
on whethertheplatinum agent is givenon day1 or 5 of thetopotecandosing.If eithercisplatinor carboplatin is givenon day1 of
thetopotecandosing,a lower doseof eachagentmustbegivento improvetolerability comparedto thedoseof each agent which
canbegiven if the platinumagentis givenonday5 of thetopotecandosing.

Whentopotecan(0.75mg/m2/dayfor 5 consecutivedays)andcisplatin(60 mg/m2/dayonDay1) wereadministeredin 13patients
with ovariancancer,a slight increasein AUC (12%,n=9) andCmax (23%,n=11)wasnotedon day5. This increaseis considered

unlikely to beof clinical relevance.
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4.6 Fertility, pregnancy and lactation

Contraceptionin malesandfemales
As with all cytotoxicchemotherapy,effective contraceptive methodsmustbeadvisedwheneitherpartneris treatedwith
topotecan.

Women of childbearingpotential
Topotecanhasbeenshownto causeembryo-foetallethality andmalformationsin preclinical studies(seesection5.3). As with
othercytotoxicmedicinalproducts, topotecanmaycausefoetalharmandthereforewomenof child bearing potential shouldbe
advisedto avoidbecomingpregnantduringtherapywith topotecan.

Pregnancy
If topotecanis usedduringpregnancy,or if thepatientbecomespregnantduringtherapywith topotecan,thepatientmustbe
warnedof thepotential hazardto thefoetus.

Breastfeeding
Topotecan is contra-indicated during breast-feeding (seesection4.3). Although it is not known whether topotecanis excretedin
humanbreastmilk, breast-feedingshouldbediscontinuedat thestart of therapy.

Fertility
No effectson maleor femalefertility havebeenobservedin reproductivetoxicity studiesin rats(seesection5.3). However, as
with other cytotoxic medicinal products topotecanis genotoxic and effects on fertility, including male fertility, cannot be
excluded.

4.7 Effects on ability to drive and use machines

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

4.8 Undesirable effects

In dose-findingtrials involving 523patientswith relapsedovariancancerand631patients with relapsedsmallcell lungcancer,
thedoselimiting toxicity of topotecanmonotherapyfoundto behaematological.Toxicity waspredictableand reversible. There
werenosignsof cumulativehaematologicalor non-haematologicaltoxicity.

Theadverseeventprofile for topotecanwhengivenin combinationwith cisplatin in thecervicalcancerclinical trialsis consistent
with thatseenwith topotecanmonotherapy.Theoverallhaematological toxicity is lower in patientstreatedwith topotecanin
combinationwith cisplatincomparedto topotecanmonotherapy,buthigherthanwith cisplatinalone.

Additionaladverseeventswereseenwhentopotecanwasgivenin combinationwith cisplatin;however,theseevents wereseen
with cisplatinmonotherapyandnotattributable to topotecan.Theprescribing information for cisplatinshouldbeconsulted for a
full list of adverseeventsassociatedcisplatin use.

Theintegratedsafetydatafor topotecanmonotherapy are presentedbelow.

Adversereactionsarelistedbelow; by systemorganclassandabsolutefrequency(all reportedevents).Frequencies are definedas:
verycommon(≥ 1/10),common(≥ 1/100,< 1/10); uncommon(≥ 1/1,000,< 1/100);rare(≥ 1/10,000,< 1/1,000);very rare (<
1/10,000),notknown(cannotbeestimatedfromtheavailable data).

Within eachfrequencygrouping,undesirableeffectsarepresentedin orderof decreasing seriousness.

Infections and infestations
Very common:infection
Common:sepsis2

2 Fatalities dueto sepsishavebeenreportedin patientstreatedwith topotecan(seesection 4.4).

Blood and lymphatic system disorders
Very common:febrileneutropenia,neutropenia (seeGastrointestinaldisorders), thrombocytopenia,anaemiaandleucopenia
Common:pancytopenia
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Not known: severebleeding(associated with thrombocytopenia)

Immune system disorders
Common:hypersensitivity reactions includingrash
Rare:anaphylacticreaction,angioedema,urticaria

Metabolism and nutrition disorders
Very common:anorexia(whichmaybesevere).

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

Gastrointestinal disorders
Very common:Nausea,vomitinganddiarrhea(all of whichmaybesevere),constipation, abdominalpain* andmucositis
*Neutropeniccolitis, includingfatal neutropeniccolitis, hasbeenreportedto occuras acomplicationof topotecan-induced
neutropenia(seesection4.4)

Hepatobiliary disorders
Common:hyperbilirubinaemia

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

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

*Extravasationhasbeenreportedvery rarely. Reactionshavebeenmild andhavenotgenerallyrequiredspecific therapy.

Theincidenceof adverseevents listedabovehavethepotentialto occurwith a higherfrequencyin patients whohave apoor
performancestatus(seesection4.4).

Thefrequenciesassociatedwith thehaematologicalandnon-haematological adverseeventslistedbelowrepresent theadverse
eventreportsconsideredto berelated/possibly relatedto topotecantherapy.

Haematological
Neutropenia: Severe(neutrophilcount<0.5x 109/l) duringcourse1 wasseenin 55% of thepatientsandwith duration≥7 daysin
20% andoverall in 77% of patients (39% of courses).In associationwith severeneutropenia, feveror infectionoccurredin 16%
of patientsduringcourse1 andoverall in 23% of patients(6 % of courses).Mediantime to onsetof severeneutropeniawas9
daysandthemediandurationwas7 days.Severe neutropenialastedbeyond7 daysin 11% of coursesoverall.Amongall patients
treatedin clinical trials (includingboththosewith severeneutropenia andthosewhodid not developsevereneutropenia),11% (4
% of courses)developedfeverand 26% (9 % of courses)developedinfection.In addition,5 % of all patientstreated(1 % of
courses)developedsepsis(seesection4.4).

Thrombocytopenia: Severe (platelets lessthan25x 109/l) in 25% of patients(8 % of courses); moderate(plateletsbetween25.0
and50.0x 109/l) in 25% of patients(15% of courses).Mediantime to onsetof severethrombocytopeniawasDay 15and the
mediandurationwas5 days. Platelettransfusionsweregivenin 4 % of courses.Reportsof significant sequelaeassociatedwith
thrombocytopeniaincludingfatalitiesdueto tumourbleedshavebeeninfrequent.

Anaemia: Moderate to severe(Hb ≤8.0 g/dl) in 37% of patients(14% of courses).Redcell transfusionswere givenin 52 % of
patients(21% of courses).

Non-haematological
Frequentlyreportednon-haematological effects weregastrointestinalsuchasnausea(52%), vomiting (32%), anddiarrhoea(18
%), constipation(9 %) andmucositis(15%). Severe(grade3 or 4) nausea,vomiting,diarrhoeaandmucositisincidencewas4, 3,
2 and 1 % respectively.

Mild abdominalpainwasalsoreportedamongst4 % of patients.
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Fatiguewasobservedin approximately25% andastheniain 16% of patientswhilst receiving topotecan.Severe(grade3 or 4)
fatigueandastheniaincidencewas3 and3 % respectively.

Totalor pronouncedalopeciawasobservedin 30% of patients andpartial alopeciain 15% of patients.

Othersevereeventsoccurringin patientsthatwererecordedasrelatedor possiblyrelated to topotecantreatment were anorexia
(12 %), malaise (3 %) andhyperbilirubinaemia(1 %).

Hypersensitivity reactionsincludingrash,urticaria,angioedema andanaphylacticreactionshavebeenreportedrarely. In clinical
trials, rashwasreportedin 4 % of patientsandpruritusin 1.5% of patients.

4.9 Overdose

Thereis noknown antidotefor topotecanoverdose. Theprimarycomplicationsof overdoseareanticipatedto bebone
marrow suppressionandmucositis.

5 PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmaco-therapeutic group: Otherantineoplasticagents,ATC-code:L01XX17.

Theanti-tumouractivity of topotecaninvolvestheinhibitionof topoisomerase-I, anenzyme intimatelyinvolvedin DNA
replication asit relievesthetorsional strain introduced aheadof themoving replication fork. Topotecaninhibits topoisomerase-I
by stabilisingthecovalent complexof enzyme andstrand-cleavedDNA, which is anintermediateof thecatalytic mechanism. The
cellular sequelaof inhibition of topoisomerase-I by topotecanis theinduction of protein-associatedDNA single-strandbreaks.

Relapsed Ovarian Cancer

In a comparativestudyof topotecanandpaclitaxelin patientspreviously treatedfor ovariancarcinomawith platinumbased
chemotherapy(n = 112and114,respectively), theresponserate(95% CI) was 20.5% (13%, 28 %) versus14% (8 %, 20%) and
mediantime to progression19 weeksversus15weeks(hazardratio0.7[0.6,1.0]), for topotecanandpaclitaxel,respectively.
Medianoverallsurvival was62weeksfor topotecanversus53weeksfor paclitaxel(hazard ratio0.9[0.6,1.3]).

The responserate in the whole ovarian carcinoma programme (n = 392, all previously treatedwith cisplatin or cisplatin and
paclitaxel) was16 %. The median time to responsein clinical trials was7.6-11.6 weeks. In patientsrefractory to, or relapsing
within 3 monthsaftercisplatin therapy(n = 186),theresponseratewas10%.

These datashouldbeevaluatedin thecontextof theoverall safetyprofile of themedicinalproduct,in particularto the important
haematologicaltoxicity (seesection 4.8).

A supplementary retrospectiveanalysis was conductedon data from 523 patientswith relapsedovariancancer.Altogether,87
completeandpartial responseswereobserved,with 13 of theseoccurringduring cycles 5 and6 and3 occurringthereafter. For
patients administered more than 6 cycles of therapy,91 % completed the study as planned or were treateduntil disease
progressionwith only 3 % withdrawnfor adverseevents.

Relapsed SCLC

A phaseIII trial compared oral topotecanplus Best SupportiveCare[BSC] [n=71] with BSC alone[n=70] in patients who had
relapsedfollowing first line therapy[mediantimeto progression[TTP] from first-line therapy: 84 daysfor oral topotecan+ BSC,
90 daysfor BSC] and for whom retreatment with i.v. chemotherapywasnot consideredappropriate.Oral topotecan plus BSC
grouphada statistically significant improvementin overall survival comparedwith the BSC alonegroup (Logrankp=0.0104).
The unadjustedhazardratio for oral topotecanplus BSC grouprelative to BSC alonegroupwas0.64(95% CI: 0.45,0.90).The
mediansurvival for patientstreated with topotecan+ BSCwas25.9weeks[95 % C.I. 18.3,31.6] comparedto 13.9weeks[95 %
C.I. 11.1,18.6] for patientsreceiving BSCalone[p=0.0104].

Patientself-reportsof symptomsusing anunblindedassessmentshoweda consistenttrendfor symptombenefitfor oral topotecan
+ BSC.
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One Phase 2 study (Study 065) and one Phase3 study (Study 396) were conductedto evaluatethe efficacy of oral topotecan
versusintravenoustopotecanin patientswho hadrelapsed≥ 90 daysafter completionof oneprior regimenof chemotherapy.(see
Table 1). Oral and intravenous topotecanwere associatedwith similar symptompalliation in patients with relapsedsensitive
SCLCin patientself- reports onan unblindedsymptomscale assessmentin eachof these two studies.

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

N = total numberof patientstreated.
CI = Confidenceinterval.

In another randomised phase III trial which comparedIV topotecanto cyclophosphamide, Adriamycin (doxorubicin) and
vincristine (CAV) in patientswith relapsed,sensitiveSCLC, the overall responserate was 24.3% for topotecan comparedto
18.3%for theCAV group.Mediantime to progression wassimilar in the two groups (13.3weeksand12.3weeksrespectively).
Mediansurvivalsfor thetwo groupswere25.0and24.7weeksrespectively. Thehazardratio for survival of IV topotecanrelative
to CAV was1.04(95%CI 0.78– 1.40).

The response rate to topotecanin the combinedsmall cell lung cancer programme[n = 480] for patientswith relapseddisease
sensitiveto first-line therapy, was20.2%. Themediansurvival was30.3weeks(95% CI: 27.6,33.4).

In a populationof patientswith refractory SCLC (thosenot respondingto fi rst line therapy),the responserateto topotecanwas
4.0%.

Cervical Carcinoma

In a randomised,comparativephaseIII trial conductedby theGynaecologicalOncology Group(GOG0179),topotecanplus
cisplatin(n=147)was comparedwith cisplatinalone(n=146)for thetreatmentof histologicallyconfirmed persistent,recurrentor
Stage IVB carcinomaof thecervixwherecurativetreatmentwith surgeryand/orradiation wasnot consideredappropriate.
Topotecanpluscisplatinhada statisticallysignificantbenefitin overall survivalrelative to cisplatinmonotherapyafter adjusting
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) 32.3 25.1 33.0 35.0
(95%CI) (26.3,40.9) (21.1,33.0) (29.1,42.4) (31.0,37.1)
Hazardratio (95%CI) 0.88(0.59,1.31) 0.88(0.7,1.11)

Response rate (%) 23.1 14.8 18.3 21.9
(95%CI) (11.6,34.5) (5.3,24.3) (12.2,24.4) (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)

14.9 13.1 11.9 14.6

(95%CI) (8.3, 21.3) (11.6,18.3) (9.7,14.1) (13.3,18.9)
Hazardratio (95%CI) 0.90(0.60,1.35) 1.21 (0.96,1.53)

ITT population

Cisplatin
50mg/m2 d. 1

q21 d.

Cisplatin
50mg/m2 d. 1 +

Topotecan
0.75mg/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,themediansurvivalin thetopotecan
pluscisplatinarmwas4.6 months(95%C.I.: 2.6,6.1)versus4.5months(95%C.I.: 2.9,9.6) for the cisplatinarmwith ahazard
ratioof 1.15(0.59,2.23).In those(n=102)with recurrenceafter180days, themediansurvivalin the topotecanpluscisplatinarm
was9.9 months(95%C.I.: 7, 12.6)versus6.3months(95%C.I.:4.9,9.5) for thecisplatinarmwith a hazardratioof 0.75(0.49,
1.16).

Paediatrics

Topotecanwasalsoevaluatedin thepaediatric population; however,only limiteddata on efficacyandsafetyareavailable.

In an open-label trial involving children (n = 108, agerange:infant to 16 years)with recurrent or progressivesolid tumours,
topotecanwasadministeredata startingdoseof 2.0mg/m2 given asa 30-minuteinfusionfor 5 daysrepeatedevery3 weeksfor up
to oneyeardependingon responseto therapy.TumourtypesincludedwereEwing'sSarcoma/primitive neuroectodermaltumour,
neuroblastoma,osteoblastoma,and rhabdomyosarcoma. Antitumour activi ty was demonstratedprimarily in patients with
neuroblastoma.Toxicities of topotecanin paediatric patients with recurrentand refractorysolid tumours were similar to those
historically seen in adult patients. In this study, forty-six (43%) patientsreceived G-CSF over 192 (42.1%) courses; sixty-five
(60%) receivedtransfusionsof Packed RedBlood Cellsandfift y (46%)of plateletsover139 and159courses(30.5%and34.9%)
respectively. Basedon the dose-limiting toxicity of myelosuppression, themaximum tolerateddose(MTD) wasestablished at 2.0
mg/m2/day with G-CSFand1.4mg/m2/daywithoutG-CSFin a pharmacokineticstudyin paediatric patientswith refractorysolid
tumours(seesection5.2).

5.2 Pharmacokinetic properties

Following intravenous administration of topotecanat dosesof 0.5 to 1.5 mg/m2 as a 30 minute infusion daily for five days,
topotecandemonstrated a high plasmaclearanceof 62 l/h (SD 22), correspondingto approximately 2/3 of liver blood flow.
Topotecanalsohada high volumeof distribution,about132 l, (SD 57) anda relatively short half-life of 2-3 hours.Comparisonof
pharmacokinetic parametersdid not suggestany changein pharmacokineticsover the 5 daysof dosing.Area underthe curve
increased approximatelyin proportionto the increasein dose.Thereis little or no accumulation of topotecanwith repeateddaily
dosingand thereis no evidenceof a changein thePK aftermultiple doses.Preclinicalstudiesindicateplasmaprotein bindingof
topotecanis low (35%)anddistributionbetweenbloodcells andplasmawasfairly homogeneous.

Theeliminationof topotecanhasonly beenpartly investigatedin man.A majorroute of clearance of topotecanwasby hydrolysis
of thelactonering to form thering-openedcarboxylate.

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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Metabolism accountsfor <10% of theelimination of topotecan.An N-desmethylmetabolite,which wasshownto havesimilar or
lessactivity thantheparent in a cell-basedassay,wasfound in urine,plasma,andfaeces.Themeanmetabolite: parentAUC ratio
waslessthan10% for bothtotal topotecanandtopotecanlactone.An O-glucuronidationmetaboli teof topotecanandN-desmethyl
topotecanhasbeenidentifiedin theurine.

Overall recoveryof medicinal product-relatedmaterialfollowing five daily dosesof topotecanwas71 to 76% of theadministered
IV dose. Approximately51%wasexcretedastotal topotecanand3 % wasexcretedasN-desmethyltopotecanin theurine.Faecal
elimination of total topotecanaccountedfor 18 % while faecaleliminationof N-desmethyl topotecan was1.7%. Overall , the N-
desmethyl metabolitecontributeda meanof lessthan7 % (range4-9 %) of thetotal medicinal product related material accounted
for in the urine andfaeces.The topotecan-O-glucuronide andN-desmethyl topotecan-O-glucuronide in the urine were lessthan
2.0%.

In vitro data using humanliver microsomesindicate the formation of small amountsof N-demethylated topotecan.In vitro,
topotecandid not inhibit humanP450 enzymes CYP1A2, CYP2A6, CYP2C8/9, CYP2C19, CYP2D6, CYP2E, CYP3A, or
CYP4A nordid it inhibit thehumancytosolicenzymesdihydropyrimidineor xanthineoxidase.

Whengivenin combinationwith cisplatin (cisplatinday1, topotecandays1 to 5), theclearance of topotecanwas reduced on day
5 comparedto day1 (19.1L/h/m2 comparedto 21.3L/h/m2 [n=9]) (seesection4.5).

Plasmaclearancein patientswith hepatic impairment(serumbilirubin between1.5 and10 mg/dl) decreasedto about67 % when
compared with a control groupof patients.Topotecanhalf-life was increasedby about 30 % but no clear changein volume of
distribution wasobserved.Plasmaclearanceof total topotecan(active andinactive form) in patientswith hepatic impairmentonly
decreasedby about10% compared with thecontrolgroupof patients.

Plasmaclearancein patientswith renalimpairment(creatinineclearance41-60 ml/min.) decreasedto about67 % comparedwith
control patients.Volume of distribution was slightly decreasedand thus half-life only increased by 14 %. In patients with
moderate renal impairment topotecanplasma clearancewas reducedto 34 % of the value in control patients.Mean half-life
increased from 1.9hoursto 4.9 hours.

In a populationstudy,anumberof factors includingage,weight andasciteshadnosignificant effectonclearanceof total
topotecan(activeandinactiveform).

Paediatrics

Thepharmacokinetics of topotecan givenas a 30-minute infusionfor 5 dayswere evaluatedin two studies.Onestudyincludeda
doserangeof 1.4mg/m2 to 2.4mg/m2 in children(aged2 up to 12 years,n = 18), adolescents(aged12up to 16 years,n = 9), and
youngadults(aged16 to 21 years, n = 9) with refractory solid tumours.Thesecondstudyincludeda doserangeof 2.0 mg/m2 to
5.2 mg/m2 in children (n = 8), adolescents(n = 3), and young adults (n = 3) with leukemia.In thesestudies,therewere no
apparent differencesin the pharmacokinetics of topotecan amongchildren, adolescents, and young adult patientswith solid
tumoursor leukemia,but dataaretoo limitedto drawdefinite conclusions.

5.3 Preclinical safety data

Resultingfrom its mechanismof action,topotecanis genotoxicto mammalian cells(mouselymphomacells andhuman
lymphocytes)in vitro andmousebonemarrowcells in vivo. Topotecanwasalsoshownto 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

Tartaricacid
Mannitol(E421)
Hydrochloricacid(for pH adjustment)
Sodiumhydroxide(for pH adjustment)

6.2 Incompatibilities

In theabsenceof compatibility studies,this medicinal productmustnot bemixedwith othermedicinalproducts.

6.3 Shelf life

Vials
2 years.

Reconstituted and diluted solutions
Theproductshouldbeusedimmediatelyafter reconstitution asit containsnoantibacterial preservative.If
reconstitution is performedunderstrict aseptic conditions(e.g.anLAF bench) theproductshouldbeused(infusion
completed)within 12hoursat roomtemperatureor 24hoursif storedat 2-8 C afterthefirst punctureof thevial.

Thephysicochemical stabilityof thedrug productafter dilution in therecommendedsolutionsfor infusion(seesection
6.6) hasbeendemonstratedfor 24hours at 2-8°C and25°C.

6.4 Special precautions for storage

Keepthevial in theoutercartonin orderto protect from light.
For storageconditionof thereconstitutedanddilutedmedicinal product, seesection6.3.

6.5 Nature and contents of container

The product is contained in 5 ml Type I clear tubular glassvial andare closedwith 20 mm grey bromobutylrubber
stopperandsealedwith 20mm flip off red seal.

1 vial perpack.

6.6 Special precautions for disposal and other handling

TopotecanHydrochloride4 mg Powderfor Concentrate for Solution for Infusion must bereconstitutedwith 4 ml water
for injections. The reconstitutedsolution is pale yellow in colour and provides 1 mg per ml of topotecan. Further
dilution of the appropriatevolume of the reconstituted solution with either 0.9 % w/v sodium chloride intravenous
infusion or 5 % w/v glucose intravenousinfusion is required to a final concentrationof between 25 and 50
microgram/ml.

Thenormalprocedures for properhandlinganddisposalof anticancer medicinal productsshouldbeadopted,namely:
− Personnelshouldbetrainedto reconstitute themedicinal product.
− Pregnantstaff should beexcludedfrom workingwith this medicinal product.
− Personnelhandlingthis medicinalproduct duringreconstitution should wearprotectiveclothingincludingmask,
gogglesandgloves.
− All itemsfor administrationor cleaning,includinggloves,shouldbeplacedin high-risk, waste disposalbagsfor
high-temperatureincineration.Liquid wastemaybeflushed with largeamountsof water.
− Accidentalcontactwith theskin or eyesshouldbetreatedimmediately with copiousamountsof water.
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7 MARKETING AUTHORISATION HOLDER

AccordHealthcareLimited,
SageHouse,
319PinnerRoad,
NorthHarrowHA1 4HF,
UK

8 MARKETING AUTHORISATION NUMBER

PA1390/036/001

9 DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Dateof FirstAuthorisation: 8thApril 2011

10 DATE OF REVISION OF THE TEXT

July 2012
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