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SUMMARYOFPRODUCTCHARACTERISTICS

1. NAMEOFTHEMEDICINALPRODUCT

Paclitaxel6mg/mlConcentrateforSolutionforInfusion

2. QUALITATIVEANDQUANTITATIVECOMPOSITION

1mlofconcentrateforsolutionforinfusioncontains6mgpaclitaxel.
Eachvialof5mlcontains30mgofpaclitaxel.
Eachvialof16.7mlcontains100mgofpaclitaxel.
Eachvialof50mlcontains300mgofpaclitaxel.

Excipient(s)withknowneffect:
Ethanol392mg/ml
Polyoxyethylated35castoroil(Macrogolglycerolricinoleate35)527mg/ml
Forthefulllistofexcipients,seesection6.1.

3. PHARMACEUTICALFORM

Concentrateforsolutionforinfusion.
Aclear,colourlesstoslightlyyellowviscoussolution.

4. CLINICALPARTICULARS

4.1 Therapeuticindications

Paclitaxel6mg/mlconcentrateforsolutionforinfusionisindicatedinadults.

Ovariancarcinoma:inthefirst-linechemotherapyofovariancancer,paclitaxelisindicatedfor
thetreatmentofpatientswithadvancedcarcinomaoftheovaryorwithresidualdisease(>1
cm)afterinitiallaparotomy,incombinationwithcisplatin.

Inthesecond-linechemotherapyofovariancancer,Paclitaxelisindicatedforthetreatment
ofmetastaticcarcinomaoftheovaryafterfailureofstandard,platinum containingtherapy.

Breastcarcinoma:Intheadjuvantsetting,Paclitaxelisindicatedforthetreatmentofpatients
withnode-positivebreastcarcinomafollowinganthracyclineandcyclophosphamide(AC)
therapy.AdjuvanttreatmentwithPaclitaxelshouldberegardedasanalternativetoextended
ACtherapy.

Paclitaxelisindicatedfortheinitialtreatmentoflocallyadvancedormetastaticbreast
cancereitherincombinationwithananthracyclineinpatientsforwhom anthracycline
therapyissuitable,orincombinationwithtrastuzumab,inpatientswhoover-expressHER-2
ata3+levelasdeterminedbyimmunohistochemistryandforwhom ananthracyclineisnot
suitable(seesection4.4and5.1).

Asasingleagent,Paclitaxelisindicatedforthetreatmentofmetastaticcarcinomaofthe
breastinpatientswhohavefailed,orarenotcandidatesforstandard,anthracycline
containingtherapy.

Advancednon-smallcelllungcarcinoma:Paclitaxel,incombinationwithcisplatin,is
indicatedforthetreatmentofnon-smallcelllungcarcinoma(NSCLC)inpatientswhoarenot
candidatesforpotentiallycurativesurgeryand/orradiationtherapy.
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AIDS-relatedKaposi'ssarcoma:Paclitaxelisindicatedforthetreatmentofpatientswith
advancedAIDS-relatedKaposi'ssarcoma(KS)whohavefailedpriorliposomalanthracycline
therapy.

Limitedefficacydatasupportsthisindication;asummaryoftherelevantstudiesisshownin
section5.1.

4.2 Posologyandmethodofadministration

Posology

Paclitaxelshouldonlybeadministeredunderthesupervisionofaqualifiedoncologistin
institutionsspecializingintheadministrationofcytotoxicdrugs(seesection6.6).

Methodofadministration

Precautionstobetakenbeforehandlingoradministeringthemedicinalproduct

Allpatientsmustbepremedicatedwithcorticosteroids,antihistamines,andH2antagonists
priortopaclitaxel,e.g.
Drug Dose AdministrationpriortoPaclitaxel

dexamethasone 20mgoral*orIV Fororaladministration:
approximately12and6hoursor
forIVadministration:30to60min

diphenhydramine** 50mgIV 30to60min

cimetidineor
ranitidine

300mgIV
50mgIV

30to60min

*8-20mgforKSpatients
**oranequivalentantihistaminee.g.chlorpheniramine

Paclitaxelconcentrateforsolutionforinfusionmustbedilutedbeforeuse,andshouldonly
beadministeredintravenously.
Forinstructionsondilutionoftheproductbeforeadministration,seesection6.6.
Paclitaxelshouldbeadministeredintravenouslythroughanin-linefilterwithamicroporous
membrane≤0.22μm (seesection6.6).

First-linechemotherapyofovariancarcinoma:althoughotherdosageregimensareunder
investigation,acombinationregimenofpaclitaxelandcisplatinisrecommended.According
todurationofinfusion,twodosesofpaclitaxelarerecommended:Paclitaxel175mg/m²
administeredintravenouslyover3hours,followedbycisplatinatadoseof75mg/m²every
threeweeksorpaclitaxel135mg/m²,ina24-hourinfusion,followedbycisplatin75mg/m²,
witha3weekintervalbetweencourses(seesection5.1).

Second-linechemotherapyofovariancarcinoma:therecommendeddoseofpaclitaxelis175
mg/m²administeredoveraperiodof3hours,witha3weekintervalbetweencourses.

Adjuvantchemotherapyinbreastcarcinoma:therecommendeddoseofpaclitaxelis175
mg/m²administeredoveraperiodof3hoursevery3weeksforfourcourses,followingAC
therapy.

First-linechemotherapyofbreastcarcinoma:whenusedincombinationwithdoxorubicin(50
mg/m²),paclitaxelshouldbeadministered24hoursafterdoxorubicin.Therecommended
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doseofpaclitaxelis220mg/m²administeredintravenouslyoveraperiodof3hours,witha3
-weekintervalbetweencourses(seesection4.5and5.1).Whenusedincombinationwith
trastuzumab,therecommendeddoseofpaclitaxelis175mg/m²administeredintravenously
overaperiodof3hours,witha3-weekintervalbetweencourses(seesection5.1).Paclitaxel
infusionmaybestartedthedayfollowingthefirstdoseoftrastuzumaborimmediatelyafter
thesubsequentdosesoftrastuzumabiftheprecedingdoseoftrastuzumabwaswell
tolerated(fordetailedtrastuzumabposologyseetheSummaryofProductCharacteristicsof
trastuzumab).

Second-linechemotherapyofbreastcarcinoma:therecommendeddoseofpaclitaxelis175
mg/m²administeredoveraperiodof3hours,witha3-weekintervalbetweencourses.

Treatmentofadvancednon-smallcelllungcancer:therecommendeddoseofpaclitaxelis
175mg/m²administeredoveraperiodof3hours,followedbycisplatin80mg/m²,witha3
weekintervalbetweencourses.

TreatmentofAIDS-relatedKS:therecommendeddoseofpaclitaxelis100mg/m²
administeredasa3-hourintravenousinfusioneverytwoweeks.

Subsequentdosesofpaclitaxelshouldbeadministeredaccordingtoindividualpatient
tolerance.

Doseadjustmentsduringtreatment
Paclitaxelshouldnotbereadministereduntiltheneutrophilcountis≥1,500/mm³
(≥1,000/mm³forKSpatients)andtheplateletcountis≥100,000/mm³(≥75,000/mm³forKS
patients).Patientswhoexperiencesevereneutropenia(neutrophilcount<500/mm³for≥7
days)orsevereperipheralneuropathyshouldreceiveadosereductionof20%for
subsequentcourses(25%forKSpatientsandpatientswithmetastaticdisease)(seesection
4.4).
Patientswhoexperiencemucositis(grade2orworse)duringpaclitaxeltherapyshouldhave
theirdosagereducedby25%forsubsequentcoursesofpaclitaxel.

Patientswithhepaticimpairment:Inadequatedataareavailabletorecommenddosage
alterationsinpatientswithmildtomoderatehepaticimpairments(seesection4.4and5.2).
Patientswithseverehepaticimpairmentshouldnotbetreatedwithpaclitaxel.

Patientswithimpairedrenalfunction
Studiesinpatientswithimpairedrenalfunctionhavenotbeenperformedandthereare
insufficientdatatopermitdosagerecommendations.

Paediatricpopulation
Paclitaxelisnotrecommendedforuseinchildrenlessthan18yearsduetolackofdataon
safetyandefficacy.

4.3 Contraindications

Hypersensitivitytotheactivesubstanceortoanyoftheexcipientslistedinsection6.1,
especiallyPolyoxyethylated35castoroil(Macrogolglycerolricinoleate35)(seesection
4.4).Lactation(seesection4.6).
Patientswithbaselineneutrophils<1,500/mm³(<1,000/mm³forKSpatients).
InKS,patientswithconcurrent,serious,uncontrolledinfections.

4.4 Specialwarningsandprecautionsforuse

Paclitaxelshouldbeadministeredunderthesupervisionofaphysicianexperiencedinthe
useofcancerchemotherapeuticagents.Sincesignificanthypersensitivityreactionsmay
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occur,appropriatesupportiveequipmentshouldbeavailable.

Giventhepossibilityofextravasation,itisadvisabletocloselymonitortheinfusionsitefor
possibleinfiltrationduringdrugadministration.

Patientsmustbepretreatedwithcorticosteroids,antihistaminesandH2-antagonists(see
section4.2).

Paclitaxelshouldbegivenbeforecisplatinwhenusedincombination(seesection4.5).

Significanthypersensitivityreactionscharacterisedbydyspnoeaandhypotensionrequiring
treatment,angioedemaandgeneralisedurticariahaveoccurredin<1%ofpatientsreceiving
paclitaxelafteradequatepremedication.Thesereactionsareprobablyhistamine-mediated.
Inthecaseofseverehypersensitivityreactions,paclitaxelinfusionshouldbediscontinued
immediately,symptomatictherapyshouldbeinitiatedandthepatientshouldnotbe
rechallengedwiththedrug.

Bonemarrowsuppression(primarilyneutropenia)isthedose-limitingtoxicity.Frequent
monitoringofbloodcountsshouldbeinstituted.Patientsshouldnotberetreateduntil
neutrophilsrecoverto≥1,500/mm³(≥1,000/mm³forKSpatients)andplateletsrecoverto
≥100,000/mm³(≥75,000/mm³forKSpatients).IntheKSclinicalstudy,themajorityof
patientswerereceivinggranulocytecolonystimulatingfactor(G-CSF).
Patientswithsevereneutropenia(<500cells/mm3for7daysormore)duringacourseof
paclitaxelorneutropenicsepsisshouldhavetheirdoseofpaclitaxelreducedforsubsequent
coursesofpaclitaxel(seesection4.2).

Patientswithhepaticimpairmentmaybeatincreasedriskoftoxicity,particularlygradeIII-IV
myelosuppression.Thereisnoevidencethatthetoxicityofpaclitaxelisincreasedwhen
givenasa3-hourinfusiontopatientswithmildlyabnormalliverfunction.Whenpaclitaxelis
givenasalongerinfusion,increasedmyelosuppressionmaybeseeninpatientswith
moderatetoseverehepaticimpairment.Patientsshouldbemonitoredcloselyforthe
developmentofprofoundmyelosuppression(seesection4.2).Inadequatedataareavailable
torecommenddosagealterationsinpatientswithmildtomoderatehepaticimpairments
(seesection5.2).

Nodataareavailableforpatientswithseverebaselinecholestasis.Patientswithsevere
hepaticimpairmentshouldnotbetreatedwithpaclitaxel.

Severecardiacconductionabnormalitieshavebeenreportedrarelywithsingleagent
paclitaxel.Ifpatientsdevelopsignificantcardiacconductionabnormalitiesduringpaclitaxel
administration,appropriatetherapyshouldbeadministeredandcontinuouscardiac
monitoringshouldbeperformedduringsubsequenttherapywithpaclitaxel.Hypotension,
hypertension,andbradycardiahavebeenobservedduringpaclitaxeladministration;patients
areusuallyasymptomaticandgenerallydonotrequiretreatment.Frequentvitalsign
monitoring,particularlyduringthefirsthourofpaclitaxelinfusion,isrecommended.Severe
cardiovasculareventswereobservedmorefrequentlyinpatientswithNSCLCthanbreastor
ovariancarcinoma.AsinglecaseofheartfailurerelatedtopaclitaxelwasseenintheAIDS-
KSclinicalstudy.

Whenpaclitaxelisusedincombinationwithdoxorubucinortrastuzumabforinitialtreatment
ofmetastaticbreastcancer,attentionshouldbeplacedonthemonitoringofcardiacfunction.
Whenpatientsarecandidatesfortreatmentwithpaclitaxelinthesecombinations,they
shouldundergobaselinecardiacassessmentincludinghistory,physicalexamination,ECG,
echocardiogram,and/orMUGAscan.Cardiacfunctionshouldbefurthermonitoredduring
treatment(e.g.everythreemonths).Monitoringmayhelptoidentifypatientswhodevelop
cardiacdysfunctionandtreatingphysiciansshouldcarefullyassessthecumulativedose
(mg/m²)ofanthracyclineadministeredwhenmakingdecisionsregardingfrequencyof
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ventricularfunctionassessment.Whentestingindicatesdeteriorationincardiacfunction,
evenasymptomatic,treatingphysiciansshouldcarefullyassesstheclinicalbenefitsof
furthertherapyagainstthepotentialforproducingcardiacdamage,includingpotentially
irreversibledamage.Iffurthertreatmentisadministered,monitoringofcardiacfunction
shouldbemorefrequent(e.g.every1-2cycles).FormoredetailsseeSummaryofProduct
Characteristicsoftrastuzumabordoxorubicin.

Althoughtheoccurrenceofperipheralneuropathyisfrequent,thedevelopmentofsevere
symptomsisrare.Inseverecases,adosereductionof20%(25%forKSpatients)forall
subsequentcoursesofpaclitaxelisrecommended.InNSCLCpatientsandinovariancancer
patientstreatedinthefirst-linesetting,theadministrationofpaclitaxelasathreehour
infusionincombinationwithcisplatin,resultedinagreaterincidenceofsevereneurotoxicity
thanbothsingleagentpaclitaxelandcyclophosphamidefollowedbycisplatin.

Others
Specialcareshouldbetakentoavoidintra-arterialapplicationofpaclitaxel,sinceinanimal
studiestestingforlocaltoleranceseveretissuereactionswereobservedafterintra-arterial
application.

Paclitaxelincombinationwithradiationofthelung,irrespectiveoftheirchronologicalorder,
maycontributetothedevelopmentofinterstitialpneumonitis.

Sincepaclitaxelconcentrateforsolutionforinfusioncontainsethanol(392mg/ml),
considerationshouldbegiventopossibleCNSandothereffects.

PaclitaxelconcentrateforsolutionforinfusioncontainsPolyoxylCastoroil,whichmaycause
severeallergicreactions.

Pseudomembranouscolitishasbeenrarelyreportedincludingcasesinpatientswhohave
notbeenconcomitantlytreatedwithantibiotics.Thisreactionshouldbeconsideredinthe
differentialdiagnosisofcasesofsevereorpersistentdiarrhoeaoccurringduringorshortly
aftertreatmentwithpaclitaxel.

InKSpatients,severemucositisisrare.Ifseverereactionsoccur,thepaclitaxeldoseshould
bereducedby25%.

Paclitaxelhasshowntobeteratogenic,embryotoxicandmutagenicinmanyexperimental
systems.

Thereforesexuallyactivefertilefemaleandmalepatientsshoulduseeffectivemethodsof
contraceptionduringtreatmentanduptosixmonthsaftertreatmentformenandwomen
(seesection4.6).Hormonalcontraceptioniscontraindicatedinhormonereceptorpositive
tumors.

4.5 Interactionwithothermedicinalproductsandotherformsofinteraction

Therecommendedregimenofpaclitaxeladministrationforthefirst-linechemotherapyof
ovariancarcinomaisforpaclitaxeltobegivenbeforecisplatin.Whenpaclitaxelisgiven
beforecisplatin,thesafetyprofileofpaclitaxelisconsistentwiththatreportedforsingle-
agentuse.Whenpaclitaxelwasgivenaftercisplatin,patientsshowedamoreprofound
myelosuppressionandanapproximately20%decreaseinpaclitaxelclearance.Patients
treatedwithpaclitaxelandcisplatinmayhaveanincreasedriskofrenalfailureascompared
tocisplatinaloneingynaecologicalcancers.

Sincetheeliminationofdoxorubicinanditsactivemetabolitescanbereducedwhen
paclitaxelanddoxorubicinaregivencloserintime,paclitaxelforinitialtreatmentof
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metastaticbreastcancershouldbeadministered24hoursafterdoxorubicin(seesection
5.2).

Themetabolism ofpaclitaxeliscatalysed,inpart,bycytochromeP450isoenzymesCYP2C8
and3A4(seesection5.2).ClinicalstudieshavedemonstratedthatCYP2C8-mediated
metabolism ofpaclitaxel,to6α-hydroxypaclitaxel,isthemajormetabolicpathwayinhumans.
Concurrentadministrationofketoconazole,aknownpotentinhibitorofCYP3A4,doesnot
inhibittheeliminationofpaclitaxelinpatients;thus,bothmedicinalproductsmaybe
administeredtogetherwithoutdosageadjustment.Furtherdataonthepotentialofdrug
interactionsbetweenpaclitaxelandotherCYP3A4substrates/inhibitorsarelimited.
Therefore,cautionshouldbeexercisedwhenadministeringpaclitaxelconcomitantlywith
medicinesknowntoinhibit(e.g.erythromycin,fluoxetine,gemfibrozil)orinduce(e.g.
rifampicin,carbamazepine,phenytoin,phenobarbital,efavirenz,nevirapine)eitherCYP2C8or
CYP3A4.

Paclitaxelclearanceisnotaffectedbycimetidinepremedication.

StudiesinKSpatients,whoweretakingmultipleconcomitantmedications,suggestthatthe
systemicclearanceofpaclitaxelwassignificantlylowerinthepresenceofnelfinavirand
ritonavir,butnotwithindinavir.Insufficientinformationisavailableoninteractionswithother
proteaseinhibitors.Consequently,paclitaxelshouldbeadministeredwithcautioninpatients
receivingproteaseinhibitorsasconcomitanttherapy.

4.6 Fertility,pregnancyandlactation

Pregnancy
Thereisnoadequateinformationontheuseofpaclitaxelinpregnantwomen.Paclitaxelhas
beenshowntobeembryotoxicandfoetotoxicinrabbits,andtodecreasefertilityinrats.
Aswithothercytotoxicdrugs,paclitaxelmaycausefoetalharm,andistherefore
contraindicatedduringpregnancy.Womenshouldbeadvisedtoavoidbecomingpregnant
duringtherapywithpaclitaxel,andtoinform thetreatingphysicianimmediatelyshouldthis
occur.Femaleandmalepatientsoffertileage,and/ortheirpartnersshoulduse
contraceptionsforatleast6monthsaftertreatmentwithpaclitaxel.

Breast-feeding
Paclitaxeliscontraindicatedduringlactation(seesection4.3).Itisnotknownwhether
paclitaxelisexcretedinhumanmilk.Breastfeedingshouldbediscontinuedfortheduration
oftherapy.

Fertility
Paclitaxelhasbeenshowntoreducefertilityinrats.
Malepatientsshouldseekadviceregardingcryoconservationofsperm priortotreatment
withpaclitaxelbecauseofthepossibilityofinfertility.

4.7 Effectsonabilitytodriveandusemachines

Paclitaxelhasnotbeendemonstratedtointerferewiththisability.However,itshouldbe
notedthatpaclitaxeldoescontainalcohol(seesection4.4and6.1).

4.8 Undesirableeffects

Unlessotherwisenoted,thefollowingdiscussionreferstotheoverallsafetydatabaseof812
patientswithsolidtumourstreatedwithsingle-agentpaclitaxelinclinicalstudies.AstheKS
populationisveryspecific,aspecialchapterbasedonaclinicalstudywith107patients,is
presentedattheendofthissection.
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Thefrequencyandseverityofundesirableeffects,unlessotherwisementioned,aregenerally
similarbetweenpatientsreceivingpaclitaxelforthetreatmentofovariancarcinoma,breast
carcinoma,orNSCLC.Noneoftheobservedtoxicitieswereclearlyinfluencedbyage.

Asignificanthypersensitivityreactionwithpossiblefataloutcome(definedashypotension
requiringtherapy,angioedema,respiratorydistressrequiringbronchodilatortherapy,or
generalisedurticaria)occurredintwo(<1%)ofpatients.Thirty-fourpercentofpatients(17%
ofallcourses)experiencedminorhypersensitivityreactions.Theseminorreactions,mainly
flushingandrash,didnotrequiretherapeuticinterventionnordidtheypreventcontinuation
ofpaclitaxeltherapy.

Themostfrequentsignificantundesirableeffectwasbonemarrowsuppression.Severe
neutropenia(<500cells/mm³)occurredin28%ofpatients,butwasnotassociatedwith
febrileepisodes.Only1%ofpatientsexperiencedsevereneutropeniafor≥7days.
Thrombocytopeniawasreportedin11%ofpatients.Threepercentofpatientshadaplatelet
countnadir<50,000/mm³atleastoncewhileonstudy.Anaemiawasobservedin64%of
patients,butwassevere(Hb<5mmol/l)inonly6%ofpatients.Incidenceandseverityof
anaemiaisrelatedtobaselinehaemoglobinstatus.

Neurotoxicity,mainlyperipheralneuropathy,appearedtobemorefrequentandseverewitha
175mg/m²3-hourinfusion(85%neurotoxicity,15%severe)thanwitha135mg/m²24-hour
infusion(25%peripheralneuropathy,3%severe)whenpaclitaxelwascombinedwithcisplatin.
InNSCLCpatientsandinovariancancerpatientstreatedwithpaclitaxelover3hours
followedbycisplatin,thereisanapparentincreaseintheincidenceofsevereneurotoxicity.
Peripheralneuropathycanoccurfollowingthefirstcourseandcanworsenwithincreasing
exposuretopaclitaxel.Peripheralneuropathywasthecauseofpaclitaxeldiscontinuationina
fewcases.Sensorysymptomshaveusuallyimprovedorresolvedwithinseveralmonthsof
paclitaxeldiscontinuation.Pre-existingneuropathiesresultingfrom priortherapiesarenota
contraindicationforpaclitaxeltherapy.

Alopecia:Alopeciawasobservedin87%ofpatientsandwasabruptinonset.Themajorityof
alopeciaeventsoccurredlessthanonemonthafterinitiationofpaclitaxel.Pronouncedhair
loss≥50%isexpectedforthemajorityofpatientswhoexperiencealopecia.

Arthralgiaormyalgiaaffected60%ofpatientsandwasseverein13%ofpatients.

Injectionsitereactionsduringintravenousadministrationmayleadtolocalisedoedema,pain,
erythema,andinduration;onoccasion,extravasationcanresultincellulitis.Skinsloughing
and/orpeelinghasbeenreported,sometimesrelatedtoextravasation.Skindiscoloration
mayalsooccur.Recurrenceofskinreactionsatasiteofpreviousextravasationfollowing
administrationofpaclitaxelatadifferentsite,i.e.“recall”,hasbeenreportedrarely.Aspecific
treatmentforextravasationreactionsisunknownatthistime.

Insomecases,theonsetoftheinjectionsitereactioneitheroccurredduringaprolonged
infusionorwasdelayedbyaweekto10days.

Thetablebelowlistsundesirableeffectsregardlessofseverityassociatedwiththe
administrationofsingleagentpaclitaxeladministeredasathreehourinfusioninthe
metastaticsetting(812patientstreatedinclinicalstudies)andasreportedinthe
postmarketingsurveillance*ofpaclitaxel.

Thefrequencyofundesirableeffectslistedbelowisdefinedusingthefollowingconvention:
verycommon(≥1/10);common(≥1/100,<1/10);uncommon(≥1/1,000,<1/100);rare(≥
1/10,000,<1/1,000);veryrare(<1/10,000);notknown(cannotbeestimatedfrom the
availabledata).Withineachfrequencygrouping,undesirableeffectsarepresentedinorderof
decreasingseriousness.
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Infectionsandinfestations: Verycommon:infection(mainlyurinarytract
andupperrespiratorytractinfections),with
reportedcasesoffataloutcome

Common:flusyndrome

Uncommon:septicshock

Rare*:pneumonia,peritonitis,sepsis

Bloodandlymphaticsystem disorders: Verycommon:myelosuppression,
neutropenia,anaemia,thrombocytopenia,
leucopenia,bleeding

Common:neutropenicfever

Uncommon:severeanaemia

Rare*:febrileneutropenia

Veryrare*:acutemyeloidleukaemia,
myelodysplasticsyndrome

Immunesystem disorders: Verycommon:minorhypersensitivity
reactions(mainlyflushingandrash)

Uncommon:significanthypersensitivity
reactionsrequiringtherapy(e.g.,
hypotension,angioneuroticoedema,
respiratorydistress,generalisedurticaria,
chills,backpain,chestpain,tachycardia,
abdominalpain,paininextremities,
diaphoresisandhypertension)

Rare*:anaphylacticreactions

Veryrare*:anaphylaticshock

Metabolism andnutritiondisorders: Uncommon*:weightgain,weightloss

Veryrare*:anorexia

Notknown*:tumourlysissyndrome

Psychiatricdisorders: Veryrare*:confusionalstage

Nervoussystem disorders: Verycommon:neurotoxicity(mainly:
peripheralneuropathy),paraesthesia,
somnolence

Common:depression,severeneuropathy,
nervousness,insomnia,hypokinesia,
abnormalgait,abnormalthinking,
hypoaesthesia,tastechange

Rare*:motorneuropathy(withresultant
minordistalweakness)

Veryrare*:autonomicneuropathy(resulting
inparalyticileusandorthostatic
hypotension),grandmalseizures,
convulsions,encephalopathy,dizziness,
headache,ataxia
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Eyedisorders: Uncommon:dryeyes,amblyopia,visualfield
defect

Veryrare*:opticnerveand/orvisual
disturbances(scintillatingscotomata),
particularlyinpatientswhohavereceived
higherdosesthanrecommended

Notknown*:macularoedema,photopsia,
vitreousfloaters

Earandlabyrinthdisorders: Veryrare*:ototoxicity,hearingloss,
tinnitus,vertigo

Cardiacdisorders: Common:bradycardia,tachycardia,
palpitation,syncope

Uncommon:cardiomyopathy,asymptomatic
ventriculartachycardia,tachycardiawith
bigeminy,AVblockandsyncope,myocardial
infarction,congestiveheartfailure

Rare*:cardiacfailure

Veryrare*:atrialfibrillation,supraventricular
tachycardia

Vasculardisorders: Verycommon:hypotension

Common:vasodilatation(flushing)

Uncommon:hypertension,thrombosis,
thrombophlebitis

Veryrare*:shock

Notknown*:phlebitis

Respiratory,thoracicandmediastinal
disorders:

Common:epistaxis

Rare*:dyspnoea,pleuraleffusion,interstitial
pneumonia,lungfibrosis,pulmonary
embolism,respiratoryfailure

Veryrare*:cough,pulmonaryhypertension

Gastrointestinaldisorders: Verycommon:nausea,vomiting,diarrhoea,
mucosalinflammation,stomatitis,
abdominalpain

Common:drymouth,mouthulceration,
melaena,dyspepsia

Rare*:bowelobstruction,bowelperforation,
ischaemiccolitis,pancreatitis

Veryrare*:mesentericthrombosis,
pseudomembranouscolitis,oesophagitis,
constipation,ascites,neutropeniccolitis

Hepato-biliarydisorders: Veryrare*:hepaticnecrosis,hepatic
encephalopathy(bothwithreportedcasesof
fataloutcome)
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Skinandsubcutaneoustissuedisorders: Verycommon:alopecia

Common:transientandmildnailandskin
changes

Uncommon:changesinnailpigmentationor
discolorationofnailbed

Rare*:pruritus,rash,erythema

Veryrare*:Stevens-Johnsonsyndrome,
epidermalnecrolysis,erythemamultiforme,
exfoliativedermatitis,urticaria,onycholysis
(patientsontherapyshouldwearsun
protectiononhandsandfeet),folliculitis

Notknown*:scleroderma

Musculoskeletal,connectivetissue
disorders:

Verycommon:arthralgia,myalgia

Common:bonepain,legcramps,
myasthenia,backpain

Notknown*:systemiclupuserythematosus

Generaldisordersandadministrationsite

conditions:
Verycommon:asthenia,pain,oedema
includingperipheralandface

Common:injectionsitereactions(including
localisedoedema,pain,erythema,induration,
onoccasionextravasationcanresultin
cellulitis,skinfibrosisandskinnecrosis),
chestpain,chills

Rare*:asthenia,pyrexia,dehydration,
oedema,malaise

Renalandurinarydisorders Common:dysuria

Investigations: Common:severeelevationinAST(SGOT),
severeelevationinalkalinephosphatase

Uncommon:severeelevationinbilirubin

Rare*:increaseinbloodcreatinine

BreastcancerpatientswhoreceivedpaclitaxelintheadjuvantsettingfollowingAC
experiencedmoreneurosensorytoxicity,hypersensitivityreactions,arthralgia/myalgia,
anaemia,infection,fever,nausea/vomitinganddiarrhoeathanpatientswhoreceivedAC
alone.However,thefrequencyoftheseeventswasconsistentwiththeuseofsingleagent
paclitaxel,asreportedabove.

Combinationtreatment

Thefollowingdiscussionreferstotwomajortrialsforthefirst-linechemotherapyofovarian
carcinoma(paclitaxel+cisplatin:over1050patients);twophaseIIItrialsinthefirstline
treatmentofmetastaticbreastcancer:oneinvestigatingthecombinationwithdoxorubicin
(paclitaxel+doxorubicin:267patients),anotheroneinvestigatingthecombinationwith
trastuzumab(plannedsubgroupanalysispaclitaxel+trastuzumab:188patients)andtwo
phaseIIItrialsforthetreatmentofadvancedNSCLC(paclitaxel+cisplatin:over360patients)
(seesection5.1).

Whenadministeredasathreehourinfusionforthefirst-linechemotherapyofovariancancer,
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neurotoxicity,arthralgia/myalgia,andhypersensitivitywerereportedasmorefrequentand
severebypatientstreatedwithpaclitaxelfollowedbycisplatinthanpatientstreatedwith
cyclophosphamidefollowedbycisplatin.Myelosuppressionappearedtobelessfrequentand
severewithpaclitaxelasathreehourinfusionfollowedbycisplatincomparedwith
cyclophosphamidefollowedbycisplatin.

Forthefirstlinechemotherapyofmetastaticbreastcancer,neutropenia,anaemia,peripheral
neuropathy,arthralgia/myalgia,asthenia,fever,anddiarrhoeawerereportedmorefrequently
andwithgreaterseveritywhenpaclitaxel(220mg/m²)wasadministeredasa3-hourinfusion
24hoursfollowingdoxorubicin(50mg/m²)whencomparedtostandardFACtherapy(5-FU
500mg/m²,doxorubicin50mg/m²,cyclophosphamide500mg/m²).Nauseaandvomiting
appearedtobelessfrequentandseverewiththepaclitaxel(220mg/m²)/doxorubicin(50
mg/m²)regimenascomparedtothestandardFACregimen.Theuseofcorticosteroidsmay
havecontributedtothelowerfrequencyandseverityofnauseaandvomitinginthe
paclitaxel/doxorubicinarm.

Whenpaclitaxelwasadministeredasa3-hourinfusionincombinationwithtrastuzumabfor
thefirstlinetreatmentofpatientswithmetastaticbreastcancer,thefollowingevents
(regardlessofrelationshiptopaclitaxelortrastuzumab)werereportedmorefrequentlythan
withsingleagentpaclitaxel:heartfailure(8%vs1%),infection(46%vs27%),chills(42%vs
4%),fever(47%vs23%),cough(42%vs22%),rash(39%vs18%),arthralgia(37%vs21%),
tachycardia(12%vs4%),diarrhoea(45%vs30%),hypertonia(11%vs3%),epistaxis(18%vs
4%),acne(11%vs3%),herpessimplex(12%vs3%),accidentalinjury(13%vs3%),insomnia
(25%vs13%),rhinitis(22%vs5%),sinusitis(21%vs7%),andinjectionsitereaction(7%vs
1%).Someofthesefrequencydifferencesmaybeduetotheincreasednumberandduration
oftreatmentswithpaclitaxel/trastuzumabcombinationvssingleagentpaclitaxel.Severe
eventswerereportedatsimilarratesforpaclitaxel/trastuzumabandsingleagentpaclitaxel.

Whendoxorubicinwasadministeredincombinationwithpaclitaxelinmetastaticbreast
cancer,cardiaccontractionabnormalities(≥20%reductionofleftventricularejectionfraction)
wereobservedin15%ofpatientsvs.10%withstandardFACregimen.Congestiveheart
failurewasobservedin<1%inbothpaclitaxel/doxorubicinandstandardFACarms.
Administrationoftrastuzumabincombinationwithpaclitaxelinpatientspreviouslytreated
withanthracyclinesresultedinanincreasedfrequencyandseverityofcardiacdysfunctionin
comparisonwithpatientstreatedwithpaclitaxelsingleagent(NYHAClassI/II10%vs.0%;
NYHAClassIII/IV2%vs.1%)andrarelyhasbeenassociatedwithdeath(seetrastuzumab
SummaryofProductCharacteristics).Inallbuttheserarecases,patientsrespondedto
appropriatemedicaltreatment.

Ineightpublishedclinicaltrials(8PhaseIIItrials)including4735patientswithadvanced
ovariancancerandintwelvepublishedclinicaltrials(onelargePhaseIIandelevenPhaseIII
trials)including4315NSCLCpatientstreatedwithpaclitaxelandplatinum-containing
regimens,similarundesirableeffectswereobservedcomparedtosingle-agentpaclitaxel
treatment.Additionallyileus,effectsoncreatinineclearance,abnormalelectrolytes(e.g.
hyponatraemia,hypomagnesaemia),hyperglycaemia,coughandpneumoniaoccurredvery
rarely.

Radiationpneumonitishasbeenreportedinpatientsreceivingconcurrentradiotherapy.

AIDS-relatedKaposi'ssarcoma
Exceptforhaematologicandhepaticundesirableeffects(seebelow),thefrequencyand
severityofundesirableeffectsaregenerallysimilarbetweenKSpatientsandpatientstreated
withpaclitaxelmonotherapyforothersolidtumours,basedonaclinicalstudyincluding107
patientstreatedwith100mg/m2paclitaxeladministeredasa3-hourinfusionassecond-line
chemotherapy..

Bloodandthelymphaticsystem disorders:bonemarrowsuppressionwasthemajordose-
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limitingtoxicity.Neutropeniaisthemostimportanthaematologicaltoxicity.Duringthefirst
courseoftreatment,severeneutropenia(<500cells/mm³)occurredin20%ofpatients.
Duringtheentiretreatmentperiod,severeneutropeniawasobservedin39%ofpatients.
Neutropeniawaspresentfor>7daysin41%andfor30-35daysin8%ofpatients.Itresolved
within35daysinallpatientswhowerefollowed.TheincidenceofGrade4neutropenia
lasting≥7dayswas22%.

Neutropenicfeverrelatedtopaclitaxelwasreportedin14%ofpatientsandin1.3%of
treatmentcycles.Therewere3septicepisodes(2.8%)duringpaclitaxeladministration
relatedtothemedicinalproductthatprovedfatal.

Thrombocytopeniawasobservedin50%ofpatients,andwassevere(<50,000cells/mm³)in
9%.Only14%experiencedadropintheirplateletcount<75,000cells/mm³,atleastonce
whileontreatment.Bleedingepisodesrelatedtopaclitaxelwerereportedin<3%ofpatients,
butthehaemorrhagicepisodeswerelocalised.

Anaemia(Hb<11g/dL)wasobservedin61%ofpatientsandwassevere(Hb<8g/dL)in
10%.Redcelltransfusionswererequiredin21%ofpatients.

Hepato-biliarydisorders:Amongpatients(>50%onproteaseinhibitors)withnormalbaseline
liverfunction,28%,43%and44%hadelevationsinbilirubin,alkalinephosphataseandAST
(SGOT),respectively.Foreachoftheseparameters,theincreaseswereseverein1%ofcases.

Reportingofsuspectedadversereactions
Reportingsuspectedadversereactionsafterauthorisationofthemedicinalproductis
important.Itallowscontinuedmonitoringofthebenefit/riskbalanceofthemedicinal
product.Healthcareprofessionalsareaskedtoreportanysuspectedadversereactionsvia
theUKYellowCardScheme.Websitewww.mhra.gov.uk/yellowcard

4.9 Overdose

Thereisnoknownantidoteforpaclitaxeloverdosage.

Incaseofoverdose,thepatientshouldbecloselymonitored.Treatmentshouldbedirected
attheprimaryanticipatedtoxicities,whichconsistofbonemarrowsuppression,peripheral
neurotoxicityandmucositis.

5. PHARMACOLOGICALPROPERTIES

5.1 Pharmacodynamicproperties

Pharmacotherapeuticgroup:Antineoplasticagent/taxanes,ATCcode:L01CD01

Paclitaxelisanovelantimicrotubuleagentthatpromotestheassemblyof
microtubulesfrom tubulindimersandstabilisesmicrotubulesbypreventing
depolymerization.Thisstabilityresultsintheinhibitionofthenormaldynamicreorganisation
ofthemicrotubulenetworkthatisessentialforvitalinterphaseandmitoticcellularfunctions.
Inaddition,paclitaxelinducesabnormalarraysorbundlesofmicrotubulesthroughoutthe
cellcycleandmultipleastersofmicrotubulesduringmitosis.

Ovariancarcinoma
Inthefirst-linechemotherapyofovariancarcinoma,thesafetyandefficacyof

paclitaxelwereevaluatedintwomajor,randomised,controlled(vs.cyclophosphamide750
mg/m²/cisplatin75mg/m²)trials.IntheIntergrouptrial(BMSCA139-209),over650
patientswithstageIIb-c,IIIorIVprimaryovariancancerreceivedamaximum of9treatment
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coursesofpaclitaxel(175mg/m2over3hr)followedbycisplatin(75mg/m²)orcontrol.The
secondmajortrial(GOG-111/BMSCA139-022)evaluatedamaximum of6coursesofeither
paclitaxel(135mg/m²over24hrs)followedbycisplatin(75mg/m²)orcontrolinover400
patientswithstageIII/IVprimaryovariancancer,witha>1cm residualdiseaseafterstaging
laparotomy,orwithdistantmetastases.Whilethetwodifferentpaclitaxelposologieswere
notcomparedwitheachotherdirectly,inbothtrialspatientstreatedwithpaclitaxelin
combinationwithcisplatinhadasignificantlyhigherresponserate,longertimeto
progression,andlongersurvivaltimewhencomparedwithstandardtherapy.Increased
neurotoxicity,arthralgia/myalgiabutreducedmyelosuppressionwereobservedinadvanced
ovariancancerpatientsadministered3-hourinfusionpaclitaxel/cisplatinascomparedto
patientswhoreceivedcyclophosphamide/cisplatin.

Breastcarcinoma
Intheadjuvanttreatmentofbreastcarcinoma,3121patientswithnodepositivebreast

carcinomaweretreatedwithadjuvantpaclitaxeltherapyornochemotherapyfollowingfour
coursesofdoxorubicinandcyclophosphamide(CALGB9344,BMSCA139-223).Median
follow-upwas69months.Overall,paclitaxelpatientshadasignificantreductionof18%in
theriskofdiseaserecurrencerelativetopatientsreceivingACalone(p=0.0014),anda
significantreductionof19%intheriskofdeath(p=0.0044)relativetopatientsreceivingAC
alone.Retrospectiveanalysesshowbenefitinallpatientsubsets.Inpatientswithhormone
receptornegative/unknowntumours,reductioninriskofdiseaserecurrencewas28%
(95%CI:0.59-0.86).Inthepatientsubgroupwithhormonereceptorpositivetumours,therisk
reductionofdiseaserecurrencewas9%(95%CI:0.78-1.07).However,thedesignofthestudy
didnotinvestigatetheeffectofextendedACtherapybeyond4cycles.Itcannotbeexcluded
onthebasisofthisstudyalonethattheobservedeffectscouldbepartlyduetothe
differenceindurationofchemotherapybetweenthetwoarms(AC4cycles;AC+paclitaxel8
cycles).Therefore,adjuvanttreatmentwithpaclitaxelshouldberegardedasanalternativeto
extendedACtherapy.

Inasecondlargeclinicalstudyinadjuvantnodepositivebreastcancerwithasimilar
design,3060patientswererandomizedtoreceiveornotfourcoursesofpaclitaxelata
higherdoseof225mg/m²followingfourcoursesofAC(NSABPB-28,BMSCA139-270).Ata
medianfollow-upof64months,paclitaxelpatientshadasignificantreductionof17%inthe
riskofdiseaserecurrencerelativetopatientswhoreceivedACalone(p=0.006);paclitaxel
treatmentwasassociatedwithareductionintheriskofdeathof7%(95%CI:0.78-1.12).All
subsetanalysesfavoredthepaclitaxelarm.Inthisstudypatientswithhormonereceptor
positivetumourhadareductionintheriskofdiseaserecurrenceof23%(95%CI:0.6-0.92);in
thepatientsubgroupwithhormonereceptornegativetumourtheriskreductionofdisease
recurrencewas10%(95%CI:0.7-1.11).

●Inthefirst-linetreatmentofmetastaticbreastcancer,theefficacyandsafetyof
paclitaxelwereevaluatedintwopivotal,phaseIII,randomised,controlledopen-labeltrials.In
thefirststudy(BMSCA139-278),thecombinationofbolusdoxorubicin(50mg/m²)followed
after24hoursbypaclitaxel(220mg/m²by3-hourinfusion)(AT),wascomparedversus
standardFACregimen(5-FU500mg/m²,doxorubicin50mg/m²,cyclophosphamide500
mg/m²),bothadministeredeverythreeweeksforeightcourses.Inthisrandomisedstudy,
267patientswithmetastaticbreastcancer,whohadeitherreceivednopriorchemotherapy
oronlynon-anthracyclinechemotherapyintheadjuvantsetting,wereenrolled.Results
showedasignificantdifferenceintimetoprogressionforpatientsreceivingATcomparedto
thosereceivingFAC(8.2vs.6.2months;p=0.029).Themediansurvivalwasinfavourof
paclitaxel/doxorubicinvs.FAC(23.0vs.18.3months;p=0.004).IntheATandFACtreatment
arm 44%and48%respectivelyreceivedfollow-upchemotherapywhichincludedtaxanesin
7%and50%respectively.TheoverallresponseratewasalsosignificantlyhigherintheAT
arm comparedtotheFACarm (68%vs.55%).Completeresponseswereseenin19%ofthe
paclitaxel/doxorubicinarm patientsvs.8%oftheFACarm patients.Allefficacyresultshave
beensubsequentlyconfirmedbyablindedindependentreview.
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●Inthesecondpivotalstudy,theefficacyandsafetyofthepaclitaxeland
trastuzumabcombinationwasevaluatedinaplannedsubgroupanalysis(metastaticbreast
cancerpatientswhoformerlyreceivedadjuvantanthracyclines)ofthestudyHO648g.The
efficacyoftrastuzumabincombinationwithpaclitaxelinpatientswhodidnotreceiveprior
adjuvantanthracyclineshasnotbeenproven.Thecombinationoftrastuzumab(4mg/kg
loadingdosethen2mg/kgweekly)andpaclitaxel(175mg/m²)3-hourinfusion,everythree
weekswascomparedtosingle-agentpaclitaxel(175mg/m²)3-hourinfusion,everythree
weeksin188patientswithmetastaticbreastcanceroverexpressingHER2(2+or3+as
measuredbyimmunohistochemistry),whohadpreviouslybeentreatedwithanthracyclines.
Paclitaxelwasadministeredeverythreeweeksforatleastsixcourseswhiletrastuzumab
wasgivenweeklyuntildiseaseprogression.Thestudyshowedasignificantbenefitforthe
paclitaxel/trastuzumabcombinationintermsoftimetoprogression(6.9vs.3.0months),
responserate(41%vs.17%),anddurationofresponse(10.5vs.4.5months)whencompared
topaclitaxelalone.Themostsignificanttoxicityobservedwiththepaclitaxel/trastuzumab
combinationwascardiacdysfunction(seesection4.8).

Advancednon-smallcelllungcarcinoma
InthetreatmentofadvancedNSCLC,paclitaxel175mg/m²followedbycisplatin80

mg/m²hasbeenevaluatedintwophaseIIItrials(367patientsonpaclitaxelcontaining
regimens).Bothwererandomisedtrials,onecomparedtotreatmentwithcisplatin100
mg/m²,theotherusedteniposide100mg/m²followedbycisplatin80mg/m²ascomparator
(367patientsoncomparator).Resultsineachtrialweresimilar.Fortheprimaryoutcomeof
mortality,therewasnosignificantdifferencebetweenthepaclitaxelcontainingregimenand
thecomparator(mediansurvivaltimes8.1and9.5monthsonpaclitaxelcontainingregimens,
8.6and9.9monthsoncomparators).Similarly,forprogression-freesurvivaltherewasno
significantdifferencebetweentreatments.Therewasasignificantbenefitintermsofclinical
responserate.Qualityofliferesultsaresuggestiveofabenefitonpaclitaxelcontaining
regimensintermsofappetitelossandprovideclearevidenceoftheinferiorityofpaclitaxel
containingregimensintermsofperipheralneuropathy(p<0.008).

AIDS-relatedKaposi'ssarcoma
InthetreatmentofAIDS-relatedKS,theefficacyandsafetyofpaclitaxelwere

investigatedinanon-comparativestudyinpatientswithadvancedKS,previouslytreatedwith
systemicchemotherapy.Theprimaryend-pointwasbesttumourresponse.Ofthe107
patients,63wereconsideredresistanttoliposomalanthracyclines.Thissubgroupis
consideredtoconstitutethecoreefficacypopulation.Theoverallsuccessrate
(complete/partialresponse)after15cyclesoftreatmentwas57%(CI44-70%)inliposomal
anthracycline-resistantpatients.Over50%oftheresponseswereapparentafterthefirst3
cycles.Inliposomalanthracycline-resistantpatients,theresponserateswerecomparablefor
patientswhohadneverreceivedaproteaseinhibitor(55.6%)andthosewhoreceivedoneat
least2monthspriortotreatmentwithpaclitaxel(60.9%).Themediantimetoprogressionin
thecorepopulationwas468days(95%CI257-NE).Mediansurvivalcouldnotbecomputed,
butthelower95%boundwas617daysincorepatients.

5.2 Pharmacokineticproperties

Followingintravenousadministration,paclitaxelexhibitsabiphasicdeclineinplasma
concentrations.

Thepharmacokineticsofpaclitaxelweredeterminedfollowing3and24hourinfusionsat
dosesof135and175mg/m².Meanterminalhalf-lifeestimatesrangedfrom 3.0to52.7
hours,andmean,non-compartmentallyderived,valuesfortotalbodyclearancerangedfrom
11.6to24.0l/hr/m²;totalbodyclearanceappearedtodecreasewithhigherplasma
concentrationsofpaclitaxel.Meansteady-statevolumeofdistributionrangedfrom 198to
688l/m²,indicatingextensiveextravasculardistributionand/ortissuebinding.Withthe3-
hourinfusion,increasingdosesresultinnon-linearpharmacokinetics.Forthe30%increase
indosefrom 135mg/m²to175mg/m²,theCmaxandAUC→∞ valuesincreased75%and81%,
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respectively.

Followinganintravenousdoseof100mg/m²givenasa3-hourinfusionto19KSpatients,
themeanCmaxwas1,530ng/ml(range761-2,860ng/ml)andthemeanAUC5,619ng.hr/ml
(range2,609-9,428ng.hr/ml).Clearancewas20.6l/h/m²(range11-38)andthevolumeof
distributionwas291l/m²(range121-638).Theterminaleliminationhalf-lifeaveraged23.7
hours(range12-33).

Intrapatientvariabilityinsystemicpaclitaxelexposurewasminimal.Therewasnoevidence
foraccumulationofpaclitaxelwithmultipletreatmentcourses.

Invitrostudiesofbindingtohumanserum proteinsindicatethat89-98%ofmedicinal
productisbound.Thepresenceofcimetidine,ranitidine,dexamethasoneor
diphenhydraminedidnotaffectproteinbindingofpaclitaxel.

Thedispositionofpaclitaxelhasnotbeenfullyelucidatedinhumans.Meanvaluesfor
cumulativeurinaryrecoveryofunchangeddrughaverangedfrom 1.3to12.6%ofthedose,
indicatingextensivenon-renalclearance.Hepaticmetabolism andbiliaryclearancemaybe
theprincipalmechanism fordispositionofpaclitaxel.Paclitaxelappearstobemetabolised
primarilybycytochromeP450enzymes.Followingadministrationofaradiolabelled
paclitaxel,anaverageof26,2and6%oftheradioactivitywasexcretedinthefaecesas6α-
hydroxypaclitaxel,3'-p-hydroxypaclitaxel,and6α-3'-p-dihydroxy-paclitaxel,respectively.The
formationofthesehydroxylatedmetabolitesiscatalysedbyCYP2C8,-3A4,andboth-2C8
and-3A4respectively.Theeffectofrenalorhepaticdysfunctiononthedispositionof
paclitaxelfollowinga3-hourinfusionhasnotbeeninvestigatedformally.Pharmacokinetic
parametersobtainedfrom onepatientundergoinghaemodialysiswhoreceiveda3-hour
infusionofpaclitaxel135mg/m²werewithintherangeofthosedefinedinnon-dialysis
patients.

Inclinicaltrialswherepaclitaxelanddoxorubicinwereadministeredconcomitantly,the
distributionandeliminationofdoxorubicinanditsmetaboliteswereprolonged.Totalplasma
exposuretodoxorubicinwas30%higherwhenpaclitaxelimmediatelyfolloweddoxorubicin
thanwhentherewasa24-hourintervalbetweendrugs.

Foruseofpaclitaxelincombinationwithothertherapies,pleaseconsulttheSummaryof
ProductCharacteristicsofcisplatin,doxorubicinortrastuzumabforinformationontheuse
ofthesemedicinalproducts

5.3 Preclinicalsafetydata

Thecarcinogenicpotentialofpaclitaxelhasnotbeenstudied.However,paclitaxelisa
potentialcarcinogenicandgenotoxicagent,baseduponitspharmacodynamicmechanism of
action.Paclitaxelhasbeenshowntobemutagenicinbothinvitroandinvivomammalian
testsystems.

Paclitaxelhasbeenshowntobeembryotoxicandfoetotoxicinrabbits,andtodecrease
fertilityinrats.

6. PHARMACEUTICALPARTICULARS

6.1 Listofexcipients

Ethanolanhydrous
Chromatographicallypurifiedpolyoxyl35castoroil(Macrogolglycerolricinoleate35)
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6.2 Incompatibilities

PolyoxyethylatedcastoroilcanresultinDEHP(di-(2-ethylhexyl)phthalate)leachingfrom
plasticisedpolyvinylchloride(PVC)containers,atlevelswhichincreasewithtimeand
concentration.Consequently,thepreparation,storageandadministrationofdiluted
paclitaxelshouldbecarriedoutusingnon-PVC-containingequipment

Thismedicinalproductmustnotbemixedwithothermedicinalproductsexceptthose
mentionedinsection6.6.

6.3 Shelflife

Vialbeforeopening:
2years

Afteropeningbeforedilution:
Chemicalandphysicalin-usestabilityhasbeendemonstratedfor28daysat25°Cfollowing
multipleneedleentriesandproductwithdrawals.From amicrobiologicalpointofview,once
openedtheproductmaybestoredforamaximum of28daysat25°C.Otherin-usestorage
timesandconditionsaretheresponsibilityoftheuser.

Afterdilution:
Afterdilutionthesolutionisforsingleuseonly.
Chemicalandphysicalin-usestabilityofthesolutionpreparedforinfusionhasbeen
demonstratedat2°Cto8°Candat25°Cfor7dayswhendilutedin5%dextrosesolution,5%
dextroseand0.9%sodium chloridesolutionandfor14dayswhendilutedin0.9%sodium
chlorideinjection.

From amicrobiologicalpointofview,theproductshouldbeusedimmediately.Ifnotused
immediately,in-usestoragetimesandconditionspriortousearetheresponsibilityofthe
userandwouldnormallynotbelongerthan24hoursat2to8°C,unlessdilutionhastaken
placeincontrolledandvalidatedasepticconditions

6.4 Specialprecautionsforstorage

Vialbeforeopening:
Thismedicinalproductdoesnotrequireanyspecialtemperaturestorageconditions.Storein
theoriginalpackageinordertoprotectfrom light.

Afteropeningbeforedilution:
Donotstoreabove25°C.Storeintheoriginalpackageinordertoprotectfrom light.

Dilutedsolutions:Seesection6.3.

6.5 Natureandcontentsofcontainer

- 1x5mlTypeIglassvial(closedwith13mm fluororesinlaminatedchlorobutylrubber
stopperandanaluminium shellwithagreenplasticflip-offtear-offseal)contains30
mgofPaclitaxelin5ml.

- 1x16.7mlTypeIglassvial(closedwith20mm fluororesinlaminatedchlorobutylrubber
stopperandanaluminium shellwithanorangeplasticflip-offtear-offseal)contains
100mgofPaclitaxelin16.7ml.

- 1x50mlTypeIglassvial(closedwith20mm fluororesinlaminatedchlorobutylrubber
stopperandanaluminium shellwitharedplasticflip-offtear-offseal)contains300mg
ofPaclitaxelin50ml.
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Thevialsarepackagedindividuallyinacarton.

Notallpacksizesmaybemarketed.

6.6 Specialprecautionsfordisposalandotherhandling

Handling:aswithallantineoplasticagents,cautionshouldbeexercisedwhenhandling
Paclitaxel.Dilutionshouldbecarriedoutunderasepticconditionsbytrainedpersonnelina
designatedarea.Adequateprotectiveglovesshouldbeworn.Precautionsshouldbetakento
avoidcontactwiththeskinandmucousmembranes.Intheeventofcontactwiththeskin,
theareashouldbewashedwithsoapandwater.Followingtopicalexposure,tingling,burning
andrednesshavebeenobserved.Intheeventofcontactwiththemucousmembranes,these
shouldbeflushedthoroughlywithwater.Uponinhalation,dyspnoea,chestpain,burning
throatandnauseahavebeenreported.
Ifunopenedvialsarerefrigerated,aprecipitatemayform thatredissolveswithlittleorno
agitationuponreachingroom temperature.Productqualityisnotaffected.Ifthesolution
remainscloudyorifaninsolubleprecipitateisnoted,thevialshouldbediscarded.

Followingmultipleneedleentriesandproductwithdrawals,thevialsmaintainmicrobial,
chemicalandphysicalstabilityforupto28daysat25°C.Otherin-usestoragetimesand
conditionsaretheresponsibilityoftheuser.

TheChemo-DispensingPindeviceorsimilardeviceswithspikesshouldnotbeusedsince
theycancausethevialstoppertocollapse,resultinginlossofsterileintegrity.

PreparationforIVadministration:priortoinfusion,Paclitaxelmustbedilutedusingaseptic
techniquesin0.9%Sodium ChlorideInjection,or5%DextroseInjection,or5%Dextroseand
0.9%Sodium ChlorideInjection,toafinalconcentrationof0.3to1.2mg/ml.

Chemicalandphysicalin-usestabilityofthesolutionpreparedforinfusionhasbeen
demonstratedat2°Cto8°Candat25°Cfor7dayswhendilutedin5%dextrosesolution,5%
dextroseand0.9%sodium chloridesolutionandfor14dayswhendilutedin0.9%sodium
chlorideinjection.From amicrobiologicalpointofview,theproductshouldbeused
immediately.Ifnotusedimmediately,in-usestoragetimesandconditionspriortouseare
theresponsibilityoftheuserandwouldnormallynotbelongerthan24hoursat2to8°C,
unlessdilutionhastakenplaceincontrolledandvalidatedasepticconditions.

Afterdilutionthesolutionisforsingleuseonly.

Uponpreparation,solutionsmayshowhaziness,whichisattributedtotheformulation
vehicle,andisnotremovedbyfiltration.Paclitaxelshouldbeadministeredthroughanin-line
filterwithamicroporousmembrane≤0.22μm.Nosignificantlossesinpotencyhavebeen
notedfollowingsimulateddeliveryofthesolutionthroughIVtubingcontaininganin-linefilter.

Therehavebeenrarereportsofprecipitationduringpaclitaxelinfusions,usuallytowardsthe
endofa24hourinfusionperiod.Althoughthecauseofthisprecipitationhasnotbeen
elucidated,itisprobablylinkedtothesupersaturationofthedilutedsolution.Toreducethe
precipitationrisk,paclitaxelshouldbeusedassoonaspossibleafterdilution,andexcessive
agitation,vibrationorshakingshouldbeavoided.Theinfusionsetsshouldbeflushed
thoroughlybeforeuse.Duringinfusion,theappearanceofthesolutionshouldberegularly
inspectedandtheinfusionshouldbestoppedifprecipitationispresent.

TominimisepatientexposuretoDEHPwhichmaybeleachedfrom plasticisedPVCinfusion
bags,sets,orothermedicalinstruments,dilutedpaclitaxelsolutionsshouldbestoredinnon-
PVCbottles(glass,polypropylene)orplasticbags(polypropylene,polyolefin)and
administeredthroughpolyethylene-linedadministrationsets.Useoffilterdevices(e.g.IVEX-
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2)whichincorporateshortinletand/oroutletplasticisedPVCtubinghasnotresultedin
significantleachingofDEHP.

Disposal:Anyunusedmedicinalproductorwastematerialshouldbedisposedofin
accordancewithlocalrequirements.
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