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Summary of Product Characteristics

1NAME OF THE MEDICINAL PRODUCT
TopotecarAccord4mgpowderfor concentatefor solution for infusion
2 QUALITATIVE AND QUANTITATIVE COMPOSITION

Ead vial containsTopotecarHydrochbride equivalent to 4 mg Topote@n
Ead ml of reconstitutedolutioncontainsl mg Topoecan

For afull listof excipients,seesection6.1.

3PHARMACEUTICAL FORM

Powderfor concentatefor solutionfor infusion.

A Yellow powder.
4 CLINICAL PARTICULARS

4.1 Therapeutic I ndications

Topotecammonotherapys indicatedfor thetreatmentof:

* patientswith metastaticcarcinomeof the ovaryafter failure of first-line or subsequertherapy.

* paients with relapsedsmall cell lung cancer [SCLC] for whom re-treatment with the first- line regimenis not
consideed appropriatgseesecton5.1).

Topaean in combinationwith cisplatin is indicated for patients with carcinoma of the cervix recurent aftel

radiotherapyand for patientswith StagelVB diseae Patentswith prior exposureto cisplatin requirea sustaine
treatmentreeintervalto justfy treatmenwith the combinaton (seesedion 5.1).

4.2 Posology and method of administration

Methodof administrdion

The useof topotecarshouldbe confined to units speciailsedin the adminstration of cytotoxic chemotherapyndshouldonly be
administeredinderthe supevision of a physcianexperencedin the useof chemotherapyseesectiont.6).

Topoteanmustbereconstiutedandfurtherdiluted beforeuse(see section6.6).

Posdogy

Whenusedin combinationwith cisplatin,thefull prescribnginformation for cisplatinshaild be consulted.

Prior to administrationof the first courseof topotecan patientsmug have a baselineneutrophilcountof >1.5 x 10%1, and a
platelet countof >100x 10% anda haemoglobidevelof > 9 g/d| (aftertransfusiorif necessary).

Ovarian and Small Cell Lung Carcinoma

Initial dose

The recommendedoseof topotecanis 1.5 mg/m2 body surfacearea/dayadministered by intravenoudnfusion over 30 minute:
daily for 5 consecutivalayswith a 3 weekintervalbetweerthe startof eachcourself well toleratedtreatmenmay continueuntl
diseaeprogresson (seesectionst.8and5.1).
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Subsequent doses

Topote@n shouldnot be re-administeredunlessthe neutophil countis >1 x 10%, the platelet countis >100 x 10%1, andthe
haemoglobirlevelis >9 g/dl (aftertranstisionif necessary).

Stardard oncologypradice for the managemenof neuropena is either to administertopotecanwith othermedcations(e.g. G-
CSF)or to dose reduceto maintainneutrophilcounts.

If dosereductionis choserfor patientswho expefencesevereneutropenigneutrogil count< 0.5x 109/I) for 7 daysor more,or
severe neutropeniaassocited with fever or infection, or who havehadtreamentdelayeddueto neutropeniathe doseshoud be

redwced by 0.25mg/n/day to 1.25mg/né/day (or stbsequentlydown to 1.0mgmZ/dayif necessary)

Doses shouldbe similarly reducedf the platelet countfalls below 25 x 10%1. In clinical trials, topoteca wasdiscontinuedf the
dosehadbeenreducedo 1.0 mg/m2 andafurtherdose reduction wasrequiredto manageadversesffects.

Cervical Carcinoma

I nitial dose
Therecommendedoseof topotecanis 0.75 mg/mzldayadministered as30 minuteintravenousinfusiondaiy ondaysl, 2 and3.

Cisplatin is adminisered as anintravenoudnfusionon day 1 at a doseof 50 mg/n12/day andfollowing the topotecardose.This
treatment schedulds repeaatedevely 21 daysfor 6 coursesor until progressivalisease

Subsequent doses
Topote@anshouldnot be re-administeredunlessthe neutophil countis morethanor equalto 1.5x 10%1, the plateletcountis more
than or equalto 100x 107/, ard the haemoglobirlevelis morethanor equalto 9g/d| (aftertransfusionf necessary).

Stardard oncologypradice for the managementf neuropena is either to administertopotecarwith othermedcaions(e.g. G-
CSF)or to dos reduceto maintainneutrophilcounts.

If doe reductionis chos@ for patients who experence severeneutopenia(neutrophil countlessthan0.5 x 109/I) for 7 daysor
more or severeneuropeniaassociatedvith fever or infection or who havehadtreatmentdelayeddue to neutropeniathe dos

shouldbereducedoy 20%to 0.60 mg/mzldayfor subsequentourseqor subsegentlydownto O.45mg/m2/day if necessary).

Doses shouldbe similarly reducedf the platekt court falls below 25 x 101

Dosage in renally impaired patients

Monotherapy (Ovarian and Small cell lung carcinoma)

Insufficient dataare availableto make a recommendabn for paients with a creatinineclearance< 20 ml/min. Limited daa
indicatethat the dose should be reducedin patientswith modeate renalimpairmen. The recommendednonotergy doseof
topaecanin patientswith ovarianor small cell lung carcinomaand a creatinineclearancebetween20 and 39 ml/min is 0.7

mg/m2 /day for 5 consecutivelays.

Combination therapy (Cervical carcinoma)

In clinical studieswith topote@n in combnationwith cisplatinfor the treatrert of cervicalcancertherapywasonly initiatedin
patientswith serumcreatininelessthan or equalto 1.5mg/dL. If, duringtopotcan/cisplatincombinationtherapy seum creatnine
exceedsl.5 mg/dL, it is recommendedthat the full prescribinginformation be consultedfor any advice on cisplatin dos
redwtion/continuation!f cisplatinis dismntinued thereareinsufficientdataregading coninuing monotherapywith topotecann
patientswith cervicalcancer

Paediatrics
The experiencen children is limited; thereforeno recommendatbn for treatmentof paediatricpaients with topotcancan be
given(seesections.1and5.2).
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4.3 Contraindications

Topotecans contraindicatedn patientswho

— have a history of severenyperseniivity to topoecan or to anyof the excipiens

— arebreastfeeding(seesection4.6)

— dreadyhaveseverebonemarrowdepressionprior to stating first course asevidencedy baselne neutophils< 1.5

x 1071 ard/or aplateketcountof <100x 1091

4.4 Special warnings and precautions for use

Haematlogicaltoxicity is doserelatad andfull blood countincluding plateletsshouldbe monitoredregularly(seesecion 4.2).

As with other cytotaxic medicinal produds, topoecancan caug severemyelosuppession. Myelosuppressiotleadingto sepsis
andfatalitiesdueto sepsishavebeenreporedin patents treatedwith topotecar(see section4.8).

Topote@aninducedneutropeniacan causeneutopeniccolitis. Fatalties dueto neutopenic colitis havebeenreportedin clinical
trials with topotecanin patiens presentingwith fever,neutropeniaanda compatible patten of abdominalpain, the possibility of
neutopeniccolitis shouldbe considered.

Topote@n hasbeenassociatedvith reportsof interstitial lung diseasgILD), sone of which have beenfatal (seesecton 4.8).
Underlying risk factors include history of ILD, pulmonaryfibrosis, lung cancer,thoraic exposureto radiation and use of
pneumotoxic drugs and/or colony stimulating factors. Patents should be monitored for pumonary symptons indicative of
interstitial lung diseasg(e.g.cough, fever,dyspnoeandbr hypoxia),andtopotecarshouldbe discontinuedf a new diagnosisof
ILD is confirmed

Topote@an monotherapyand topotecanin combinaton with cisplatin are commonly associatedwith clinically relevant
thrombocytopeniaT his shouldbe takeninto accountwhenprescribingtopotecange.g. in casepatientsat increasedisk of tumou
bleedsareconsderedfor therapy.

As expeded,patientswith poorperformancestatus(PS>1)have alower responseateandanincreasedncidenceof complcations
suchasfever, infectionandsepss (seesecton 4.8). Accurateassessmertf pefformane statusatthetime therafy isgivenis
important,to ensurehatpatientshavenot deerioratedio pefformancestatus3.

Thereis insufficientexperienceof the useof topoteanin patientswith severelyimparedrend function (cregtinine clearance< 20
ml/min) or severelyimpairedhepaticfuncton (serumbilirubin>10 mg/dl) dueto cirrhosis. Topaecanis not recommendedo be
usedin thesepatientgroups

A smdl numberof hepattdly impairedpatiens (serumbilirubin betweenl.5and10 mg/dl) weregivenintravenoustopotecanal

15 mg/m2 for five dayseverythreeweeks.A reducion in topotecarcleaancewasobservedHowever there areinsufficientdai
availeble to makea doserecommendatiorfior this patientgroup.

4.5 Interaction with other medicinal productsand other forms of interaction

No in vivo humanpharmacokinetiénteradion studieshavebeenperformed.

Topote@n doesnot inhibit humanP450enzymegseeSection5.2). In anintravenouspopulation study,the co-adminstrationof
grarisetron, ondansetronmorphineor corticostrids did not appearto havea significanteffect on the pharmacokineticsf total
topaecan(activeandinactiveform).

In combning topote@n with other chemotherapygentsreductionof the dosesof eachmedicinalproduct may be requred to
improvetolerability. Howeve, in combiningwith plainum agens, thereis a distinct sequencalependeninteractiondependin
onwhethertheplatinum agen is givenonday 1 or 5 of thetopotecandosing.If eithercisplatinor cabopatin is givenonday 1 of
thetopotecardosing,a lower doseof eachagentmustbe givento improvetolerability comparedo the doseof ead agent which
canbegivenif the platihumagentis givenon day5 of thetopotecardosing.

Whentopotecar(0.75 mg/mZ/dayfor 5 consecutivelays)andcisplatin(60 mg/mzldayon Day 1) wereadmnisteredn 13 patients
with ovariancanceraslight increasen AUC (12%,n=9)andC,, (23%,n=11)wasncted onday5. This increases corsidere

unlikely to be of clinical relevance
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4.6 Fertility, pregnancy and lactation

Contra@ptionin malesandfemales
As with all cytotoxicchenotherapy effective contraceptve methodsmustbe advisedwheneitherpartneris treaedwith
topaecan.

Women of childbearingpotential

Topote@nhasbeenshownto causeembiyo-foetallethalty andmalfformationsn predinical studies(seesection5.3). As with
othercytotoxic medicinalproduds, topotecanmay causeoetalharmandthereforevomen of child bearing potentia shouldbe
advisedo avoidbecomingpregnantduring therapywith topoecan.

Pregnancy
If topote@nis usedduring pregnancypr if the patientbeconespregnantduringtherapywith topotecanthe patientmustbe

warnedof the potental hazardto thefoetus.

Breastfeding
Topote@anis contraindicated during breastfeeding (seesection4.3). Althoughit is not known whethe topotecaris exaetedin

humanbreasimilk, breastfeeding shouldbediscontinuedat the stat of therapy.

Fertility

No effectson male or femalefertility havebeenobservedin reproductivetoxicity studiesin rats (seesection5.3). However as
with other cytotoxic medicinal productstopotecanis genotoxc and effects on fertility, including mde fertility, canrot be
excluded.

4.7 Effects on ability to drive and use machines

No studies on the effectson the ability to drive and usemachneshavebeenperformed.However,cautionshouldbe
obseredwhendriving or operatingmachine if fatigue andasthena persist.

4.8 Undesirable effects

In dosefindingtrials involving 523 patientswith relapsedvariancancerand631 patiens with relapsedgsmallcell lung cancer,
thedoselimiting toxicity of topoiecanmonotherapyoundto be haematological. Toxicity waspredictableand revesibe. There
wereno signsof cumultive haematolagical or non-haematologicaltoxicity.

Theadveaseeventprofile for topotecarwhengivenin combinationwith cisplatin in the cervicalcancerclinical trialsis consistent
with thatseenwith topotecarmonotherapy.The overallhaematologial toxicity is lower in patientstreatedwith topoecanin
combhationwith cisplatincomparedo topotecanmonotherapybut higherthanwith cisplatinalone.

Additional adverseeventsvereseernwhentopote@nwasgivenin combnationwith cisplatin; however theseevens wereseen
with cisplatinmonotheapyandnot attributabé to topotecanThe prescrbing informaton for cisplatinshouldbe corsulted for a
full list of adverseeventsasseiated cisplatn use.

Theintegratedsafetydatafor topotecarmonotheray are presentedbelow.

Adversereactionsarelisted below; by systemorganclassandabsolutgrequency(dl reportedevents) Frequencias are definedas:
very common(> 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 (cannotbe estimatedfrom the availabk data).

Within eachfrequencygrouping,undesirableffectsarepresentedn orderof decreaiig seriousness.

Infections and infestations
Very common:infection

Common: sepsis?
2 Fatalities dueto sepsihavebeenrepotedin paientstreatedwith topotecar(seesection 4.4).

Blood and lymphatic system disorders
Very common:febrile neutropera, neutropera (seeGastointestinaldisorders)thrombocytopeniaanaemiandleucpenia
Common: pancytopeni
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Not known: severebleeding(assaiated with thrombocytopenit

Immune system disorders
Common: hypersensivity reactiors includingrash
Rare:anaphylactigeaction, angioedemayrticaria

Metabolism and nutrition disorders
Very common:anorexiaglwhich maybe sevee).

Respiratory, thoracic and mediastinal disorders
Rare:interditial lung diseasg¢somecaseshavebeenfatal)

Gastrointestinal disorders

Very common:Nauseayomiting anddiarthea(all of which may be severe)constigtion, abdominalpain* andmuaositis
*Neutropeniccolitis, including fatal neutropeniccolitis, hasbeenreporedto occuras a complicationof topotecaninduced
neutopenia(seesection4.4)

Hepataobiliary disorders
Common: hyperbilirubinaemia

Skin and subcutaneoustissue disorders
Very common:alopecia
Common: pruritus

General disordersand administration site conditions
Very common:pyrexia, astheniafatigue

Common: malaise

Very rare:extravaatiort

*Extravasatiorhasbeenreportedvery rarely. Reationshavebeenmild andhavenot generallyrequiredspecific therapy.

Theincidenceof adversesvens listedabovehavethe potentialto occurwith a higherfrequencyin patiens who have apoor
performancestatus(seesection4.4).

Thefrequencieaasocatedwith the haematologicahindnon-haemanlogical adveseeventdistedbelowrepresen theadverse
eventreportsconsideedto berelated/possilyl relatedto topoecantherapy.

Haematological

Neutropenia: Severgneutrophilcount<0.5x 109/I) duringcoursel wasseenin 55 % of the paientsandwith duraton>7 daysin
20% andoverallin 77 % of patiens (39 % of courses)ln associationwith severeneutropaia, feveror infectionoccuredin 16 %
of paientsduringcoursel and oveall in 23 % of patients(6 % of courses)Mediantime to onsetof severeneutropeniavas9
daysandthe medianduratonwas? days.Sevee neutropenidastedbeyond? daysin 11 % of courseoverall. Amongall patients
treaedin clinical trials (including boththosewith sevee neutroperaandthosewho did nat developsevereneutropera), 11 % (4
% of coursesylevelopedeverard 26 % (9 % of coursesylevebpedinfection.In addiion, 5 % of all patientsreated(1 % of
courses)developedsepsigseesection4.4).

Thrombocytopenia: Sevee (plateleslessthan25x 109/I) in 25 % of patients(8 % of courses)moderatgplateletdbetveen25.0

and50.0x 109/I) in 25 % of patienty(15 % of courses)Mediantime to onsetof severghrombocytopeniavasDay 15 and the
mediandurationwas5 days Plakelettranstisionsweregivenin 4 % of coursesReportsof significant sequela@associatdwith
thrombocytopeniancludingfatalitiesdue to tumourbleedshavebeeninfrequent.

Anaemia: Moderde to severgHb <8.0 g/dl) in 37 % of patienty(14 % of courses)Redcell transfusionsvere givenin 52 % of
patients (21 % of courses).

Non-haematol ogical

Frequentlyreportechon-haematolgical effects weregastointestinalsuchasnaused52 %), vomiting (32 %), anddiarrhoea(18
%), constpation (9 %) and mucositis(15 %). Severggrade3 or 4) nauseayomiting, diarhoeaandmucositisincidencewas4, 3,
2 ard 1 % regectively.

Mild abdominalpainwasalsoreportedamongst4 % of paients.
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Fatigue wasobservedn approximately25 % andasthenian 16 % of patientswhilst recaving topotecanSeverggrade3 or 4)
fatigueandasthenidncidencewas3 and3 % respective/.

Total or pronouncedlopeciavasobservedin 30 % of patiens andparial alopecian 15 % of patients.

Othersevereeventsoccurringin paientsthatwererecordedasrelated or possiblyrelated to topotecartreatment were anorexia
(12 %), malai® (3 %) andhypebilirubinaemia(1 %).

Hyperseaastivity reactiondgncludingrash,urticaria,angioederaand anaphylacticeactionshavebeenreportedrarely. In clinical
trials, rashwasreportedn 4 % of patientsandpruritusin 1.5% of patients.

4.9 Overdose

Thereis no known antidotefor topotecaroverdoseThe primary conplicationsof overdosearearticipatedto bebone
marroy suppressin andmucositis

5 PHARMACOLOGICAL PROPERTIES

5.1 Phar macodynamic properties

Phamacatherapeut group: OtherantineopasticagentsATC-code:LO1XX17.

Theanti-tumouractivity of topotecaninvolvestheinhibition of topoisonerasel, anenzyme intimatelyinvolvedin DNA
replicaion asit relievesthetordonal strain introducel aheadbf the moving replicaion fork. Topotecarinhibitstopdsomerasd
by stabilisingthe covalent complex of enzyme andstrand-cleavedDNA, whichis anintermealiateof the catalytic mechansm The
celluar sequelaf inhibition of topoisomeras¢ by topotecans theinductian of proten-associatedNA singlestrandbreaks.

Relapsed Ovarian Cancer

In acomparativestudyof topotecarandpacitaxelin patientspreviousy treatedfor ovarian carcinomawith platinumbased
chemotherapyn = 112and 114,respectiely), theresponseate (95 % Cl) was 20.5% (13 %, 28 %) versusl4 % (8 %, 20 %) anc
mediantime to progressiorl9 weeksversusl5 weeks(hazardratio 0.7[0.6, 1.0]), for topoecanandpaclitaxel respetvely.
Medianoverallsurvival was62 weeksfor topoecanversuss3 weeksfor paclitaxel(hazad ratio 0.9[0.6, 1.3]).

The respmserate in the whole ovarian carcinoma progranme (n = 392, all previouslytreatedwith cisplain or cisplatin and
paclitaxel) was 16 %. The median time to responsen clinical trials was 7.6-11.6 weeks In patientsrefractory to, or relapsing
within 3 monthsaftercispléin therapy (n = 186),theresponseatewas10 %.

Thes datashould be evaluatedn the contextof the overall safetyprofile of the medicinalproduct,in particularto the important
haematologicaloxicity (seesedion 4.8).

A supplementey retrospectiveandysis was conductedon data from 523 patientswith relapsedovariancancer.Altogether,87
compkte and partial resppnseswere observedwith 13 of theseoccurringduring cydes 5 and 6 and 3 occurringthereafer. For
patients administerel more than 6 cycles of therapy,91 % conpleted the study as plannal or were treateduntil diseas
progressiomwith only 3 % withdrawnfor adveseevents.

Relapsed SCLC

A phaselll trial compaed ord topotecarplus Best SupportiveCare[BSC] [n=71] with BSC alone[n=70] in patiens who hac
relapsedollowing first line therapy[ mediantime to progressiofTTP] from first-line thergy: 84 daysfor oral topotecan+ BSC
90 daysfor BSC] and for whom retreatnent with i.v. chemotherapyvas not corsidered appropriate Oral topoteca plus BSC
group had a statistically signficant improvementn overall survival comparedwith the BSC alonegroup (Logrank p=0.0104)
The unadjustechazardratio for oral topotecarplus BSC grouprelaive to BSC alonegroupwas0.64(95% CI: 0.45,0.90). The
mediansuvival for patientstreatal with topotecant BSCwas25.9weeks[95 % C.1. 18.3,31.6] comparedo 13.9weeks[95 %
C.1. 11.1,18.6]for patientsreceinng BSCalone[p=0.0104].

Patientself-reportsof symptomsusng anunbinded assessentshoweda consistentrendfor symptom benefitfor oral topoteca
+BSC.
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One Phag 2 study (Study 065) and one Phase3 study (Study 396) were condictedto evaluatethe efficacy of oral topotear
versusintravenougopotecann patientswho hadrelapsed> 90 daysafter completionof oneprior regimenof chemoherapy.(se
Table 1). Oral and intravenais topotecanwere asociated with similar symptom palliation in patients with relapsedsersitive
SCLCin patientself repots on an unblindedsympbm scak assesmentin eachof thes two 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 topotecan I ntravenous Oral topotecan I ntravenous
topotecan topotecan
(N =52) (N =54 (N =153) (N =151)
Median survival (weeks) 32.3 25.1 330 35.(
(95%Cl) (26.3,40.9 (21.1,33.0 (29.1,42.4 (31.0,37.1
Hazardratio (95%Cl) 0.88(0.59,1.31 0.88(0.7,1.11
Responserate (%) 231 14.¢ 18.3 21.C
(95%Cl) (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% ClI)
Median timeto 14.9 13.1 119 14.6
progr ession (weeks)
(95%Cl) (8.3,21.3 (11.6,18.3 (9.7,14.1 (13.3,18.9
Hazardratio (95%Cl) 0.90(0.60,1.35 1.21(0.96,1.53

N = totd numberof patientstreateal.
Cl = Confidenceinterval.

In arother randomigd pha® Il trial which comparedIV topotecanto cyclophosphamde, Adriamycin (doxorubicin) and
vincristine (CAV) in paientswith relapsedsensitiveSCLC, the overall respnserate was 24.3% for topoteca comparedto
18.3%for the CAV group. Mediantime to progressbn wassimilar in the two groups (13.3weeksand 12.3weeksrespectivey).
Mediansurvivalsfor thetwo groupswere25.0and24.7weeksrespectiely. The hazardratio for suwival of IV topotecarrelative
to CAV was1.04(95% Cl 0.78—1.40).

The respones rate to topotecann the combined small cell lung caner programme[n = 480] for patientswith relapseddisecase
sensitiveto first-line therapy, was20.2%. The mediansurvival was30.3weeks(95 % ClI: 27.6,33.4).

In a populationof patientswith refractory SCLC (thosenot respondingo first line therapy),the responseate to topotecanwas
4.0%.

Cervical Carcinoma

In arandomised¢comparativephasdll trial conductedby the GynaecologicaDncol@y Group(GOG0179),topoteanplus
cisplatin(n=147)was compaedwith cisplatinalone(n=146)for thetreatnentof histologicallyconfrmed persistentrecurrentor
Stage IV B carcinomaof the cervix wherecurative treatentwith surgeryand/orradiation wasnot consideed appr@riate.
Topote@an pluscisplatin hada statisticallysignificantbenefitin overall survivalrelaive to cisplatinmonoherapyafter adjusting
for interim analysegLog-rankp =0.033).

Study results Study GOG-0179

ITT population

Cisplatin Cisplatin
50mg/m2d. 1 50mg/m2d. 1+

g21d. Topotecan
0.75mg/m? dx3

g21

Survival (months) (n=146) (n=147)

Median (95%¢C.1.) 6.5(5.8,8.8) 9.4(7.9,11.9)
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Hazardratio (95%¢C.1.) 0.76(0.590.98)
Log rankp-value 0.033

Patientswithout Prior Cisplatin Chemor adiother apy

Cisplatin Topotecan/Cisplatin
Survival (months) (n=46) (n=44)
Median (95%C.1.) 8.8(6.4,11.5) 157(11.9,17.7)
Hazardratio (95%¢C.1.) 0.51(0.31,0.82)

Patientswith Prior Cisplatin Chemor adiother apy

Cisplatin Topotecan/Cisplatin
Survivd (months) (n=72) (n=69)
Median (95%C.1) 5.9(4.7,8.8) 7.9(5.5,10.9)
Hazardratio (95%¢C.1.) 0.85(0.59,1.21)

In paients(n=39)with recurencewithin 180daysafter chemoradiotherapyith cisplatin,the mediansurvivalin thetopote@an
pluscisplatinarmwas4.6 months(95%C.1.: 2.6,6.1) versus4.5months(95%C.1.: 2.9,9.6) for the cisplatinarmwith ahazad
ratioof 1.15(0.59,2.23).In those(n=102)with recurrencefter 180days, the mediansurvivalin the topotecarpluscisplatinarm
was9.9 months(95%C.I.: 7, 12.6)versis 6.3months (95%C.1.:4.9,9.5) for the cisplatinarmwith a hazardratio of 0.75(0.49,
1.16).

Paediatrics
Topote@anwasalsoevaluaedin thepaediatic populaton; howeveronly limiteddaa on efficacyandsafkty areavdlable.

In an openlabel trial involving children (n = 108, agerange:infant to 16 years)with reaurrent or progressivesolid tumours

topaecanwasadmnisteredat a startingdoseof 2.0 mg/r‘n2 given asa 30-minuteinfusionfor 5 daysrepeatedkvery 3 weeksfor up
to oneyeardependingon responseo therapy.Tumourtypesincludedwere Ewing's Sarcoma/primitre neurectodermatumour,
neuoblastoma, osteoblastomaand rhabdonyosacoma Antitumour acivity was denonstratedprimarily in patients with
neuoblastoma.Toxicities of topotecanin paediatic paients with recurrentand refractory solid tumaurs were similar to thos
histarically sean in adult paients. In this study, forty-six (43%) patientsreceived G-CSF over 192 (42.1%) couses; sixty-five
(60%) receivedtranstisons of Packed RedBlood Cellsandfifty (46%) of plateletsover 139 and159 courseq30.5%and34.9%;
respectrely. Basedon the doselimiting toxicity of mydosuppressin, the maximum toleraed dose(MTD) wasestalished at 2.C

mg/mz/day with G-CSFandl1.4 mg/mz/daywithoutG-CSFin a pharmacokinetistudyin paedatric patientswith refractorysolid
tumaurs(seesection5.2).

5.2 Phar macokinetic properties

Following intravenows administation of topoecanat dosesof 0.5to 1.5 mg/r‘n2 as a 30 minute infusion daily for five days
topaecandemongated a high plasmaclearanceof 62 I/h (SD 22), correspondingo approxmately 2/3 of liver blood flow.
Topote@nalsohada high volumeof distribution, about1321, (SD 57) andarelaively short half-life of 2-3 hours.Comparisorof
phamacokinetic paranetersdid not suggestany changein pharmacokineticover the 5 daysof dosing.Area underthe curve
increasd approximatelyin proportionto the increaein dose.Thereis little or no acawmuation of topoecanwith repeatedialy
dosingand thereis no evidenceof a changen the PK after multiple dosesPreclinicalstudiesindicate plasmaprotein binding of
topaecanis low (35%) anddistribution betweerblood cells andplasmawasfairly homa@eneas.

The eliminationof topote@n hasonly beenpartly investgaedin man.A majorroute of cleaane of topotecarwasby hydrolysis
of thelactonering to form thering-openedcarboxylate
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Metebolism accountgor <10% of the elimination of topotecanAn N-desmethyimetabolite which wasshownto havesimilar or
lessadivity thanthe parentin a cell-basedassay,wasfound in urine, plagna,andfaecesThe meanmetabdite: parent AUC ratic
waslessthan10 % for bothtotal topotecarandtopdecanlactone An O-glucuronidatiormetabdi te of topotecarandN-desmethy
topaecanhasbeenidentifiedin theurine.

Overallrecoveryof medichal produd-related materialfollowing five daily dosesof topoecanwas71to 76 % of the administere«
IV dose Approximately51% wasexcretedastotal topotecarand3 % wasexcretedasN-desmethyltopotecann theurine.Faeca
elimination of total topotecanaccountedor 18 % while faecal elimination of N-desmethyl topotecan was1.7% Overdl, the N-
desmetkl metabolitecontributeda meanof lessthan7 % (range4-9 %) of thetotal medcinal prodict related material accounte
for in the urine andfaeces.The topaecanO-glucuronde and N-desmethyl topotecan-O-glucuronde in the urine werelessthar
2.0%.

In vitro data using humanliver microsomesindicate the formation of small amountsof N-demehylatedtopotecan.n vitro,
topaecandid not inhibit humanP450 enzyrmes CYP1A2, CYP2A6, CYP2C8/9 CYP2C19, CYP2D6, CYP2E, CYP3A, or
CYP4A nor did it inhibit the humancytosolicenzymeslihydropyrimidineor xanthineoxidas.

Whengivenin comlinationwith cisplatin (cisplatinday 1, topotecardays1 to 5), the clearane of topotecanwas reducel on day
5 comparedto day1 (19.1L/h/m? comparedo 21.3L/h/m? [n=9]) (seesectiond.5).

Plasmaclearancean patients with hepdic impairment(serumbilirubin betweenl.5 and 10 mg/dl) deaeasedto about67 % wher
compaed with a control group of patients.Topotean half-life wasincreasedy about 30 % but no clea changein volume of
distribution wasobservedPlasmacleaanceof total topotecan(active andinacive form) in paientswith hepaic impairmentonly
decreasedly about10 % compare with the controlgroupof patients.

Plasmaclearancen patients with renalimpairment(creatinineclearancet1-60 ml/min.) decreasedb about67 % conpared with
contol patients.Volume of distriibution was slightly decreasedand thus half-life only increagd by 14 %. In patiens with
moderae renal impairment topotecanplasna clearancewas reducedto 34 % of the value in control patients.Mean half-life
increasé from 1.9 hoursto 4.9 hours

In a populationstudy,a numberof factars includingage, weight andascteshadno signfficart effecton clearancef total
topaecan(activeandinactiveform).

Paediatrics

The pharmacokinetig of topoteca givenas a 30-minute infusionfor 5 dayswere evauatedin two studies.Onestudyincludeda
doserangeof 1.4 mg/m2 to2.4 mg/m2 in children(aged2 upto 12 years,n = 18), adokscentgagedl2 upto 16 yeas,n = 9), anc
youngadults(aged16 to 21 years, n = 9) with refracory solid tumours. The secondstudyinduded a doserangeof 2.0 mg/rr2 to

5.2 mg/m2 in children (n = 8), adokscentgn = 3), and young adults (n = 3) with leukemia.In thesestudies,therewere na
apparet differencesin the pharmacokinets of topotecan among children, adolescerg and young adult patientswith solid
tumaursor leukemia but dataaretoo limitedto drawdefinite conclusions.

5.3 Preclinical safety data
Resultingfrom its mecanismof action,topotecaris genotoxicto mammalian cells (mouselymphomacells andhumar
lymphocytes)n vitro andmousebonemarrowcells in vivo. Topotecanwasalso shownto causeembiyo-foetallethality
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

Tartaric acid

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

6.2 Incompatibilities
In theabsencef compatibilty studies,this medicind productmustnot be mixed with othermedicinalproducts.
6.3 Shelf life

Vials
2years

Reconstituted and diluted solutions

Theproductshouldbe usedimmediatelyafter reconsttution asit contansno antibacteria presevative. If
recanditution is performedunderstrict asgotic condtions(e.g.anLAF bend) the productshouldbe used(infusion
completed)within 12 hoursatroomtempeature or 24 hoursif storedat 2-8 C afterthefirst punctureof thevial.

Thephysicochenical stability of the drug productafter dilution in therecommendedsolutionsfor infusion(seesection
6.6) hasbeendemongratedfor 24 hours at 2-8°C and25°C.

6.4 Special precautionsfor storage

Keepthevial in the outercartonin orderto protect from light.
For storageconditionof thereconsituted anddilutedmedicinal produd, seesection6.3.

6.5 Nature and contents of container

The productis contanedin 5 ml Type | clear tubula glassvial and are closedwith 20 mm grey bromobutylrubbe
stopper andsealedwvith 20 mm flip off red sea.

1 vial perpack.
6.6 Special precautionsfor disposal and other handling

TopotecarHydrochloride4 mg Powderfor Concentrate for Solution for Infusion must be reconsitutedwith 4 ml water
for injections. The reconstitutedsolution is pale yellow in colour and provides 1 mg per ml of topote@an. Furthe
dilution of the appropriatevolume of the reconsttuted soluion with either 0.9 % w/v sodium chloride intravenou
infusion or 5 % w/v glucose intravenousinfusion is required to a final concentrationof between25 and 5C
microgram/ml

Thenormalprocedues for properhandlng anddisposalof antiance medcinal productsshouldbe adoptednamely:
- Pesonnelshouldbetrainedto reconsitute the medicinal product

- Pregnanstaff shauld be excludedfrom working with this medcinal product.

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

— All itemsfor adminigrationor cleaning,including gloves,shouldbe placedin high-risk, wade disposabagsfor
high-temperatireincineration Liquid wastemay be flushed with large anountsof water.

— Accidentalcontactwith the skin or eyesshouldbetreaedimmedatdy with copiousamountsof water.
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