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MUTAMYCIN
(MitomycinForInjection,USP)
8rtelSumnwyolgkikjrmation(2) 12/87(Fm@*fepresgsnIomationconsu#@'od.
xl literature)

@JNING
Mutamycinshouldbeadministeredunderthesupervisionofaqualifiedphysicianexperienced
intheuseofcancerchemolherapeuticagents.Appropriatemanagementoftherapyandcompli@
cationsis possibleonly whenadequatediagnosticand treatmentfacilities are readilyavailable.

Bonemarmesuppression,ndiablythrombocytopeniaandleultopenia,whichmaycontribute
tooverwhelminginfectionsinanalreadycompromisedpatient,isthemostcommonandsevere
of thetoxiceffectsof Mutamycin(seeWARNINGSandAOVERSEREP4Tl0NS@sections).

HemolyticUremicSyndrome(HUS)aseriouscomplicationofchemotherapy,consistingprimarily
ofmicroangiopathichemolyticanemia.thrombocytopenia.andirreversiblerenalfailurehasbeen
reportedinpatientsreceivingsystemicMutamycin.Thesyndromemayoccuratanytimeduring
systemictherapywithMutamycinasasingleagentorincombinationwithotherCytotoxicdrugs.
however,mostcasesoccuratdoses@ 60mgof Mutamyon.Bloodproducttransfusionmay
exacerbatethesymptomsassociatedwiththissyndrome.

Theincidenceof thesyndromehasnotbeendefined.

INDICATiONS
Mutamycinisnotrecommendedassingle.agent.primarytherapy.It hasbeenshowntobeusefulin
thetherapyofdisseminatedadenocarcinomaofthestomachorpancreasinprovencombinationswith
otherapprovedchemotherapeuticagentsandaspalliativetreatmentwhenothermodalitieshavefailed.
Mutamycinis notrecommendedto replaceappropriatesurgeryand/orradiotherapy.

@ThAINDICAUON$
Mutamyciniscontraindicatedinpatientswhohavedemonstratedahypersensitiveoridiosyncraticreaction
to it in thepast.

Mutamyciniscontraindicatedinpatientswiththrombocytopensa.coagulationdisorderoranincrease
in bleedingtendencydueto othercauses.

PatientsbeingtreatedwithMutan@fonmustbeobservedcarefullyandfrequentlyduringandaftertherapy.
TheuseofMutamycinresultsinahighincidenceofbonemarrowsuppression,particularlythrom

bocytopernaandleukopenia.Therefore,thefollowingstudiesshouldbeobtainedrepeatedlyduring
therapyandforatleasteightweeksfollowingtherapy:plateletcount,whitebloodcellcount,differen
tial,andhemoglobin.Theoccurrenceofaplateletcountbelow15(@0O(Ymm'oraWBCbelow430(Ymm@
or a progressivedeclinein eitheris anindicationfor interruptionof therapy.

Patientsshouldbeadvisedofthepotentialtoxicityofthisdrug,particularlybonemarrowsuppres
sion Deathshavebeenreporteddueto septicemiaasa resultof leukopeniadueto thedrug

PatientsreceivingMutarnycinshouldbeobservedforevidenceofrenaltoxicity.Mutamycinshould
notbegivento patientswithaserumcreatininegreaterthan1.7mgpercent.

Uss,eIs -SafeuseofMutamycininpregnantwomenhasnotbeenestablished.Terato
logicalchangeshave n notedinanimalstudies.TheeffectofMutamycinonfertilityis unknown
ADVERSEREATTION$
lose Marrewbilcltyâ€”Thiswasthemostcommonandmostserioustoxicity.occurringin605of937
patients(64.4%).Thrombocytopeniaand/orleukopensamayoccuranytimewithin8weeksafteronset
oftherapywithanaveragetimeof4weeks.Recoveryaftercessatio.ioftherapywaswithin10weeks.
About25%oftheleukopenicorthrombocytopenicepisodesdidnotrecover.Mutamycinproducescu
mulativern@elosuppression.

Islquinut andMacsueMsmliraesbaldlyâ€”Thishasoccurredinapproximately4%of patients
treatedwithMutarnycinCellulitisattheinjectionsitehasbeenreportedandis occasionallysevere
Stomatitisandalopeciaalsooccurfrequently.Rashesarerarelyreported.Themostimportantder
matologicalproblemwiththisdrug,however,isthenecrosisandconsequentsloughingoftissuewhich
resultsif thedrugisextravasatedduringinjection.Extravasationmayoccurwithorwithoutanaccom
panyingstingingorburningsensationandevenif thereisadequatebloodreturnwhentheinptction
needleisaspirated.Therehavebeenreportsofdelayederythemaand/orulcerationoccurnngeither
atordistantfromtheinjectionsite,weekstomonthsafterMutamycin.evenwhennoobviousevidence
ofextrarasationwasobservedduringadrrinistration.Skingraftinghasbeenrequiredinsomeofthecases.

Assetbzldly-2% of1.281patientsdemonstratedastatisticallysignificantriseincreatinitie.There
appearedtobenocorrelationbetweentotaldoseadministeredordurationoftherapyandthedegree
of renalimpairment.

Pulmesarybaldlyâ€”Thishasoccurredinfrequentlybutcanbesevereandmaybelifethreatening.
Dyspneawithanonproductivecoughandradiographicevidenceofpulmonaryinfiltratesmaybeindicative
ofMutamycin-inducedpulmonarytoxicity.ftotheretiologiesareeliminated.Mutamycintherapyshould
bediscontinued.Steroidshavebeenemployedastreatmentofthistoxicity.butthetherapeuticvalue
hasnotbeendetermined.Afewcasesofadultrespiratorydistresssyndromehavebeenreportedin
patientsreceivingMutamycinincombinationwithotherchemotherapyandmaintainedatF102concen
trationsgreaterthan50%perioperatively

HsmslytlcUrsmlc$ysdreme(HU$)-Thisseriouscomplicationofchemotherapy,consistingprimar.
ilyofmicroangiopathichemolyticanemia(hematocrit 25%).thrombocytopenia(@100,00Wmm3),
andirreversiblerenalfailure(serumcreatinine 1.6mg/dl)hasbeenreportedin patientsreceiving
systemicMutamycin.Microangiopathichemolysiswithfragmentedredbloodcellsonperipheralblood
smearshasoccurredin98%ofpatientswiththesyndrome.Otherlessfrequentcomplicationsofthe
syndromemayincludepulmonaryedema(65%),neurologicabnormalities(16%).andhypertension.
ExacerbationofthesymptomsassociatedwithHUShasbeenreportedinsomepatientsreceivingblood
producttransfusions.A highmortalityrate(52%)hasbeenassociatedwiththissyndrome.

ThesyndromemayoccuratanytimeduringsystemictherapywithMutamycinasa singleagent
orincombinationwithothercytotoxicdrugs.Lessfrequently.HUShasalsobeenreportedinpatients
receivingcombinationsofcytotoxicdrugsnotincludingMutamycinOf83patientsstudied.72devel
opedthesyndromeattotaldosesexceeding60mgofMutamycin.Consequently,patientsreceiving

60mgof Mutamycinshouldbemonitoredcloselyforunexplainedanemiawithfragmentedcells
onpenpheralbloodsmear,thrombocytopenia.anddecreasedrenalfunction

Theincidenceofthesyndromehasnotbeendefined.Therapyforthesyndromeisinvestigational.
AcuteSIdeEffectsDuoIs Mutsinyclswerefever,anorexia,nauseaandvomiting.Theyoccurred

in about14%of 1,281patients.
OilierUsdsslralileSideEfluctsthathavebeenreportedduringMutamynntherapyhavebeenhead

ache,blurringof vision,confusion,drowsiness.syncope.fatigue,edema,thrombophlebitis,hema
temesis,diarrhea,andpainThesedidnotappeartobedoserelatedandwerenotunequivocallydrug
related.Theymayhavebeendueto theprimaryor metastaticdiseaseprocesses.
SUPPLY
Mutamycin(mitomycin)for infection.
NOC0015-3001-20Eachvialcontains5 mgmitomycin
MDC0015-3002-20Eachvialcontains20mgmitomycin
NOC0015-3059-20Eachvialcontains40mgmitornycin. U.SPatentNo 3.660,578
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