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SUMMARYOFPRODUCTCHARACTERISTICS

1 NAMEOFTHEMEDICINALPRODUCT
Docetaxel20mg/mlconcentrateforsolutionforinfusion

2 QUALITATIVEANDQUANTITATIVECOMPOSITION
Eachmlofconcentratecontains20mgdocetaxelanhydrous.

Onevialof1mlofconcentratecontains20mgofdocetaxel.

Onevialof4mlofconcentratecontains80mgofdocetaxel.

Onevialof8mlofconcentratecontains160mgofdocetaxel.

Excipientswithknowneffect:

Eachvialof1mlofconcentratecontains0.5mlofethanolanhydrous(395
mg).

Eachvialof4mlofconcentratecontains2 mlofethanolanhydrous(1.58 g).

Eachvialof8mlofconcentratecontains4mlofethanolanhydrous(3.16g).

Forthefulllistofexcipients,seesection6.1.

3 PHARMACEUTICALFORM
Concentrateforsolutionforinfusion.

Theconcentrateisaclearviscous,colourlesstobrownish-yellowsterile
solution.

4 CLINICALPARTICULARS

4.1 Therapeuticindications

Breastcancer

Docetaxelincombinationwithdoxorubicinandcyclophosphamideis
indicatedfortheadjuvanttreatmentofpatientswith:

• operablenode-positivebreastcancer.

• operablenode-negativebreastcancer.

Forpatientswithoperablenode-negativebreastcancer,adjuvanttreatment
shouldberestrictedtopatientseligibletoreceivechemotherapyaccordingto
internationallyestablishedcriteriaforprimarytherapyofearlybreastcancer
(seesection5.1).
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Docetaxelincombinationwithdoxorubicinisindicatedforthetreatmentof
patientswithlocallyadvancedormetastaticbreastcancerwhohavenot
previouslyreceivedcytotoxictherapyforthiscondition.

Docetaxelmonotherapyisindicatedforthetreatmentofpatientswithlocally
advancedormetastaticbreastcancerafterfailureofcytotoxictherapy.
Previouschemotherapyshouldhaveincludedananthracyclineoran
alkylatingagent.

Docetaxelincombinationwithtrastuzumabisindicatedforthetreatmentof
patientswithmetastaticbreastcancerwhosetumoursoverexpressHER2
andwhopreviouslyhavenotreceivedchemotherapyformetastaticdisease.

Docetaxelincombinationwithcapecitabineisindicatedforthetreatmentof
patientswithlocallyadvancedormetastaticbreastcancerafterfailureof
cytotoxicchemotherapy.Previoustherapyshouldhaveincludedan
anthracycline.

Non-smallcelllungcancer

Docetaxelisindicatedforthetreatmentofpatientswithlocallyadvancedor
metastaticnon-smallcelllungcancerafterfailureofpriorchemotherapy.

Docetaxelincombinationwithcisplatinisindicatedforthetreatmentof
patientswithunresectable,locallyadvancedormetastaticnon-smallcelllung
cancer,inpatientswhohavenotpreviouslyreceivedchemotherapyforthis
condition.

Prostatecancer

Docetaxelincombinationwithprednisoneorprednisoloneisindicatedforthe
treatmentofpatientswithmetastaticcastration-resistantprostatecancer.

Docetaxelincombinationwithandrogen-deprivationtherapy(ADT),withor
withoutprednisoneorprednisolone,isindicatedforthetreatmentofpatients
withmetastatichormone-sensitiveprostatecancer.

Gastricadenocarcinoma

Docetaxelincombinationwithcisplatinand5-fluorouracilisindicatedforthe
treatmentofpatientswithmetastaticgastricadenocarcinoma,including
adenocarcinomaofthegastroesophagealjunction,whohavenotreceived
priorchemotherapyformetastaticdisease.

Headandneckcancer

Docetaxelincombinationwithcisplatinand5-fluorouracilisindicatedforthe
inductiontreatmentofpatientswithlocallyadvancedsquamouscell
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carcinomaoftheheadandneck.

4.2 Posologyandmethodofadministration

Theuseofdocetaxelshouldbeconfinedtounitsspecialisedinthe
administrationofcytotoxicchemotherapyanditshouldonlybeadministered
underthesupervisionofaphysicianqualifiedintheuseofanticancer
chemotherapy(seesection6.6).

Posology

Forbreast,non-smallcelllung,gastric,andheadandneckcancers,
premedicationconsistingofanoralcorticosteroid,suchasdexamethasone
16mgperday(e.g.8mgBID)for3daysstarting1daypriortodocetaxel
administration,unlesscontraindicated,canbeused(seesection4.4).

Formetastaticcastration-resistantprostatecancer,giventheconcurrentuse
ofprednisoneorprednisolonetherecommendedpremedicationregimenis
oraldexamethasone8mg,12hours,3hoursand1hourbeforethedocetaxel
infusion(seesection4.4).

Formetastatichormone-sensitiveprostatecancer,irrespectiveofthe
concurrentuseofprednisoneorprednisolone,therecommended
premedicationregimenisoraldexamethasone8mg12hours,3hours,and1
hourbeforedocetaxelinfusion(seesection4.4).

ProphylacticGCSFmaybeusedtomitigatetheriskofhaematological
toxicities.

Docetaxelisadministeredasaone-hourinfusioneverythreeweeks.

Breastcancer

Intheadjuvanttreatmentofoperablenode-positiveandnode-negativebreast
cancer,therecommendeddoseofdocetaxelis75mg/m2administered1-
hourafterdoxorubicin50mg/m2andcyclophosphamide500mg/m2every3
weeksfor6cycles(TACregimen)(seealsoDoseadjustmentsduring
treatment).

Forthetreatmentofpatientswithlocallyadvancedormetastaticbreast
cancer,therecommendeddoseofdocetaxelis100mg/m2inmonotherapy.
Infirst-linetreatment,docetaxel75mg/m2isgivenincombinationtherapy
withdoxorubicin(50mg/m2).

Incombinationwithtrastuzumabtherecommendeddoseofdocetaxelis100
mg/m2everythreeweeks,withtrastuzumabadministeredweekly.Inthe
pivotalstudytheinitialdocetaxelinfusionwasstartedthedayfollowingthe
firstdoseoftrastuzumab.Thesubsequentdocetaxeldoseswere
administeredimmediatelyaftercompletionofthetrastuzumabinfusion,ifthe
precedingdoseoftrastuzumabwaswelltolerated.Fortrastuzumabdoseand
administration,seetrastuzumabsummaryofproductcharacteristics.

Incombinationwithcapecitabine,therecommendeddoseofdocetaxelis75
mg/m2everythreeweeks,combinedwithcapecitabineat1250mg/m2twice
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daily(within30minutesafterameal)for2weeksfollowedbya1-weekrest
period.Forcapecitabinedosecalculationaccordingtobodysurfacearea,see
capecitabinesummaryofproductcharacteristics.

Non-smallcelllungcancer

Inchemotherapynaïvepatientstreatedfornon-smallcelllungcancer,the
recommendeddoseregimenisdocetaxel75mg/m2immediatelyfollowedby
cisplatin75mg/m2over30-60minutes.Fortreatmentafterfailureofprior
platinum-basedchemotherapy,therecommendeddoseis75mg/m²asa
singleagent.

Prostatecancer

Metastaticcastration-resistantprostatecancer

Therecommendeddoseofdocetaxelis75mg/m2.Prednisoneor
prednisolone5mgorallytwicedailyisadministeredcontinuously(seesection
5.1).

Metastatichormone-sensitiveprostatecancer

Therecommendeddoseofdocetaxelis75mg/m2 every3weeksfor6cycles.
Prednisoneorprednisolone5mgorallytwicedailyisadministered
continuously(seesection5.1).

Gastricadenocarcinoma

Therecommendeddoseofdocetaxelis75mg/m2asa1-hourinfusion,
followedbycisplatin75mg/m2,asa1-to3-hourinfusion(bothonday1only),
followedby5-fluorouracil750mg/m2perdaygivenasa24-hourcontinuous
infusionfor5days,startingattheendofthecisplatininfusion.Treatmentis
repeatedeverythreeweeks.Patientsmustreceivepremedicationwith
antiemeticsandappropriatehydrationforcisplatinadministration.
ProphylacticG-CSFshouldbeusedtomitigatetheriskofhaematological
toxicities(seealsoDoseadjustmentsduringtreatment).

Headandneckcancer

Patientsmustreceivepremedicationwithantiemeticsandappropriate
hydration(priortoandaftercisplatinadministration).ProphylacticGCSFmay
beusedtomitigatetheriskofhaematologicaltoxicities.Allpatientsonthe
docetaxel-containingarm oftheTAX323andTAX324studies,received
prophylacticantibiotics.

• Inductionchemotherapyfollowedbyradiotherapy(TAX323)

Fortheinductiontreatmentofinoperablelocallyadvancedsquamouscell
carcinomaoftheheadandneck(SCCHN),therecommendeddoseof
docetaxelis75mg/m2asa1hourinfusionfollowedbycisplatin75mg/m2

over1hour,ondayone,followedby5-fluorouracilasacontinuousinfusionat
750mg/m2perdayforfivedays.Thisregimenisadministeredevery3weeks
for4cycles.Followingchemotherapy,patientsshouldreceiveradiotherapy.
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• Inductionchemotherapyfollowedbychemoradiotherapy(TAX324)

Fortheinductiontreatmentofpatientswithlocallyadvanced(technically
unresectable,lowprobabilityofsurgicalcure,andaimingatorgan
preservation)squamouscellcarcinomaoftheheadandneck(SCCHN),the
recommendeddoseofdocetaxelis75mg/m2asa1hourintravenous
infusiononday1,followedbycisplatin100mg/m2administeredasa30-
minuteto3-hourinfusion,followedby5-fluorouracil1000mg/m2/dayasa
continuousinfusionfrom day1today4.Thisregimenisadministeredevery3
weeksfor3cycles.Followingchemotherapy,patientsshouldreceive
chemoradiotherapy.

Forcisplatinand5-fluorouracildosemodifications,seethecorresponding
summaryofproductcharacteristics.

Doseadjustmentsduringtreatment

General

Docetaxelshouldbeadministeredwhentheneutrophilcountis³1,500
cells/mm3.

Inpatientswhoexperiencedeitherfebrileneutropenia,neutrophilcount<500
cells/mm3formorethanoneweek,severeorcumulativecutaneousreactions
orsevereperipheralneuropathyduringdocetaxeltherapy,thedoseof
docetaxelshouldbereducedfrom 100mg/m2to75mg/m2and/orfrom 75to
60mg/m².Ifthepatientcontinuestoexperiencethesereactionsat60mg/m²,
thetreatmentshouldbediscontinued.

Adjuvanttherapyforbreastcancer

PrimaryG-CSFprophylaxisshouldbeconsideredinpatientswhoreceive
docetaxel,doxorubicinandcyclophosphamide(TAC)adjuvanttherapyfor
breastcancer.Patientswhoexperiencefebrileneutropeniaand/or
neutropenicinfectionshouldhavetheirdocetaxeldosereducedto60mg/m2

inallsubsequentcycles(seesections4.4and4.8).Patientswhoexperience
Grade3or4stomatitisshouldhavetheirdosedecreasedto60mg/m2.

Incombinationwithcisplatin
Forpatientswhoaredosedinitiallyatdocetaxel75mg/m2incombination
withcisplatinandwhosenadirofplateletcountduringthepreviouscourseof
therapyis<25,000cells/mm3,orinpatientswhoexperiencefebrile
neutropenia,orinpatientswithseriousnon-haematologictoxicities,the
docetaxeldoseinsubsequentcyclesshouldbereducedto65mg/m2.For
cisplatindoseadjustments,seethecorrespondingsummaryofproduct
characteristics.

Incombinationwithcapecitabine

• Forcapecitabinedosemodifications,seecapecitabinesummaryof
productcharacteristics.
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• ForpatientsdevelopingthefirstappearanceofGrade2toxicity,which
persistsatthetimeofthenextdocetaxel/capecitabinetreatment,delay
treatmentuntilresolvedtoGrade0-1,andresumeat100%oftheoriginaldose.

• ForpatientsdevelopingthesecondappearanceofGrade2toxicity,or
thefirstappearanceofGrade3toxicity,atanytimeduringthetreatmentcycle,
delaytreatmentuntilresolvedtoGrade01andthenresumetreatmentwith
docetaxel55mg/m².

• Foranysubsequentappearancesoftoxicities,oranyGrade4
toxicities,discontinuethedocetaxeldose.

Fortrastuzumabdosemodifications,seetrastuzumabsummaryofproduct
characteristics.

Incombinationwithcisplatinand5-fluorouracil

Ifanepisodeoffebrileneutropenia,prolongedneutropeniaorneutropenic
infectionoccursdespiteG-CSFuse,thedocetaxeldoseshouldbereduced
from 75to60mg/m2.Ifsubsequentepisodesofcomplicatedneutropenia
occurthedocetaxeldoseshouldbereducedfrom 60to45mg/m2.Incaseof
Grade4thrombocytopeniathedocetaxeldoseshouldbereducedfrom 75to
60mg/m2.Patientsshouldnotberetreatedwithsubsequentcyclesof
docetaxeluntilneutrophilsrecovertoalevel>1,500cells/mm3andplatelets
recovertoalevel>100,000cells/mm3.Discontinuetreatmentifthese
toxicitiespersist(seesection4.4).

Recommendeddosemodificationsfortoxicitiesinpatientstreatedwith
docetaxelincombinationwithcisplatinand5fluorouracil(5FU):

Toxicity Doseadjustment

Diarrhoeagrade 3 Firstepisode:reduce5FUdoseby20%.
Secondepisode:thenreducedocetaxeldoseby20%.

Diarrhoeagrade 4 Firstepisode:reducedocetaxeland5FUdosesby20%.
Secondepisode:discontinuetreatment.

Stomatitis/mucositis
grade 3

Firstepisode:reduce5FUdoseby20%.
Secondepisode:stop5FUonly,atallsubsequent
cycles.
Thirdepisode:reducedocetaxeldoseby20%.

Stomatitis/mucositis
grade 4

Firstepisode:stop5FUonly,atallsubsequentcycles.
Secondepisode:reducedocetaxeldoseby20%.

Forcisplatinand5-fluorouracildoseadjustments,seethecorresponding
summaryofproductcharacteristics.

InthepivotalSCCHNstudiespatientswhoexperiencedcomplicated
neutropenia(includingprolongedneutropenia,febrileneutropenia,or
infection),itwasrecommendedtouseG-CSFtoprovideprophylactic
coverage(eg,day6-15)inallsubsequentcycles.
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Specialpopulations

Patientswithhepaticimpairment

Basedonpharmacokineticdatawithdocetaxelat100mg/m²assingleagent,
patientswhohavebothelevationsoftransaminase(ALTand/orAST)greater
than1.5timestheupperlimitofthenormalrange(ULN)andalkaline
phosphatasegreaterthan2.5timestheULN,therecommendeddoseof
docetaxelis75mg/m2(seesections4.4and5.2).Forthosepatientswith
serum bilirubin>ULNand/orALTandAST>3.5timestheULNassociated
withalkalinephosphatase>6timestheULN,nodose-reductioncanbe
recommendedanddocetaxelshouldnotbeusedunlessstrictlyindicated.

Incombinationwithcisplatinand5-fluorouracilforthetreatmentofpatients
withgastricadenocarcinoma,thepivotalclinicalstudyexcludedpatientswith
ALTand/orAST>1.5×ULNassociatedwithalkalinephosphatase>2.5×
ULN,andbilirubin>1xULN;forthesepatients,nodose-reductionscanbe
recommendedanddocetaxelshouldnotbeusedunlessstrictlyindicated.No
dataareavailableinpatientswithhepaticimpairmenttreatedbydocetaxelin
combinationintheotherindications.

Paediatricpopulation

Thesafetyandefficacyofdocetaxelinnasopharyngealcarcinomainchildren
aged1monthtolessthan18yearshavenotyetbeenestablished.

Thereisnorelevantuseofdocetaxelinthepaediatricpopulationinthe
indicationsbreastcancer,non-smallcelllungcancer,prostatecancer,gastric
carcinomaandheadandneckcancer,notincludingtypeIIandIIIless
differentiatednasopharyngealcarcinoma.

Olderpeople

Basedonapopulationpharmacokineticanalysis,therearenospecial
instructionsforuseintheolderpeople.

Incombinationwithcapecitabine,forpatients60yearsofageormore,a
startingdosereductionofcapecitabineto75%isrecommended(see
capecitabinesummaryofproductcharacteristics).

Methodofadministration

Forinstructionsonpreparationandadministrationoftheproduct,seesection
6.6.

4.3 Contraindications

Hypersensitivitytotheactivesubstanceortoanyoftheexcipientslistedin
section6.1.

Patientswithbaselineneutrophilcountof<1,500cells/mm3.
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Patientswithsevereliverimpairment(seesections4.2and4.4).

Contraindicationsforothermedicinalproductsalsoapply,whencombined
withdocetaxel.

4.4 Specialwarningsandprecautionsforuse

Forbreastandnon-smallcelllungcancers,premedicationconsistingofan
oralcorticosteroid,suchasdexamethasone16mgperday(e.g.8mgBID)for
3daysstarting1daypriortodocetaxeladministration,unlesscontraindicated,
canreducetheincidenceandseverityoffluidretentionaswellastheseverity
ofhypersensitivityreactions.Forprostatecancer,thepremedicationisoral
dexamethasone8mg,12hours,3hoursand1hourbeforethedocetaxel
infusion(seesection4.2).

Haematology

Neutropeniaisthemostfrequentadversereactionofdocetaxel.Neutrophil
nadirsoccurredatamedianof7daysbutthisintervalmaybeshorterin
heavilypre-treatedpatients.Frequentmonitoringofcompletebloodcounts
shouldbeconductedonallpatientsreceivingdocetaxel.Patientsshouldbe
retreatedwithdocetaxelwhenneutrophilsrecovertoalevel³1,500cells/mm3

(seesection4.2).

Inthecaseofsevereneutropenia(<500cells/mm3forsevendaysormore)
duringacourseofdocetaxeltherapy,areductionindoseforsubsequent
coursesoftherapyortheuseofappropriatesymptomaticmeasuresare
recommended(seesection4.2).

Inpatientstreatedwithdocetaxelincombinationwithcisplatinand5-
fluorouracil(TCF),febrileneutropeniaandneutropenicinfectionoccurredat
lowerrateswhenpatientsreceivedprophylacticG-CSF.Patientstreatedwith
TCFshouldreceiveprophylacticG-CSFtomitigatetheriskofcomplicated
neutropenia(febrileneutropenia,prolongedneutropeniaorneutropenic
infection).PatientsreceivingTCFshouldbecloselymonitored(seesections
4.2and4.8).

Inpatientstreatedwithdocetaxelincombinationwithdoxorubicinand
cyclophosphamide(TAC),febrileneutropeniaand/orneutropenicinfection
occurredatlowerrateswhenpatientsreceivedprimaryG-CSFprophylaxis.
PrimaryG-CSFprophylaxisshouldbeconsideredinpatientswhoreceive
adjuvanttherapywithTACforbreastcancertomitigatetheriskof
complicatedneutropenia(febrileneutropenia,prolongedneutropeniaor
neutropenicinfection).PatientsreceivingTACshouldbecloselymonitored
(seesections4.2and4.8).

Gastrointestinalreactions

Cautionisrecommendedforpatientswithneutropenia,particularlyatriskfor
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developinggastrointestinalcomplications.Althoughmajorityofcases
occurredduringthefirstorsecondcycleofdocetaxelcontainingregimen,
enterocolitiscoulddevelopatanytime,andcouldleadtodeathasearlyason
thefirstdayofonset.Patientsshouldbecloselymonitoredforearly
manifestationsofseriousgastrointestinaltoxicity(seesections4.2,4.4
Haematology,and4.8).

Hypersensitivityreactions

Patientsshouldbeobservedcloselyforhypersensitivityreactionsespecially
duringthefirstandsecondinfusions.Hypersensitivityreactionsmayoccur
withinafewminutesfollowingtheinitiationoftheinfusionofdocetaxel,thus
facilitiesforthetreatmentofhypotensionandbronchospasm shouldbe
available.Ifhypersensitivityreactionsoccur,minorsymptomssuchas
flushingorlocalisedcutaneousreactionsdonotrequireinterruptionof
therapy.However,severereactions,suchasseverehypotension,
bronchospasm orgeneralisedrash/erythemarequireimmediate
discontinuationofdocetaxelandappropriatetherapy.Patientswhohave
developedseverehypersensitivityreactionsshouldnotbere-challengedwith
docetaxel.Patientswhohavepreviouslyexperiencedahypersensitivity
reactiontopaclitaxelmaybeatrisktodevelophypersensitivityreactionto
docetaxel,includingmoreseverehypersensitivityreaction.Thesepatients
shouldbecloselymonitoredduringinitiationofdocetaxeltherapy.

Cutaneousreactions

Localisedskinerythemaoftheextremities(palmsofthehandsandsolesof
thefeet)withoedemafollowedbydesquamationhasbeenobserved.Severe
symptomssuchaseruptionsfollowedbydesquamationwhichleadto
interruptionordiscontinuationofdocetaxeltreatmentwerereported(see
section4.2).

SevereCutaneousAdverseReactions(SCARs)suchasStevens-Johnson
Syndrome(SJS),ToxicEpidermalNecrolysis(TEN)andAcuteGeneralized
ExanthematousPustulosis(AGEP)havebeenreportedwithdocetaxel
treatment.Patientsshouldbeinformedaboutthesignsandsymptomsof
seriousskinmanifestationsandcloselymonitored.Ifsignsandsymptoms
suggestiveofthesereactionsappeardiscontinuationofdocetaxelshouldbe
considered.

Fluidretention

Patientswithseverefluidretentionsuchaspleuraleffusion,pericardial
effusionandascitesshouldbemonitoredclosely.

Respiratorydisorders

Acuterespiratorydistresssyndrome,interstitialpneumonia/pneumonitis,
interstitiallungdisease,pulmonaryfibrosisandrespiratoryfailurehavebeen
reportedandmaybeassociatedwithfataloutcome.Casesofradiation
pneumonitishavebeenreportedinpatientsreceivingconcomitant
radiotherapy.
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Ifneworworseningpulmonarysymptomsdevelop,patientsshouldbeclosely
monitored,promptlyinvestigated,andappropriatelytreated.Interruptionof
docetaxeltherapyisrecommendeduntildiagnosisisavailable.Earlyuseof
supportivecaremeasuresmayhelpimprovethecondition.Thebenefitof
resumingdocetaxeltreatmentmustbecarefullyevaluated.

Patientswithliverimpairment

Inpatientstreatedwithdocetaxelat100mg/m2assingleagentwhohave
serum transaminaselevels(ALTand/orAST)greaterthan1.5timestheULN
concurrentwithserum alkalinephosphataselevelsgreaterthan2.5timesthe
ULN,thereisahigherriskofdevelopingsevereadversereactionssuchas
toxicdeathsincludingsepsisandgastrointestinalhaemorrhagewhichcanbe
fatal,febrileneutropenia,infections,thrombocytopenia,stomatitisand
asthenia.Therefore,therecommendeddoseofdocetaxelinthosepatients
withelevatedliverfunctiontest(LFTs)is75mg/m2andLFTsshouldbe
measuredatbaselineandbeforeeachcycle(seesection4.2).

Forpatientswithserum bilirubinlevels>ULNand/orALTandAST>3.5times
theULNconcurrentwithserum alkalinephosphataselevels>6timestheULN,
nodose-reductioncanberecommendedanddocetaxelshouldnotbeused
unlessstrictlyindicated.

Incombinationwithcisplatinand5-fluorouracilforthetreatmentofpatients
withgastricadenocarcinoma,thepivotalclinicalstudyexcludedpatientswith
ALTand/orAST>1.5×ULNassociatedwithalkalinephosphatase>2.5×
ULN,andbilirubin>1xULN;forthesepatients,nodose-reductionscanbe
recommendedanddocetaxelshouldnotbeusedunlessstrictlyindicated.No
dataareavailableinpatientswithhepaticimpairmenttreatedbydocetaxelin
combinationintheotherindications.

Patientswithrenalimpairment

Therearenodataavailableinpatientswithseverelyimpairedrenalfunction
treatedwithdocetaxel.

Nervoussystem

Thedevelopmentofsevereperipheralneurotoxicityrequiresareductionof
dose(seesection4.2).

Cardiactoxicity

Heartfailurehasbeenobservedinpatientsreceivingdocetaxelin
combinationwithtrastuzumab,particularlyfollowinganthracycline
(doxorubicinorepirubicin)-containingchemotherapy.Thismaybemoderate
tosevereandhasbeenassociatedwithdeath(seesection4.8).

Whenpatientsarecandidatesfortreatmentwithdocetaxelincombination
withtrastuzumab,theyshouldundergobaselinecardiacassessment.Cardiac
functionshouldbefurthermonitoredduringtreatment(e.g.everythree
months)tohelpidentifypatientswhomaydevelopcardiacdysfunction.For
moredetailsseesummaryofproductcharacteristicsoftrastuzumab.
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Ventriculararrhythmiaincludingventriculartachycardia(sometimesfatal)has
beenreportedinpatientstreatedwithdocetaxelincombinationregimens
includingdoxorubicin,5-fluorouraciland/orcyclophosphamide(seesection
4.8).
Baselinecardiacassessmentisrecommended.

Eyedisorders

Cystoidmacularoedema(CMO)hasbeenreportedinpatientstreatedwith
docetaxel.Patientswithimpairedvisionshouldundergoapromptand
completeophthalmologicexamination.IncaseCMOisdiagnosed,docetaxel
treatmentshouldbediscontinuedandappropriatetreatmentinitiated(see
section4.8).

Secondprimarymalignancies

Secondprimarymalignancieshavebeenreportedwhendocetaxelwasgiven
incombinationwithanticancertreatmentsknowntobeassociatedwith
secondprimarymalignancies.Secondprimarymalignancies(includingacute
myeloidleukaemia,myelodysplasticsyndromeandnon-Hodgkinlymphoma)
mayoccurseveralmonthsoryearsafterdocetaxel-containingtherapy.
Patientsshouldbemonitoredforsecondprimarymalignancies(seesection
4.8).

TumourLysisSyndrome

Tumourlysissyndromehasbeenreportedwithdocetaxelafterthefirstorthe
secondcycle(seesection4.8).Patientsatriskoftumourlysissyndrome(e.g.
withrenalimpairment,hyperuricemia,bulkytumour,rapidprogression)should
becloselymonitored.Correctionofdehydrationandtreatmentofhighuric
acidlevelsarerecommendedpriortoinitiationoftreatment.

Others

Contraceptivemeasuresmustbetakenbybothmenandwomenduring
treatmentandformenatleast6monthsaftercessationoftherapy(see
section4.6).

TheconcomitantuseofdocetaxelwithstrongCYP3A4inhibitors(e.g.,
ketoconazole,itraconazole,clarithromycin,indinavir,nefazodone,nelfinavir,
ritonavir,saquinavir,telithromycinandvoriconazole)shouldbeavoided(see
section4.5).

Additionalcautionsforuseinadjuvanttreatmentofbreastcancer

Complicatedneutropenia

Forpatientswhoexperiencecomplicatedneutropenia(prolongedneutropenia,
febrileneutropeniaorinfection),G-CSFanddosereductionshouldbe
considered(seesection4.2).
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Gastrointestinalreactions

Symptomssuchasearlyabdominalpainandtenderness,fever,diarrhoea,
withorwithoutneutropenia,maybeearlymanifestationsofserious
gastrointestinaltoxicityandshouldbeevaluatedandtreatedpromptly.

Congestiveheartfailure(CHF)

Patientsshouldbemonitoredforsymptomsofcongestiveheartfailureduring
therapyandduringthefollowupperiod.InpatientstreatedwiththeTAC
regimenfornodepositivebreastcancer,theriskofCHFhasbeenshownto
behigherduringthefirstyearaftertreatment(seesection4.8and5.1).

Patientswith4+nodes

Asthebenefitobservedinpatientwith4+nodeswasnotstatistically
significantondisease-freesurvival(DFS)andoverallsurvival(OS),the
positivebenefit/riskratioforTACinpatientswith4+nodeswasnotfully
demonstratedatthefinalanalysis(seesection5.1).

Elderly

Cautionsforuseinadjuvanttreatmentofbreastcancer

Therearelimiteddataavailableinpatients>70yearsofageondocetaxeluse
incombinationwithdoxorubicinandcyclophosphamide.

Cautionsforuseincastration-resistantprostatecancer

Ofthe333patientstreatedwithdocetaxeleverythreeweeksinaprostate
cancerstudy(TAX327),209patientswere65yearsofageorgreaterand68
patientswereolderthan75years.Inpatientstreatedwithdocetaxelevery
threeweeks,theincidenceofrelatednailchangesoccurredatarate10%
higherinpatientswhowere65yearsofageorgreatercomparedtoyounger
patients.Theincidenceofrelatedfever,diarrhoea,anorexia,andperipheral
oedemaoccurredatrates10%higherinpatientswhowere75yearsofage
orgreaterversuslessthan65years.

Cautionsforuseinhormone-sensitiveprostatecancer

Ofthe545patientstreatedwithdocetaxelevery3weeksinahormone-
sensitiveprostatecancerstudy(STAMPEDE),296patientswere65yearsof
ageorolder,and48patientswere75yearsofageorolder.Morepatients
aged≥65yearsinthedocetaxelarm reportedhypersensitivityreaction,
neutropenia,anaemia,fluidretention,dyspnea,andnailchangeswhen
comparedtothepatientsagedlessthan65years.Noneoftheseincreasesin
frequencyreached10%differencewiththecontrolarm.Inpatientswhowere
75yearsofageorolder,whencomparedtoyoungerpatients,neutropenia,
anaemia,diarrhea,dyspneaandupperrespiratorytractinfectionwere
reportedwithagreaterincidence(atleast10%higher).
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Cautionsforuseingastricadenocarcinomacancer

Amongthe300(221patientsinthephaseIIIpartofthestudyand79patients
inthephaseIIpart)patientstreatedwithdocetaxelincombinationwith
cisplatinand5-fluorouracilinthegastriccancerstudy,74were65yearsof
ageorolderand4patientswere75yearsofageorolder.Theincidenceof
seriousadverseeventswashigherintheelderlypatientscomparedto
youngerpatients.Theincidenceofthefollowingadverseevents(allgrades):
lethargy,stomatitis,neutropenicinfectionoccurredatrates10%higherin
patientswhowere65yearsofageoroldercomparedtoyoungerpatients.

OlderpeopletreatedwithTCFshouldbecloselymonitored.

Excipients

Thismedicinalproductcontains50vol%ethanol(alcohol),i.e.upto395mg
(0.5ml)ethanolanhydrousper1mlvial,equivalentto10mlofbeeror4ml
wineper1mlvial,1.58 g(2 ml)ethanolanhydrousper4mlvial,equivalentto
40 mlofbeeror17mlwineper4mlvial,or3.16g(4ml)ethanolanhydrous
pervialof8mlfillvolume,equivalentto80mlbeeror33mlwineper8mlvial.

Harmfulforthosesufferingfrom alcoholism.

Tobetakenintoaccountinpregnantorbreast-feedingwomen,childrenand
high-riskgroupssuchaspatientswithliverdisease,orepilepsy.

Considerationshouldbegiventopossibleeffectsonthecentralnervous
system.

4.5 Interactionwithothermedicinalproductsandotherformsof
interaction

Theamountofalcoholinthismedicinalproductmayaltertheeffectsofother
medicinalproducts.

Invitrostudieshaveshownthatthemetabolism ofdocetaxelmaybe
modifiedbytheconcomitantadministrationofcompoundswhichinduce,
inhibitoraremetabolisedby(andthusmayinhibittheenzymecompetitively)
cytochromeP450-3Asuchasciclosporine,ketoconazoleanderythromycin.
Asaresult,cautionshouldbeexercisedwhentreatingpatientswiththese
medicinalproductsasconcomitanttherapysincethereisapotentialfora
significantinteraction.

IncaseofcombinationwithCYP3A4inhibitors,theoccurrenceofdocetaxel
adversereactionsmayincrease,asaresultofreducedmetabolism.Ifthe
concomitantuseofastrongCYP3A4inhibitor(e.g.,ketoconazole,
itraconazole,clarithromycin,indinavir,nefazodone,nelfinavir,ritonavir,
saquinavir,telithromycinandvoriconazole)cannotbeavoided,acloseclinical
surveillanceiswarrantedandadose-adjustmentofdocetaxelmaybesuitable
duringthetreatmentwiththestrongCYP3A4inhibitor(seesection4.4).Ina
pharmacokineticstudywith7patients,theco-administrationofdocetaxel
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withthestrongCYP3A4inhibitorketoconazoleleadstoasignificantdecrease
indocetaxelclearanceby49%.

Docetaxelpharmacokineticsinthepresenceofprednisonewasstudiedin
patientswithmetastaticprostatecancer.Docetaxelismetabolisedby
CYP3A4andprednisoneisknowntoinduceCYP3A4.Nostatistically
significanteffectofprednisoneonthepharmacokineticsofdocetaxelwas
observed.

Docetaxelishighlyproteinbound(>95%).Althoughthepossibleinvivo
interactionofdocetaxelwithconcomitantlyadministeredmedicinalproduct
hasnotbeeninvestigatedformally,invitrointeractionswithtightlyprotein-
boundagentssuchaserythromycin,diphenhydramine,propranolol,
propafenone,phenytoin,salicylate,sulfamethoxazoleandsodium valproate
didnotaffectproteinbindingofdocetaxel.Inaddition,dexamethasonedid
notaffectproteinbindingofdocetaxel.Docetaxeldidnotinfluencethe
bindingofdigitoxin.

Thepharmacokineticsofdocetaxel,doxorubicinandcyclophosphamidewere
notinfluencedbytheirco-administration.Limiteddatafrom asingle
uncontrolledstudyweresuggestiveofaninteractionbetweendocetaxeland
carboplatin.Whencombinedtodocetaxel,theclearanceofcarboplatinwas
about50%higherthanvaluespreviouslyreportedforcarboplatin
monotherapy.

4.6 Fertility,pregnancyandlactation

Pregnancy

Thereisnoinformationontheuseofdocetaxelinpregnantwomen.
Docetaxelhasbeenshowntobebothembryotoxicandfoetotoxicinrabbits
andrats,andtoreducefertilityinrats.Aswithothercytotoxicmedicinal
products,docetaxelmaycausefoetalharm whenadministeredtopregnant
women.Therefore,docetaxelmustnotbeusedduringpregnancyunless
clearlyindicated.

Womenofchildbearingagereceivingdocetaxelshouldbeadvisedtoavoid
becomingpregnant,andtoinform thetreatingphysicianimmediatelyshould
thisoccur.

Breast-feeding

Docetaxelisalipophilicsubstancebutitisnotknownwhetheritisexcretedin
humanmilk.Consequently,becauseofthepotentialforadversereactionsin
nursinginfants,breastfeedingmustbediscontinuedforthedurationof
docetaxeltherapy.

Contraceptioninmalesandfemales

Aneffectivemethodofcontraceptionshouldbeusedduringtreatment.
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Fertility

Innonclinicalstudies,docetaxelhasgenotoxiceffectsandmayaltermale
fertility(seesection5.3).Therefore,menbeingtreatedwithdocetaxelare
advisednottofatherachildduringandupto6monthsaftertreatmentandto
seekadviceonconservationofsperm priortotreatment.

4.7 Effectsonabilitytodriveandusemachines

Nostudiesontheeffectsontheabilitytodriveandusemachineshavebeen
performed.Theamountofalcoholinthismedicinalproductandtheside
effectsoftheproductmayimpairtheabilitytodriveorusemachines(see
section4.4and4.8).Therefore,patientsshouldbewarnedofthepotential
impactoftheamountofalcoholandthesideeffectsofthismedicinalproduct
ontheabilitytodriveorusemachines,andbeadvisednottodriveoruse
machinesiftheyexperiencethesesideeffectsduringtreatment..

4.8 Undesirableeffects

Summaryofthesafetyprofileforallindications

Theadversereactionsconsideredtobepossiblyorprobablyrelatedtothe
administrationofdocetaxelhavebeenobtainedin:

• 1312and121patientswhoreceived100mg/m²and75mg/m²of
docetaxelasasingleagentrespectively.

• 258patientswhoreceiveddocetaxelincombinationwithdoxorubicin.

• 406patientswhoreceiveddocetaxelincombinationwithcisplatin.

• 92patientstreatedwithdocetaxelincombinationwithtrastuzumab.

• 255patientswhoreceiveddocetaxelincombinationwithcapecitabine.

• 332patients(TAX327)whoreceiveddocetaxelincombinationwith
prednisoneorprednisolone(clinicallyimportanttreatmentrelated
adverseeventsarepresented).

• 1276patients(744and532inTAX316andGEICAM 9805respectively)
whoreceiveddocetaxelincombinationwithdoxorubicinand
cyclophosphamide(clinicallyimportanttreatmentrelatedadverse
eventsarepresented).

• 300gastricadenocarcinomapatients(221patientsinthephaseIII
partofthestudyand79patientsinthephaseIIpart)whoreceived
docetaxelincombinationwithcisplatinand5-fluorouracil(clinically
importanttreatmentrelatedadverseeventsarepresented).

• 174and251headandneckcancerpatientswhoreceiveddocetaxelin
combinationwithcisplatinand5-fluorouracil(clinicallyimportant
treatmentrelatedadverseeventsarepresented).

• 545patients(STAMPEDEstudy)whoreceiveddocetaxelin
combinationwithprednisoneorprednisoloneandADT.

ThesereactionsweredescribedusingtheNCICommonToxicityCriteria
(grade3=G3;grade3-4=G3/4;grade4=G4),theCOSTARTandthe
MedDRAterms.
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Frequenciesaredefinedas:

verycommon (≥1/10)

common (≥1/100to<1/10)

uncommon ≥1/1000to<1/100)

rare (≥1/10,000to<1/1000)

veryrare (<1/10000)

notknown (cannotbeestimatedfrom availabledata)

Withineachfrequencygrouping,undesirableeffectsarepresentedinorderof
decreasingseriousness.

Themostcommonlyreportedadversereactionsofdocetaxelaloneare:
neutropenia(whichwasreversibleandnotcumulative;themediandayto
nadirwas7daysandthemediandurationofsevereneutropenia(<500
cells/mm3)was7days),anaemia,alopecia,nausea,vomiting,stomatitis,
diarrhoeaandasthenia.Theseverityofadverseeventsofdocetaxelmaybe
increasedwhendocetaxelisgivenincombinationwithother
chemotherapeuticagents.

Forcombinationwithtrastuzumab,adverseevents(allgrades)reportedin≥
10%aredisplayed.TherewasanincreasedincidenceofSAEs(40%vs.31%)
andGrade4AEs(34%vs.23%)inthetrastuzumabcombinationarm
comparedtodocetaxelmonotherapy.

Forcombinationwithcapecitabine,themostfrequenttreatment-related
undesirableeffects(≥5%)reportedinaphaseIIIstudyinbreastcancer
patientsfailinganthracyclinetreatmentarepresented(seecapecitabine
summaryofproductcharacteristics).

ForcombinationwithADTandwithprednisoneorprednisolone(STAMPEDE
study),adverseeventsoccurringoverthe6cyclesoftreatmentwith
docetaxelandhavingatleast2%higherincidenceinthedocetaxeltreatment
arm bycomparisontothecontrolarm,arepresented,usingtheCTCAE
gradingscale.

Thefollowingadversereactionsarefrequentlyobservedwithdocetaxel:

Immunesystem disorders

Hypersensitivityreactionshavegenerallyoccurredwithinafewminutes
followingthestartoftheinfusionofdocetaxelandwereusuallymildto
moderate.Themostfrequentlyreportedsymptomswereflushing,rashwith
orwithoutpruritus,chesttightness,backpain,dyspnoeaandfeverorchills.



17

Severereactionswerecharacterisedbyhypotensionand/orbronchospasm or
generalizedrash/erythema(seesection4.4).

Nervoussystem disorders

Thedevelopmentofsevereperipheralneurotoxicityrequiresareductionof
dose(seesections4.2and4.4).Mildtomoderateneuro-sensorysignsare
characterisedbyparesthesia,dysesthesiaorpainincludingburning.Neuro-
motoreventsaremainlycharacterisedbyweakness.

Skinandsubcutaneoustissuedisorders

Reversiblecutaneousreactionshavebeenobservedandweregenerally
consideredasmildtomoderate.Reactionswerecharacterisedbyarash
includinglocalisederuptionsmainlyonthefeetandhands(includingsevere
handandfootsyndrome),butalsoonthearms,faceorthorax,andfrequently
associatedwithpruritus.Eruptionsgenerallyoccurredwithinoneweekafter
thedocetaxelinfusion.Lessfrequently,severesymptomssuchaseruptions
followedbydesquamationwhichrarelyleadtointerruptionordiscontinuation
ofdocetaxeltreatmentwerereported(seesections4.2and4.4).Severenail
disordersarecharacterisedbyhypo-orhyperpigmentationandsometimes
painandonycholysis.

Generaldisordersandadministrationsiteconditions

Infusionsitereactionsweregenerallymildandconsistedofhyper
pigmentation,inflammation,rednessordrynessoftheskin,phlebitisor
extravasationandswellingofthevein.

Fluidretentionincludeseventssuchasperipheraloedemaandlessfrequently
pleuraleffusion,pericardialeffusion,ascitesandweightgain.Theperipheral
oedemausuallystartsatthelowerextremitiesandmaybecomegeneralised
withaweightgainof3kgormore.Fluidretentioniscumulativeinincidence
andseverity(seesection4.4).

Tabulatedlistofadversereactionsinbreastcancerfordocetaxel100
mg/m²singleagent

MedDRAsystem
organclasses

Verycommon
adversereactions

Commonadverse
reactions

Uncommon
adversereactions

Infectionsand
infestations

Infections(G3/4:
5.7%;including
sepsisand
pneumonia,fatalin
1.7%)

Infection
associatedwithG4
neutropenia(G3/4:
4.6%)

Bloodand
lymphaticsystem
disorders

Neutropenia(G4:
76.4%);
Anaemia(G3/4:
8.9%);
Febrileneutropenia

Thrombocytopenia
(G4:0.2%)

Immunesystem Hypersensitivity
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MedDRAsystem
organclasses

Verycommon
adversereactions

Commonadverse
reactions

Uncommon
adversereactions

disorders (G3/4:5.3%)
Metabolism and
nutritiondisorders

Anorexia

Nervoussystem
disorders

Peripheralsensory
neuropathy(G3:
4.1%);
Peripheralmotor
neuropathy(G3/4:
4%);
Dysgeusia(severe:
0.07%)

Cardiacdisorders Arrhythmia(G3/4:
0.7%)

Cardiacfailure

Vasculardisorders Hypotension;
Hypertension;
Haemorrhage

Respiratory,
thoracicand
mediastinal
disorders

Dyspnoea(severe:
2.7%)

Gastrointestinal
disorders

Stomatitis(G3/4:
5.3%);
Diarrhoea(G3/4:
4%);
Nausea(G3/4:4%);
Vomiting(G3/4:3%)

Constipation
(severe:0.2%);
Abdominalpain
(severe:1%);
Gastrointestinal
haemorrhage
(severe:0.3%)

Oesophagitis
(severe:0.4%)

Skinand
subcutaneous
tissuedisorders

Alopecia;
Skinreaction(G3/4:
5.9%);
Naildisorders
(severe:2.6%)

Musculoskeletal
andconnective
tissuedisorders

Myalgia(severe:
1.4%)

Arthralgia

Generaldisorders
andadministration
siteconditions

Fluidretention
(severe:6.5%);
Asthenia(severe:
11.2%);
Pain

Infusionsite
reaction;
Non-cardiacchest
pain(severe:0.4%)

Investigations G3/4Bloodbilirubin
increased(< 5%);
G3/4Bloodalkaline
phosphatase
increased(< 4%);
G3/4ASTincreased
(< 3%);
G3/4ALTincreased
(< 2%)
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Descriptionofselectedadversereactionsinbreastcancerfordocetaxel100
mg/m2singleagent

Bloodandlymphaticsystem disorders

Rare:bleedingepisodesassociatedwithgrade3/4thrombocytopenia.

Nervoussystem disorders

Reversibilitydataareavailableamong35.3%ofpatientswhodeveloped
neurotoxicityfollowingdocetaxeltreatmentat100mg/m²assingleagent.
Theeventswerespontaneouslyreversiblewithin3months.

Skinandsubcutaneoustissuedisorders

Veryrare:onecaseofalopecianon-reversibleattheendofthestudy.73%of
thecutaneousreactionswerereversiblewithin21days.

Generaldisordersandadministrationsiteconditions

Themediancumulativedosetotreatmentdiscontinuationwasmorethan
1,000mg/m2andthemediantimetofluidretentionreversibilitywas16.4
weeks(range0to42weeks).Theonsetofmoderateandsevereretentionis
delayed(mediancumulativedose:818.9mg/m2)inpatientswith
premedicationcomparedwithpatientswithoutpremedication(median
cumulativedose:489.7mg/m2);however,ithasbeenreportedinsome
patientsduringtheearlycoursesoftherapy.

Tabulatedlistofadversereactionsinnon-smallcelllungcancerfor
docetaxel75mg/m²singleagent:

MedDRAsystem organ
classes

Verycommonadverse
reactions

Commonadverse
reactions

Infectionsandinfestations Infections(G3/4:5%)

Bloodandlymphatic
system disorders

Neutropenia(G4:54.2%);

Anaemia(G3/4:10.8%);

Thrombocytopenia(G4:
1.7%)

Febrileneutropenia

Immunesystem disorders Hypersensitivity(no
severe)

Metabolism andnutrition
disorders

Anorexia

Nervoussystem disorders Peripheralsensory
neuropathy

(G3/4:0.8%)

Peripheralmotor
neuropathy

(G3/4:2.5%)

Cardiacdisorders Arrhythmia(nosevere)

Vasculardisorders Hypotension

Gastrointestinaldisorders Nausea(G3/4:3.3%); Constipation
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Stomatitis(G3/4:1.7%);

Vomiting(G3/4:0.8%);

Diarrhea(G3/4:1.7%)

Skinandsubcutaneous
tissuedisorders

Alopecia;

Skinreaction(G3/4:0.8%)

Naildisorders(severe
0.8%)

Musculoskeletaland
connectivetissue
disorders

Myalgia

Generaldisordersand
administrationsite
conditions

Asthenia(severe12.4%);

Fluidretention(severe
0.8%);

Pain

Investigations G3/4Bloodbilirubin
increased(<2%)

Tabulatedlistofadversereactionsinbreastcancerfordocetaxel75mg/m²
incombinationwithdoxorubicin:

MedDRAsystem
organclasses

Verycommon
adversereactions

Commonadverse
reactions

Uncommon
adversereactions

Infectionsand
infestations

Infection(G3/4:
7.8%)

Bloodand
lymphaticsystem
disorders

Neutropenia(G4:
91.7%);

Anaemia(G3/4:
9.4%);

Febrileneutropenia;

Thrombocytopenia
(G4:0.8%)

Immunesystem
disorders

Hypersensitivity
(G3/4:1.2%)

Metabolism and
nutritiondisorders

Anorexia

Nervoussystem
disorders

Peripheralsensory

neuropathy(G3:
0.4%)

Peripheralmotor

neuropathy(G3/4:
0.4%)

Cardiacdisorders Cardiacfailure;

Arrhythmia(no
severe)

Vasculardisorders Hypotension
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Gastrointestinal
disorders

Nausea(G3/4:5%);

Stomatitis(G3/4:
7.8%);

Diarrhoea(G3/4:
6.2%);

Vomiting(G3/4:
5%);

Constipation

Skinand
subcutaneous
tissuedisorders

Alopecia;

Naildisorders
(severe0.4%);Skin
reaction(nosevere)

Musculoskeletal
andconnective
tissuedisorders

Myalgia

Generaldisorders
andadministration
siteconditions

Asthenia(severe
8.1%);

Fluidretention
(severe1.2%);

Pain

Infusionsite
reaction

Investigations G3/4Blood
bilirubinincreased
(<2.5%);G3/4
Bloodalkaline
phosphatase
increased(<2.5%)

G3/4AST
increased

(<1%);G3/4ALT
increased(<1%)
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Tabulatedlistofadversereactionsinnon-smallcelllungcancerfor
docetaxel75mg/m²incombinationwithcisplatin

MedDRAsystem
organclasses

Verycommon
adversereactions

Commonadverse
reactions

Uncommon
adversereactions

Infectionsand
infestations

Infection(G3/4:
5.7%)

Bloodand
lymphaticsystem
disorders

Neutropenia(G4:
51.5%);
Anaemia(G3/4:
6.9%);
Thrombocytopenia
(G4:0.5%)

Febrileneutropenia

Immunesystem
disorders

Hypersensitivity
(G3/4:2.5%)

Metabolism and
nutritiondisorders

Anorexia

Nervoussystem
disorders

Peripheralsensory
neuropathy(G3:
3.7%);
Peripheralmotor
neuropathy(G3/4:
2%)

Cardiacdisorders Arrhythmia(G3/4:
0.7%)

Cardiacfailure

Vasculardisorders Hypotension(G3/4:
0.7%)

Gastrointestinal
disorders

Nausea(G3/4:
9.6%);
Vomiting(G3/4:
7.6%);
Diarrhoea(G3/4:
6.4%);
Stomatitis(G3/4:
2%)

Constipation

Skinand
subcutaneous
tissuedisorders

Alopecia;
Naildisorders
(severe:0.7%);
Skinreaction(G3/4:
0.2%)

Musculoskeletal
andconnective
tissuedisorders

Myalgia(severe:
0.5%)

Generaldisorders
andadministration
siteconditions

Asthenia(severe:
9.9%);
Fluidretention
(severe:0.7%);
Fever(G3/4:1.2%)

Infusionsite
reaction;
Pain
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MedDRAsystem
organclasses

Verycommon
adversereactions

Commonadverse
reactions

Uncommon
adversereactions

Investigations G3/4Bloodbilirubin
increased(2.1%);
G3/4ALTincreased
(1.3%)

G3/4ASTincreased
(0.5%);

G3/4Bloodalkaline
phosphatase
increased(0.3%)

Tabulatedlistofadversereactionsinbreastcancerfordocetaxel100
mg/m²incombinationwithtrastuzumab

MedDRAsystem organ
classes

Verycommonadverse
reactions

Commonadverse
reactions

Bloodandlymphatic
system disorders

Neutropenia(G3/4:32%);
Febrileneutropenia
(includesneutropenia
associatedwithfeverand
antibioticuse)or
neutropenicsepsis

Metabolism andnutrition
disorders

Anorexia

Psychiatricdisorders Insomnia
Nervoussystem disorders Paresthesia;Headache;

Dysgeusia;Hypoaesthesia
Eyedisorders Lacrimationincreased;

Conjunctivitis
Cardiacdisorders Cardiacfailure
Vasculardisorders Lymphoedema
Respiratory,thoracicand
mediastinaldisorders

Epistaxis;
Pharyngolaryngealpain;
Nasopharyngitis;
Dyspnoea;
Cough;Rhinorrhoea

Gastrointestinaldisorders Nausea;Diarrhoea;
Vomiting;Constipation;
Stomatitis;Dyspepsia;
Abdominalpain

Skinandsubcutaneous
tissuedisorders

Alopecia;Erythema;Rash;
Naildisorders

Musculoskeletaland
connectivetissue
disorders

Myalgia;Arthralgia;Painin
extremity;Bonepain;Back
pain

Generaldisordersand
administrationsite
conditions

Asthenia;Oedema
peripheral;Pyrexia;Fatigue;
Mucosalinflammation;
Pain;Influenzalikeillness;
Chestpain;Chills

Lethargy
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MedDRAsystem organ
classes

Verycommonadverse
reactions

Commonadverse
reactions

Investigations Weightincreased

Descriptionofselectedadversereactionsinbreastcancerfordocetaxel100
mg/m2incombinationwithtrastuzumab

Bloodandlymphaticsystem disorders

Verycommon:Haematologicaltoxicitywasincreasedinpatientsreceiving
trastuzumabanddocetaxel,comparedwithdocetaxelalone(32%grade3/4
neutropeniaversus22%,usingNCI-CTCcriteria).Notethatthisislikelytobe
anunderestimatesincedocetaxelaloneatadoseof100mg/m2isknownto
resultinneutropeniain97%ofpatients,76%grade4,basedonnadirblood
counts.Theincidenceoffebrileneutropenia/neutropenicsepsiswasalso
increasedinpatientstreatedwithHerceptinplusdocetaxel(23%versus17%
forpatientstreatedwithdocetaxelalone).

Cardiacdisorders

Symptomaticcardiacfailurewasreportedin2.2%ofthepatientswho
receiveddocetaxelplustrastuzumabcomparedto0%ofpatientsgiven
docetaxelalone.Inthedocetaxelplustrastuzumabarm,64%hadreceiveda
prioranthracyclineasadjuvanttherapycomparedwith55%inthedocetaxel
arm alone.

Tabulatedlistofadversereactionsinbreastcancerfordocetaxel75mg/m²
incombinationwithcapecitabine:

MedDRAsystem organ
classes

Verycommonadverse
reactions

Commonadverse
reactions

Infectionsand
infestations

Oralcandidiasis(G3/4:
<1%)

Bloodandlymphatic
system disorders

Neutropenia(G3/4:63%);

Anaemia(G3/4:10%)

Thrombocytopenia(G3/4:
3%)

Metabolism andnutrition
disorders

Anorexia(G3/4:1%);

Decreasedappetite

Dehydration(G3/4:2%);

Nervoussystem disorders Dysgeusia(G3/4:<1%);

Paraesthesia(G3/4:<1%)

Dizziness;

Headache(G3/4:<1%);

Neuropathyperipheral

Eyedisorders Lacrimationincreased

Respiratory,thoracicand
mediastinaldisorders

Pharyngolaryngealpain

(G3/4:2%)

Dyspnoea(G3/4:1%);

Cough(G3/4:<1%);

Epistaxis(G3/4:<1%)
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Gastrointestinaldisorders Stomatitis(G3/4:18%);

Diarrhoea(G3/4:14%);

Nausea(G3/4:6%);

Vomiting(G3/4:4%);

Constipation(G3/4:1%);

Abdominalpain(G3/4:
2%);

Dyspepsia

Abdominalpainupper;

Drymouth

Skinandsubcutaneous
tissuedisorders

Hand-footsyndrome
(G3/4:24%)

Alopecia(G3/4:6%);

Naildisorders(G3/4:2%)

Dermatitis;

Rasherythematous(G3/4:
<1%);Naildiscolouration;

Onycholysis(G3/4:1%)

Musculoskeletaland
connectivetissue
disorders

Myalgia(G3/4:2%);

Arthralgia(G3/4:1%)

Paininextremity(G3/4:
<1%);

Backpain(G3/4:1%);

Generaldisordersand
administrationsite
conditions

Asthenia(G3/4:3%);

Pyrexia(G3/4:1%);

Fatigue/weakness(G3/4:
5%);

Oedemaperipheral(G3/4:

1%);

Lethargy;

Pain

Investigations Weightdecreased;

G3/4Bloodbilirubin
increased(9%)

Tabulatedlistofadversereactionsinmetastaticcastration-resistant
prostatecancerfordocetaxel75mg/m²incombinationwithprednisoneor
prednisolone

MedDRAsystem organ
classes

Verycommonadverse
reactions

Commonadverse
reactions

Infectionsandinfestations Infection(G3/4:3.3%)
Bloodandlymphatic
system disorders

Neutropenia(G3/4:32%);
Anaemia(G3/4:4.9%)

Thrombocytopenia(G3/4:
0.6%);
Febrileneutropenia

Immunesystem disorders Hypersensitivity(G3/4:
0.6%)

Metabolism andnutrition
disorders

Anorexia(G3/4:0.6%)

Nervoussystem disorders Peripheralsensory
neuropathy(G3/4:1.2%);
Dysgeusia(G3/4:0%)

Peripheralmotor
neuropathy(G3/4:0%)
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MedDRAsystem organ
classes

Verycommonadverse
reactions

Commonadverse
reactions

Eyedisorders Lacrimationincreased
(G3/4:0.6%)

Cardiacdisorders Cardiacleftventricular
functiondecrease(G3/4:
0.3%)

Respiratory,thoracicand
mediastinaldisorders

Epistaxis(G3/4:0%);
Dyspnoea(G3/4:0.6%);
Cough(G3/4:0%)

Gastrointestinaldisorders Nausea(G3/4:2.4%);
Diarrhoea(G3/4:1.2%);
Stomatitis/Pharyngitis
(G3/4:0.9%);
Vomiting(G3/4:1.2%)

Skinandsubcutaneous
tissuedisorders

Alopecia;
Naildisorders(nosevere)

Exfoliativerash(G3/4:
0.3%)

Musculoskeletaland
connectivebonedisorders

Arthralgia(G3/4:0.3%);
Myalgia(G3/4:0.3%)

Generaldisordersand
administrationsite
conditions

Fatigue(G3/4:3.9%);
Fluidretention(severe:
0.6%)

Tabulatedlistofadversereactionsinhigh-risklocallyadvancedormetastatic
hormone-sensitiveprostatecancerforDocetaxel75mg/m²incombination
withprednisoneorprednisoloneandADT(STAMPEDEstudy)

MedDRAsystem organ
classes

Verycommonadverse
reactions

Commonadverse
reactions

Bloodandlymphatic
system disorders

Neutropenia(G3-4:12%)
AnaemiaFebrile
neutropenia(G3-4:15%)

Immunesystem disorders Hypersensitivity(G3-4:1%)
Endocrinedisorders Diabetes(G3-4:1%)
Metabolism andnutrition
disorders

Anorexia

Psychiatricdisorders Insomnia(G3:1%)
Nervoussystem disorders Peripheralsensory

neuropathy
(≥G3:2%)a

Headache

Dizziness

Eyedisorders Blurredvision
Cardiacdisorders Hypotension(G3:0%)
Respiratory,thoracicand
mediastinaldisorders

Dyspnea(G3:1%)
Coughing(G3:0%)
Upperrespiratorytract
infection(G3:1%)

Pharyngitis(G3:0%)
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MedDRAsystem organ
classes

Verycommonadverse
reactions

Commonadverse
reactions

Gastrointestinaldisorders Diarrhoea(G3:3%)
Stomatitis(G3:0%)
Constipation(G3:0%)
Nausea(G3:1%)
Dyspepsia
Abdominalpain(G3:0%)
Flatulence

Vomiting(G3:1%)

Skinandsubcutaneous
tissuedisorders

Alopecia(G3:3%)a

Nailchanges(G3:1%)
Rash

Musculoskeletaland
connectivetissue
disorders

Myalgia

Generaldisordersand
administrationsite
conditions

Lethargy(G3-4:2%)
Flu-likesymptoms(G3:0%)
Asthenia(G3:0%)
Fluidretention

Fever(G3:1%)
Oralcandidiasis
Hypocalcaemia(G3:0%)
Hypophosphataemia(G3-4:
1%)
Hypokalaemia(G3:0%)

aFrom theGETUGAFU15study

Tabulatedlistofadversereactionsinbreastcancerforadjuvanttherapywith
docetaxel75mg/m2incombinationwithdoxorubicinandcyclophosphamide
inpatientswithnode-positive(TAX316)andnode-negative(GEICAM 9805)
breastcancer-pooleddata

MedDRAsystem
organclasses

Verycommon
adversereactions

Commonadverse
reactions

Uncommon
adversereactions

Infectionsand
infestations

Infection(G3/4:2.4
%);

Neutropenic
infection.
(G3/4:2.6%)

Bloodand
lymphaticsystem
disorders

Anaemia(G3/4:3
%);

Neutropenia(G3/4:
59.2%);
Thrombocytopenia
(G3/4:1.6%);
Febrileneutropenia
(G3/4:NA)

Immunesystem
disorders

Hypersensitivity
(G3/4:0.6%)

Metabolism and
nutritiondisorders

Anorexia(G3/4:
1.5%)

Nervoussystem
disorders

Dysgeusia(G3/4:0.
6%);
Peripheralsensory
neuropathy(G3/4:

Peripheralmotor
neuropathy(G3/4:
0%);

Syncope(G3/4:0%);
Neurotoxicity
(G3/4:0%)
Somnolence
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MedDRAsystem
organclasses

Verycommon
adversereactions

Commonadverse
reactions

Uncommon
adversereactions

<0.1%) (G3/4:0%)
Eyedisorders Conjunctivitis

(G3/4:<0.1%)
Lacrimation
increased(G3/4:
0.1%)

Cardiacdisorders Arrhythmia(G3/4:
0.2%);

Vasculardisorders
Hotflush
(G3/4:0.5%)

Hypotension(G3/4:
0%)
Phlebitis(G3/4:0%)

Lymphoedema
(G3/4:0%)

Respiratory,
thoracicand
mediastinal
disorders

Cough(G3/4:0%)

Gastrointestinal
disorders

Nausea(G3/4:
5.0%);
Stomatitis(G3/4:
6.0%);
Vomiting(G3/4:
4.2%);
Diarrhoea(G3/4:
3.4%);
Constipation(G3/4:
0.5%)

Abdominalpain
(G3/4:0.4%)

Skinand
subcutaneous
tissuedisorders

Alopecia(persisting:

<3%)
Skindisorder(G3/4:
0.6%);
Naildisorders
(G3/4:0.4%)

Musculoskeletal
andconnective
tissuedisorders

Myalgia(G3/4:
0.7%);
Arthralgia(G3/4:
0.2%)

Reproductive
system andbreast
disorders

Amenorrhoea
(G3/4:NA)

Generaldisorders
andadministration
siteconditions

Asthenia(G3/4:
10.0%);

Pyrexia(G3/4:NA)
Oedemaperipheral
(G3/4:0.2%)

Investigations Weightincreased
(G3/4:0%);
Weightdecreased
(G3/4:0.2%)

Descriptionofselectedadversereactionsforadjuvanttherapywithdocetaxel
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75mg/m²incombinationwithdoxorubicinandcyclophosphamideinpatients
withnode-positive(TAX316)andnode-negative(GEICAM 9805)breast
cancer

Nervoussystem disorders

InstudyTAX316peripheralsensoryneuropathystartedduringthetreatment
periodandpersistedintothefollow-upperiodin84patients(11.3%)inTAC
arm and15patients(2%)inFACarm.Attheendofthefollow-upperiod
(medianfollow-uptimeof8years),peripheralsensoryneuropathywas
observedtobeongoingin10patients(1.3%)inTACarm,andin2patients
(0.3%)inFACarm

InGEICAM 9805studyperipheralsensoryneuropathythatstartedduringthe
treatmentperiodpersistedintothefollow-upperiodin10patients(1.9%)in
TACarm and4patients(0.8%)inFACarm.Attheendofthefollow-upperiod
(medianfollow-uptimeof10yearsand5months),peripheralsensory
neuropathywasobservedtobeongoingin3patients(0.6%)inTACarm,and
in1patient(0.2%)inFACarm.

Cardiacdisorders

InstudyTAX316,26patients(3.5%)intheTACarm and17patients(2.3%)in
theFACarm experiencedcongestiveheartfailure.Allexceptonepatientin
eacharm werediagnosedwithCHFmorethan30daysafterthetreatment
period.TwopatientsintheTACarm and4patientsintheFACarm died
becauseofcardiacfailure.

InGEICAM 9805study,3patients(0.6%)inTACarm and3patients(0.6%)in
FACarm developedcongestiveheartfailureduringthefollow-upperiod.At
theendofthefollow-upperiod(actualmedianfollow-uptimeof10yearsand
5months),nopatientshadCHFinTACarm and1patientinTACarm died
becauseofdilatedcardiomyopathy,andCHFwasobservedtobeongoingin1
patient(0.2%)inFACarm.

Skinandsubcutaneoustissuedisorders

InstudyTAX316,alopeciapersistingintothefollow-upperiodaftertheendof
chemotherapywasreportedin687of744TACpatients(92.3%)and645of
736FACpatients(87.6%).

Attheendofthefollow-upperiod,(actualmedianfollow-uptimeof8years),
alopeciawasobservedtobeongoingin29TACpatients(3.9%)and16FAC
patients(2.2%).

InGEICAM 9805studyalopeciathatstartedduringthetreatmentperiodand
persistedintothefollow-upperiodwasobservedtobeongoingin49patients
(9.2%)inTACarm and35patients(6.7%)inFACarm.Alopeciarelatedto
studydrugstartedorworsenedduringthefollow-upperiodin42patients(7.9
%)inTACarm and30patients(5.8%)inFACarm.Attheendofthefollow-up

period(medianfollow-uptimeof10yearsand5months),alopeciawas
observedtobeongoingin3patients(0.6%)inTACarm,andin1patient(0.2%)
inFACarm.
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Reproductivesystem andbreastdisorders

InTAX316amenorrhoeathatstartedduringthetreatmentperiodand
persistedintothefollow-upperiodaftertheendofchemotherapywas
reportedin202of744TACpatients(27.2%)and125of736FACpatients
(17.0%).Amenorrheawasobservedtobeongoingattheendoffollowup
period(medianfollow-uptimeof8years)in121of744TACpatients(16.3%)
and86FACpatients(11.7%).

InGEICAM 9805studyamenorrhoeathatstartedduringthetreatmentperiod
andpersistedintothefollow-upperiodwasobservedtobeongoingin18
patients(3.4%)inTACarm and5patients(1.0%)inFACarm.Attheendof
thefollow-upperiod(medianfollow-uptimeof10yearsand5months),
amenorrheawasobservedtobeongoingin7patients(1.3%)inTACarm,and
in4patients(0.8%)inFACarm.

Generaldisordersandadministrationsiteconditions

InstudyTAX316,peripheraloedemathatstartedduringthetreatmentperiod
andpersistedintothefollow-upperiodaftertheendofchemotherapywas
observedin119of744TACpatients(16.0%)and23of736FACpatients
(3.1%).Attheendofthefollow-upperiod(actualmedianfollow-uptimeof8
years),peripheraloedemawasongoingin19TACpatients(2.6%)and4FAC
patients(0.5%)

InstudyTAX316lymphoedemathatstartedduringthetreatmentperiodand
persistedintothefollow-upperiodaftertheendofchemotherapywas
reportedin11of744TACpatients(1.5%)and1of736FACpatients(0.1%).
Attheendofthefollow-upperiod(actualmedianfollow-uptimeof8years),
lymphoedemawasobservedtobeongoingin6TACpatients(0.8%)and1
FACpatient(0.1%).

InstudyTAX316astheniathatstartedduringthetreatmentperiodand
persistedintothefollow-upperiodaftertheendofchemotherapywas
reportedin236of744TACpatients(31.7%)and180of736FACpatients
(24.5%).Attheendofthefollow-upperiod(actualmedianfollow-uptimeof8
years),astheniawasobservedtobeongoingin29TACpatients(3.9%)and16
FACpatients(2.2%).

InstudyGEICAM 9805peripheraloedemathatstartedduringthetreatment
periodpersistedintothefollow-upperiodin4patients(0.8%)inTACarm and
in2patients(0.4%)inFACarm.Attheendofthefollow-upperiod(median
follow-uptimeof10yearsand5months),nopatients(0%)inTACarm had
peripheraloedemaanditwasobservedtobeongoingin1patient(0.2%)in
FACarm.Lymphoedemathatstartedduringthetreatmentperiodpersisted
intothefollow-upperiodin5patients(0.9%)inTACarm and2patients(0.4%)
inFACarm.Attheendofthefollow-upperiod,lymphoedemawasobservedto
beongoingin4patients(0.8%)inTACarm,andin1patient(0.2%)inFACarm.

Astheniathatstartedduringthetreatmentperiodandpersistedintothe
follow-upperiodwasobservedtobeongoingin12patients(2.3%)inTAC
arm and4patients(0.8%)inFACarm.Attheendofthefollow-upperiod,
astheniawasobservedtobeongoingin2patients(0.4%)inTACarm,andin2
patients(0.4%)inFACarm.
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Acuteleukaemia/Myelodysplasticsyndrome.

After10yearsoffollowupinstudyTAX316,acuteleukaemiawasreportedin
3of744TACpatients(0.4%)andin1of736FACpatients(0.1%).OneTAC
patient(0.1%)and1FACpatient(0.1%)diedduetoAMLduringthefollow-up
period(medianfollow-uptimeof8years).Myelodysplasticsyndromewas
reportedin2of744TACpatients(0.3%)andin1of736FACpatients(0.1%).

After10yearsoffollow-upinGEICAM 9805study,acuteleukaemiaoccurred
in1of532(0.2%)patientsinTACarm.Nocaseswerereportedinpatientsin
FACarm.Nopatientwasdiagnosedwithmyelodysplasticsyndromeineither
treatmentgroups.

Neutropeniccomplications

TablebelowshowsthattheincidenceofGrade4neutropenia,febrile
neutropeniaandneutropenicinfectionwasdecreasedinpatientswho
receivedprimaryG-CSFprophylaxisafteritwasmademandatoryintheTAC
arm —GEICAM study.

NeutropeniccomplicationsinpatientsreceivingTACwithorwithoutprimary
G-CSFprophylaxis(GEICAM 9805)

Withoutprimary

G-CSFprophylaxis

(n=111)

n(%)

Withprimary

G-CSFprophylaxis

(n=421)

n(%)

Neutropenia(Grade4) 104(93.7) 135(32.1)

Febrileneutropenia 28(25.2) 23(5.5)

Neutropenicinfection 14(12.6) 21(5.0)

Neutropenicinfection

(Grade3-4)

2(1.8) 5(1.2)
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Tabulatedlistofadversereactionsingastricadenocarcinomacancerfor
docetaxel75mg/m²incombinationwithcisplatinand5-fluorouracil

MedDRAsystem organ
classes

Verycommonadverse
reactions

Commonadverse
reactions

Infectionsandinfestations Neutropenicinfection;
Infection(G3/4:11.7%)

Bloodandlymphatic
system disorders

Anaemia(G3/4:20.9%);
Neutropenia(G3/4:83.2%);
Thrombocytopenia(G3/4:
8.8%);
Febrileneutropenia

Immunesystem disorders Hypersensitivity(G3/4:
1.7%)

Metabolism andnutrition
disorders

Anorexia(G3/4:11.7%)

Nervoussystem disorders Peripheralsensory
neuropathy(G3/4:8.7%)

Dizziness(G3/4:2.3%);
Peripheralmotor
neuropathy(G3/4:1.3%)

Eyedisorders Lacrimationincreased
(G3/4:0%)

Earandlabyrinthdisorders Hearingimpaired(G3/4:
0%)

Cardiacdisorders Arrhythmia(G3/4:1.0%)
Gastrointestinaldisorders Diarrhoea(G3/4:19.7%);

Nausea(G3/4:16%);
Stomatitis(G3/4:23.7%);
Vomiting(G3/4:14.3%)

Constipation(G3/4:1.0%);
Gastrointestinalpain
(G3/4:1.0%);
Oesophagitis/dysphagia/o
dynophagia(G3/4:0.7%)

Skinandsubcutaneous
tissuedisorders

Alopecia(G3/4:4.0%) Rashpruritus(G3/4:0.7%);
Naildisorders(G3/4:0.7%);
Skinexfoliation(G3/4:0%)

Generaldisordersand
administrationsite
conditions

Lethargy(G3/4:19.0%);
Fever(G3/4:2.3%);
Fluidretention(severe/life-
threatening:1%)

Descriptionofselectedadversereactionsingastricadenocarcinomacancer
fordocetaxel75mg/m2incombinationwithcisplatinand5-fluorouracil

Bloodandlymphaticsystem disorders

Febrileneutropeniaandneutropenicinfectionoccurredin17.2%and13.5%of
patientsrespectively,regardlessofG-CSFuse.G-CSFwasusedforsecondary
prophylaxisin19.3%ofpatients(10.7%ofthecycles).Febrileneutropeniaand
neutropenicinfectionoccurredrespectivelyin12.1%and3.4%ofpatients
whenpatientsreceivedprophylacticG-CSF,in15.6%and12.9%ofpatients
withoutprophylacticG-CSF(seesection4.2).

TabulatedlistofadversereactionsinheadandneckcancerforDocetaxel75
mg/m²incombinationwithcisplatinand5-fluorouracil
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• Inductionchemotherapyfollowedbyradiotherapy(TAX323)

MedDRAsystem
organclasses

Verycommon
adversereactions

Commonadverse
reactions

Uncommon
adversereactions

Infectionsand
infestations

Infection(G3/4:
6.3%);
Neutropenic
infection

Neoplasmsbenign,
malignantand
unspecified(incl
cystsandpolyps)

Cancerpain(G3/4:
0.6%)

Bloodand
lymphaticsystem
disorders

Neutropenia(G3/4:
76.3%);
Anaemia(G3/4:
9.2%);
Thrombocytopenia
(G3/4:5.2%)

Febrileneutropenia

Immunesystem
disorders

Hypersensitivity(no
severe)

Metabolism and
nutritiondisorders

Anorexia(G3/4:
0.6%)

Nervoussystem
disorders

Dysgeusia/Parosmi
a;
Peripheralsensory
neuropathy(G3/4:
0.6%)

Dizziness

Eyedisorders Lacrimation
increased;
Conjunctivitis

Earandlabyrinth
disorders

Hearingimpaired

Cardiacdisorders Myocardialischemia
(G3/4:1.7%)

Arrhythmia(G3/4:
0.6%)

Vasculardisorders Venousdisorder
(G3/4:0.6%)

Gastrointestinal
disorders

Nausea(G3/4:
0.6%);
Stomatitis(G3/4:
4.0%);
Diarrhoea(G3/4:
2.9%);
Vomiting(G3/4:
0.6%)

Constipation;
Esophagitis/dyspha
gia/odynophagia
(G3/4:0.6%);
Abdominalpain;
Dyspepsia;
Gastrointestinal
haemorrhage(G3/4:
0.6%)

Skinand
subcutaneous
tissuedisorders

Alopecia(G3/4:
10.9%)

Rashpruritic;
Dryskin;
Skinexfoliative
(G3/4:0.6%)

Musculoskeletal
andconnective
tissuedisorders

Myalgia(G3/4:0.6%)
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MedDRAsystem
organclasses

Verycommon
adversereactions

Commonadverse
reactions

Uncommon
adversereactions

Generaldisorders
andadministration
siteconditions

Lethargy(G3/4:
3.4%);
Pyrexia(G3/4:
0.6%);
Fluidretention;
Oedema

Investigations Weightincreased

• Inductionchemotherapyfollowedbychemoradiotherapy(TAX324)

MedDRAsystem
organclasses

Verycommon
adversereactions

Commonadverse
reactions

Uncommon
adversereactions

Infectionsand
infestations

Infection(G3/4:
3.6%)

Neutropenic
infection

Neoplasmsbenign,
malignantand
unspecified(incl
cystsandpolyps)

Cancerpain(G3/4:
1.2%)

Bloodand
lymphaticsystem
disorders

Neutropenia(G3/4:
83.5%);
Anaemia(G3/4:
12.4%);
Thrombocytopenia
(G3/4: 4.0%);
Febrileneutropenia

Immunesystem
disorders

Hypersensitivity

Metabolism and
nutritiondisorders

Anorexia(G3/4:
12.0%)

Nervoussystem
disorders

Dysgeusia/Parosmia
(G3/4: 0.4%);
Peripheralsensory
neuropathy(G3/4:
1.2%)

Dizziness(G3/4:
2.0%);
Peripheralmotor
neuropathy(G3/4:
0.4%)

Eyedisorders Lacrimation
increased

Conjunctivitis

Earandlabyrinth
disorders

Hearingimpaired
(G3/4: 1.2%)

Cardiacdisorders Arrhythmia(G3/4:
2.0%)

Ischemia
myocardial

Vasculardisorders Venousdisorder
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MedDRAsystem
organclasses

Verycommon
adversereactions

Commonadverse
reactions

Uncommon
adversereactions

Gastrointestinal
disorders

Nausea(G3/4:
13.9%);
Stomatitis(G3/4:
20.7%);
Vomiting(G3/4:
8.4%);
Diarrhoea(G3/4:
6.8%);
Esophagitis/dyspha
gia/odynophagia
(G3/4:12.0%);
Constipation(G3/4:
0.4%)

Dyspepsia(G3/4:
0.8%);
Gastrointestinal
pain(G3/4:1.2%);
Gastrointestinal
haemorrhage
(G3/4:0.4%)

Skinand
subcutaneous
tissuedisorders

Alopecia(G3/4:
4.0%);
Rashpruritic

Dryskin ;
Desquamation

Musculoskeletal,
connectivetissue
bonedisorders

Myalgia(G3/4:
0.4%)

Generaldisorders
andadministration
siteconditions

Lethargy(G3/4:
4.0%);
Pyrexia(G3/4:3.6%);
Fluidretention
(G3/4:1.2%);
Oedema(G3/4:
1.2%)

Investigations Weightdecreased Weightincreased

Post-marketingexperience

Neoplasmsbenign,malignantandunspecified(inclcystsandpolyps)

Secondprimarymalignancies(frequencynotknown),includingnon-Hodgkin
lymphomahavebeenreportedinassociationwithdocetaxelwhenusedin
combinationwithotheranticancertreatmentsknowntobeassociatedwith
secondprimarymalignancies.Acutemyeloidleukaemiaandmyelodysplastic
syndromehavebeenreported(frequencyuncommon)inpivotalclinical
studiesinbreastcancerwithTACregimen.

Bloodandlymphaticsystem disorders

Bonemarrowsuppressionandotherhaematologicadversereactionshave
beenreported.Disseminatedintravascularcoagulation(DIC),oftenin
associationwithsepsisormultiorganfailure,hasbeenreported.

Immunesystem disorders

Somecasesofanaphylacticshock,sometimesfatal,havebeenreported.
Hypersensitivityreactions(frequencynotknown)havebeenreportedwith
docetaxelinpatientswhopreviouslyexperiencedhypersensitivityreactionsto
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paclitaxel.

Nervoussystem disorders

Rarecasesofconvulsionortransientlossofconsciousnesshavebeen
observedwithdocetaxeladministration.Thesereactionssometimesappear
duringtheinfusionofthemedicinalproduct.

Eyedisorders

Veryrarecasesoftransientvisualdisturbances(flashes,flashinglights,
scotomata)typicallyoccurringduringinfusionofthemedicinalproductandin
associationwithhypersensitivityreactionshavebeenreported.Thesewere
reversibleupondiscontinuationoftheinfusion.Casesoflacrimationwithor
withoutconjunctivitis,ascasesoflacrimalductobstructionresultingin
excessivetearinghavebeenrarelyreported.Casesofcystoidmacular
oedema(CMO)havebeenreportedinpatientstreatedwithdocetaxel.

Earandlabyrinthdisorders

Rarecasesofototoxicity,hearingimpairedand/orhearinglosshavebeen
reported.

Cardiacdisorders

Rarecasesofmyocardialinfarctionhavebeenreported.

Ventriculararrhythmiaincludingventriculartachycardia(frequencynot
known),sometimesfatal,hasbeenreportedinpatientstreatedwithdocetaxel
incombinationregimensincludingdoxorubicin,5-fluorouraciland/or
cyclophosphamide.

Vasculardisorders

Venousthromboemboliceventshaverarelybeenreported.

Respiratory,thoracicandmediastinaldisorders

Acuterespiratorydistresssyndrome,andcasesofinterstitialpneumonia/
pneumonitis,interstitiallungdisease,pulmonaryfibrosisandrespiratory
failuresometimesfatalhaverarelybeenreported.Rarecasesofradiation
pneumonitishavebeenreportedinpatientsreceivingconcomitant
radiotherapy.

Gastrointestinaldisorders

Rarecasesofenterocolitis,includingcolitis,ischemiccolitis,andneutropenic
enterocolitis,havebeenreportedwithapotentialfataloutcome(frequency
notknown).

Rareoccurrencesofdehydrationhavebeenreportedasaconsequenceof
gastrointestinaleventsincludingenterocolitisandgastrointestinalperforation
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Rarecasesofileusandintestinalobstructionhavebeenreported.

Hepatobiliarydisorders

Veryrarecasesofhepatitis,sometimesfatalprimarilyinpatientswithpre-
existingliverdisorders,havebeenreported.

Skinandsubcutaneoustissuedisorders

Casesofcutaneouslupuserythematosus,bullouseruptionssuchas
erythemamultiformeandseverecutaneousadversereactionssuchas
Stevens-JohnsonSyndrome(SJS),ToxicEpidermalNecrolysis(TEN)and
AcuteGeneralizedExanthematousPustulosis(AGEP)havebeenreported
withdocetaxel.Sclerodermal-likechangesusuallyprecededbyperipheral
lymphoedemahavebeenreportedwithdocetaxel.Casesofpermanent
alopeciahave(frequencynotknown)beenreported.

Renalandurinarydisorders

Renalinsufficiencyandrenalfailurehavebeenreported.Inabout20%of
thesecasestherewerenoriskfactorsforacuterenalfailuresuchas
concomitantnephrotoxicmedicinalproductsandgastrointestinaldisorders.

Generaldisordersandadministrationsiteconditions

Radiationrecallphenomenahaverarelybeenreported.

Injectionsiterecallreaction(recurrenceofskinreactionatasiteofprevious
extravasationfollowingadministrationofdocetaxelatadifferentsite)has
beenobservedatthesiteofpreviousextravasation(frequencynotknown).

Fluidretentionhasnotbeenaccompaniedbyacuteepisodesofoliguriaor
hypotension.Dehydrationandpulmonaryoedemahaverarelybeenreported.

Metabolism andnutritiondisorders

Casesofelectrolyteimbalancehavebeenreported.Casesofhyponatraemia
havebeenreported,mostlyassociatedwithdehydration,vomitingand
pneumonia.Hypokalaemia,hypomagnesaemia,andhypocalcaemiawere
observed,usuallyinassociationwithgastrointestinaldisordersandin
particularwithdiarrhoea.Tumourlysissyndrome,potentiallyfatal,hasbeen
reported(frequencynotknown).

Musculoskeletaldisorder
Myositishasbeenreportedwithdocetaxel(frequencynotknown).

Reportingofsuspectedadversereactions

Reportingsuspectedadversereactionsafterauthorisationofthemedicinal
productisimportant.Itallowscontinuedmonitoringofthebenefit/risk
balanceofthemedicinalproduct.Healthcareprofessionalsareaskedto
reportanysuspectedadversereactionsviatheYellowCardSchemeat:
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www.mhra.gov.uk/yellowcard.

4.9 Overdose

Therewereafewreportsofoverdose.Thereisnoknownantidotefor
docetaxeloverdose.Incaseofoverdose,thepatientshouldbekeptina
specialisedunitandvitalfunctionscloselymonitored.Incasesofoverdose,
exacerbationofadverseeventsmaybeexpected.Theprimaryanticipated
complicationsofoverdosewouldconsistofbonemarrowsuppression,
peripheralneurotoxicityandmucositis.PatientsshouldreceivetherapeuticG-
CSFassoonaspossibleafterdiscoveryofoverdose.Otherappropriate
symptomaticmeasuresshouldbetaken,asneeded.

5 PHARMACOLOGICALPROPERTIES

5.1 Pharmacodynamicproperties

Pharmacotherapeuticgroup:Taxanes,ATCCode:L01CD02

Mechanism ofaction

Docetaxelisanantineoplasticagentwhichactsbypromotingtheassembly
oftubulinintostablemicrotubulesandinhibitstheirdisassemblywhichleads
toamarkeddecreaseoffreetubulin.Thebindingofdocetaxelto
microtubulesdoesnotalterthenumberofprotofilaments.

Docetaxelhasbeenshowninvitrotodisruptthemicrotubularnetworkincells
whichisessentialforvitalmitoticandinterphasecellularfunctions.

Pharmacodynamiceffects

Docetaxelwasfoundtobecytotoxicinvitroagainstvariousmurineand
humantumourcelllinesandagainstfreshlyexcisedhumantumourcellsin
clonogenicassays.Docetaxelachieveshighintracellularconcentrationswith
alongcellresidencetime.Inaddition,docetaxelwasfoundtobeactiveon
somebutnotallcelllinesoverexpressingthepglycoproteinwhichis
encodedbythemultidrugresistancegene.Invivo,docetaxelisschedule
independentandhasabroadspectrum ofexperimentalanti-tumouractivity
againstadvancedmurineandhumangraftedtumours.

Clinicalefficacyandsafety

Breastcancer
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Docetaxelincombinationwithdoxorubicinandcyclophosphamide:adjuvant
therapy

Patientswithoperablenode-positivebreastcancer(TAX316)

Datafrom amulticentreopenlabelrandomizedstudysupporttheuseof
docetaxelfortheadjuvanttreatmentofpatientswithoperablenode-positive
breastcancerandKPS80%,between18and70yearsofage.After
stratificationaccordingtothenumberofpositivelymphnodes(1-3,4+),1491
patientswererandomizedtoreceiveeitherdocetaxel75mg/m2administered
1-hourafterdoxorubicin50mg/m2andcyclophosphamide500mg/m2(TAC
arm),ordoxorubicin50mg/m2followedbyfluorouracil500mg/m2and
cyclosphosphamide500mg/m2(FACarm).Bothregimenswereadministered
onceevery3weeksfor6cycles.Docetaxelwasadministeredasa1-hour
infusion,allothermedicinalproductsweregivenasintravenousbolusonday
one.G-CSFwasadministeredassecondaryprophylaxistopatientswho
experiencedcomplicatedneutropenia(febrileneutropenia,prolonged
neutropenia,orinfection).PatientsontheTACarm receivedantibiotic
prophylaxiswithciprofloxacin500mgorallytwicedailyfor10daysstarting
onday5ofeachcycle,orequivalent.Inbotharms,afterthelastcycleof
chemotherapy,patientswithpositiveestrogenand/orprogesteronereceptors
receivedtamoxifen20mgdailyforupto5years.Adjuvantradiationtherapy
wasprescribedaccordingtoguidelinesinplaceatparticipatinginstitutions
andwasgivento69%ofpatientswhoreceivedTACand72%ofpatientswho
receivedFAC.

Twointerim analysesandonefinalanalysiswereperformed.Thefirstinterim
analysiswasplanned3yearsafterthedatewhenhalfofstudyenrolmentwas
done.Thesecondinterim analysiswasdoneafter400DFSeventshadbeen
recordedoverall,whichledtoamedianfollowupof55months.Thefinal
analysiswasperformedwhenallpatientshadreachedtheir10-yearfollow-up
visit(unlesstheyhadaDFSeventorwerelosttofollow-upbefore)Disease-
freesurvival(DFS)wastheprimaryefficacyendpointandOverallsurvival(OS)
wasthesecondaryefficacyendpoint.

Afinalanalysiswasperformedwithanactualmedianfollowupof96months.
Significantlylongerdisease-freesurvivalfortheTACarm comparedtothe
FACarm wasdemonstrated.Incidenceofrelapsesat10yearswasreducedin
patientsreceivingTACcomparedtothosewhoreceivedFAC(39%versus
45%,respectively)i.e.anabsoluteriskreductionby6%(p=0.0043).Overall
survivalat10yearswasalsosignificantlyincreasedwithTACcomparedto
FAC(76%versus69%,respectively)i.e.anabsolutereductionoftheriskof
deathby7%(p=0.002).Asthebenefitobservedinpatientswith4+nodes
wasnotstatisticallysignificantonDFSandOS,thepositivebenefit/riskratio
forTACinpatientswith4+nodeswasnotfullydemonstratedatthefinal
analysis.

Overall,thestudyresultsdemonstrateapositivebenefitriskratioforTAC
comparedtoFAC.

TAC-treatedpatientsubsetsaccordingtoprospectivelydefinedmajor
prognosticfactorswereanalysed:

Diseasefreesurvival Overallsurvival
Patientsubset Numbe Hazard 95%CI p = Hazard 95%CI p =
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rof
patient

s

ratio* ratio*

Noofpositive
nodes
Overall 745 0.80 0.68-

0.93
0.004

3
0.74 0.61-

0.90
0.002

0
1-3 467 0.72 0.58-

0.91
0.004

7
0.62 0.46-

0.82
0.000

8
4+ 278 0.87 0.70-

1.09
0.229

0
0.87 0.67-

1.12
0.274

6
*ahazardratiooflessthan1indicatesthatTACisassociatedwithalonger
disease-freesurvivalandoverallsurvivalcomparedtoFAC

Patientswithoperablenode-negativebreastcancereligibletoreceive
chemotherapy(GEICAM 9805)

Datafrom amulticentreopenlabelrandomizedtrialsupporttheuseof
docetaxelfortheadjuvanttreatmentofpatientswithoperablenode-negative
breastcancereligibletoreceivechemotherapy.

1060patientswererandomizedtoreceiveeitherdocetaxel75mg/m2

administered1-hourafterdoxorubicin50mg/m2andcyclophosphamide500
mg/m2(539patientsinTACarm),ordoxorubicin50mg/m2followedby
fluorouracil500mg/m2 andcyclosphosphamide500mg/m2(521patientsin
FACarm),asadjuvanttreatmentofoperablenode-negativebreastcancer
patientswithhighriskofrelapseaccordingto1998St.Gallencriteria(tumour
size>2cm and/ornegativeERandPRand/orhighhistological/nucleargrade
(grade2to3)and/orage<35years).Bothregimenswereadministeredonce
every3weeksfor6cycles.Docetaxelwasadministeredasa1-hourinfusion,
allothermedicinalproductsweregivenintraveinouslyonday1everythree
weeks.PrimaryprophylacticG-CSFwasmademandatoryinTACarm after
230patientswererandomized.TheincidenceofGrade4neutropenia,febrile
neutropeniaandneutropenicinfectionwasdecreasedinpatientswho
receivedprimaryG-CSFprophylaxis(seesection4.8).Inbotharms,afterthe
lastcycleofchemotherapy,patientswithER+and/orPgR+tumoursreceived
tamoxifen20mgonceadayforupto5years.Adjuvantradiationtherapywas
administeredaccordingtoguidelinesinplaceatparticipatinginstitutionsand
wasgivento57.3%ofpatientswhoreceivedTACand51.2%ofpatientswho
receivedFAC.

Oneprimaryanalysisandoneupdatedanalysiswereperformed.Theprimary
analysiswasdonewhenallpatientshadafollow-upofgreaterthan5years
(medianfollow-uptimeof77months).Theupdatedanalysiswasperformed
whenallpatientshadreachedtheir10-year(medianfollowuptimeof10
yearsand5months)follow-upvisit(unlesstheyhadaDFSeventorwerelost
tofollow-uppreviously).Disease-freesurvival(DFS)wastheprimaryefficacy
endpointandOverallsurvival(OS)wasthesecondaryefficacyendpoint.

Atthemedianfollow-uptimeof77months,significantlylongerdisease-free
survivalfortheTACarm comparedtotheFACarm wasdemonstrated.TAC-
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treatedpatientshada32%reductionintheriskofrelapsecomparedtothose
treatedwithFAC(hazardratio=0.68,95%CI(0.49-0.93),p=0.01).Atthe
medianfollowuptimeof10yearsand5months,TAC-treatedpatientshada
16,5%reductionintheriskofrelapsecomparedtothosetreatedwithFAC
(hazardratio=0.84,95%CI(0.65-1.08),p=0.1646).DFSdatawerenot
statisticallysignificantbutwerestillassociatedwithapositivetrendinfavour
ofTAC.

Atthemedianfollow-uptimeof77months,overallsurvival(OS)waslongerin
theTACarm withTAC-treatedpatientshavinga24%reductionintheriskof
deathcomparedtoFAC(hazardratio=0.76,95%CI(0.46-1.26,p=0.29).
However,thedistributionofOSwasnotsignificantlydifferentbetweenthe2
groups.

Atthemedianfollowuptimeof10yearsand5months,TAC-treatedpatients
hada9%reductionintheriskofdeathcomparedtoFAC-treatedpatients
(hazardratio=0.91,95%CI(0.63-1.32)).Thesurvivalratewas93.7%inthe
TACarm and91.4%intheFACarm,atthe8-yearfollow-uptimepoint,and
91.3%intheTACarm and89%intheFACarm,atthe10-yearfollow-up
timepoint.

ThepositivebenefitriskratioforTACcomparedtoFACremainedunchanged.

TAC-treatedpatientsubsetsaccordingtoprospectivelydefinedmajor
prognosticfactorswereanalysedintheprimaryanalysis(atthemedian
follow-uptimeof77months)(seetablebelow):

SubsetAnalyses-AdjuvantTherapyinPatientswithNode-negativeBreast
CancerStudy(Intent-to-TreatAnalysis)

Patientsubset Numberof
patientsinTAC
group

DiseaseFreeSurvival
Hazardratio* 95%CI

Overall 539 0.68 0.49-0.93
Agecategory1

<50years

≥50years

260

279

0.67

0.67

0.43-1.05

0.43-1.05

Agecategory2

<35years

≥35years

42

497

0.31

0.73

0.11-0.89

0.52-1.01

Hormonal
receptorstatus

Negative

Positive

195

344

0.7

0.62

0.45-1.1

0.4-0.97
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Tumoursize

≤2cm

>2cm

285

254

0.69

0.68

0.43-1.1

0.45-1.04

Histologicalgrade

Grade1(includes
gradenotassessed)

Grade2

Grade3

64

216

259

0.79

0.77

0.59

0.24-2.6

0.46-1.3

0.39-0.9

Menopausalstatus

Pre-Menopausal

Post-Menopausal

285

254

0.64

0.72

0.40-1

0.47-1.12

*ahazardratio(TAC/FAC)oflessthan1indicatesthatTACisassociated
withalongerdiseasefreesurvivalcomparedtoFAC.

Exploratorysubgroupanalysesfordisease-freesurvivalforpatientswho
meetthe2009St.Gallenchemotherapycriteria-(ITTpopulation)were
performedandpresentedherebelow

Subgroups

TAC

(n=539)

FAC

(n=521)

Hazardratio

(TAC/FAC)

(95%CI)
p-value

Meetingrelative
indicationfor
chemotherapya

No 18/214 26/227 0.796(0.434-1.459) 0.4593

(8.4%) (11.5%)

Yes 48/325 69/294 0.606(0.42-0.877) 0.0072

(14.8%) (23.5%)
TAC=docetaxel,doxorubicinandcyclophosphamide

FAC=5-fluorouracil,doxorubicinandcyclophospamide

CI=confidenceinterval;ER=oestrogenreceptor

PR=progesteronereceptor
aER/PR-negativeorGrade3ortumoursize>5cm

TheestimatedhazardratiowasusingCoxproportionalhazardmodelwith
treatmentgroupasthefactor.

Docetaxelassingleagent
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TworandomisedphaseIIIcomparativestudies,involvingatotalof326
alkylatingor392anthracyclinefailuremetastaticbreastcancerpatients,have
beenperformedwithdocetaxelattherecommendeddoseandregimenof
100mg/m²every3weeks.

Inalkylating-failurepatients,docetaxelwascomparedtodoxorubicin(75
mg/m²every3weeks).Withoutaffectingoverallsurvivaltime(docetaxel15
monthsvs.doxorubicin14months,p=0.38)ortimetoprogression
(docetaxel27weeksvs.doxorubicin23weeks,p=0.54),docetaxelincreased
responserate(52%vs.37%,p=0.01)andshortenedtimetoresponse(12
weeksvs.23weeks,p=0.007).Threedocetaxelpatients(2%)discontinued
thetreatmentduetofluidretention,whereas15doxorubicinpatients(9%)
discontinuedduetocardiactoxicity(threecasesoffatalcongestiveheart
failure).

Inanthracycline-failurepatients,docetaxelwascomparedtothecombination
ofmitomycinCandvinblastine(12mg/m²every6weeksand6mg/m²every
3weeks).Docetaxelincreasedresponserate(33%vs.12%,p<0.0001),
prolongedtimetoprogression(19weeksvs.11weeks,p=0.0004)and
prolongedoverallsurvival(11monthsvs.9months,p=0.01).

DuringthesetwophaseIIIstudies,thesafetyprofileofdocetaxelwas
consistentwiththesafetyprofileobservedinphaseIIstudies(seesection
4.8).

Anopen-label,multi-centre,randomizedphaseIIIstudywasconductedto
comparedocetaxelmonotherapyandpaclitaxelinthetreatmentofadvanced
breastcancerinpatientswhoseprevioustherapyshouldhaveincludedan
anthracycline.Atotalof449patientswererandomizedtoreceiveeither
docetaxelmonotherapy100mg/m²asa1hourinfusionorpaclitaxel175
mg/m²asa3hourinfusion.Bothregimenswereadministeredevery3weeks.

Withoutaffectingtheprimaryendpoint,overallresponserate(32%vs25%,p=
0.10),docetaxelprolongedmediantimetoprogression(24.6weeksvs15.6
weeks;p<0.01)andmediansurvival(15.3monthsvs12.7months;p=0.03).

Moregrade3/4adverseeventswereobservedfordocetaxelmonotherapy
(55.4%)comparedtopaclitaxel(23.0%).

Docetaxelincombinationwithdoxorubicin

OnelargerandomizedphaseIIIstudy,involving429previouslyuntreated
patientswithmetastaticdisease,hasbeenperformedwithdoxorubicin(50
mg/m²)incombinationwithdocetaxel(75mg/m²)(ATarm)versus
doxorubicin(60mg/m²)incombinationwithcyclophosphamide(600mg/m²)
(ACarm).Bothregimenswereadministeredonday1every3weeks.

• Timetoprogression(TTP)wassignificantlylongerintheATarm
versusACarm,p=0.0138.ThemedianTTPwas37.3weeks(95%CI:33.4
42.1)inATarm and31.9weeks(95%CI:27.4-36.0)inACarm.
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• Overallresponserate(ORR)wassignificantlyhigherintheATarm
versusACarm,p=0.009.TheORRwas59.3%(95%CI:52.8-65.9)inATarm
versus46.5%(95%CI:39.8-53.2)inACarm.

Inthisstudy,ATarm showedahigherincidenceofsevereneutropenia(90%
versus68.6%),febrileneutropenia(33.3%versus10%),infection(8%versus
2.4%),diarrhoea(7.5%versus1.4%),asthenia(8.5%versus2.4%),andpain
(2.8%versus0%)thanACarm.Ontheotherhand,ACarm showedahigher
incidenceofsevereanaemia(15.8%versus8.5%)thanATarm,and,in
addition,ahigherincidenceofseverecardiactoxicity:congestiveheartfailure
(3.8%versus2.8%),absoluteLVEFdecrease³20%(13.1%versus6.1%),
absoluteLVEFdecrease³30%(6.2%versus1.1%).Toxicdeathsoccurredin1
patientintheATarm (congestiveheartfailure)andin4patientsintheACarm
(1duetosepticshockand3duetocongestiveheartfailure).

Inbotharms,qualityoflifemeasuredbytheEORTCquestionnairewas
comparableandstableduringtreatmentandfollowup.

Docetaxelincombinationwithtrastuzumab

Docetaxelincombinationwithtrastuzumabwasstudiedforthetreatmentof
patientswithmetastaticbreastcancerwhosetumoursoverexpressHER2,
andwhopreviouslyhadnotreceivedchemotherapyformetastaticdisease.
Onehundredeightysixpatientswererandomizedtoreceivedocetaxel(100
mg/m2)withorwithouttrastuzumab;60%ofpatientsreceivedprior
anthracycline-basedadjuvantchemotherapy.Docetaxelplustrastuzumab
wasefficaciousinpatientswhetherornottheyhadreceivedprioradjuvant
anthracyclines.ThemaintestmethodusedtodetermineHER2positivityin
thispivotalstudywasimmunohistochemistry(IHC).Aminorityofpatients
weretestedusingfluorescencein-situhybridization(FISH).Inthisstudy,87%
ofpatientshaddiseasethatwasIHC3+,and95%ofpatientsenteredhad
diseasethatwasIHC3+and/orFISHpositive.Efficacyresultsare
summarizedinthefollowingtable:

Parameter Docetaxelplus
trastuzumab1

n = 92

Docetaxel1

n = 94

Responserate
(95%CI)

61%
(50-71)

34%
(25-45)

Mediandurationof
response(months)
(95%CI)

11.4
(9.2-15.0)

5.1
(4.4-6.2)

MedianTTP(months)
(95%CI)

10.6
(7.6-12.9)

5.7
(5.0-6.5)

Mediansurvival(months)
(95%CI)

30.52

(26.8-ne)
22.12

(17.6-28.9)
TTP=timetoprogression;“ne”indicatesthatitcouldnotbeestimatedorit
wasnotyetreached.
1Fullanalysisset(intent-to-treat)
2Estimatedmediansurvival

Docetaxelincombinationwithcapecitabine
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Datafrom onemulti-centre,randomised,controlledphaseIIIclinicalstudy
supporttheuseofdocetaxelincombinationwithcapecitabinefortreatment
ofpatientswithlocallyadvancedormetastaticbreastcancerafterfailureof
cytotoxicchemotherapy,includingananthracycline.Inthisstudy,255
patientswererandomisedtotreatmentwithdocetaxel(75mg/m2asa1hour
intravenousinfusionevery3weeks)andcapecitabine(1250mg/m2twice
dailyfor2weeksfollowedby1-weekrestperiod).256patientswere
randomisedtotreatmentwithdocetaxelalone(100mg/m2asa1hour
intravenousinfusionevery3weeks).Survivalwassuperiorinthedocetaxel+
capecitabinecombinationarm (p=0.0126).Mediansurvivalwas442days
(docetaxel+capecitabine)vs.352days(docetaxelalone).Theoverall
objectiveresponseratesintheall-randomisedpopulation(investigator
assessment)were41.6%(docetaxel+capecitabine)vs.29.7%(docetaxel
alone);p=0.0058.Timetoprogressivediseasewassuperiorinthedocetaxel
+capecitabinecombinationarm (p<0.0001).Themediantimeto
progressionwas186days(docetaxel+capecitabine)vs.128days(docetaxel
alone).

Non-smallcelllungcancer

Patientspreviouslytreatedwithchemotherapywithorwithoutradiotherapy

InaphaseIIIstudy,inpreviouslytreatedpatients,timetoprogression(12.3
weeksversus7weeks)andoverallsurvivalweresignificantlylongerfor
docetaxelat75mg/m²comparedtoBestSupportiveCare.The1-yearsurvival
ratewasalsosignificantlylongerindocetaxel(40%)versusBSC(16%).

Therewaslessuseofmorphinicanalgesic(p<0.01),non-morphinic
analgesics(p<0.01),otherdisease-relatedmedicinalproducts(p=0.06)and
radiotherapy(p<0.01)inpatientstreatedwithdocetaxelat75mg/m²
comparedtothosewithBSC.

Theoverallresponseratewas6.8%intheevaluablepatients,andthemedian
durationofresponsewas26.1weeks.

Docetaxelincombinationwithplatinum agentsinchemotherapy-naïve
patients

InaphaseIIIstudy,1218patientswithunresectablestageIIIBorIVNSCLC,
withKPSof70%orgreater,andwhodidnotreceivepreviouschemotherapy
forthiscondition,wererandomisedtoeitherdocetaxel(T)75mg/m2asa1
hourinfusionimmediatelyfollowedbycisplatin(Cis)75mg/m2over30-60
minutesevery3weeks(TCis),docetaxel75mg/m2asa1hourinfusionin
combinationwithcarboplatin(AUC6mg/ml.min)over30-60minutesevery3
weeks,orvinorelbine(V)25mg/m2administeredover6-10minutesondays1,
8,15,22followedbycisplatin100mg/m2administeredonday1ofcycles
repeatedevery4weeks(VCis).

Survivaldata,mediantimetoprogressionandresponseratesfortwoarmsof
thestudyareillustratedinthefollowingtable:

TCis

n = 408

VCis

n = 404

Statisticalanalysis
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Overallsurvival
(Primaryend-point):

Mediansurvival(months) 11.3 10.1 Hazardratio:1.122
[97.2%CI:0.937;1.342]*

1-yearSurvival(%) 46 41 Treatmentdifference:5.4%
[95%CI:-1.1;12.0]

2-yearSurvival(%) 21 14 Treatmentdifference:6.2%
[95%CI:0.2;12.3]

Mediantimetoprogression
(weeks):

22.0 23.0
Hazardratio:1.032

[95%CI:0.876;1.216]
Overallresponserate(%): 31.6 24.5 Treatmentdifference:7.1%

[95%CI:0.7;13.5]
*:Correctedformultiplecomparisonsandadjustedforstratificationfactors
(stageofdiseaseandregionoftreatment),basedonevaluablepatient
population.

Secondaryend-pointsincludedchangeofpain,globalratingofqualityoflife
byEuroQoL-5D,LungCancerSymptom Scale,andchangesinKarnosfky
performancestatus.Resultsontheseend-pointsweresupportiveofthe
primaryend-pointsresults.

Fordocetaxel/carboplatincombination,neitherequivalentnornon-inferior
efficacycouldbeprovencomparedtothereferencetreatmentcombination
VCis.

Prostatecancer

Metastaticcastration-resistantprostatecancer

Thesafetyandefficacyofdocetaxelincombinationwithprednisoneor
prednisoloneinpatientswithmetastaticcastration-resistantprostatecancer
wereevaluatedinarandomizedmulti-centrephaseIIIstudy（TAX327）.A
totalof1006patientswithKPS60wererandomizedtothefollowing
treatmentgroups:

• Docetaxel75mg/m2every3weeksfor10cycles.

• Docetaxel30mg/m2administeredweeklyforthefirst5weeksina6
weekcyclefor5cycles.

• Mitoxantrone12mg/m2every3weeksfor10cycles.

All3regimenswereadministeredincombinationwithprednisoneor
prednisolone5mgtwicedaily,continuously.

Patientswhoreceiveddocetaxeleverythreeweeksdemonstrated
significantlylongeroverallsurvivalcomparedtothosetreatedwith
mitoxantrone.Theincreaseinsurvivalseeninthedocetaxelweeklyarm was
notstatisticallysignificantcomparedtothemitoxantronecontrolarm.
Efficacyendpointsforthedocetaxelarmsversusthecontrolarm are
summarizedinthefollowingtable:
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Endpoint Docetaxel

every3weeks

Docetaxel

everyweek

Mitoxantrone

every3weeks

Numberofpatients

Mediansurvival
(months)

95%CI

Hazardratio

95%CI

p-value†*

335

18.9

(17.0-21.2)

0.761

(0.619-0.936)

0.0094

334

17.4

(15.7-19.0)

0.912

(0.747-1.113)

0.3624

337

16.5

(14.4-18.6)

--

--

--

Numberofpatients

PSA**responserate
(%)

95%CI

p-value*

291

45.4

(39.5-51.3)

0.0005

282

47.9

(41.9-53.9)

<0.0001

300

31.7

(26.4-37.3)

----

Numberofpatients

Painresponserate
(%)

95%CI

p-value*

153

34.6

(27.1-42.7)

0.0107

154

31.2

(24.0-39.1)

0.0798

157

21.7

(15.5-28.9)

--

Numberofpatients

Tumourresponse
rate(%)

95%CI

p-value*

141

12.1

(7.2-18.6)

0.1112

134

8.2

(4.2-14.2)

0.5853

137

6.6

(3.0-12.1)

--

Stratifiedlogranktest

*Thresholdforstatisticalsignificance=0.0175

**PSA:Prostate-SpecificAntigen

Giventhefactthatdocetaxeleveryweekpresentedaslightlybettersafety
profilethandocetaxelevery3weeks,itispossiblethatcertainpatientsmay
benefitfrom docetaxeleveryweek.

NostatisticaldifferenceswereobservedbetweentreatmentgroupsforGlobal
QualityofLife.
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Metastatichormone-sensitiveprostatecancer

STAMPEDEstudy

Thesafetyandefficacyofdocetaxeladministeredconcomitantlywith
standardofcare(ADT)inpatientswithhigh-risklocallyadvancedor
metastatichormone-sensitiveprostatecancerwereevaluatedina
randomisedmulti-centre,multi-arm multi-stage(MAMS)studywitha
seamlessphaseII/IIIdesign(STAMPEDE–MRCPR08).Atotalof1776male
patientswereallocatedtothetreatmentarmsofinterest:

 Standardofcare+docetaxel75mg/m²,administeredevery3weeksfor6
cycles

 Standardofcarealone

Docetaxelregimenwasadministeredincombinationwithprednisoneor
prednisolone5mgtwicedailycontinuously.

Amongthe1776randomisedpatients1086(61%)hadmetastaticdisease,
362wererandomisedtodocetaxelincombinationwithstandardofcare,724
receivedstandardofcarealone.Inthesemetastaticprostatecancerpatients,
themedianoverallsurvivalwassignificantlylongerindocetaxeltreatment
groupsthaninthestandardofcarealonegroup,withamedianoverall
survival19monthslongerwiththeadditionofdocetaxeltostandardofcare
(HR=0.76,95%CI=0.62-0.92,p=0.005).

Efficacyresultsinmetastaticprostatecancerpatientsfordocetaxelarm
versuscontrolarm aresummarizedinthefollowingtable:

Efficacyofdocetaxelincombinationwithprednisoneorprednisoloneand
standardofcareinthetreatmentofpatientswithmetastatichormone-
sensitiveprostatecancer(STAMPEDE)

Endpoint Docetaxel+standardof
care

Standardofcarealone

Numberofmetastatic
prostate
cancerpatients
Medianoverallsurvival
(months)
95%CI

362

62
51-73

724

43
40-48

Adjustedhazardratio

95%CI

p-valuea

0.76

(0.62-0.92)

0.005

Failure-Freesurvivalb

Median(months)

95%CI

20.4

16.8-25.2

12

9.6-12

Adjustedhazardratio 0.66
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95%CI

p-valuea

(0.57-0.76)

＜0.001

ap-valuecalculatedfrom thelikelihoodratiotestandadjustedforall
stratificationfactors(exceptcenterandplannedhormonetherapy)and
stratifiedbytrialperiod
bFailure-freesurvival:timefrom randomizationtofirstevidenceofatleast
oneof:biochemicalfailure(definedasariseinPSAof50%abovethewithin-
24-weeknadirandabove4ng/mLandconfirmedbyretestortreatment);
progressioneitherlocally,inlymphnodes,orindistantmetastases;skeletal-
relatedevent;ordeathfrom prostatecancer.

CHAARTEDstudy

Thesafetyandefficacyofdocetaxeladministeredatthebeginningof
androgen-deprivationtherapy(ADT)inpatientswithmetastatichormone-
sensitiveprostatecancerwereevaluatedinarandomisedPhaseIIImulti-
centrestudy(CHAARTED).Atotalof790malepatientswereallocatedtothe
2treatmentgroups.

 ADT+docetaxel75mg/m²givenatthebeginningofADT,administered
every3weeksfor6cycles

 ADTalone

Themedianoverallsurvivalwassignificantlylongerindocetaxeltreatment
groupthanintheADTalonegroup,withamedianoverallsurvival13.6months
longerwiththeadditionofdocetaxeltoADT(hazardratio(HR)=0.61,95%
confidenceinterval(CI)=0.47-0.80,p=0.0003).

Efficacyresultsorthedocetaxelarm versusthecontrolarm aresummarized
inthefollowingtable:

EfficacyofdocetaxelandADTinthetreatmentofpatientswithmetastatic
hormone-sensitiveprostatecancer(CHAARTED)

Endpoint Docetaxel+ADT ADTalone

Numberofpatients

Medianoverallsurvival
(months)

Allpatients

95%CI

Adjustedhazardratio

95%CI

p-valuea

397

57.6

49.1-72.8

0.61

(0.47-0.80)

0.0003

393

44.0

34.4-49.1

--

--

--

ProgressionFreeSurvival

Median(months)

95%CI

Adjustedhazardratio

95%CI

19.8

16.7-22.8

0.60

0.51-0.72

11.6

10.8-14.3

--

--
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p-value* P<0.0001 --

PSAresponse**at6months
–N(%)

p-valuea*

127(32.0)

<0.0001

77(19.6)

--

PSAresponse**at12
months–N(%)

p-valuea*

110(27.7)

<0.0001

66(16.8)

--

Timetoclinicalprogressionc

Median(months)

95%CI

Adjustedhazardratio

95%CI

p-valuea*

20.2

(17.2-23.6)

0.61

(0.51-0.72)

<0.0001

11.7

(10.8-14.7)

--

--

--

Timetoclinicalprogressionc

Median(months)

95%CI

Adjustedhazardratio

95%CI

p-valuea*

33.0

(27.3-41.2)

0.61

(0.50-0.75)

<0.0001

19.8

(17.9-22.8)

--

--

--
aTimetoeventvariables:Stratifiedlog-ranktest.

Responseratevariables:Fisher'sExacttest

*p-valuefordescriptivepurpose.

**PSAresponse:Prostate-SpecificAntigenresponse:PSAlevel<0.2ng/mL
measuredfortwo

consecutivemeasurementsatleast4weeksapart.
bTimetocastration-resistantprostatecancer=timefrom randomizationto
PSAprogressionorclinicalprogression(i.e.,increasingsymptomaticbone
metastases,progressionperResponseEvaluationCriteriainSolidTumours
(RECIST)criteria,orclinicaldeteriorationduetocancerpertheInvestigator’s
opinion),whicheveroccurredfirst.
cThetimetoclinicalprogression=thetimefrom randomizationuntilclinical
progression(i.e.,increasedsymptomsofbonemetastases;progression
accordingtoRECIST;orclinicaldeteriorationduetocanceraccordingtothe
investigator’sopinion).

Gastricadenocarcinoma

Amulti-centre,open-label,randomizedstudywasconductedtoevaluatethe
safetyandefficacyofdocetaxelforthetreatmentofpatientswithmetastatic
gastricadenocarcinoma,includingadenocarcinomaofthegastroesophageal
junction,whohadnotreceivedpriorchemotherapyformetastaticdisease.A
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totalof445patientswithKPS>70weretreatedwitheitherdocetaxel(T)(75
mg/m2onday1)incombinationwithcisplatin(C)(75mg/m2onday1)and5-
fluorouracil(F)(750mg/m2perdayfor5days)orcisplatin(100mg/m2on
day1)and5fluorouracil(1000mg/m2perdayfor5days).Thelengthofa
treatmentcyclewas3weeksfortheTCFarm and4weeksfortheCFarm.
Themediannumberofcyclesadministeredperpatientwas6(witharangeof
1-16)fortheTCFarm comparedto4(witharangeof1-12)fortheCFarm.
Timetoprogression(TTP)wastheprimaryendpoint.Theriskreductionof
progressionwas32.1%andwasassociatedwithasignificantlylongerTTP(p
=0.0004)infavouroftheTCFarm.Overallsurvivalwasalsosignificantly
longer(p=0.0201)infavouroftheTCFarm withariskreductionofmortality
of22.7%.Efficacyresultsaresummarizedinthefollowingtable:

Efficacyofdocetaxelinthetreatmentofpatientswithgastric
adenocarcinoma

Endpoint TCF

n = 221

CF

n = 224

MedianTTP(months) 5.6 3.7

(95% CI) (4.86-5.91) (3.45-4.47)

Hazardratio 1.473

(95% CI) (1.189-1.825)

*p-value 0.0004

Mediansurvival(months) 9.2 8.6

(95% CI) (8.38-10.58) (7.16-9.46)

2-yearestimate(%) 18.4 8.8

Hazardratio 1.293

(95% CI) (1.041-1.606)

*p-value 0.0201

Overallresponserate(CR+PR)(%) 36.7 25.4

p-value 0.0106

Progressivediseaseasbestoverallresponse(%) 16.7 25.9

*Unstratifiedlogranktest

Subgroupanalysesacrossage,genderandraceconsistentlyfavouredthe
TCFarm comparedtotheCFarm.

Asurvivalupdateanalysisconductedwithamedianfollow-uptimeof41.6
monthsnolongershowedastatisticallysignificantdifferencealthough
alwaysinfavouroftheTCFregimenandshowedthatthebenefitofTCFover
CFisclearlyobservedbetween18and30monthsoffollowup.

Overall,qualityoflife(QoL)andclinicalbenefitresultsconsistentlyindicated
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improvementinfavouroftheTCFarm.PatientstreatedwithTCFhadalonger
timeto5%definitivedeteriorationofglobalhealthstatusontheQLQ-C30
questionnaire(p=0.0121)andalongertimetodefinitiveworseningof
Karnofskyperformancestatus(p=0.0088)comparedtopatientstreatedwith
CF.

Headandneckcancer

• Inductionchemotherapyfollowedbyradiotherapy(TAX323)

Thesafetyandefficacyofdocetaxelintheinductiontreatmentofpatients
withsquamouscellcarcinomaoftheheadandneck(SCCHN)wasevaluated
inaphaseIII,multi-centre,open-label,randomizedstudy(TAX323).Inthis
study,358patientswithinoperablelocallyadvancedSCCHN,andWHO
performancestatus0or1,wererandomizedtooneoftwotreatmentarms.
Patientsonthedocetaxelarm receiveddocetaxel(T)75mg/m2followedby
cisplatin(P)75mg/m2followedby5fluorouracil(F)750mg/m2perdayasa
continuousinfusionfor5days.Thisregimenwasadministeredeverythree
weeksfor4cyclesincaseatleastaminorresponse(≥25%reductionin
bidimensionallymeasuredtumoursize)wasobservedafter2cycles.Atthe
endofchemotherapy,withaminimalintervalof4weeksandamaximal
intervalof7weeks,patientswhosediseasedidnotprogressreceived
radiotherapy(RT)accordingtoinstitutionalguidelinesfor7weeks(TPF/RT).
Patientsonthecomparatorarm receivedcisplatin(P)100mg/m2followedby
5-fluorouracil(F)1000mg/m2perdayfor5days.Thisregimenwas
administeredeverythreeweeksfor4cyclesincaseatleastaminorresponse
(≥25%reductioninbidimensionallymeasuredtumoursize)wasobserved
after2cycles.Attheendofchemotherapy,withaminimalintervalof4weeks
andamaximalintervalof7weeks,patientswhosediseasedidnotprogress
receivedradiotherapy(RT)accordingtoinstitutionalguidelinesfor7weeks
(PF/RT).Locoregionaltherapywithradiationwasdeliveredeitherwitha
conventionalfraction(1.8Gy-2.0Gyonceaday,5daysperweekforatotal
doseof66to70Gy),oraccelerated/hyperfractionatedregimensofradiation
therapy(twiceaday,withaminimum interfractionintervalof6hours,5days
perweek).Atotalof70Gywasrecommendedforacceleratedregimensand
74Gyforhyperfractionatedschemes.Surgicalresectionwasallowed
followingchemotherapy,beforeorafterradiotherapy.PatientsontheTPF
arm receivedantibioticprophylaxiswithciprofloxacin500mgorallytwice
dailyfor10daysstartingonday5ofeachcycle,orequivalent.Theprimary
endpointinthisstudy,progression-freesurvival(PFS),wassignificantly
longerintheTPFarm comparedtothePFarm,p=0.0042(medianPFS:11.4
vs.8.3monthsrespectively)withanoverallmedianfollowuptimeof33.7
months.Medianoverallsurvivalwasalsosignificantlylongerinfavourofthe
TPFarm comparedtothePFarm (medianOS:18.6vs.14.5months
respectively)witha28%riskreductionofmortality,p=0.0128.Efficacy
resultsarepresentedinthetablebelow:

Efficacyofdocetaxelintheinductiontreatmentofpatientswithinoperable
locallyadvancedSCCHN(Intent-to-TreatAnalysis)



53

ENDPOINT Docetaxel +

Cis +5FU

n = 177

Cis +5FU

n = 181

Medianprogressionfreesurvival(months)
(95% CI)

11.4
(10.1-14.0)

8.3
(7.4-9.1)

Adjustedhazardratio
(95% CI)
*p-value

0.70
(0.55-0.89)

0.0042
Mediansurvival(months)
(95% CI)

18.6
(15.7-24.0)

14.5
(11.6-18.7)

Hazardratio
(95% CI)
**p-value

0.72
(0.56-0.93)

0.0128
Bestoverallresponsetochemotherapy(%)
(95% CI)

67.8
(60.4-74.6)

53.6
(46.0-61.0)

***p-value 0.006
Bestoverallresponsetostudytreatment
[chemotherapy+/-radiotherapy](%)
(95% CI)

72.3
(65.1-78.8)

58.6
(51.0-65.8)

***p-value 0.006
Mediandurationofresponseto
chemotherapy radiotherapy(months)
(95% CI)

n = 128
15.7

(13.4-24.6)

n = 106
11.7

(10.2-17.4)

Hazardratio
(95% CI)
**p-value

0.72
(0.52-0.99)

0.0457
Ahazardratiooflessthan1favoursdocetaxel+cisplatin+5-FU

*Coxmodel(adjustmentforPrimarytumoursite,TandNclinicalstagesand
PSWHO)

**Logranktest

***Chi-squaretest

Qualityoflifeparameters

PatientstreatedwithTPFexperiencedsignificantlylessdeteriorationoftheir
GlobalhealthscorecomparedtothosetreatedwithPF(p=0.01,usingthe
EORTCQLQC30scale).

Clinicalbenefitparameters

Theperformancestatusscale,forheadandneck(PSS-HN)subscales
designedtomeasureunderstandabilityofspeech,abilitytoeatinpublic,and
normalcyofdiet,wassignificantlyinfavourofTPFascomparedtoPF.

MediantimetofirstdeteriorationofWHOperformancestatuswas
significantlylongerintheTPFarm comparedtoPF.Painintensityscore
improvedduringtreatmentinbothgroupsindicatingadequatepain
management.

• Inductionchemotherapyfollowedbychemoradiotherapy(TAX324)



54

Thesafetyandefficacyofdocetaxelintheinductiontreatmentofpatients
withlocallyadvancedsquamouscellcarcinomaoftheheadandneck
(SCCHN)wasevaluatedinarandomized,multi-centreopen-label,phaseIII
study(TAX324).Inthisstudy,501patients,withlocallyadvancedSCCHN,and
aWHOperformancestatusof0or1,wererandomizedtooneoftwoarms.
Thestudypopulationcomprisedpatientswithtechnicallyunresectable
disease,patientswithlowprobabilityofsurgicalcureandpatientsaimingat
organpreservation.Theefficacyandsafetyevaluationsolelyaddressed
survivalendpointsandthesuccessoforganpreservationwasnotformally
addressed.Patientsonthedocetaxelarm receiveddocetaxel(T)75mg/m²
byintravenousinfusiononday1followedbycisplatin(P)100mg/m²
administeredasa30-minutetothree-hourintravenousinfusion,followedby
thecontinuousintravenousinfusionof5-fluorouracil(F)1000mg/m²/day
from day1today4.Thecycleswererepeatedevery3weeksfor3cycles.All
patientswhodidnothaveprogressivediseaseweretoreceive
chemoradiotherapy(CRT)asperprotocol(TPF/CRT).Patientsonthe
comparatorarm receivedcisplatin(P)100mg/m²asa30-minutetothree-
hourintravenousinfusiononday1followedbythecontinuousintravenous
infusionof5-fluorouracil(F)1000mg/m²/dayfrom day1today5.Thecycles
wererepeatedevery3weeksfor3cycles.Allpatientswhodidnothave
progressivediseaseweretoreceiveCRTasperprotocol(PF/CRT).

Patientsinbothtreatmentarmsweretoreceive7weeksofCRTfollowing
inductionchemotherapywithaminimum intervalof3weeksandnolaterthan
8weeksafterstartofthelastcycle(day22today56oflastcycle).During
radiotherapy,carboplatin(AUC1.5)wasgivenweeklyasaone-hour
intravenousinfusionforamaximum of7doses.Radiationwasdeliveredwith
megavoltageequipmentusingoncedailyfractionation(2Gyperday,5days
perweekfor7weeks,foratotaldoseof70-72Gy).Surgeryontheprimary
siteofdiseaseand/orneckcouldbeconsideredatanytimefollowing
completionofCRT.Allpatientsonthedocetaxel-containingarm ofthestudy
receivedprophylacticantibiotics.Theprimaryefficacyendpointinthisstudy,
overallsurvival(OS)wassignificantlylonger(log-ranktest,p=0.0058)with
thedocetaxel-containingregimencomparedtoPF(medianOS:70.6versus
30.1monthsrespectively),witha30%riskreductioninmortalitycomparedto
PF(hazardratio(HR)=0.70,95%confidenceinterval(CI)=0.54-0.90)with
anoverallmedianfollowuptimeof41.9months.Thesecondaryendpoint,
PFS,demonstrateda29%riskreductionofprogressionordeathanda22
monthimprovementinmedianPFS(35.5monthsforTPFand13.1forPF).
ThiswasalsostatisticallysignificantwithanHRof0.71;95%CI0.56-0.90;log
-ranktestp=0.004.Efficacyresultsarepresentedinthetablebelow:

Efficacyofdocetaxelintheinductiontreatmentofpatientswithlocally
advancedSCCHN(Intent-to-TreatAnalysis)

Endpoint Docetaxel +Cis +5FU

n =255

Cis +5FU

n =246

Medianoverallsurvival(months)
(95%CI)

70.6
(49.0-NA)

30.1
(20.9-51.5)

Hazardratio:
(95%CI)
*p-value

0.70
(0.54-0.90)

0.0058
MedianPFS(months)
(95%CI)

35.5
(19.3-NA)

13.1
(10.6-20.2)
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Hazardratio:
(95%CI)
**p-value

0.71
(0.56-0.90)

0.004
Bestoverallresponse(CR+PR)to
chemotherapy(%)
(95%CI)

71.8
(65.8-77.2)

64.2
(57.9-70.2)

***p-value 0.070
Bestoverallresponse(CR+PR)to
studytreatment[chemotherapy+/-
chemoradiotherapy](%)
(95%CI)

76.5
(70.8-81.5)

71.5
(65.5-77.1)

***p-value 0.209
Ahazardratiooflessthan1favorsdocetaxel+cisplatin+fluorouracil

*un-adjustedlog-ranktest

**un-adjustedlog-ranktest,notadjustedformultiplecomparisons

***Chisquaretest,notadjustedformultiplecomparisons

NA-notapplicable

Paediatricpopulation

TheEuropeanMedicinesAgencyhaswaivedtheobligationtosubmitthe
resultsofstudieswithdocetaxelinallsubsetsofthepaediatricpopulationin
breastcancer,non-smallcelllungcancer,prostatecancer,gastriccarcinoma
andheadandneckcancer,notincludingtypeIIandIIIlessdifferentiated
nasopharyngealcarcinoma(seesection4.2forinformationonpaediatricuse).

5.2 Pharmacokineticproperties

Absorption

Thepharmacokineticsofdocetaxelhavebeenevaluatedincancerpatients
afteradministrationof20-115mg/m2inphaseIstudies.Thekineticprofileof
docetaxelisdoseindependentandconsistentwithathree-compartment
pharmacokineticmodelwithhalf-livesforthea,bandgphasesof4min,36
minand11.1h,respectively.Thelatephaseisdue,inpart,toarelativelyslow
effluxofdocetaxelfrom theperipheralcompartment.

Distribution

Followingtheadministrationofa100mg/m2dosegivenasaone-hour
infusionameanpeakplasmalevelof3.7µg/mlwasobtainedwitha
correspondingAUCof4.6h.µg/ml.Meanvaluesfortotalbodyclearanceand
steady-statevolumeofdistributionwere21l/h/m2and113l,respectively.
Interindividualvariationintotalbodyclearancewasapproximately50%.
Docetaxelismorethan95%boundtoplasmaproteins.

Elimination

Astudyof14C-docetaxelhasbeenconductedinthreecancerpatients.
Docetaxelwaseliminatedinboththeurineandfaecesfollowingcytochrome
P450-mediatedoxidativemetabolism ofthetert-butylestergroup,within
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sevendays,theurinaryandfaecalexcretionaccountedforabout6%and75%
oftheadministeredradioactivity,respectively.About80%oftheradioactivity
recoveredinfaecesisexcretedduringthefirst48hoursasonemajorinactive
metaboliteand3minorinactivemetabolitesandverylowamountsof
unchangedmedicinalproduct.

Specialpopulations

Ageandgender

Apopulationpharmacokineticanalysishasbeenperformedwithdocetaxelin
577patients.Pharmacokineticparametersestimatedbythemodelwerevery
closetothoseestimatedfrom phaseIstudies.Thepharmacokineticsof
docetaxelwerenotalteredbytheageorsexofthepatient.

Hepaticimpairment

Inasmallnumberofpatients(n=23)withclinicalchemistrydatasuggestive
ofmildtomoderateliverfunctionimpairment(ALT,AST³ 1.5timestheULN
associatedwithalkalinephosphatase³ 2.5timestheULN),totalclearance
wasloweredby27%onaverage(seesection4.2).

Fluidretention

Docetaxelclearancewasnotmodifiedinpatientswithmildtomoderatefluid
retentionandtherearenodataavailableinpatientswithseverefluidretention.

Combinationtherapy

Doxorubicin

Whenusedincombination,docetaxeldoesnotinfluencetheclearanceof
doxorubicinandtheplasmalevelsofdoxorubicinol(adoxorubicinmetabolite).
Thepharmacokineticsofdocetaxel,doxorubicinandcyclophosphamidewere
notinfluencedbytheirco-administration.

Capecitabine

PhaseIstudyevaluatingtheeffectofcapecitabineonthepharmacokinetics
ofdocetaxelandviceversashowednoeffectbycapecitabineonthe
pharmacokineticsofdocetaxel(CmaxandAUC)andnoeffectbydocetaxel
onthepharmacokineticsofarelevantcapecitabinemetabolite5’-DFUR.

Cisplatin

Clearanceofdocetaxelincombinationtherapywithcisplatinwassimilarto
thatobservedfollowingmonotherapy.Thepharmacokineticprofileof
cisplatinadministeredshortlyafterdocetaxelinfusionissimilartothat
observedwithcisplatinalone.

Cisplatinand5-fluorouracil
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Thecombinedadministrationofdocetaxel,cisplatinand5-fluorouracilin12
patientswithsolidtumourshadnoinfluenceonthepharmacokineticsofeach
individualmedicinalproduct.

Prednisoneanddexamethasone

Theeffectofprednisoneonthepharmacokineticsofdocetaxeladministered
withstandarddexamethasonepremedicationhasbeenstudiedin42patients.

Prednisone

Noeffectofprednisoneonthepharmacokineticsofdocetaxelwasobserved.

5.3 Preclinicalsafetydata

Thecarcinogenicpotentialofdocetaxelhasnotbeenstudied.

Docetaxelhasbeenshowntobemutagenicintheinvitromicronucleusand
chromosomeaberrationtestinCHOK1cellsandintheinvivomicronucleus
testinthemouse.However,itdidnotinducemutagenicityintheAmestestor
theCHO/HGPRTgenemutationassay.Theseresultsareconsistentwiththe
pharmacologicalactivityofdocetaxel.

Undesirableeffectsonthetestisobservedinrodenttoxicitystudiessuggest
thatdocetaxelmayimpairmalefertility.

6 PHARMACEUTICALPARTICULARS

6.1 Listofexcipients

Polysorbate80

Ethanolanhydrous

Citricacid

6.2 Incompatibilities

Thismedicinalproductmustnotbemixedwithothermedicinalproducts
exceptthosementionedinsection6.6.

6.3 Shelflife

UnopenedVial

24months
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Afteropeningofthevial

Eachvialisforsingleuseandshouldbeusedimmediatelyafteropening.If
notusedimmediately,in-usestoragetimesandconditionsarethe
responsibilityoftheuser.

Onceaddedtotheinfusionbag

From microbiologicalpointofview,reconstitution/dilutionmusttakeplacein
controlledandasepticconditionsandthemedicinalproductshouldbeused
immediately.Ifnotusedimmediately,in-usestoragetimesandconditionsare
theresponsibilityoftheuser.

Onceaddedasrecommendedintotheinfusionbag(PP)orinfusionbottle
(PE),thedocetaxelinfusionsolution,ifstoredbelow25°C,isstablefor8
hoursininfusionbottleorfor6hoursininfusionbag.Itshouldbeusedwithin
6-8hours(includingtheonehourinfusionIVadministration).

Inaddition,physicalandchemicalin-usestabilityoftheinfusionsolution
preparedasrecommendedhasbeendemonstratedinnon-PVCbagsupto48
hourswhenstoredbetween2to8°C.

Docetaxelinfusionsolutionissupersaturated,thereforemaycrystallizeover
time.Ifcrystalsappear,thesolutionmustnolongerbeusedandshallbe
discarded.

6.4 Specialprecautionsforstorage

Donotstoreabove25°C.

Storeintheoriginalpackageinordertoprotectfrom light.

Forstorageconditionsofthedilutedmedicinalproduct,seesection6.3.

6.5 Natureandcontentsofcontainer

2mlcolourlesstype-Iglassvial,closedwitha13mm greychlorobutylrubber
stopperandagreenflip-offsealconsistingofanaluminium shellandagreen
plasticflip-offbutton.TherubberstopperiscoatedwithaTeflon® barrierfilm.

Eachboxcontainsonevialwith1mlfillvolume

6mlcolourlesstype-Iglassvial,closedwitha20mm greychlorobutylrubber
stopperandanorangeflip-offsealconsistingofanaluminium shellandan
orangeplasticflip-offbutton.TherubberstopperiscoatedwithaTeflon®
barrierfilm.

Eachboxcontainsonevialwith4mlfillvolume.
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15mlcolourlesstype-Iglassvial,closedwitha20mm greychlorobutyl
rubberstopperandaredflip-offsealconsistingofanaluminium shellanda
redplasticflip-offbutton.TherubberstopperiscoatedwithaTeflon®barrier
film.

Eachboxcontainsonevialwith8mlfillvolume.

6.6 Specialprecautionsfordisposal

Docetaxelisanantineoplasticagentand,aswithotherpotentiallytoxic
compounds,cautionshouldbeexercisedwhenhandlingitandpreparing
Docetaxelsolutions.Theuseofglovesisrecommended.

IfDocetaxelconcentrateorinfusionsolutionshouldcomeintocontactwith
skin,washimmediatelyandthoroughlywithsoapandwater.IfDocetaxel
concentrateorinfusionsolutionshouldcomeintocontactwithmucous
membranes,washimmediatelyandthoroughlywithwater.

Preparationfortheintravenousadministration

Preparationoftheinfusionsolution

DONOTuseotherdocetaxelmedicinalproductsconsistingofmorethan
onevial(concentrateandsolvent)withthismedicinalproduct(Docetaxel20
mg/mlconcentrateforsolutionforinfusion,whichcontainsonly1vial).

Docetaxel20mg/mlconcentrateforsolutionforinfusionrequiresNOprior
dilutionwithasolventandisreadytoaddtotheinfusionsolution.

Eachvialisofsingleuseandshouldbeusedimmediately.

AllowtherequirednumberofboxesofDocetaxelconcentrateforsolutionfor
infusiontostandbelow25°Cfor5minutesbeforeuse.

MorethanonevialofDocetaxelconcentrateforsolutionforinfusionmaybe
necessarytoobtaintherequireddoseforthepatient.Asepticallywithdraw
therequiredamountofDocetaxelconcentrateforsolutionforinfusionusinga
calibratedsyringe.

InDocetaxel20mg/mlvialtheconcentrationofdocetaxelis20mg/ml.

TherequiredvolumeofDocetaxelconcentrateforsolutionforinfusionmust
beinjectedintoa250mlinfusionbagorbottlecontainingeitherglucose
solution50mg/ml(5%)orsodium chloride9mg/ml(0.9%)solutionfor
infusion.
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Ifadosegreaterthan190mgofdocetaxelisrequired,usealargervolumeof
theinfusionvehiclesothataconcentrationof0.74mg/mldocetaxelisnot
exceeded.

Mixtheinfusionbagorbottlemanuallyusingarockingmotion.

Theinfusionbagsolutionshouldbeusedwithin8hoursbelow25°Cincluding
theonehourinfusiontothepatient.

Aswithallparenteralproducts,Docetaxelinfusionsolutionshouldbevisually
inspectedpriortouse,solutionscontainingaprecipitateshouldbediscarded.

Anyunusedproductorwastematerialshouldbedisposedofinaccordance
withlocalrequirements.
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