
参考資料 6  

未承認薬使用問題検討会議での検討状況  

（平成17年1月～平成21年2月）  

【現在の状況】（平成21年2月末現在）  

□開発企業募集中 田治験計画等検討中皿治験実施中  

匿承認申請準備中 田承認審査中  ■承認済み  

（検討品目の分類）  

抗がん剤   22   

先天代謝異常症などの小児用薬   

その他   

合計   44  



資料3－① エルトロンボバグ（e巨trombopag）  

HIGHLIGHTSOFPRESCR旧INGtNFORMATtON  
T一缶e鴫hIig血書Sdo¶OtiれJIMk■11tbeimIbrm且血＝ed由一ou5亡  
PROMACTAs■飴Iy且nde仙亡】y．See血11町他面biltginbrmati（lれn汀  

PROMACTA．  

pROMACTA簑（亡Itrombopag）T山山鹿  
Foro柑Iusモ  

l力i血IU．S．ApprDY扇：ZOO8  

－－－一鵬－－CONTRA仲代卸CAT10N＄  
None（4）   

】   WARl疇ING＄Al疇DPRECAUT10NS  
● PROMACTArnaycausehepatotoxIClly．lncreasesinserumamJnOtranSftrase   
levelsandbillnlbinwereobserved Liverchermstnesmustbemeasured   
♭eforethelnj臼atj耶OFtreatmen！∽dⅣgUkrIyd血れg【陀細れen！（5．I）  
● Exercisecautionwhenadministenngtopatientswlthhepancimpairment（5l，   

8．る）  
O PROMACTAiSathrombopoletlnreCePtOTagOnistandTPO－reCePtOragOnists   
lnCreaSetherlSkfordeve10PmelttOrP10野鳥SionorretlCUlin幻晩rdeposttion   
WithmlhebonemarTOW Monitorper叩heralbIoodforslgnSOfmarrownbrosts   
（5＿2）  

● Discontinuat）OnmayreSu】tlnWOrSenedthrombocytopenlathanwaspresent   
PnOrtOtherapy．Monitorweeklycompletebloodcounts（CBCs），lnCIudlng   
plateletcotlntSforatleas14week5afterdiscontinuatlOn．（53）  
O ExcessIVedoseso［PROMACTAmaylnCreaSePlateletcotJtltStOaJeveIthat   
PrOduceslhrombotlC／血romboemboZiccomplications＿（5．4）  
● PROMACTAmaymcreasetherlSkfoThematoIog］Calmalignanctes，   
especlallylnPatientswithmyelodysplasticsyndrome，（5．5）  
● MonjtorCBCs，lnCIudingpiatelelcountSandperiphera主bioodsmears，Weekly   
dunngthedose叫iustmentphaseoftherapywithPROMACTÅandthen   
montblyわIlowingestab】jshmen10faslabledDSe（）rPROMACTA．（56）  
● BecauseoftherlSkforhepatotoxicityandotherrisks，PROMACTAIS   
avaJlableonlythrougharestTicteddistnbutionprogram．ToenTOIlinthe   
restr］Cteddistribut10nPrOgram，PROMACTAC4RES，Calil－877－9－   
PROMACTA．（5．8）  

WARNtNG：RISKFOR暮雪EPATOTOXICtTY  
∫～g．何物相加伽曙叫加㈹血呵加即叩血両肌両肌抑叫  

PROMACTAlれayCau紀b亡paね細1i亡iけ：  
● MelSu托父rumlbnillelminotm鮎血相紀（ALT）、aSpaぬ書e   
lminotr濃個食帽父（AST），抽dbiIirubi打p血r【oini蝕血mor   
PROMACTA，αeけ2w托kdudmgtlIedose■djustn檜山ph濃紺盆山d  monthJybIbwi喝6tAblishJneDtOf＆Stabtedose・lrbilirubinis   

亡lα■td，perb川舟Ⅶdi011■doII■  
● tYJlu＆teJ［br［OrtttJLIsen］rTILjYerteStSYiltlrePdt（estingYithiT13to   
5d■yS．1一也モ＆b¢Ormliti性別－＝On丘med，mOnitorse川mliY訂teS也   
weekJyt［Tttilthe＆bnormzL）ity（ies）reso［Ye，St＆biIi托，Orr仁一umtObJISeliz）e   
lt！Yek．  

－ pi虻¢mdnuePROMACTA汀ALTleYekiIlでmS亡tO≧5Xupp打IimitQr   
nonml（ULN）鋸Mh椚℃：   
● plⅥgr亡随行ちOr   

● pe相良t亡mI血r≧4w∝k，Or   
● 那Ⅵ川叩暮轟idbyiIltmSddir亡dbilirubiIl，Or   
● ユー印mp拍i亡dby∈伽iⅢl町mptO正路○†lれerln叩けOreYiden亡亡hr  

b印■ticd∝叩岬en姐tio机  

NDtCAT10NSANDUSAGE  
ADVER＄EREACTIONS  PROMACTAzsa【hrombopojetiT）reCeP‡oragonis！indlCatedEor【hettt？atmen！or  

thrombocytopemalnPatientswlthchromcimmur．e（idiopathlC）thrombocytopenlC  
purpurawhohavehadaninsumciezltreSPOnSetocorttcOSterOids，  
immunoglob山i鮎，OrSplenectomy＿  

PROMACTAshouIdbeusedonlylnPatientswlthlTPwhosedegreeof  
thmbcy10匹山aandclinicalcondjtioni爪C陀a父山er】5kねrb】eedjng．  
PROMACTAshou】dnotbe既dinaJlattempttOnOrmalizeplateIetcoLLrrtS（1）  

ThemostcomonadYe指e陀aCtions（∝Cumrlg血moreth弧Ipatientreceivlng  
PROMACTAandalahigherrateinPROMACTAveTSuSpIacebo）were▼  
nausea，VOrniting，menOrrhagia，TTyalgla，pareSthesia7CataraCt，dyspepsia，  
ecchymosis，thrornbocy10Penla，lnCreaSed＾LT／ASTandcoI叩nCtivaT  
hemo汀h喝巳（6．1）  

Ton叩山HSUSPEmI〉ADVERSEREACTIONS，ぐ○心血d  
GblOSmi仙KIitl亡▲tト8＄8－825－52490rFDAさtl＿80tトFDA－1¢8きor  

椚．佃■．gO▼／mdw且tdl．  
DOSAGEAl疇DADIⅥlⅢSTRATtON  

・ThestartingdoseofPROMACTAis50mgonce血11yformostpatients；for   
patientsorEぴtA5ianances叫OrpatlentSW仙mderateor㌍Verehepatic   
jnsu餌c】el】巧，也但Staningdoseis25mgoncedaily（2）  
・GIVeOnanemptyStOmaCh（lhourbeforeor2hoursa魚erameal）・（2）  
・Allowa4－hourintervaIbetweenPROMACTAandothermedications，   
fbods，OrSuppIementscontainingpo）yYalerr（Catjons（eLg・，iron，Calcitlm，   
aluminum，ma騨IeSium，Selenlum，andzinc）．（2，7．4）  
・A4iustthedaltγdosetoachieveandTnalntAmaplateletcount≧50xlO9几in   
OTdertoreducethenskfbrbleedlng．（2）  
・Donotexceeda血11ydoseof75mg・（2）  
・DiscontinuePROMACTAiftheplateletcountdoesnotincreaseafter   
4weeksatthemaximumdose；alsodiscorltinuePROMACTAfoTimportant   
livertestabnormalitleSOreXCeSSiveplaleJetcountresponses．（2）  

＿DRUGLNT亡FuCT］ONS  
● EltrombopaglSaninhibitorofOATPIBltransporter．MonitoTPatients   
CloselybrslgnS肌d町mPtOmSOreXCeSSiveexposuretothedmgsthata代   
SubstmtesorOATPIBl（e．8，rOSuYaStatin）mdconsiderlモduc【tonO一山e   
doseorthesedmgs．（7．2）  
● PoJyvalentcations（e．g．，iron，Calcium，aluminum，magneSium，SeIetlium，   
andzinc）signihcantlyreducetheabsorptionofeltrombopag；PRPMACTA   
mu51nolktakenwithin4hou円Ora打ymedicatjon50rprd肛bcon血n】ng   

po）yvalentcationssuchasantacids，dairyproducts，aLldmineral   
Supple汀鰐川S・（7＿3）  

USELNSPECIFICPOPULATlONS  
●  PTegnancy二MaycausefヒtalhaTm．EnfOl）pregr）antpatlentSinthe  
PROMACTApregnanCyregistrybycal1ingl－i88－825－5249．（8．1）  

・ NursingMothers：AdecisionshouldbemadetodiscorrtinuePROMACTA  
OrnurSing，taklnglntOaCCOunttheimportanCeOfPROMACTAtothe  
mother．（8．3）  

Sa17hrPATIENTCOIJNSELINGmFORMAT10NandtbeFJ｝A－  
■pprOYd】ⅦEDICATIONGIJIDE．  

R亡Yised：0℃暮Ober200も  
PRM：1PI   

DOSAGEFORMSANDSTRENGTHS  
25mgand50mgtablets．Eachtablet，fororaladTnlmStration，COntains  
eltrombopago）amine，equivaler）ttO25mgor50mgofeltrombopag打eea£id，（3）  
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FULLPRESCRIBINGINFORMAT書ON  

WARN暮NG：R］SKFORHEPATOTOXBCFTY  
PROMACTAmaye肌Sebepatotoxicity：  
●  Measuresertlmalanineaminotrans鮎rase（ALT），aSpartateaminotra皿Sferase（AST），  

atIdbilirubinpriortoinitiationofPROMACTA，eVery2weeksduringthedose  

adjustmentphaseandmonthlyfolIowlngeStablishmentofastabIedose．Ifbilirubin  

iselevated，perfbrmfractionation．  

●  EvaltIateabmorma）serumlivertestswitbrepeatteStingwithit13to5days・Ifthe  
abnormalitiesareconfirmed†mOnitorserum］ivertestsweeklyt）ntil奮he  

abnormality（ies）resoIve，Stabilizc，OrreturntObaseliIIelevels．  

●  DiscontintIePROMACTAifALTlevelsiJ）CreaSetO≧3Xtheupperlimitofnormal  
（ULN）andare：  

●prOgreSSiYe，Or  

●perSistent払r≧4weeks，Or  

●aCCOmpaniedbyincreaseddirectbiIirubiIl，Or  

●aCCOmPaJ）iedbycIinicalsymptomsofliverlnJuryOreVidetlCebrhepatic  
detompモn5ation．  

BecatlSeOrtherisk払rhepatotoxicityaAdotherrisksheeWbm如伊u〝dheca〝tions笹1－  
51句J，PROMACTAi＄aVai1abIeonlytbrougharestricteddistribtItionprogramcaIIed  

PROMACTACdREg・UnderPROMACTAC4RES，OnIyprescribers，PharmaciesIand  

PatientsregisteredwiththeprogramareabIetoprescribeナdi＄PenSe7aJldreceive  

PROMACTA・ToenroIJinPROMACTACdRES，CalIl－＄77－9－PROMACTAhee肋miqgs  

α〝d伽cα〟′わ胴体り／．  

INDICAT10NSANDUSAGE  

PROMACTAisindicatedforthetreatmentofthrombocytopeniainpatientswithchronic  

immune（idiopathic）thrombocytopenicpurpura（ITP）whohavehadaninsufficientresponseto  

COrticosteroids，immunoglobulins，OrSPlenectomy．PROMACTAshouldbeusedonlyinpatients  

withITPwhosedegreeofthrombocytopeniaandclinicalconditionincreasestheriskfbr  

bleeding・PROMACTAshouldnotbeusedinanattempttonormalizeplateletcounts・   

2  DOSAGEANDADMIMSTRAT10N  

OnlyprescribersenrolledinPROMACTA（HRESmayprescribePROMACTAhee  

勒r〝加騨α〃dアrecα〟Jわ旧作．鋸．  

Monitorlivertests（ALT，AST，andbilirubin）andcompletebloodcounts（CBCs），  

includingplateletcoumtSandperipheralbloodsmears，pnOrtOinitiationofPROMACTAand  

throughouttherapywithPROMACTA．1fbilirubiniselevated，Perform丘・aCtionation．Monitor  

CBCs，incIudingplateletcounts，foratleast4weeksfbllowingdiscontinuationofPROMACTA  

heeWarniJ郡andPrecautions作・j〃．Inc）inicalstudies，pIateletcountsgenerallyincreased  

3   



withinlto2weeksafterstartingPROMACTAanddecreasedwithinlto2weeksafter  
discontinuingPROMACTAJ！eeClinicalStudes〃4u・  

UsethelowestdoseofPROMACTAtoachieveandmaintainaplateletcount≧50x  
lO9几asnecessarytoreducetheriskfbrbleeding．Dosea句ustmentsarebasedupontheplatelet  
COuntreSpOnSe．DonotusePROMACTAinanattempttonormalizeplateletcountshee  
勒r而，郡α〝dJケecα〟Jわ〃∫P．現・  

TakePROMACTAonanemptystomach（1hourbefbreor2hoursafterameal）hee  
ClinicalPhwmacology〝2．3u．Allowatleasta4－hourintervalbetweenPROMACTAandother  

medications（e．g．，antaCids），Calcium－richfoods（e．g．，diaryproductsandcalciumforti貞ed  

juices），OrSupplementscontainingpolyvalentcationssuchasiron，Calcium，aluminum，  

magnesium，Selenium，andzincheeDrughlteraCtions仔4）andClinicalPharmacology〝2・3〃t  

2．11nitialDoseRogimen  

InitiatePROMACTAatadoseof50mgoncddailyexceptinpatientswhoareofEast  
Asianancestryorwhohavemoderatetoseverehepaticimpairment・  

ForpatientsofEastAsianancestry（SuChasChinese，Japanese，Taiwanese，OrKorean），  

initiatePROMACTAatareduceddoseof25mgnCedaily／keeClinicalPharmacokw〝2・3H・  
Forpatientswithmoderateorseverehepaticimpalrment，initiatePROMACTAata  

reduceddoseof25mgoncedailyLkeethein卑eciGcPqpuh7tions作．¢／．  

2．2．MonitoringandDoseAqiustment  

A鮎rinitiatingPROMACTA，a句ustthedosetoachieveandmaintainaplateletcount  

≧50xlO9几asnecessarytoreducetheriskforbleeding・Donotexceedadoseof75mgdaily・  
MonitorcIinicalhematologyandlivertestsregularlythroughouttherapywithPROMACTAand  

modifythedosageregimenofPROMACTAbasedonplateletcountsasoutlinedinTablel・  
DuringtherapywithPROMACTA，aSSeSSCBCs，includingplateletcountandperipheralblood  

SmearS，Weeklyuntilastableplateletcounthasbeenachieved．ObtainCBCsincludingplatelet  

COuntSandperipheralbloodsmears，mOnth1ythereafter．   



Tablel．DoseAdjustmentsofPROMACTA   

IateletCountRes油   DoseAd．iustmentorResponse   

＜50xlO9几ぬ1lowlngatkast  

2weeksofPROMACTA   

t≧200x109几to≦400Ⅹ109几  Decreasethedaiiydoseby25mg．Wait2weekstoassess   
atanytime   theeffbctsofthisandanysubsequentdosea萌ustments．   

＞400x109几   StopPROMACTA；increasethe倉equencyofplatelet  

monitormgtotwiceweekly．  

Oncetheplateletcountis＜150xlO9几，reinitiatetherapy  
atadailydosereducedby25mg．   

＞400Ⅹ109／La氏er2weeksof  

therapyatlowestdoseof  

PROMACTA   

ModifythedosageregimenofconcomitantITPmedications，aSmedicallyappropriate，tO  

avoidexcessiveincreasesinplateletcountsduringtherapywithPROMACTA・Donotadminister  

morethanonedoseofPROMACTAwithinany24－hourperiod．  

2．3  Discontinuation  

DiscontinuePROMACTAiftheplateletcountdoesnotincreasetoalevelsufficientto  
avoidclinicallyimportantbleedingatter4weeksoftherapywithPROMACTAatthemaximum  
dailydoseof75mg．Excessiveplateletcountresponses，aSOutlinedinTablel，Orimportantliver  

testabnormalitiesalsonecessitatediscontinuationofPROMACTAheeWdrningsand  
アrecα〟血〃∫P．†ル   

3  DOSAGEFORMSANDSTRENGTHS  

25mgtablets－rOund，biconvex，Orange，film－COatedtabletsdebossedwithGSNX3and  

250nOneSide．Eachtablet，fororaladministration，COntainseltrombopagolamine，equlValentto  

25mgofeltrombopagfreeacid．  
50mgtablets－rOund，biconvex，blue，創m－COatedtabletsdebossedwithGSUFUand  

500nOneSide．Eachtablet，fororaladministration，COntainseltrombopagolamine，equlValentto  

50mgofeltrombopag丘eeacid．   

4  CONTRA［NDICAT10NS  

None．   

5  WARNrNGSANDPRECAUT10NS  

5．1 Ri＄kforHepatotoxici吋  

PROMACTAadministrationmaycausehepatotoxicity．Inthecontrolledclinicalstudies，  

onepatientexperiencedGrade4（NCTCommonTermin0logyCriteriafbrAdverseEventsPCI  
CTCAE】toxicityscale）elevationsinserumlivertestvaluesduringtherapywithPROMACTA，  

worsenlngOfunderlyingcardiopulmonarydisease，anddeath・Nopatientsintheplacebogroup  

5   



experiencedGrade41ivertestabnormalities．Overal1，Serumlivertestabnormalities  

（predominantlyGrade20rlessinseverity）werereportedin10％and8％ofthePROMACTA  
andplacebogroups，reSpeCtively・Inthecontro11edstudies，tWOpatients（1％）treatedwith  

PROMACTAandtwopatientsintheplacebogroup（3％）discontinuedtreatmentdueto  
hepatobiliarylaboratoryabnormalities・SevenofthepatientstreatedwithPROMACTAinthe  
COntrOlledstudieswithhepatobiliarylaboratoryabnormalitieswerere－eXPOSedtoPROMACTA  

intheextensionstudy・SixofthesepatientsagalneXperiencedlivertestabnormalities  

（predominantlyGradel）re＄ultingindiscontinuationofPROMACTAinonepatient．lnthe  

extensionstudy，OneadditionalpatienthadPROMACTAdiscontinuedduetolivertest  

abnormalities（≦Grade3）．  

MeasureserumALT，AST，andbilirubinprlOrtOinitiationofPROMACTA，eVery  

2weeksduringthedosea4iustmentphaseandmonthlyfo1lowlngeStablishmentofastabledose．  

Ifbilirubiniselevated，Perform＆actionation・Evaluateabnormalserumlivertestswithrepeat  

testingwithin3to5days・Iftheabnormalitiesareconfirmed，mOnitorserumlivertestsweekly  

untiltheabnormality（ies）resoIve，Stabilize，OrreturntObaselinelevels．Discontinue  

PROMACTAifALTlevelsincreaseto字3Xtheupperlimitofnormal（ULN）andare：  
● PrOgreSSive，Or  

● perSistentfor≧4weeks，Or  

● aCCOmpaniedbyincreaseddirectbilirubin，Or  

● aCCOmpaniedbyclinicalsymptomsofliverlquryOreVidenceforhepaticdecompensation・  
ReinitiatingtreatmentwithPROMACTAisnotrecommended・Ifthepotentialbene魚for  

reinitiatingPROMACTAtreatmentisconsideredtooutweightheriskforhepatotoxicity，then  

CautiouslyreintroducePROMACTAandmeasureserumlivertestsweeklyduringthedose  

a句ustmentphase・Iflivertestsabnormalitiespersist，WOrSenOrreCur，thenpermanently  

discontinuePROMACTA．  

ExercisecautionwhenadministeringPROMACTAtopatientswithhepaticdisease・Use  
alowerstartingdoseofPROMACTAinpatientswithmoderatetoseverehepaticdiseaseand  

monitorcloselyheeDosqgeandALhinねtrationP．W．  

5．2 BoneMarrowReticulinFormationandRi＄kforBoneMarrowFibro＄is  

PROMACTAisathrombopoietin（TPO）receptoragonistandTPO－reCePtOragOnists  
increasetheriskfordevelopmentorprogressi？nOfreticulinfiberdepositionwithinthebone  

mamW．  

Intheextensionstudy，SeVenpatientshadreticulinfiberdepositionreportedinbone  

marrowbiopsleS，includingtwopatientswhoalsohadcollagenfiberdeposition・The茄ber  

depositionwasnotassociatedwithcytopeniasanddidnotnecessitatediscontinuationof  

PROMACTA．However，Clinicalstudieshavenotexcludedariskofbonemarrowfibrosiswith  

CytOpenias．  

PriortoinitiationofPROMACTA，eXaminetheperipheraIbloodsmearcloselyto  

establishabaselinelevelofcellularmorphologicabnormalities・Followlngidentificationofa  

StabledoseofPROMACTA，eXamineperipheralbloodsmearsandCBCsmonthlyfornewor   



worseningmorphologicalabnomlalities（e．g．，teardropandnucleatedredbloodcells，immature  

Whitebloodcells）orcytopenia（S）．Ifthepatientdevelopsneworworseningmorphological  

abnormalitiesorcytopenia（S），discontinuetreatmentwithPROMACTAandconsiderabon  

marrowbiopsy，lnCludingstainingforfibrosis．  

5．3 WorserledThrombocytopemaandHemorrhageRiskAf（erCessationof  

PROMÅCTA  
DiscontjT）uatjonofPROMACTAmayresultinthrombocytopeniaofgreaterseveritythan  

WaSpreSentpriortotherapywithPROMACTA・Thisworsenedthrombocytopeniamayincrease  
thepatient．sriskofbleeding，particularlyifPROMACTAisdiscontinuedwhilethepatientison  

anticoagulantsorantiplateletagents・1nthecontrolledclinicalstudies，tranSientdecreasesin  
plateletcountstolevelslowerthanbaselinewereobservedfbllowingdiscontinuationof  
treatmentinlO％and6％ofthePROMACTAandplacebogroups，reSpeCtively・Serious  

hemorrhagiceventsrequlrlngtheuseOfsupportiveITPmedicationsoccurredin3severely  

thrombocytopenicpatientswithinonemonthfbllowlngthediscontinuationofPROMACTA；  

nonewerereportedamOngtheplacebogroup・  

FollowingdiscontinuationofPROMACTA，ObtainweeklyCBCs，includingplatelet  

countSforatleast4weeksandconsideraltemativetreatmentsforworseningthrombocytopemia，  

accordingtocurrenttreatmentguidelinesJゞeeAdveTTeReactioflS仲〃ノ．  

5．4 ThromboticIThromboemb01icCompIications  

Thrombotichhromboemboliccomplicationsmayresult什omexcessiveincreasesin  

plateletcounts・ExcessivedosesofPROMACTAormedicationerrorsthatresultinexcessive  
dosesofPROMACTAmaylnCreaSeplateletcountstoalevelthatproduces  
thrombotic／thromboemboliccomplications．lnthecontrolledclinicalstudies，One  
thrombotic／thromboemboliccomplicationwasreportedwithinthegroupsthatreceived  

PROMACTAandnonewithirlthepJacebogroups．Sevenpatientsexperjenced  

thrombotic／thromboemboliccomplicationsintheextensionstudy．Usecautionwhen  
administeringPROMACTAtopatientswithkn0wnriskfactorsforthromboemboIism（e・g・，  

FactorVLeiden，ATIIIde坑ciency，antiphospholipidsyndrome，etC）．Tominimizetheriskfor  

thrombotic／thromboemboliccomplications，donotusePROMACTAinanattempttonormalize  

plateletcounts．Followthedosea句ustmentguidelinestoachieveandmaintainaplateletcountof  

≧50Ⅹ109几わee加∫喝ed〃dd血涙加血〃仔．みJ．  

5．5 MaIignanciesandProg帽SさionofMaIignancie＄  
PROMACTAstimulationoftheTPOreceptoronthesurfaceofhematopoleticcellsmay  

increasetheriskforhematologlCmalignancies．1nthecontro11edclinicalstudies，patientswere  
treatedwithPROMACTAforamaximumof6weeksandduringthisperiodnohematologlC  
malignancieswerereported．Onehematologicmalignancy（non－Hodgkin’slymphoma）was  

reportedintheextensionstudy・PROMACTAisnotindicatedfbrthetreatmentof  
thrombocytopeniaduetocausesofthrombocytopenia（e．g・，myelodysplasiaorchemotherapy）  

otherthanchronicITP．  
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5．6 LaboratoryMonitoring  
ComDleteBJoodCounts（CBCsl：MonitorCBCs，includingplateletcountsand  

PeripheralbloodsmearS，priortoinitiation，throughout，andfo11owingdiscontinuationoftherapy  

withPROMACTA．PriortotheinitiationofPROMACTA，eXaminetheperipheralblood  

difftrentialtoestablishtheextentofredandwhitebloodcelJabnormalities．ObtainCBCs，  

includingplateletcountsandperipheralbloodsmears，Weeklyduringthedosea4iustmentphase  
OftherapywithPROMACTAandtheIlmOnth1yfolIowlngeStablislmentofastabledoseof  

PROMACTA．ObtainCBCs，includingplateletcounts，Weeklyforatleast4weeksfo）lowlng  

discontinuationofPROMACTALbeeDosageandA（かIinistration  

乃・eCのJJわ那作．2，5．瑚．  

LhIerteStS：Monitorserumlivertests（ALT，AST，andbilirubin）priortoinitiationof  

PROMACTA，eVery2weeksduringthedosea4justmentphaseandmonthlyfb1lowing  

establishmentofastabledose．Ifbilirubiniselevated，Performhtionation．lfabnormallevels  

aredetected，TPpeatthetestswithin3to5dqys・Iftheabnormalitiesarecon蝕med，mOnitor  

Serumlivertestsweekけuntiltheabnormality（ies）resoIve，Stabilize，OrreturntObaselinelevels・  

DiscontinuePROMACTAforthedevelopmentofimportantlivertestal）nOrmalitieshee  
斯肝〝卸血アⅣCα〟′わ旧作．〃．  

5．7  Catarac瞳  

Inthecontro11edclinicalstudies，CataraCtSdevelopedorworsenedin坑ve（5％）patients  

Whoreceived50mgPROMACTAdai1yandtwo（3％）placebo－grOuppatients．Inthcex紐nsion  

Study，CataraCtSdevelopedorworsenedin4％ofpatientswhounderwentocularexamination  

PriortotherapywithPROMACTA．CataractswereobservedintoxicoIogystudiesof  

eltrombopaginrodentsheeNbnclinicalTbxicoわ幻′〝3．2H．Performabaselineocular  

examinationpnortoadministrationofPROMACTAand，duringtherapywithPROMACTA，  

regularlymonitorpatientsforsignsandsymPtOmSOfcataracts．  
5．8 PROMACTADi＄tributionProgram  

PROMACTAisavai1ableonlythrougharestricteddistributionprogramcal1ed  
PROMACTAC4RES．UnderPROMACTACARES，Onlyprescribers，Pharmacies，andp  

registeredwiththeprogramareabletoprescribe，dispenSe，andreceivePROMACTA．  

programprOvideseducationalmaterialsandamechanismfortheproperuSeOfPROMACTA・To  

enrollinPROMACTACARES，Cal11－877－9－PROMACTA．Prescribersandpatientsarerequired  

tounderstandtherisksoftherapywithPROMACTA．Prescribersarerequiredtounderstandthe  
informationintheprescribinginformationandbeableto：  
・Educatepatientsonthebenetitsandrisksoftreatme叫withPROMACTA，enStmthatthe   

PatientreceivestheMedicationGuide，instruCt也emtoreadit，andencouragethemtoask   

questionswhenconsideringPROMACTA．PatientsmaybeeducatedbytheenroIJed   
prescriberoraheal仇careproviderunderthatprescriber’sdirection．  

・ReviewthePROMACTAC4RmPrescriberEnrollmentForms，Signtheform，andreturnthe   

fbrmaccordingtoPROMACTAC4RESPrograminstruCtions．   



● AspartoftheinitialprescrlPtlOnprOCeSSfbrPROMACTA，ObtainthepatientfsslgnatureOn   

thePatientEnrollmentandConsentfbrm，Slgnit，placetheorlglnalsignedfbrminthe   

patient，smedicalrecord，SendacopytoPROMACTACdRES，andgiveacopytothepatient・  

● ReportanyseriousadverseeventsassociatedwiththeuseofPROMACTAtoPROMACTA   

CARESCatlCenteratト877－9－PROMACTAortotheFDA’sMedWatchProgramatト800－  

FDA－1088．  

● ReportseriousadverseeventsobservedinpatientsreceivingPROMACTA，includingevents   

activelysoLicitedat6－mOnthintervals．   

6  ADVERSE REACTlONS 

6．1 CIinicatTriaI＄Experience  

王nclinicalstudies，hemorrhagewasthemostcommonseriousadversereactionandmost  

hemorrhagicreactionsfblloweddiscontinuationofPROMACTA．Otherseriousadverse  

reactionsincludedlivertestabnormalitiesandthrombotic／thromboemboliccomplicationshee  
勒r′7f聯α〝dPrecα〟Jわ那P．ノ，5．初．  

ThedatadescribedbelowrefIectPROMACTAexposureto313patientswithchronicITP  

aged18to85，Ofwhom65％wereftmale．PROMACTAwasstudiedin2randomized，Placebo  

COntrOlledstudiesinwhichpatientsreceivedthedrugfornomorethan6weeks．PROMACTA  
WaSalsostudiedinanopenlabelsinglearmstudyinwhichpatientsreceivedthedrugOVeran  

extendedperiodoftime．Overall，PROMACTAwasadministeredto81patientsforatleast  

6monthsand39patientsfbratleastlyear．  

BecauseclinicaltrialsareconductedunderwidelyvarylngCOnditions，adversereaction  
ratesobservedintheclinicaltrialsofadrugCannOtbedirectlycomparedtoratesintheclinical  

trialsofanotherdrugandmaynotrenecttheratesobservedinpractice．  

TabIe2presentsthemostcommonadversedrugreaCtions（experiencedbymorethanl  
patientreceivingPROMACTA）fromtheplacebo－COntrOlledstudies，withahigherincidencein  

PROMACTAversusplacebo．  
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Table2．AdverseReactionsIdenti伍edinTwoPlacebo－CoJ）trOlledStt］dies  

PROMACTA50mg   Placebo  

n＝10‘   m＝67  

Pre鮎rredTerm  （％）   （％）   

Nausea   6   4   

Vomiting   4   3   

Meno汀hagia   4   

Myalgia   3   

Paresthesia   3   

Cataract   3   

Dyspepsia   2   0   

Ecchymosis   2   

Thrombocytopenia   2   0   

IncreasedALT   2   0   

IncreasedAST   2   0   

CoTliunctivalhemorrhage   2   

Among207patientswithchronicITPwhoreceivedPROMACTAinthesingle－arm  

extendedstudy，theadversereactionsoccurredinapattemsimi1artothosereportedinthe  

placebo－COntrOlledstudies，   

7  DRUGINTERACT10N  

7．1 CytochromeP450  
InvitrostudiesdemonstratethatCYPIA2andCYP2C8areinvoIvedintheoxidative  

metabolismofeltrombopag．ThesignincanceofcoadministrationofPROMACTAwithl）  

moderateorstronginhibitorsofCYPIA2（e．g．，Ciprofloxacin，nuVOXamine）andCYP2C8（e．g．，  

gem丘brozil，trimethoprim）；2）inducersofCYPIA2（e．g．，tObacco，OmepraZOle）andCYP2C8  

（e・g・，rifhmpin）；Or3）othersubstratesoftheseCYPenzymeSOnthesystemicexposureOf  

PROMACTAhasnotbeenestablishedinclinicalstudies・′Monitorpatientsforsignsand  
SymPtOmSOfexcessiveeltrombopagexposurewhenPROMACTAisadmimisteredconcomitantly  

withthesemoderateorstronginhibitorsofCYPIA20rCYP2C8．  

7．2 Tran印Ort母指  
InvitrostudiesdemonstratethateltrombopaglSaninhibitoroftheorganicanion  

tranSPOrtingpolypeptideOATPIBlandcanincreasethesystemicexposureofotherdrugSthat  

aresubstratesofthistransporter（e・g・，benzylpenicillin，atOrvaStatin，fluvastatin，praVaStatin，  

rosuvastatin，methotrexate，nateglinide，rePaglinide，rifampin）．Inaclinicalstudyofhealthyadult  

Subiects，administrationofasingledoseofrosuvastatinfo1lowlngrepeateddailyPROMACTA  

dosingincreasedplasmarosuvasふtinAUC。＿nby55％andCmaxbylO3％heeClinical  

タカ∬椚αCOわ紗′〝2．刃7．  
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