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TheuseofdrugSthatactdirectlyontherenin－anglOtenSinsystemduringthesecondandthird  
trimestersofpregnancyhasbeenassociatedwithfbtalandneonatalirtjury，1nCludinghypotension，  

neonatalskullhypoplasia，anuria，reVerSibleorirreversiblerenalfailure，anddeath．01igohydramnios  
hasalsobeenreported，PreSumablyresultingfromdecreasedfttalrenalfunction；01igohydramniosin  

thissettinghasbeenassociatedwithfttallimbcontractures，Craniofacialdefbrmation，andhypoplastic  
lungdevelopment．Prematurity，intrauterinegrowthretardation，andpatentductusarteriosushavealso  
beenreported，althoughitisnotclearwhethertheseoccurrenceswereduetoexposuretothedrug．  
TheseadverseeffbctsdonotappeartohaveresultedfromintrauterinedrugeXPOSurethathasbeen  
limitedtothenrsttrimester．Motherswhoseembryosandfttusesareexposedtoarenininhibitoronly  
duringthefirsttrimestershouldbesoinformed・Nonetheless，Whenpatientsbecomepregnant，  

PhysiciansshouldadvisethepatienttodiscontinuetheuseOfTekturnaassoonaspossible．  
Rarely（PrObablylessoftenthanonceineverythousandpregnancies），nOaltemativetoadrugaCting  
Ontherenin－anglOtenSinsystemwillbefound．Intheserarecases，themothersshouldbeapprisedof  

thepotentialhazardstotheirfbtuses，andserialultrasoundexaminationsshouldbeperformedtoassess  
theintra－amnioticenvironment．   

Ifoligohydramniosisobserved，TekturnaShouldbediscontinuedunlessitisconsideredlift－Savingfbr  
themother．Contractionstresstesting（CST），anOnStreSSteSt（NST），Orbiophysicalprofiling（BPP）  
maybeappropriate，dependingupontheweekofpregnancy．Patientsandphysiciansshouldbeaware，  
however，thatoligohydramniosmaynotappearuntilafterthefbtushassustainedirreversibleiniury・  
Infantswithhistoriesofin－uterOeXpOSuretOarenininhibitorshouldbecloselyobservedfor  
hypotension，Oligurla，andhyperkalemia・Ifoliguriaoccurs，attentionshouldbedirectedtowardsupport  
Ofbloodpressureandrenalperfusion・ExchangetransfusionordialysISmayberequiredasmeansof  
reversinghypotensionand／orsubstitutingfordisorderedrenalfunction，   

ThereisI10ClinicalexperiencewiththeuseofTektumainpregnantwomen．Reproductivetoxicity  
Studiesofaliskirenhemifumaratedidnotrevealanyevidenceofteratogenicityatoraldosesupto600  
mgaliskirenn（g／day（20timesthemaximumrecommendedhumandose（MRHD）of300mg／dayona  
mg／m2basis）inpregnantratsoruptolOOmgaliskirenkg／day（seventimestheMRHDonamg／m2  
basis）inpregnantrabbits．FetalbirthweightwasadverselyafEbctedinrabbitsat50mgn（g／day（3．2  
timestheMRHDonamg／m2basis）．Aliskirenwaspresentinplacenta，amnioticnuidandf如sesof  
pregnantrabbits．   

HeadandNeckAJlgioedema  
Angioedemaoftheface，eXtremities，1ips，tOngue，glottisand／orlarymXha＄beenreportedinpatients  
treatedwithaliskiren．Thismayoccuratanytlmeduringtreatment．ACEinhibitorshavebeen  

associatedwithahigherrateofangioedemainBlackthaninnon－Blackpatients，butwhether  
angioedemaratesarehigherinBlackswithaliskirenisnotknown．TekturnaShouldbepromptly  
discontinuedandapproprlatetherapyandmonitorlngprOVideduntilcompleteandsustainedresolution  
Ofsignsandsymptomshasoccurred．ExperiencewithACEinhibitorsindicatesthateveninthose  
instanceswhereonlyswe11ingofthetongueisseeninitially，withoutresplratOrydistress，Patientsmay  

requlrePrOlongedobservationsincetreqtmentwithantihistaminesandcorticosteroidsmaynotbe  
SufncienttopreventrespiratorylnVOIvement．Veryrarely，fatalitieshavebeenreportedinpatientswith  
angioedemaassociatedwithlaryngealedemaortongueedemawithACEinhibitors．Patientswith  
invoIvementofthetongue，glottisorlarynxaremorelikelytoexperienceairwayobstruCtion，  

especiallythosewithahistoryofairwaysurgery．WherethereisinvoIvementofthetongue，glottisor  
larynx，apprOpriatetherapy，e・g．，Subcutaneousepinephrinesolutionl：1000（03mLtoO．5mL）and   
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measuresnecessarytoensureapatentairwayshouldbepromptlyprovided（SeeADVERSE  
REACTIONS）．   

HyI）OtenSion  
Anexcessivefallinbloodpressurewasrarelyseen（0．1％）inpatientswithuncomplicated  
hypertenSiontreatedwithTekturnaalone・Hypotensionwasalsoinfrequentduringcombination  
therapywithotherantihypertensiveagents（＜1％）．Inpatientswithanactivatedrenin－angiotensin  
SySlem，SuChasvolumラーOrSalt－depJetedpatients（e・g・，thoserecejvinghighdosesofdiuretics），  

SymPtOmatichypotenslOnCOuldoccurafterinitiationoftreatmentwithTektuma．Thiscondition  
ShouldbecorrectedpriortoadministrationofTektuma，Orthetreatmentshouldstartunderclose  
me‘iicalsupeⅣision・   

IfatleXCeSSivefal＝nbloodpressureoccurs，thepatientshouldbeplacedinthesuplnePOSitionand，if  
necessry，givenanintravenousinfusionofnormalsaline（SeeDOSAGEANDADMTNISTRATION）・  

Atranslenthypotensiveresponseisnotacontraindicationtofurthertreatment，Whichusual）ycanbe  

COntintledwithoutdifncultyorlCethebloodpressurehasstabilized．   

PRECAUTIONS   

General   

J叩α毎♂点g伽J几〝CJわ〝  

Patientswithgreaterthanmoderaterenaldysfunction（creatininel．7mg／dLfbrwomenand2・Omg／dL  
fbrmenand／orestimatedGFR＜30mL／min），ahistoryofdialysis，nephroticsyndrom，OrrenOVaSCular  

hypertensionwereexcludedfromclinicaltrialsofTekturna⑧（aliskiren）inhypertenslOn．Caution  
Shouldbeexercisedinthesepatientsbecauseofthepaucityofsaf邑tyinfbrmationwithTekturnain  
thesepatientsandthepotentialforotherdrugSaCtlngOntherenin－anglOtenSinsystemtoincrease  
SerumCreatinineandbloodureanitrogen．   

伽eJ★αJg仰山  

IncreasesinserumPOtaSSium＞5・5meq／Lwereinfreq？entwithTektumaalone（0・9％comparedto  

O・6％withplacebo）・However，When？SedincombinatlOnwithanACEinl1ibitorinadiabetic  

population，increasesinser㌣mpOtaSSlumWeremOrefrequent（5・5％）・Routinemonitoringof  

electrolytesandrenalfunctJOnisindicatedinthispopulation・   

Inrormation for Patients 

什愕J川J町  

FemalepatientsofchiJdbearingageshouldbetoJdabouttheconsequencesofsecond－andthird－  
trimesterexposuretodrugSthatactontherenin－anglOtenSinsystem，andtheyshouldalsobetoldthat  

theseconsequencesdonotappeartohaveresulted育omintrauterinedrugexposurethathasbeen  
limitedtothenrsttrimester・Thesepatientsshouldbeaskedtoreportpregnanciestotheirphysiciansas  

SOOnaSPOSSible．   

d〝gわg（わ沼α  

Angioedema，includinglaryngealedema，mayOCCuratanytlmeduringtreatmentwithTekttlrna．  
PatjentsshouldbesoadvisedandtoldtoreportimmediatelyanyslgnSOrSymptOmSSuggeStlng   
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angioedema（SWellingofface，eXtremities，eyeS，lips，tOngue，di用cultyinswa1lowingorbreathing）  
andtotakenomoredruguntiltheyhaveconsultedwiththeprescribingphysician・   

DrugI皿teraCtioms  
Patientsshouldreportanymedicationstheytakewithaliskiren．   

凡r〃∫g〝I肋  

WhenaliskirenwasglVenWithfurosemide，thebloodconcentrationsoffurosemidewerereduced  
Significantly．Patientsreceivingfurosemidecouldfinditse舵ctdiminishedafterstartlnga）iskiren・   

CarCinogenesis／MtItage山eSisnmpairmeⅡtOfFertility  
Carcinogenicpotentialwasassessedina2－yearratStudyanda6－mOnthtransgenic（rasH2）mouse  
Studywithaliskirenhemifumarateatoraldosesofupto1500mgaliskiren／kg／day．Althoughthere  
WerenOStatistical1ysignificantincreasesintumorincidenceassociatedwithexposuretoaliskiren，  
mucosalepithelialhyperplasia（withorwithouterosion／ulceration）wasobservedinthelower  
gastrointestinaltractatdosesof750ormemg／kg／dayinbothspecies，withacolonicadenoma  
identifiedinoneratandacecaladenocarClnOmaidenti丘edinanother，raretumOrSinthestrainofrat  
Studied．Onasystemicexposure（AUCo－24hr）basis，1500mgn（g／dayintheratisabout4times，andis  
inthemouseaboutl．5times，themaximumrecommendedhumandose（300mgaliskiren／day）．  
Mucosalhyperplasiainthececumorcolonofratswasalsoobserved・atOraldosesof250mg此g／day  
（thelowesttesteddose）aswellasathigherdosesin4－and13－Weekstudies．   

AliskirenhemifumaratewasdevoidofgenotoxicpotentialintheAmesreversemutationassaywithS  
りPhimuriumandEcoli，theinvitroChinesehamsterovarycellchromosomalaberrationassay，thein  
VitroChinesehamsterV79cellgenemutationtestandtheinvivomousebonemarrowmicronucleus  
aSSay・   

Fertilityofmaleandfbmaleratswasunafftctedatdosesofupto250mgaliskire〟kg／day（8timesthe  
maximumrecoふmendedhumandoseof300mgTekturna／60kgonamg／m2basis．   

Pregmamcy  
PregnancyCategoriesC（nrsttrimester）andD（secondandthirdtrimesters）（SeeWARNNGS，  
FetaJrNeonatalMorbidityandMortality）．   

NⅦrSimgMothers  
Itisnotknownwhetheraliskirenisexcretedinhumanmilk．Aliskirenwassecretedinthemilkof  

lactatlngratS．Becauseofthepotentialfbradverseefftctsonthenursmginfant，adecisionshouldbe  
madewhethertodiscontinuenurslngOrdiscontinuethedrug，takinglntOaCCOunttheimportanceofthe  
drugtOthemother，   

Pediatric Use 
Safbtyandef臨ctivenessofaliskireninpediatricpatientshavenotbeenestablished．   

Geriatric Use 

Ofthetotalnumberofpatientsreceivingaliskireninclinicalstudies，1，275（19％）were65yearsor  
Olderand231（3．4％）were75yearsorolder．Bloodpressureresponsesandadverseef臨ctswere  
generallysimi1artothoseinyoungerpatients   



NDA2ト985  
Page12   

ADVERSEREACT［ONS  
Tekturna⑧（aliskiren）hasbeenevaluatedfbrsafttyinmorethan6，460patients，includingoverl，740  
treatedfbrlongerthan6months，andmorethanl，250fbrlongerthanlyear．Inplacebo－COntrO11ed  

Clinicaltrials，discorltinuationoftherapyduetoacljnicaladverseevent，includinguncontroIJed  
hypertensionoccurredin2・2％ofpatientstreatedwithTekturna，VS3・5％ofpatientsglVenPlacebo．   

Tl～OCaSeSOfangioedemawithresplratOrySymptOmSWererepOrtedwithaliskirenuseintheclinical  
SttJdies．TwoothercasesofperiorbitaledemawithoutresplratOrySymptOmSWererepOrtedaspossible  
angioedemaandresultedindiscontinuation，Therateoftheseangioedemacasesinthecompleted  
studieswasO．06％．   

Inaddition，260thercasesofedemainvolvingtheface，hands，OrWholebodywerereportedwith  
aliskirenuse，including41eadingtodiscontinuation・Intheplacebocontro11edstudies，however，the  
incidenceofedemainvolvingtheface，handsorwholebodywasO．4％withaliskirencomparedwith  

O．5％withplacebo．InalongtermactivecontroIstudywithaliskirenandHCTZarms，theincidenceof  
edemainvoIvingtheface，handorwholebodywasO．4％inbothtreatmentarms．   

Aliskirenproducesdose－relatedgastrointestinal（GI）adverseefftcts・Diarrheawasreportedby2・3％  
Ofpatientsat300mg，COmParedtol．2％inplacebopatients．Inwomenandtheelderly（age≧65）  
increasesindiarrhearateswereevidentstartlngatadoseof150mgdaily，withratesforthese  
Subgroupsat150mgcomparabJetothoseseenat300mgformenor 

． 

althoughincreasedratesforabdominalpalnanddyspepslaWeredistinguishedfromplaceboonlyat  
600mgdaily．DiarrheaandotherGIsymptomsweretypicallymildandrarelyledtodiscontinuation．  
Aliskjrenwasassociatedwithaslightincrpaseincoughintheplacebo－COntrOlledstudies（1・1％forany  

aliskirenusevs，0．6％fbrplacebo）．1nactlVe－COntrOlledtrialswithACEinhibitor（ramipril，1isinopril）  

arms，theratesofcoughfbrthealiskirenarmswereaboutone－thirdtoone－halftheratesintheACE  
inl1ibitorarms．   

OtheradverseefftctswithincreasedratesforaliskirencomparedtoplaceboincIudedrash（1％vs．  
0．3％），elevateduricacid（0．4％vs．0．1％），gOut（0．2％vs・0．1％），andrenalstones（0．2％vs．0％）．  

Singleepisodesoftonic－ClonicseizureswithIossofconsciousnesswerereportedintwopatients  

treatedwithaliskirenintheclinicaltrials．OneofthesepatientsdidhavepredisposlngCauSeSfor  
Seizuresandhadanegativeelectroeヮcephalogram（EEG）andcerebralimagingfo1Jowingtheseizures  
（fbrtheotherpatientEEGandimaglngreSultswerenotreported．）Aliskirenwasdiscontinuedand  
therewasnore－Challenge．   

ThefollowlngadverseeventsoccurredinpJacebo－COntrOHedc）inica‖rialsatanincidenceofmorethan  
l％ofpatientstreatedwithaliskiren，butalsooccurredataboutthesameorgreaterincidencein  
PatientsrecelVlngplacebo‥headache，naSOpharyngitis，dizziness，fatigue，upperreSPlratOrytraCt  
infbction，backpainandcough・   

C）inicalLaboratoryFindings  
lncontrolledclinicaltrials，Clinicallyrelevantchangesinstandardlaboratoryparameterswererarely  
associatedwiththeadministrationofTektuma．Inmultiple－dosestudiesinhypertensivepatients  

TekturnahadnoclinicallylmpOrtantefftctsontotalcholesterol，HDL，fastingtriglycerides，fasting  
glucose，Oruricacid，   
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βわ〃d【加〟ノⅥJrqgg〝，C〝α血加g  
Minorincreasesinbloodureanitrogen（BUN）orserumCreatininewereobservedinlessthan7％of  

PatientswithessentialhypertensiontreatedwithTekturnaalonevs．6％onplacebo．   

助川qgわ∂加α〝〟肋αわcr〟  

Smalldecreasesinhemoglobinandhematocrit（meandecreasesofapproximatelyO．08g／dLandO．16  
VOlumepercent，reSpeCtively，fbra11aliskirenmonotherapy）wereobserved．Thedecreasesweredose－  
relatedandwereO・24g／dLandO・79volumeperCentfor600mgdaily・Thise飴ctisalsos？enWith  
OtheragentsactingonthereninanglOtenSinsystem，SuChasang10tenSininhibitorsandang10tenSin  
receptorblockers，andmaybemediatedbyreductionofangiotensinIIwhichstimulateserythropoietin  
productionviatheATlreceptor．Thesedecreasesledtoslightincreasesinratesofanemiawith  
aliskirencomparedtoplaceboweてeObserved（0・1％fbranyaliskirenuse，0・3％foraliskiren600mg  

dai1y，VS．0％forplacebo）．NopatlentSdiscontinuedtherapyduetoanemia．   

助r〟増加ね∬J〟椚  

IncreasesinserumPOtaSSium＞5．5meq／Lwereinfrequentinpatientswithessentialhypertension  
treatedwithTekturnaalone（0・9％comparedtoO．6％withplacebo）．However，Whenusedin  

チOmbinationwithanangiotensin－COnVertingenzymeinl1ibitor（ACEI）inadiabeticpopulation  

lnCreaSeSinseヮmpotassiumweremore＆equent（5・5％）androutinemonitoringofelectrolytesand  

renalfunctionlSindicatedinthispopulation．   

ぶgr〟〝I【ルわdcfd  

Aliskirenmonotherapyproducedsmallmedianincreasesinserumuricacidlevels（about6pmol／L）  
WhileHCTZproducedlargerincreases（about30pmol几）．ThecombinationofaliskirenwithHCTZ  
appearstobeadditive（abouta40pmol几increase）．Theincreasesinuricacidappeartoleadto  
Slightincreasesinuricacid－relatedAEs：elevateduricacid（0・4％vs．0・1％），gOut（0．2％vs・0．1％），and  
renalstones（0．2％vs．0％）．   

CIgα血g∬加α∫g  

Increasesincreatinekinaseof＞300％wererecordedinaboutl％ofaliskirenmonotherapypatientsvs．  
0．5％ofplacebopatients．Fivecasesofcreatinekinaserises，threeleadingtodiscontinuationandone  
diagnosedassubclinicalrhabdomyolysISandanotherasmyos）tlS，WererePOrtedasadverseeventswith  
aliskirenuseintheclinicaltrials．Nocaseswereassociatedwithrenaldysfunction．   

OVERDOSAGE  
Limiteddataareavailablerelatedtooverdosageinhumans．Themostlikelymaniftstationof  
OVerdosagewouldbehypotension．Ifsymptomatichypotensionshouldoccur，SupPOrtivetreatment  
shouldbeinitiated．   

DOSAGEANDADMINISTRATrON  
TheusualrecoTmendedstartingdoseofTekturna⑧（aliskiren）is150mgoncedaily・Inpatientswhose  
bloodpressurelSnOtadequatelycontro11ed，thedailydosemaybeincreasedto300mg．Dosesabove  
300mgdidnotgiveanincreasedbloodpressureresponsebutincreasedtherateofdiarrhea．The  
antihypertenSiveeffbctofagivendoseissubstantial1yattained（85％－90％）by2weeks．   

Tekturnamaybeadministeredwithotherantihypertensiveagents．Mostexposuretodateiswith  
diureticsandanangiotensinreceptorblocker（valsartan）andthedrugStOgetherhaveagreatereffbctat   
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theirmaximumrecommendeddosesthaneitherdrugalone．1tisnotknownwhetheradditiveefftctsare  
pret；entWhenaliskirenisusedwithanglOtenSin－COnVertlngenZymeinhibitorsorbetablockers・   

Noinitialdosagea句ustmentisrequiredinelderlypatients，forpatientswithmild－tO－SeVererenal  
impalrment，Orfbrpatientswithmild－tO－SeVerehepaticinsufnciency・Careshouldbeexercisedwhen  

dosingTekturnainpatientswithsevererenalimpalrment，aSClinicalexperiencewithsuchpatientsis  
limited．   

PatientsshouldestablisharoutinepatternfortakingTekturnawithregardtomeals．Highfatmeals  
decreaseabsorptionsubstantially（SeeAbsorptionandDistribution）・   

HOWSUPPuED  
Tekturna⑧（aliskiren）issuppliedasalight－pink，biconve竺unSCOredroundtabletcontaining150mgof  
aliskiren，andasalight－redbiconvexovaloidtabletcontalning300mgofaliskiren・Tabletsare  
imprintedwithNVRononesideandIL，IU，Ontheothersideofthe150，and300mgtablets，  

respectively．   

Allstrengthsarepackagedinbottlesandunit－doseblisterpackages（10stripsoflOtablets）as  
describedbelowinTable4．  

bIe4：TekturnaTabletsSupT）ly   

i）1et  Color   Imprlnt  Imprlnt   NDCOO78－XXXX－XX  
Side 1 Side 2 Bottle of30 Bottle of 90 Blister 

Packages of 
100   

i）mg  Light－pink  NVR  IL   0485－15   0485－34   0485－35   

≠）mg  Light－red   NVR  IU   0486－15   0486－34   0486－35   

St（Irage  
Storeat250C（77OF）；eXCurSionspermittedto15－30OC（59－860F）［seeUSPControlledRoom  

Temperature］・   

Pr（）teCtfrommoisture．   

Dispenseintightcontainer（USP）・   

FEBRUARY 2007 

T2007－05   

Distributedby：  
NovartisPharmaceuticalsCorporation  
EastHanover，NewJerseyO7936   

◎Nova止is   
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PATIENTINFORMATION   

TEKTURNA⑧（PRONOUNCEDTEK－TURNrA）  
（alisbren）  

Tablets   

DosingStrengths：  

150mgtablets  

300mgtablets  

T2007－0（i  

Avai1ablebyPrescriptionOnly   

Pleasereadalloftheavai1ableinfbrmationbeforeyoustarttakingTekturna．Thisleafletdoesnottake  
theplaceoftalkingwithyourdoctoraboutyourconditionandtreatment．Ifyouhaveanyquestions  
aboutTektuma，aSkyourdoctororpharmacist，Visit塑性Tekturnaェ⊆史！旦，OrCallト888－Tekturna（l－  
8S8－835－8876）．   

IMPORTANTWARNING：IfyougetpregnaJlt，StOptakitLgTekturtLaatldcal1yourdoctorright  
away．Tekturnamayharmanunt）Ombaby，CauSlng）nJuJTandevendeath・Ifyouplanto  
becomepregnant，talktoyo11rdoctoraboutothertreatmentoptionsbebretakingTekturna・   

WhatIsHighBloodPressure（IIypertension）？  

Bloodpressureistheforcethatpushesthebloodthroughyourbloodvesselstoa11theorgansofyour  
body．Youhavehighbloodpressurewhentheforceofyourbloodmovlngthroughyourbloodvessels  
istoogreat，Renin（pronouncedREE－nin）isachemicalinthebodythatstartsaprocessthatmakes  
bloodvesselsnarrow，1eadingtohighbloodpressure．   

Highbloodpressuremakestheheartworkhardertopumpbloodthroughoutthebodyandcauses  
damagetothebloodvessels．Ifhighbloodpressureisnottreated，itcanleadtostroke，heartattack，  
heartfailure，kidneyfailure，andvisionproblems．   

WhatIsTekturma？  

TekturnaisatypeofprescrlptlOnmedicinecalledadirectrenininhibitorthatworksinthebodytohelp  
lowerbloodpressure（hypertension）．   

ⅠIowDoesTekturtLaWork？  
Tekturnareducestheefftctofreninandtheharmfulprocessthatnarrowsbloodvessels．Tekturna  
helpsbloodvesselsrelaxandwidensobloodpressureislowered・   

WhoShouldNotTakeTekturna？   

・Ifyougetpregnant，StOptakingTekturnaandca11yourdoctorrightaway・Ifyot）Planto  
becomepregnant，talktoyourdoctoraboutothertreatmentoptionsbryourhighblood  
preSSure・   

・I）oJ）OttakeTekturnaifyouarealIergictoanyofitsingredients・   
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AliskirenistheactiveingredientinTekturna．Theinactiveingredients（theingredientsthatbindthe  
tab）ettogether）arecolloidalsilicondioxide，CrOSPOvidone，hypromellose，ironoxidecolorants，  
ma卯eSiumstearate，microcrystallinecellulose，POlyethyleneglycol，POVidone，talc，andtitanium  

dioxide・Theseinactivelngredientsareconsideredsafeandarecommonlyusedinmanymedications．  

Talktoyourdoctorifyouhavequestions．   

Tekturnahasnotbeenstudiedinchildrenunder18yearsofage．   

WhatShouldITellMyDoctorBeforeTakingTekturna？   

TellyourdoctorabolItaIlyourmedicalconditions，incIudingwhetheryou：   

● arePregnantOrPlannlngtObecomepregnant．   

・arebreast－fteding・ItisnotknownifTekturnapassesintoyourbreastmi1k．Youshouldchoose  
eithertotakeTekturnaOrbreast－fbed，butnotboth．   

・havekidneyproblems．   
● areallerglCtOanyOftheingredientsinTekturna．   

TelLyourdoctoraboutallthemedicinesyoutakeincludingprescrlpt10nandnonprescrlptlOn  
medicines，Vitaminsandherbalsupplements・Especiallytellyourdoctorifyouaretaking：   

・Othermedicinesfbrhighbloodpressureoraheartproblem．   
・、Waterpills（alsocalled“diuretics”）．   

● medicinesfbrtreatingfungusorfungalinfbctions．  

Yourdoctororpharmacistwi11knowwhatmedicinesaresafbtotaketogether・   

HowShouldITakeTekturna？   

● TakeTekturnaOnCeaday，atthesametimeeachday・Aswithanybloodpressuremedication，it  
isimportanttotakeTekturnaOnaregulardailybasisexactlyasprescribedbyyourdoctor．   
・TekturnaCanbetakenbyitselforsafblyincombinationwithothermedicinestolowerhigh  
bloodpressure．Itcanalsobesaf己Iytakenincombinationwithmedicationsforotherconditions  
SuChashighcholesterolordiabetes．Yourdoctormaychangeyourdoseifneeded．  
● TekturnaCanbetakenwithorwithoutfood．   

Ifyoumissadose，takeitassoonasyouremember・Ifitisclosetoyournextdose，donottakethe  
misseddose・Justtakethenextdoseatyourregulartime．IfyoutaketoomuchTektuma，Callyour  
doctororPoisonControICenter，OrgOtOthenearesthospltalemergencyroom．   

WhatArePossibleSideEffbctsOfTekturna？   

TekturnamayCauSethefbllowlngSerioussideefftct：   
・Low blood pressure（hypotension）・Yourbloodpressuremaygettoolowifyoualsotake  
WaterPills，areOnalow－Saltdiet，getdialysIStreatmentS，haveheartproblems，OrgetSickwith  

VOmltlngOrdiarrhea．Liedownifyoufeelfaintordizzy．Ca11yourdoctorrightaway．   

Sidee脆ctswereusuallymildandbrief二FewpatientsdecidedtostoptakingTektumabecauseofside  
efftcts・Inclinicalstudies，themostcommonsideefftctexperiencedbymorepatientstakingTekturna  
thanpatientstakingasugarpill（Placebo）wasdiarrhea．OtherlesscommonreactionstoTekturna  
includecough，andrash．   
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IfyoudevelopanallerglCreaCtioninvoIvingswellingoftheface，1ips，throatand／ortonguewhichmay  

causedifncultyinbreathingandswallowing，StOptakingTekturnaandcontactyourdoctor  
immediately．   

Foracompletelistofsidee脆cts，aSkyourdoctororpharmacist・Tellyourdoctorifyougetanyside  

ef龍ctthatbothersyouorwillnotgoaway．   

HowDoIStoreTekttlrna？   

● StoreTekturnatabletsatroomtemperaturebetween590to860F・   
● KeepTekturnaintheoriginalprescriptionbottleinadryplace・Donotremovethedesiccant  
（dryingagent）丘omthebottle．   

・KeepTektumaandallmedicinesoutofthereachofchildren・   

GeneralInbrmationAboutTekturna  

DonotgiveTekturnatOOtherpeOple，eVeniftheyhavethesameconditionorsymptOmSyOuhave・It  
mayharmthem．   

ThisleafletsummarizesthemostimportantinformationaboutTektuma．   

FormoreinformationaboutTektuma，aSkyourdoctororpharmaCist，Visit椚棚kIurTM，  
OrCaIIl－888－Tekturna（1－888－835－8876）．   
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mKERBsa鮎Iyandef托⊂tiYely．See伽1】prescribi山ginIbrmatiollbr  

mKERl蔓．   

TYKER8㊥（lapatinib）bblets  
InitialU．S．ApproYal：2007  

－∴＿＿＿＿－－ 1NDICAT10NSAND USAGE－－∵‥＝岬－  
TYKERB．aklnaSejnhibitor，isIndicatedlnCOmbirLationwithcapeCitabine，  
forthetre；1tmentOfpatientswlthadvancedormetastatlCbreastcamcerwhose  
tumorsoverexpressHER2andwhohaverecelVedprlOrtherapylnCIudingan  
anthracyc】ine，ataXane，andtrastuzumab．（1）  

＿＿＿－－－－－－－－DOSAGEANDADNINISTFuT10N－－－－－””－－－  
TherecommendeddosageofTYKERBISl，250mg（5tabIets）g）VenOrally  
OnCedailyonDaysl－21continuousIylnCOmblnationwithcapecitablne  
2，000mg／m2／day（administeredoral）yin2dosesapproxlmate］y12hours  

apart）on））aysト141narepeating21daycycle（2・1）  

● TYKI三RBshouldbetakenatIeastonehourbeforeoronehouraf【era   
meaLHowever，CaPeCjtablneShouldbetakenwlthfoodorwlthin  
30mlnulesa斤erfbod（2．1）  

・ TYK】≡RBshouldbetakenoncedally DonotdivIdeda11ydosesof  
TYKI三R月（2．1，12．3）  
・ Modi年doseforcardiacandothertoxicltleS，SeVerehepaticimpalrment，   

andCYp3A4dmglnteraClIOnS・（2・2）  

＿＿M－＿＿＿DOSAGEFORrVISANDSTRENGTHS一州－－－－  

・ DosereductioninpatientswithseverehepatlClmPalmlentShouldbe   
COnSldered．（22，52，87）  
● Dlan’hea，includingseverediarThea，hasbeenreporteddunngtreatment，   
Managewithanti－dlarrhealagents，andreplaceflu】dsandelectTOlytesif   
SeVere，（5j）  

● LapatlnibprolongstheQTlnterVallnSOmepatlentS ConslderECGand   
electrolytemonltOnng・（5L4）  

・ Fetalharmcanoccurwhenadmlnisteredtoapregnantwoman・Women   
ShouIdbeadvisednottobecomepregnantwhentaklngTYKERB．（5．5）  

ADVERSEREACT］ONS  

Themostcommon（＞20％）adversereactlOnSdunngtreatmentwithTYKERB  

PIusCaPeCltablneWerediarrhea，PalmaT－Plantarerythrodysesthesia，nauSea，  
rash，VOmitlng，andfatigue．（61）   

ToreportSUSPECTEDADVERSEREACT10NS，COntaCt  
GlalOSmithKlineatl＿888－825－52490rFDAatl＿800－FD＾－10＄80r  
W・佃乱gOY／medwatcb．  

一一－一間－－… DRUGINTERACT10NS・－－－－－－  
・ TYKERBislikelytoincreaseexposuretoconcomitantIyadm】nlStered   
drugswhicharemetabolizedbyCYP3A4orCYP2C8．（71）  

・ AvoidstrongCYP3A4inl1ibitorsIfunavoidabIe，COnSiderdosereduction   
OfTYKERBlnpatientscoadminlSteredastrongCYP3A4inhibitor（2．2，   
7．2）  

・ AvoidstrongCYP3A4inducerslfunavoidable，CDnSidergraduaIdose   
lnCreaSeOfTYKERBlnPatlentSCOadministeredastrongCYP3A4   
1nducer．（2．2，72）   

Sec17brPATIENTCOUNSELmGtNFORMATIONandFDA－  
approYedpatieIltlabelillg．  

ReYised：Marcbヱ007  

250mgtablets（3）  
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None．（4）  

＿＿＿＿＿＿＿＿WARMNGSANDPRECAUT10NS－M－  
1・ Decreaseslnleftventncularqectionfractionhavebeenreported，   
ConnTmnOrmalLVEFbeforestartingTYKERBandcontinueevaluat10nS   
durin圭；けeatment（5．1）  
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1 FULLPRESCRJBINGJNFORMATJON  

2 1   ］NDICATIONSANDUSAGE   

3  TYKERBisindicatedincombinationwithcapeCitabineforthetreatmentofpatientswith  
4 advancedormetastaticbreastcancerwhosetumorsoverexpressHER2andwhohavereceived   
5 priortherapylnCludingananthracycline，ataXane，andtrastuzumab・  

6  2  DOSAGEANDADM］NISTRATJON   

7 2．1 RecommendedDosing  
8  TherecommendeddoseofTYKERBisl，250mg（5tablets）givenorallyoncedailyon  

9 Daysl－21continuouslyincombinationwithcapeCitabine2，000mg／m2／day（administeredorally  

lO in2dosesapproximateJy12hoursapan）onDaysl－14inarepeating21daycycle．TYKERB  

ll shouldbetakenatleastonehourbeforeoronehourafterameal．ThedoseofTYKERBshould  

12 beoncedai1y；dividingthedailydoseisnotrecommended／豆eeClinicalPharmacolbgy〃2．j〃．  

13 Capecitabineshouldbetakenwithfbodorwithin30minutesaRerfbod．Ifaday’sdoseis  

14 missed，thepatientshouldnotdoublethedosethenextday．TreatmentshouJdbecontinuedunti1  

15 diseaseprogressionorumaCCeptal）1etoxicityoccurs．  

16  2．2  DoseModificationGuidelines  

17  CardiacEvents：TYKERBshouldbediscontinuedinpatientswithadecreasedle氏  

18 ventricularqiection舟action（LVEF）thatisgrade20rgreaterbyNCICommonTerminology  

19 CriteriaforAdverseEvents（NCICTCAE）andinpatientswithanLVEFthatdropsbelowthe  

20 institution’slowerlimitofnormalhee陥mi聯andPrecautionsP．〃andAdverseReactions  

21（私用．TYKERBmayberestartedatareduceddose（1，000mg／day）a丘eraminimumof2weeks  

22 iftheLVEFrecoverstonormalandthepatientisasymPtOmatic．  

23  HeDaticJmDairment：Patientswithseverehepaticimpairment（Child－PughClassC）  

24 shouldhavetheirTYKERBdosereduced．Adosereductionto750mg／dayinpatientswith  

25 severehepaticimpairmentispredictedtoa4justtheareaunderthecurve（AUC）tothenorma1  

26 rangeandshouldbeconsidered．However，thereisnoclinicaldatawiththisdosea句ustmentin  

27 patientswithseverehepaticimpalrment．  
28  ConcomitantStronqCYP3A41nhibitors：Theconcomitar）tuSeOfstrongCYP3A4  

29 inhibitorsshouldbeavoided（e．g．，ketoconazole，itraconazole，Clarithromycin，ataZanaVir，  

30 indinavir，nefazodone，nelhavir，ritonavir，Saquinavir，telithromycin，VOriconazole）．Grape丘uit  

31 mayalsoincreaseplasmaconcentrationsoflapatinibandshouldbeavoided．Ifpatientsmustbe  
32 coadministeredastrongCYP3A4inhibitor，basedonpharmacokineticstudies，adosereduction  

33 to500mg／dayoflapatinibispredictedtoa句ustthelapatinibAUCtotherangeObservedwithout  

34 inhibitorsandshouldbeconsidered．However，therearenoclinicaldatawiththisdose  

35 a句ustmentinpatJentSreCeivingstrongCYP3A4inhibitors．Ifthestronginhibitoris   



36 discontinued，aWaShoutperiodofapproximatelylweekshouldbeallowedbeforethelapatinib  
37 doseisa可ustedupwardtotheindicateddose・／馳eDruglnteractions（7・2）j  

38  ConcomitantStronqCYP3A4lnducers：TheconcomitantuseofstrongCYP3A4  

39 inducersshouldbeavoided（e．g・，dexamethasone，Phenytoin，Carbamazepine，rifhmpin，rifabutin，  

40 rifapentin，phenobarbital，St・John’sWort）．IfpatientsmustbecoadministeredastrongCYP3A4  

41 inducer，basedonpharmacokineticstudies，thedoseoflapatinibshouldbetitratedgradually  

42 froml，250mg／dayupto4，500mg／daybasedontolerability，Thisdoseoflapatinibispredicted  

43 toaqiustthelapatinibAUCtotherangeobservedwithoutinducersandshouldbeconsidered．  
44 However，therearenoclinicaldatawiththisdosea可ustmentinpatientsreceivlngStrOng  

45 CYP3A4inducers．Ifthestronginducerisdiscontinuedthelapatinibdoseshouldbereducedto  
46 theindicateddose．仲eDrugb7teraCtions「72）．］  

47  0therToxicities：DiscontinuationorinterruptionofdosingwithTYKERBmaybe  
48 consideredwhenpatientsdevelopgreaterthanorequaltograde2NCICTCtoxicityandcanbe  
49 restartedatl，250mg／daywhenthetoxicityimprovestogradelorless．Ifthetoxicityrecurs，  

50 thenTYKERBshouldberestartedatalowerdose（1，000mg／day）．  

51  Seemanuhcturer’sprescribinginformatiotIforcapeCitabinedosageadjustment  

52 guidelinesintheeventoftoxicity・  

3  DOSAGEFORMSANDSTRENGTHS  

250mgtablets－OVal，biconvex，andorange，Ⅲm－COatedwithGSXJGdebossedonone  
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56 4  CONTRAJND［CATIONS  

57  None．  

58  SeemaJ）ufhcturer’sprescribinginformationforcapecitabinecontraindications．   

59 5   WARNINGSANDPRECAUT10NS  

60 5．1 DecreasedLeftVentricu［arEjectionFraction  

61  TYKERBhasbeenreportedtodecreaseLVEFJieeAdverseReactionsP．〃ノ．Inthe  

62 randomizedclinica】trial，them往iority（＞60％）ofLVEFdecrea5eSOCCurredwithinthe幻rst9  

63 weeksoftreatment；however，dataonlong－termeXPOSurearelimited・Cautionshouldbetakenif  

64 TYKERBistobeadministeredtopatientswithconditionsthatcouldimpairleftventricular  

65 function．LVEFshouldbeevaluatedinallpatientsprlOrtOinitiationoftreatmentwithTYKERB  

66 toensurethatthepatienthasabaselineLVEFthatiswithintheinstitution’snormallimits・LVEF  

67 shouldcontinuetobeevaluatedduringtreatmentwithTYKERBtoensurethatLVEFdoesnot  

68 declinebelowtheinstitution’snormallimits／豆eeDosqgeandAdhinistrationP・2N・  

69 5．2 PatientswithSevereHepaticlmpairment  

70  IfTYKERBistobeadministeredtopatientswithseverehepaticimpalrment，dose  

71 reductjonshouldbeconsjderedheeDosagea71dA∠わ7inLs＆alionP．2）andUyein勘ecyic  

7二 ／旬－〃／りJ／り〃．、・ハ・‾小   



73  5．3  Diarrhea  

74  Diarrhea，1nCludingseverediarrhea，hasbeenreportedduringtreatmentwithTYKERB  

75 heeAdveneReactions仲u．Proactivemanagementofdiarrheawithanti－diarrhealagentsis  

76 important．Severecasesofdiarrheamayrequireadministrationoforalorintravenouselectrolytes  

77 andfluids，andinterruptlOnOrdiscontinuationoftherapywithTYKERB・  

78 5．4・QTprolongation  

79  QTprolongationmeasuredbyautomatedmachine－readevaluationofECGwasobserved  

80 inanuncontrolled，0pen－1abeldoseescalationstudyoflapatinibinadvancedcancerpatients／kee  

81 ClinicalPharmacology〝2．4U．Lapatinibshouldbeadministeredwithcautiontopatientswho  

82 haveormaydevelopprolongationofQTc．Theseconditionsincludepatientswithhypokalemia  
83 0rhypomagnesemia，withcongenitallongQTsyndrome，patientstakinganti－arrhythmic  

84 medicinesorothermedicinalproductsthatleadtoQTprolongation，andcumulativehigh－dose  

85 anthracyclinetherapy．Hypokalemiaorhypomagnesemiashouldbecorrectedpriortolapatinib  

86 administration．Theprescribershouldconsiderbaselirleandon－treatmentelectrocardiograms  

87 withQTmeasurement．  

88 5．5 Pregnancy  
89  PregnancyCategoryD  

90  TYKERBcanCauSefbtalharmwhenadministeredtoapregnantwoman．Inastudy  
91 wherepregnantratsweredosedwithlapatinibduringorganogenesisandthroughlactation，ata  
92 doseof120mg／kg／day（approximately6．4timesthehumanclinicalexposurebasedonAUC），  

93 91％ofthepupshaddiedbythefourthdayafterbirth，While34％ofthe60mgA’g／daypupswere  

94 dead．Thehighestno－e飴ctdosefbrthisstudywas20mgrkg／day（approximatelyequaltothe  

95 humanclinicalexposurebasedonAUC）・  

96  Lapatinibwasstudiedfore脆ctsonembryo－fetaldevelopmentinpregnantratsand  

97 rabbitsgivenoraldosesof30，60，and120mgkg／day．Therewerenoteratogenice飴cts；  

98 however，minoranomalies（left－Sidedumbilicalartery，Cervicalrib，andprecociousossincation）  

99 0CCurredinratsatthematemallytoxicdoseof120mg／kg／day（approximately6．4timesthe  

lOO humanclinicalexposurebasedonAUC）．Inrabbits，1apatinibwasassociatedwithmaternal  

lOl toxicityat60and120mgn（g／day（approximatelyO，07andO・2timesthehumanclinicalexposure，  

102 respectively，basedonAUC）andabortionsat120mg／kg／day．Maternaltoxicitywasassociated  

lO3 withdecreasedfetalbodyweightsandminorskeletalvariations．  
104  Therearenoadequateandwell－COntrOJledstudieswithTYKERBinpregnantwomen，  

105 WomenshouldbeadvisednottobecomepregnantwhentakingTYKERB．IfthisdruglSuSed  
lO6 duringpregnancy，Orifthepatientbecomespregnantwhiletakingthisdrug，thepatientshouldbe  

107 apprisedofthepotentialhazardtothefttus．   

108  6  ADVERSE REACTlONS 

lO9 6．1 ClinicaITria）sExperienc  

l10  ThesafbtyofTYKERBhasbeenevaluatedinmorethan3，500patientsinclinicaltrials．  

111TheefficacyandsafetyofTYKERBincombinati云nwithcapecitabineinbreastcancerwas   



112 evaluatedin198patientsinarandomized，Phase3trial．仲eClinicalSluLks〃4）JAdverse  

l13 reactionswhichoccurredinatleastlO％ofpatientsineithertreatmentarmandwerehigherin  
l14  thecombinationarmareshowninTablel．  

115  BecauseclinicaltrialsareconductedunderwidelyvarylngCOnditions，adversereaction  
l16 ratesobservedintheclinicaltrialsofadrugCannOtbedirectlycomparedtoratesintheclinical  
117 trialsofanotherdrugandmaynotreflecttheratesobservedinpractice．  

118  Themostcommonadversereactions（＞20％）duringtherapywithTYKERBplus  

l19 capeCitabineweregastrointestinal（diarrhea，nauSea，andvomiting），dematologic（palmar－  

120 plantarerythrodysesthesiaandrash），andfatigue・Diarrheawasthernostcommonadverse  

121 reactionresultingindiscontinuationofstudymedication．  

122  Themostcommongrade3and4adversereactions（NCICTCv3）werediarrheaand  

123 palmar－plantarerythrodysesthesia・SelectedlaboratoryabnormalitiesareshowninTable2．  

124   




