
UsecautionwhenconcomitantlyadministeringPROMACTAanddrugsthatare  

SubstratesofOATPIB王・Monitorpatientsc王oselyfbrslgnSandsymptomsofexcessjveexposure  

tothedrugsthataresubstratesofOATPIB】andconsiderreductionofthedoseofthesedrugs．In  

CJinica量trjalswitheJtrombopag，adosereductionofrosuvastatinby50％wasrecommendedfor  

COadministrationwitheltrombopag．  

7．3 UDP－g山curonosyltransferases（UGTs）  

lnvitrostudiesdemonstratethateltrombopaglSaninhibitorofUGTIAl，UGTIA3，  

UGTIA4，UGTIA6，UGTIA9，UGT2B7，andUGT2B15，enZymeSinvoIvedinthemetabolism  

Ofmultipledrugs，SuChasacetaminophen，narCOtics，andnonsteroidalanti－innammatorydrugs  

（NSAlDs）．Thesignincanceofthisinhibitiononthepotentialfbrincreasedsystemicexposureof  

drugSthataresubstratesoftheseUGTsfollowJngCOadministrationwithPROMACTAhasnot  

beenevaluatedinclinicaJstudies・MonitorpatientscIoselyfbrslgnSOrSymptOmSOfexcessive  

exposuretothesedrugSWhenconcomitantlyadministeredwithPROMACTA・  

InvitrostudiesdemonstratethatUGTIAlandUGTIA3areresponsibleforthe  
glucuronidationofPROMACTA．ThesignificanceofcoadministrationofPROMACTAwith  
moderateorstronginhibitorsorinducersonthesystemicexposureofPROMACTAhasnotbeen  
evaluatedinclinicalstudies．MonitorpatientscloselyforslgnSOrSymptOmSOfexcessive  

exposuretoPROMACTAwhenconcomitant）yadministeredwiththesemoderateorstrong  

inhibitorsofUGTIAlorUGTIA3．  

7．4 PoIyvalentCatぬns（CheIation）  

Eltrombopagchelatespolyvalentcations（SuChasiron，Calcium，aluminum，magneSium，  

Selenium，andzinc）infoods，mineralsupplements，andantacids，Inaclinicalstudy，  

administratior）OfPROMACTAwithapolyvalentcation－COntainingantacid（1，524mgaluminum  

hydroxide，1，425mgmagnesiumCarbonate，andsodiumalginate）decreasedplasmaeltrombopag  

SyStemicexposurebyapproximately70％LieeC［inica［Pharmacoわ幻′〝2・3J］．PROMACTA  

mustnotbetakenwithin4hoursofanymedications（）rprOductscontalnlngpOlyvalentcations  

SuChasantacids，dairyproducts，andmineraZsupplementstoavoidsignificantreducti6nin  

PROMACTAabsorptionduetochelationJゞeeDosageandAdhinistrationP）］．   

8  USE］NSPECIFIC POPULAT10N  

8．1 P帽gnanCy  

PregnanCyCategoryC  

Therearenoadequateandwell－COntrOlledstudiesofeltrombopaguseinpregnancy・In  

animalreproductionanddevelopmentaJtoxjcitystudies，therewasevidenceofembryolethality  
andreducedfttalweightsatmaternallytoxicdoses．PROMACTAshouldbeusedinpregnancy  

Onlyifthepotentialbene丘ttothemotherjust摘esthepotentialrisktothefbtus，  

hqnqn印Reg叫：Apregnancyregistryhasbeenestablishedtocolle占tinformation  

aboutthee飴ctsofPROMACTAduringpregnancy．Physiciansareencouragedtoregister  

PregnantPatients，OrpregnantWOmenmayenrO11themselvesinthePROMACTApregnanCy  

registrybyca11ingl－888－825－5249．  
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Inanearlyembryonicdevelopmentstudy，ftmaleratsreceivedeltrombopagatdosesof  
O．8，2，and7timesthehumanclinicalexposure（basedonAUC）．Increasedpre－andpost－  

implantationlossandreducedfbtalweightwereobservedatthehighestdosewhichalsocaused  
maternaltoxicity．  

Inanembryofetaldevelopmentstudy，pregnantratSreCeivedeltrombopagatdosesofO・8，  

2，and7timesthehumanClinicalexposure（basedonAUC）．Decreasedfbtalweightsandaslight  

increaseinthepresenceofcervicalribswereobservedatthehighestdosewhichalsocaused  
matemaltoxicity．However，nOeVidenceofm再orstruCturalmalformationswasobserved．  

Inanembryofetaldevelopmentstudyinpregnantrabbitstreatedwithora）eltrombopag  
dosesofO・1，0・3，andO．6timesthehumanclinicalexposure（basedonAUC）noevidenceof  

fbtotoxicity，embryolethality，OrteratOgenicitywasobserved．  

Inapre－andpost－nataldevelopmerrtaltoxicitystudyinpregnantrats（FO），nOadverse  

e舵ctsonmatemalreproductivefunctionoronthedevelopmentoftheoffipring（Fl）were  
Observedatdosesupto2timesthehumanclinicalexposure（basedonAUC）．Eltrombopagwas  

detectedintheplasmaofo飽pring（Fl）．Theplasmaconcentrationsinpupsincreasedwithdose  

（0．8and2timesthehumanClinicalexposurebasedonAUC）fo1lowingadministrationofdrugto  

theFOdams．  

8，3 Nur＄ingMotho帽  

1tisnotknownwhethereltrombopaglSeXCretedinhumanmilk．BecausemanydrugSare  
excretedinhumanmi1kandbecauseofthepotentialforseriousadversereactionsinnurslng  
infantsfromPROMACTA，adecisionshouldbemadewhethertodiscontinuenursingorto  
discontinuePROMACTAtakinglntOaCCOunttheimportanceofPROMACTAtothemotherand  
theknownbene重tsofnurslng．  

8．4  PediatricU＄O  

Thesafbtyande餌cacyofPROMACTAinpediatricpatientshavenotbeenestablished．  

8．5  GoriatricUs0  

0fthelO6patientsin2raLndomizedclinicalstudiesofPROMACTA50mgdose，22％  

Were65yearsofageandolder，and9％were75yearsofageandolder．Nooveral）di飽rencesin  

Safetyorefncacyhavebeenobservedbetweenolderandyoungerpatientsintheplacebo－  
COntrOlledstudies，butgreatersensitivityofsomeolderindividualscannotberuledout．In  

general，doseaqiustmentforanelderlypatientshouldbecautious，reflectingthegreater  

frequencyofdecreasedhepatic，renal，OrCardiacfunction，andofconcomitantdiseaseorother  

drugtherapy．  
8．6 HepaticJmpairment  

ThedispositionofPROMACTAwascomparedinpatientswithhepaticimpalrmenttO  

Su句ectswithnormalhepaticfunction．ApparentclearanCeOfPROMACTAwasreducedby  

approximately50％inpatientswithmoderateandsevere（asindicatedbytheChild－Pugh  

method）hepaticimpairment．Inthisclinicalstudythatdidnotevaluateproteinbindingef托cts，  

thehalト1ifeofPROMACTAwasprolonged2－fbldinpatientswithmoderateandseverehepatic  

impalrment．  
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Forpatientswithmoderateandseverehepaticimpalrment，1nitiatePROMACTAata  

reduceddoseof25mgoncedaily／keeDosageandAdhinistrationP・〃and搾匂rningsand  

Precα〝血〃∫作．〃ノ．  

臥7 Rena瞥Impalrment  
ThesafttyandefficacyofPROMACTAinpatientswithvaryingdegreesofrena亘  

functionhavenotbeenestablished．CIose王ymonitorpatientswithimpairedrenalfunctionwhen  

administeringPROMACTA．   

10  0VERDOSAGE  

Intheeventofoverdose，plateletcountsmaylnCreaSee贅CeSSivelyandresultin  

thrombotic／thromboemboliccomplications．Incaseofanoverdose，COnSideroraiadministration  

Ofametalcation－COntalnlngpreparation，SuChascalcium，aluminum，OrmagneSiumpreparations  

tochelateeltrombopagandthus】imitabsorptlOn・Closelym？nitorplateletcounts・Reinitiate  

treatmentwithPROMACTAinaccordancewithdosingandadministrationrecommendations  
わge♪0∫喝どα〝d」血加ゎ加Jわ〝仔．み7．  

lnonereport，aSu句ectlngeSted5，000mgofPROMACTAandwastreatedwithgastric  

lavage，Orallactulose，intravenousnuids，OmePraZOle，atrOplne，丘汀OSemide，CaIcium，  

dexamethasone，andplasmapheresis．Thepatient’splateletcountincreasedtoamaximumof  

929Ⅹ109′Lat13daysfo11owlngtheingestion・Thepatientalsoexperiencedrash，bradycardia，  

ALT／ASTelevations，andfitigue．TheabnormalplateletcountandlivertestabnoTrnalities  

perSistedfor3weeks．After2monthsfollow－up，alleventshadresoIvedwithoutsequelae・  

HemodialysISisnotexpectedtoenhancetheeliminationofPROMACTAbecause  
eltrombopaglSnOtSignificantlyrenallyexcretedandishighlyboundtoplasmaproteins．   

11  DESCRIPT10N  

PROMACTA（eltrombopag）Tabletscontaineltrombopagolamine，aSmallmolecule  

thrombopoietin（TPO）receptoragonistfororaladministration．Eltrombopaginteractswiththe  

tranSmembranedomainoftheTPOreceptor（alsoknownascMpl）leadingtoincreasedplatelet  

PrOduction．EachtabletcontainseltrombopagolamineintheamountequlValentto25mgor  

50mgofeltrombopagfreeacid．  
Eltrombopagolamineisabiphenylhydrazone．Thechemicalnameforeltrombopag  

Olamineis3’－（（2Z）－2－［1－（3，4－dimethylphenyl）－3－methyl－5－0Ⅹ0－1，5－dihydro－4H－pyraZOl－4－  

ylidene］hydrazin0）－2．－hydroxy－3－biphenylcarboxylicacid－2－aminoethan01（1：2）・Ithasthe  

molecularformulaC25H22N404．2（C2H7NO）．Themolecularweightis564．65foreltrombopag  

Olamineand442．5foreltrombopag丘eeacid．Eltrombopagolaminehasthefo11owlngStruCtural  

fbmula：  
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（H2N／VOH） 
2  

賢  
EltrombopagolamineispractlCa11yinsolubleinaqueousbufftracrossapHrangeOflto  

7．4，andissparlnglysolubleinwater．  

TheinactiveingredierrtsofPROMACTAare：TabletCore：magneSiumStearate，  

mannitol，microcrystallinecelIulose，POVidone，andsodiumstarchglycohte．Coating：  

hyprome1lose，pOlyethyleneglyco1400，titaniumdioxide，andFD＆CYellowNo．6aluminum  

lake（25mgtablet）orFD＆CBlueNo．2aluminumlake（50mgtablet）．   

12  CLINICALPHARMACOLOGY  

12．1 Mechani＄mOfAc胡On  

Eltrombopagisanorallybioavai1able，Small－mOleculeTPO－reCeptOragOnistthatinteracts  

WiththetranSmembranedomainofthehumanTPO－reCePtOrandinitiatesslgnalingcascadesthat  

induceproliftrationanddi飴rentiationofmegaluuyocytes抒ombonemarrowprogenitorcells・  

12．2 Phamacodynamics  

ECGE鞄cts：ThereisnoindicationofaQT／QTcprolonginge飴ctofPROMACTAin  
dosesupto150mgdailyfor5days．Thee董艶ctsofpROMACTAatdosesupto150mgdai1yfor  

5days（supratherapeuticdoies）ontheQT／QTcintervalwasevaluatedinadouble－blind，  

randomized，placebo－andpositive－00ntrOlled（moxifloxacin400mg，Singleoraldose）crossover  

trialinhealthyadultsuqects．Assaysensitivitywascon貞medbysignificantQTcprolongation  

bymoxi蝕〉Ⅹ誠h．  

12．3 Phamacokino朋C＄  

ApopulationpharmacokineticmodelanalysissuggeststhatthephaJmamkineticprofile  
foreltrombopagfo1lowingoraladministrationisbestdescribedbya2－COmpartmentmOdel・  

Basedonthismodel，theestimatedexposureSOfeltrombopagafteradministrationtopatients  
withITPareshowninTable3．  
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Table3・GeometrieMeam（95％Con茄demceImtervals）orSteady－StatePlasma別trombopag  

PⅦrpⅥ柑  

AbsorDtion：Eltrombopagisabsorbedwithapeakconcentrationoccurring2to6hours  

afteroraladministration・BasedonurlnaryeXCretionandbiotransfbrmationproductseliminated  
inftces，theoralabsorpt10nOfdrug－relatedmaterialfbllowlngadministTationofasingle75mg  

SOlutiondosewasestimatedtobeatleast52％．  

王naclinicalstudy，administrationofasingle75mg－doseofPROMACTAwitha  

POlyvalentcation－COntainingantacid（l，524mgaluminumhydroxide，1，425mgmagnesium  

Carbonate，andsodiumalginate）decreasedplasmaeltrombopagAUCodandCmaxby70％．The  

COntributionofsodiumalginatetothisinteractionisnotknown／ieeDruglhteractions作動J．  

An0pen－1abel，randomized，CrOSSOVerStudywasconductedtoassessthee飴ctoffbodon  

thebioavailabilityofeltrombopag・Astandardhigh－fatbreakfastsign摘cantlydecreasedplasma  

eltrombopagAUC師〉byapproximately59％andCrruxby65％anddelayedtmaxbylhour・The  
Calciumcontentofthismealmayhavealsocontributedtothisdecrezueinexposure・  

Distributjon‥Theconcentrationofeltrombopaginbloodcellsisapproximately50－79％  

Ofplasmaconcentrationsbasedonaradiolabelstudy・InvitrostudiessuggestthateltrombopaglS  
high1yboundtohumanplasmaproteirLS（＞99％）・Eltrombopagisnotasubstrateforp－  

glycoproteinげgp）orOATPIBl．  

Metabolism：Absorbedeltrombopagisextensivelymetabolized，predominatelythrough  

Pathwaysincludingcleavage，OXidation，andco可ugationwithglucuronicacid，glutathione，Or  

CySteine・InahumanradiolabeIstudy，eltrombopagaccountedforapproximately64％ofplasma  

radiocarbonAUCo鵬．Metabolitesduetoglucuronidationandoxidationwerealsodetected．h  

VitrostudiessuggestthatCYPIA2and2C8areresponsiblefortheoxidativemetabolismof  

eltrombopag・UGTIAlandUGTIA3artreSPOnSiblefortheglucuronidationofeltrombopag・  
EHmination：ThepredominantrOuteOfeltrombopagexcretionisviafbces（59％），and  

31％ofthedoseisfoundintheurine．Unchangedeltrombopaginftcesaccountsfor  

approximately20％ofthedose；unChangedeltrombopaglSnOtdetectableinurine・Theplasma  
eliminationhalfこ1iftofel廿OmbopaglSaPprOXimately21to32hoursinhealthysub5ectsand26－  
35hoursinITPpatients．  

旦邑墜Basedonbothnon－COmPartmentanalysisandpopulationpharmacokinetic  

analysis，Plasmaeltrombopagexposurewasapproximately70％higherinsomeAsiansu句ectsof  

Japanese，Chinese，Taiwanese，andKoreananCeStry（i．eリEastAsian）withITPascomparedto  

non－Asiansu句ectswhowerepredominantlyCaucasianheeDosqgeandAdhinLstrationP．W．  
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haddition，thepharmacodynamic（PD）responsetoeltrombopagwasqualitativelysimilarinthe  

Asiansu句ects，buttheabsolutePDresponsewassomewhatgreater．  

Anapproximately40％highersystemiceltrombopagexposureinhealthyAfricanー  

Americansu叫ectswasnotedinatleastoneclinicalpharmacologystudy．Theef托ctofA飢can－  

Americanethnicityonexposureandrelatedsafttyandefncacyofeltrombopaghasnotbee  

established．  

Gender：Resultsfromapopulationpharmacokineticmodelsuggestthatmaleshavea  

27％greaterapparenteltrombopagclearancethan托males，a鮎ra嘩ustmentfbrthebodyweight  

difFbrence．  

HeDatic［mDaimlent：Plasmaeltrombopagpharmacokineticsinsu句ectswithmild，  

moderate，andseverehepaticimpalrmentCOmparedtohealthysubiectswasinvestigated  

fo1lowingadministrationofasingle50’mgdoseofeltrombopag．Thedegreeofhepatic  

impairmentwasbasedonChild－Pughscore．PlasmaeltrombopagAUCo＿C。WaS41％higherin  

Subjectswithmi1dhepaticimpairment，and80％to93％higherinsubjectswithmoderateto  

SeVerehepaticimpairmentcomparedwithhealthysu句ects．Acorrespondingreductionin  

apparentclearanCeWaSalsoreported．Theimpactofhepaticimpairmentwashighlyvariable  

betweensu句ects．Unboundeltrombopag（active）concentrationsforthishighlyproteinbound  

drugWaSnOtmeaSuredheeDosageandAdhinLstrationP．DandUsein卑gcifcPqpuZations  

／・†．dノノ、  

RenallmDairment：Thepharmacokineticsofeltrombopaghavenotbeenestablishedin  

PatientswithrenalimpairmentheeUyein勘ecgicP呼，血わns＠．フ〃．  

DruqJnteractions：CytochlVmeP450：Invitrostudiesreportthateltrombopagisan  

inhibitorofCYP2C8andCYP2C9asmeasuredusingpaclitaxelanddiclo臨nacastheprobe  

SubstratesrAclinicalstudywherePROMACTA75mgoncedai1ywasadministeredfor7daysto  
24healthyma］esubjectsdidnotshowinhibitionorinductionofthemetabolismofa  
COmbinationofprobesubstratesforCYPIA2（ca飴ine），CYP2C19（OmePraLZOle），CYP2C9  

（nurbiprofen），OrCYP3A4（midazolam）inhumans．ProbesubstratesforCYP2C8werenot  

evaluatedinthisstudy．  

InvitrostudiessuggestthatCYPIA2and2C8areresponsibleforoxidativemetabolism  
Ofeltrombopag・Clinicalstudiesevaluatingthee飴ctofstronginducersorinhibitorsofthese  

CYPenzymeSreSPOnSibleforthemetabolismofeltrombopaghavenotbeenconducted・  

77ansporbrs：InvitrostudiesdemonstratedthateltrombopaglSaninhibitorofthe  
OATPIBl．Adminis廿adonof75mgofPROMACTAoncedaiけfor5dayswithasinglelOmg－  

doseoftheOATPIBIsubstrate，rOSuVaStatin，tO39healthyadultsu句ectsincreasedplasma  

rosuvastatinAUCo棚by55％andCmaxby103％heeDr喝・hteracHonsV2U．  

このP雫血c灯0仰サJか坤rαぎe∫「【／GブりごJおe鉦曙加ゎWJわ旧作み  
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13  NONCLIN暮CALTOXICOLOGY  
13，1Carcinogenesis，Mutagenesjs，［mpairmentofFertiBjty  

Eltrombopagdoesnotstimulateplateletproductioninrats，mice，Ordogsbecauseof  

uniqueTPOreceptorspecinciけ．Data丘omtheseanimalsdonotfu11ymodelefhctsinhumans．  

Eltrombopagwasnotcarcinogenicinmiceatdosesupto75mg／kg／dayorinTatSatdoses  

upto40mg／kg／day（exposuresupto4and5timesthehumanclinicalexposurebasedonAUC，  

respectively）．  

Eltrombopagwasnotmutagenicorclastogenicinabacterialmutationassayorin2in  

Vivoassaysinrats（micronucleusandunscheduledDNAsynthesis，11timesthehumanclinical  

exposurebasedonCmax）・lntheinvitromouselymphomaassay，eltrombopagwasmarginally  

positive（＜3－fbidincreaseinmutationfrequency）．  

Eltrombopagdidnotafftctftmaleftrtilityinratsatdosesupto20mg／kg／day（2times  

thehumanclinicalexposurebasedonAUC）・Eltrombopagdidnotafftctmalefbrtilityinratsat  

dosesupto40mg／kg／day，thehighestdosetested（5timesthehumanclinicalexposurebasedon  

AUC）．  

13．2 AnimafPharmacoIogyIToxicoIogy  
Eltrombopagisphototoxicandphotoclastogenicinvitro．Invitrophotoclastogenice晩cts  

WereObservedonlyatcytotoxicdrugCOnCentrations（≧15mcg／mL）andatUVIightexposure  

intensity（30MED，minimalerythematousdose）・Noevidenceofinvitrophotoclastogenicity  

WaSObservedathigherdrugCOnCentrations（upto58．4mcg／mL）andUVlightexposureof  

15MED．Tberewasnoevidenceofinvivocutaneousphototoxicityinmice，photo－OCular  

toxicityinratsorphotoroculartoxicityinmiceatexposuresupto＝，6，and7timesthehuman  

ClinicalexposurebasedonAUC，reSpeCtively．  

Treatment－relatedcataractsweredetectedinrodentsinadose－andtime－dependent  

manner．At≧7timesthehumanclinicalexposurebasedonAUC，CataraCtSWereObservedin  

miceafter6weeksandinratsafter28weeksofdosing．At≧5timesthehumanclinicalexposure  

basedonAUC，CataraCtSWereObservedinmiceafter13weeksandinratsa氏er39weeksof  

dosing．Cataractswerenotobservedindogsafter52weeksofdosing（3timesthehumanclinical  

exposurebasedonAUC）．Theclinicalrelevanceofthese伽dinglsisumknown／ieeWdT．77ings  

α〝dPrecα〟Jわ〃∫作．W．  

Renaltubulartoxicitywasobservedinstudiesupto14daysindurationinmiceandrats  

atexposuresthatweregenerallyassociatedwithmorbidityandmortality．Tubulartoxicitywas  
alsoobservedina2－yearOralcarcinogenicitystudyinmiceatdosesof25，75，and  

150mg耽g／day・Theexposureatthelowestdosewasl．4timesthehumanClinicalexposure  

basedonAUC．Nosimi1arefftctswereobservedafter13weeksatexposuresgreaterthanthose  
associatedwithrenalchangesinthe2qyearstudy，SuggeStlngthatthiseffbctisbothdose－and  

time－dependent．Renaltubulartoxicitywasnotobservedinratsina2－yearCarCinogenicitystudy  

Orindogsafter52weeksatexposures5and3timesthehumanclinicalexposurebasedonAUC，  

respeCtively，  

17   



Eltrombopagproducedhepatoce11ularhypertrophyinmice（7timesthehumanc）inical  
exposurebasedonAUC），ratS（5timesthehumanclinicalexposurebasedonAUC），rabbits（l．4  

timesthehumanclinicalexposurebasedonAUC），anddogs（4timesthehumanclinical  

exposurebasedonAUC）andhepatocellularvacuolationinrats（2timesthehumanclinica）  

exposurebasedonAUC）．  

13・3 ReproductiveandDeve10PmentalToxicofogy  
Eltrombopagwasadministeredorallytopregnantratsinanembryofetaldeve）opment  

StudyatlO，20，Or60mgn’g／day（0・8，2，and7timesthehumanclinicalexposure，reSPeCtively，  

basedonAUC）・Decreasesinmaternalbodyweightgainandfoodconsumptionoccurredinthe  
60mgn’g／daydosegTOup・Atthismaternallytoxicdose，maleandftmalefttalweightswere  

Signincantlyreduced（6％to7％）andtherewasaslightincreaseinthepresenceofcervicalribs，  

afヒtalvariation．  

Inanembryofbtaldevelopmentstudyinmated氏malerabbits，eltrombopagwas  

admimisteredorallyat30，80，Or150mgn（g／day（0．1，0．3，andO．6timesthelmmanClinical  

exposure，reSpeCtively，basedonAUC）・Therewasnoevidenceof氏totoxicity，embryolethality，  

OrteratOgenicityatanydose．  

Inapre－andpost－nataldevelopmentaltoxicitystudyinpregnantrats（FO），nOadverse  

effbctsonmaternalreproductivefunctionoronthedevelopmentoftheoffkpring（Fl）were  
Observedatdosesupto2timesthehumanclinicalexposure（basedonAUC）．Eltrombopagwas  

detectedintheplasmaofo蝕pring（Fl）・Theplasmaconcentrationsinpupsincreasedwithdose  
（0，8and2timesthehumanClinicalexposurebasedonAUC）followingadministrationofdrugto  

theFOdams．  

14  CuMCALSTUDIES  

Thee餌cacyandsafttyofPROMACTAinadultpatientswithchronicITPwere  
evaluatedin2randomizeddouble－blind，Placebo－COntrOlledstudiesandinanopen－1abel  

extensionstudy．  

14．1 Studiosland2  

Instudiesland2，PatientswhohadcompletedatleastonepriorITPtherapyandwho  

hadaplateletcount＜30xlO9几wererandomizedtoeitherdailyplaceboorPROMACTA  
administeredoveramaximumtreatmentperiodof6weeks，followedby6weeksofftherapy．  

Duringthestudies，PROMACTAorplacebowerediscontinuediftheplateletcountexceeded  

200xlO9几・Theprlmarye餌cacyendpointwasresponserate，dennedasashiftfromabaseline  
plateletcountof＜30Ⅹ109几to≧50x109几atanytimeduringthetreatmentperiod・  

Themedianageofthepatientswas50yearSand60％werefemale・Approximately70％  
Ofthepatientshadreceivedatleast2priorITPtherapies（Predominantlycorticosteroids，  

immunoglobulins，rituximab，CytOtOXictherapies，danazol，andazathioprine）and40％ofthe  

patientshadundergonesplenectomy・Themedianbaselineplateletcounts（approximately18x  
lO9几）weresimilaramongalltreatmentgroups．  
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Studylrandomizedl14patients（2：1）toPROMACTA50mgorplacebo．Study2  

randomized‖7patients（1‥1‥1‥1）amongplacebooroneofthreedoseregimensof  

PROMACTA，30mg，50mg，Or75mgeachadministereddaily．  

Table4showstheoutcomesfbrtheplacebogroupsandthegroupsofpatientswho  
receivedthe50mgdailyreglmenOfPROMACTA．  

TabJe4．SttJdieslaJld2PIateIetCotlntResponse（250Ⅹ109几）Rates   

PROMACTA  

StudY  50m巴Daily   Placebo   

43／73（59％）■   6／37（16％）   

2   19／27（70％）◆   3／27（11％）   

P＜0・001fbrPROMACTAversusplacebo・  

TheplateletcountresponsetoPROMACTAwassimi1aramongpatientswhohadorhad  
notundergonesplenectomy．Ingeneral，increasesinplateletcountsweredetectedlweek  

fo1lowlnginitiationofPROMACTAandthemaximumresponseobservedafter2weeksof  

therapy．Withintheplaceboand50mgdosegroupofPROMACTA，thestudydrugWaS  

discoptinuedduetoanincreaseinplateletcountsto＞200Ⅹ109几in3％and27％ofthepati占rrts，  
respeCtively．Themediandurationoftreatmentwiththe50mgdoseofPROMACTAinStudyl  
WaS42daysandStudy2was43days．  

Ofsevenpatients（threeintheplacebogroupandfburinthegroupthatreceived  

PROMACTA）whounderwenthemostaticcha11enges，additionallTPmedicationswererequired  

ina11placebogrouppatientsandnoneofthepatientstreatedwithPROMACTA・SurglCal  
PrOCeduresaccountedformostofthehemostaticchallenges・HemorrhagerequlrlngtranSfusion  

OCCurredinoneplacebogrouppatientandnopatientstreatedwithPROMACTA・  
14．2 ExtensionStudy  

Patientswhocompl占tedanyprlOrClinicalstudywithPROMACTAwereenrolledinan  
Openlabel，Slnglearmstudyinwhichattemptsweremadetodecreasethedoseoreliminatethe  

needforanyconcomitantITPmedications．PROMACTAwasadministeredto109patients；74  

COmpleted3monthsoftreatment，53completed6monthsandthreepatientscompletedlyearof  

therapy・Themedianbaselineplateletcountwas18Ⅹ109几priortoadministrationof  
PROMACTA．MedianplateJetcountsat3，6，and9monthsor）Sttldywere74Ⅹ109九，67Ⅹ  

109几，and95Ⅹ109几，reSpeCtively・ThemediandailydoseofPROMACTAfo1lowing6months  
oftherapywas50mg（n＝53）；themediandai1ydosewasalso50mgamongpatientswithno  
ChangeinthedoseregimenofPROMACTAover2monthsormoreoftherapy（n＝45）・   

1I6  HOWSUPPuEDISTORAGEANDHANDLING  

The25mgtabletsareround，biconvex，Orange，Ⅲm－COatedtabletsdebossedwithGS  

NX3and25ononesideandareaVailableinbottlesof30：NDCOOO74640－13．  
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The50mgtabletsareround，biconvex，blue，貞lm－COatedtabletsdebossedwithGSUFU  

and500nOneSideandareavailableinbottlesof30：NDCOOO7－4641－13．  

Storeat250C（770F）；eXCurSionspermittedto15Oto300C（59Oto86OF）【seeUSP  

ControlledRoomTemperature］・   

17  PATIENTCOUNSEuNGINFORMAT10N  

励em勧化γedAお虎cα如〃G〝滋．  

17．11nformatjonforPatients  

Priortotreatment，patientsshouldfu11yunderstandtherisksandbenefitsof  

PROMACTA．Informpatientsthattherisksassociatedwithlong⊥termadministrationof  

PROMACTAareunknownandthattheymustenrollinPROMACTACuRES，Whichprovides  
fortheproperuseofPROMACTAinITPpatients．  

Infbrmpatientsofthefo1）owlngrisksandconsiderationsfbrPROMACTA‥  

● TherapywithPROMACTAisadministeredtoachieveandmaintainaplateletcount≧50x  
lO9几asnecessarytoreducetheriskfbrbleeding；PROMACTAisnotusedtonormalize   

plateletcounts．  

・TherapywithPROMACTAmaybeassociatedwithhepatobiliarylaboratoryabnormalities・   

Monitorserumlivertests（ALT，AST，andbilirubin）priortoinitiationofPROMACTA，   

every2weeksduringthedosea句ustmentphaseandmonthlyfo1lowlngeStablishmentofa   

Stabledose．Ifbilirubiniselevated，perform丘actionation．  

・Informpatientsthattheyshouldreportanyofthefo1lowlngSlgnSandsymptomsofliver   

PrOblemstotheirhealthcareproviderrightaway．   
・yellowingoftheskinorthewhitesoftheeyesOaundice），   

・unuSualdarkemingoftheurine，   

● unuSualtiredness，   

・rightupperstomachareapain．  

・FollowingdiscontinuationofPROMACTA，thrombocytopeniaandriskofbleedingmay   

developthatisworsethanthatexperiencedpriortotherapywithPROMACTA，particularly   

ifPROMACTAisdiscontinuedwhilethepatientisonanticoagulantsorantiplateletagents・  

・TherapywithPROMACTAincreasestheriskofreticulin坑berformationwithinthebone   

marrow，andfurtherfiberformationmayprogresstomarrowfibrosis．Detectionofperipheral   

bloodcellabnormalitiesmaynecessitateabonemarrOWeXamination．  

・ToomuchPROMACTAmayresultinexcessiveplateletcountsandariskfor   

thrombotic／thromboemboliccomplications．  

・PROMACTAstimulatescertainbonemarrowcellstomakeplateletsandmaylnCreaSethe   

riskforprogressionofunderlyingMDSorhematologicalmalignancies．  
・Plateletcou鵬SandCBCs，includingperipheralbloodsmears，muStbeperformedweekly   

untilastabledoseofPROMACTAhasbeenachieved；thereafter，plateletcountsandCBCs，   

includingperipheralbloodsmears，muStbeperformedmonthlywhiIetakingPROMACTA・  
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。PatientsmustbecloselymonitoredwithweeklyplateletcountsandCBCsforatleast4   

WeeksfbllowingdiscontinuationofPROMACTA．  

。EvenduringtherapywithPROMACTA，Patientsshouldcontinuetoavoidsituationsor   

medicationsthatmaylnCreaSetheriskfbrbleeding・  

。PatierltSmuStbeadvisedtokeepatleasta4hourinteTValbetweenPROMACTAandfbods，   

mineralsupplements，andantacidswhichcontainpolyvalentcationssuchasiron，Ca靂cium，   

aluminum，magneSium，Selenium，andzinc・   

PROMACTAisareglSteredtrademarkofGlaxoSmithKl皇ne．  

申  GlaxoSmith沼触柁  

GlaxoSmithKl主ne  

ResearchTrianglePa血，NC27709   

◎2008，GlaxoSmithKline．Al1rightsreserved．  
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