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・ HalofaTltnneandCoaTtemTab7etsshou7dnotbeadministeTedwi鮎none  
¶廿DnthofeachotherduetopotenぬIadditiveefftctsontheQTintml＿  
（5・l，5・2，12・3）  

● Antlrna】aTla】sshouldnotbeglVenCOnCOTnitantly，tm7essthereisnootheT  
け㍑tmentDP扇m，dueto】imlとd㍊たけda払．（5．2）  

● QTpTD】ongi71gdrl）gS，hc7udingquinhleandquinidine，Shouldbeused  
CaUtious】yわ】10WlngCoart印1Tab】eb；（51，5・2，7・6，Ⅰ2．3）  

● SubstTateS，inhibitDTS，OTjnducersofCYP3A4，incIudjngantiretrovITal  
medicalions，Shouldbeusedcautiousfyw圧hCoartemTab7ets，duetoa  
POterltiaHossofefricacyoftheconcomitantdrugoradditiveQT  
proIoT】騨貢on（5＿3，7∴7．3）  
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diz引ne∬，aSth帥ja，aれhほl即a耶－dmyalgほ・Tlem∝tCOmmnadve儲react】OnS  
incもぅldTm（＞12％）訂epyreXうa，COuれvom－1ing，anOreXiaandh鴇血che＿（62）   
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州… DRUGINTERACTIONS＿   仙  
● CYP3＾4hlhibitors＝Usecautious7yduetopotentla7forQTpTOtOngation   

（5，3．7・り  

●  Mefloqu】ne二7fusedfmJTdiatelybefbretTeatment，rTK）nitorわーdecTeaSed  
efficacyofCouTtCn－TablじtSandcncouragefbodconsuTTrPtic・n（2l，72）  

●  HoTTnOnalContraceptlVeS：EffectlVeneSSmaybeTeduced；USeanaddItlOna7  
melhodorb行mcoれけ01（5．3，7，3）  

● AJltiLRebrovirals：uSじCnulic・uS7yduelopo（enlialLbTQTpTO†ongation，loss  
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See17rbrPATTENTCOl］NSELrNGINFORMATION抑dFDA＿  
approvedpAt沌Iltl力beIi明  

ReYised：4／ヱ00，  

fllGHLIGHTSOFPRESCRIBINGINFORMATION  

ThesehjghfightsdoJlOtincludea［1theinformatjonr，eededtotJ5e  

CoartemTable（SSafelyandefrectively・SeefLJIIpres⊂ribinginfbrmation  

brCoartem Tabl8tS．   

CoaTtem（artemether／Iumefantrine）TabIets  

InitiaIU・S・Approva】：ヱ0脚  

－－＿＿－JNDICATIONSAN】）USAGE一－－－－N一一－  

・ Coartem（artemetheTandlumefhntrine）Tab】etsaTeindicatedfor  

什eatmeTltOraCute，UnCOmPlicaledn籠1arlainfヒctionsdue10PJ那椚D〟血m  

ノわJc¢βm別inpati印bor5kgbodyweightand∂bve（り  

・ CoaIlemTabtetshaYel）eenShowntobeef詣ctivejngeographical  
regionswbereresislancetochloroquinehasbeenreported（り  

・ CoaziemTab】etsshouldnotbeused10tTeatSeVereTna】arlaOTtOPTeVent  

malana（1）  

p－－－ DOSAGEANDADMINISTRAT10N－－～－－  

・ CoartemTab】etsshou7dbetakt：nWithlbDd．（2．1，5．2）  

・ Tab】etsTnaybecnlShedandmixedwlthonetotwoteaspoollS（－f．wateT   
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・ nenumbcroft且bletsperdoseforchildrenisdetcrmi11edby  
bodyweight，aSShowTlinthechartbelow（2・3）：  

TユbJelsperdosebyb．｝dylYC転ht；1o（a］or6血sesoYer3days  
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FULL PRESCRlnING INFORMATION 

1INDICATIONSANl）USAGIく  

Coarlem（artcmethcr／1umcfhntrinc）TablctsareindicatcdfbrtrcatmclltOfacutc，  
uIICOmP】icatcdmalariainfbctionsduc10P］asmodiumP］c¢〃n〃〃inpatientsor5kg  

bodywcightandabove．CoarlcmTablctshavebcc）1ShowntobecfTbctiveingeogmphicill  

regionswhereresislancctochloroquinchasbcじnrCPOrted【sceC／inica［SJudies〃4・））］・   

エわJJ／拍／／oJJ∫0辿．・   

・CoarlcmTab）cIsarcnolapprovcdrbrI）aLic）1tSwithscvcrcorcomplicatcdP・  

♪∫／cわα川′〃1ユーala∫ia・   

・CorlrtCmTablctsarcnot；Lr）prOVCdLi）rthcprevuntionofmil）Hria．  

Z I）OSAGEANI）∧nMINISTRATl（）N  

2．1Administrationlnstructions  

CoartcmTablcIsshou）（1bclnkcnwithfbod．Paticnlswithacutcmi11ariaare丘equenlly  

avcrsctofbod．PatienlsshoulJbccncouragcdtorcsumcno）－milleatlng之ISSOOnaSfbod  

c；lTlbetoIcratedsincclhisiJ】lprOVeSat）SOrpt10IlOf；lrlemcthcrandJul一一Cfh）1tri71e・   

Forpatientswhoarcunablctoswa1lowthetab】ctssuch之ISinhntsandchildren，Coartem  

TablcIsmaybecruShcdandnlixedwilhasma11amountofwater（onetotwoteaspoons）  
inilCleancontaiIICrR）radminislralionimmediaLelyprior10tISe・Thecontainercanbe  

rinsedwithmorewaterandLhecontcnlsswa】1owedbytllepaticnt．ThecruShedlablet  

prcparalionshouldbefbllowedwheneverpossiblebyLbod／drink（e・g・，milk，fomlu】a，  

ptl（1di一喝，brotll，a】】（11）01‾ri（lgc）・   

Inthccventofvomitir）gwithinlto2hoursofadminislration，arCPeatdoseshou］dbe  

tiikcn．7ftherepcatdoscisvolllitcd，thcpatienlshouldbegivenallaltcrnativeanlimalaria7  

brtrcatl】1e】】t．  

2．2I）osageiIIAdultI｝atie11tS（＞16yearsorage）  

A3－daytreatmentschedulewithatotalof6dosesisrecommcndcdfbradultpatientswith  
abodyweightof35kgandabove：  

Fourtablcts；lSaSlr）gleinitialdose，4tabletsagaina氏er8hoursandthen4tabletstwice  
dai1y（momingandevenillg）fbrthefbllowingtwodays（totalcourseof24tablets）・  

ForpatientsweighinglessthaJ135kg，SeeDosageinPediatricPatients（2・3）・   

2．3DosageinPcdiiItricPaticnts  

A3－daytreatmentschedulewithatotalof6dosesisrecommendedasbelow‥  

5hgEoZessLhalZ15kgbo卸Wβ也ht：011etabletasaninitialdose，1tabletagalnafter8  

hoursandthenltablettwicedajly（morningandevening）forthefo11owingtwodays  
（totalcourseof6tablets）．   



15kgtolessthan25kgboみweなht二Twotabletsasaninitialdose，2tabletsagainafter8  

hoursandthen2tabletstwicedaily（momingandevening）fbrthefbllowingtwodays  
（totalcourseof12tablets）．  

25kgtolessthL7n35kgboみweなhf：Threetabletsasaninitialdose，3tabletsagaina負er  

8hoursandthen3tabletstwicedaily（momingandevening）fbrthefo1lowingtwodays  
（totalcourseof18tablets）．  

35kgbo砂weなhtafZdabove：Fourtabletsasaslngleinitialdose，4tabletsagainafter8  

hoursandthen4tabletstwicedai1y（momingandevening）fbrthefbllowingtwodays  
（totalcourseof24tablets）．  

2．4I）osageillPntientswithHepaticorRe11alImpairment  

NospeciBcpharmacokineticstudieshavebeencarriedoutinpatientswithhepaticor  

renalimpalrment・Mostpatientswithac11temalahapresentwitllSOmedegreeofrelated  
hepaticand／orrenalimpalrment・Inclinicalstudies，theadverseeventprofiledidnot  

difftrinpatientswithmildormoderatehepaticimpalrmentCOmParedtopatjentswith  

noITnalhepaticfunction・Nospecincdose頑ustmentsareneededfbrpatientswithmild  
OrmOderatehepaticimpalment．  

Inclinicalstudies，theadverseeventpT－0創edidnotdifftrinpatientswithmi1dor  

moderaterenalimpalrmentCOmparedtopatientswithnorma）renalfunction．Therewere  

ftwpatientswithsevererena＝mpalrmentinclinicalstudies．Nospccificdose  

adjustmentsareneededfbrpatientswithmildtoIT】Oderaterenalimpalrment．  

CautionshollJdbeexercisedwhenadministcrlngCoa11emTnblctsillpatientswithsevere  
hepaticorrcnalimpairment［see7穐7・nfngsandPrccautio7ZSP．6）］．  

3 DOSAGEFORMSANDSTRENGTHS  

CoartemTabletscontain20mgofartemetherand120rngoflumefantrine．Coartem  

Tabletsaresuppliedasyellow，rOund，nattabletswithbevelededgesandscoredonone  

Side．TabletsareimpnntedwithN／CononesideandCGontheotherside．  

4 CONTRAINI）ICATIONS  

4．1Hypersensitivity  

● Patientshypersc】一Sitivetoartemether，lumefhntrinc，OrtOanyOftheexcIPlentS  

OfCoartemTablets［secAdve7了eReactions（6．D］．  

5 WARNINGSANDPRECAt］T10NS  

5．1ProIongationoftheQTInterval  

Someantimalarials（e・g・，halofantrine，quinine，quinidine）incllldingCoartemTablets  

havebeenassociatedwithprolongationoftheQTintervalontheelectrocardiogram．  

CoartemTabletssho111dbeavoidedinpatients二   



● withcongenitalprolongationoftheQTinteⅣal（e．g．，longQTsyndrome）orany   

OtherclinicalconditionknowntoprolongtheQTcinlcrvalsuchasp；llienlswi1ha   

historyofsymptOmaticcardiacarrhythmias，Withclinicallyrelevantbradycz汀dia   

orwilhscverecardiacdisease，   

● withafhmilyhistoryofcongcnita】prolongationoftheQTintcrvalorsud（lerl  
deilth．   

● wilhknowndisturba】1CCSOfcIcctrolytcba】；l】】CC，C．呂．，hypok；11cmiaor   

hypoIれ喝nCSC111ia．  

● rcccjvi11gOthcrmcdiciltior）Sth乙ItPrOIongthcQTintcIVal，SuChascl乙ISSIA  

（ql】inidine，PrOCaimmidc，disol）yril－niLIc），OrChlSSI7Ⅰ（こunioLIこlI■0）1e・SOt；llol）   

antiarrhyt］一l一一】CagCnls；antipsychotics（1正mozidc，Xil）Ⅰ・aSidonc）；；1nli【lcl）rCSS；l山s；   

CCrtainanlibiotics（macro】i（lcanlibiotics，nuOrOqTJino）oncanlibiotics，imidaxole，  

；lIldtriaxoleantin”1ga】；lgentS）；CCrtai】‖10n－SCLlat111ganlihistami）1ics（tcrfbnadine，   

astcmizole），OrCisapri（Ic［sceCli71ica［Ph〟rm〝CO／ogy（］2，5）］．  

● receivlngmedicatiollSthataremetabo）izcdbylhccytochronlCenZymCCYP2D6   
WhichalsohavccardiaceLTbcts（e・g・，f）ecainide，imilつ】・amillC，amitriptylinc，   

CloIllil）rami】lC）【sec肌Jr〃加がα〃dPrビCα∫直の旧作．り，かJ・〟gノ最ピ用Cどょo／J∫「7．りa】】（l   

C／わ7血JP力〟r川〟COわgγ〝2．〃］．  

5・2UseofQTProTongingDrugsilndOlhcr＾ntimn］i］riil】s   

HalolhntriJleandCoarle】nTabJelsshouldnotbeadministt：redwilhillOnC1110nlhofcacll  

Otherduetothelongeliminationhalflliftofl11nlCfhntrine（3－6days）alldpotential  

additiveeLhctso一一thcQTinterval［seeI侮T－ninglMlldPrecautionsP．1），andClinica［  

タカα〃”αCOわ幻′〝2．カ】．   

AntimaliIrialsshouldnotbegivenconcomitantlywithCoartemTablets，unlessthereisno  
OthcrtreatmcntoptlOn，dlletOlimitcdsafblydata．   

DrugSt71atPrOlongtheQTintcrval，including＝mtimillarialssuchasquinin？andql・inidine，  

Shou］dbeuscdcilutiot－Slyfo1lowingCoartemTablcIs，duetothelongelimlnationhalf－  

1ifbo［1umcLbntril－e（3－6days）andthepoIcnti；llfbradditiveefIbctso71theQTinlcrval．  

［scc肋川血がαJ7〟PJでC〟以血那P．〃，♪用g加erαC如月∫「7．動andCJf〃如才  

朗αrJ”〟COわ幻′〃2．ガ］．   

Ifmenoqul】一Cisadministeredimmediatelypr10rtOCoartcmTab7ets－hercmaybca  
decreasedexposuretolumefhntrine，pOSSiblydl－etOamenOqulne－induceddecreasein  

bileprodllCtion・Therefore，patientsshouldbemonitoredfordecreascdef5cacyandfood  

COl－SumPtionshouldbeencouragedwhilet；lkingCoartemTablets【seeDosageaTZd  
劇毎ぬ血而町笹扶助一〟g血erαC血刀∫「7・刀，andCJi乃わαJ創αr〝7αCOわ紗〃2．刃］．   

5．3Ⅰ）rugIntcr；lCtionswithCYP3A4  

WhenCoartemTabletsareco－administeredwithsubstratesofCYP3A4itmayresultin  

decreasedconcentrationsofthesubstrateandpotentiallossofsubsLrateemcacy・When  
CoartemTabletsareco－administeredwithaninhibitorofCYP3A4，incllldinggrapefhlit  

JulCeitmayresultinincreasedconcentrationsofartemetherand／orlumefhntrineand  

4   



potentiateQTprolongation．WhenCoartemTabletsareco－administeredwithinducersof  

CYP3A4itmayresultindecreasedconcentrationsofartemetherand／orlumehIlthneand  
lossofanti－malarialefncacy［seeDnJghteraclions（7．1）］．   

DrugSthathaveamixedefftctonCYP3A4，eSPeCiallyAnti－RetroviraldrugS，andthose  
thathaveanefftctontheQTintervalshouldbeusedwithcautioninpatientstaking  

CoartemTablets［seeD川ghteractions（7，3）］．   

CoartemTabletsmayreducetheefftctivenessofhormOnalcontraceptlVeS．Therefbre，  
Patientsusmgoral，tranSdemalpatch，OrOthersystemichormOnalcontraceptlVeSShould  

beadvisedtouseanadditionalnon－hormonalmethodofbirthcontrol［seeDnJg  
血JgrαC如〃∫「7．カ］．   

5．4DrugInteraetionswitbCYI｝ヱD6  

AdmildstrationofCoartemTabletswithdrugSthataremetabolizedbyCYP2D6may  
Slgni丘cantlyincreaseplasmaconcentrationsoftheco－administereddrugandincreasethe  

riskofadverseeff邑cts・ManyofthedrugSmetabolizedbyCYP2D6canprolongtheQT  
intervalandshouldrlOtbeadministeredwithCoartemTabletsduetothepotential  
additiveefftcto11theQTinterval（e．g・，丑ccilinide，imiprこlmint3，amitriptylir］C，  

Clomipramine）［see勒rni7ZgSa′ldPrecaL［tio′ZSP・1），DrugDl（eraclio，tS（7．4）andCltlltCa（  

タカαrJ乃αC（フわの′〝2・刃】・  

5．5Recrudesc（さnCe  

FoodenhancesabsorptlOnOfartemetherandlumefhntrinefb1lowlngadministratio）10f  
Coartemrrablets．Patientswhoremainaversetofbodduringtreatmentshouldbeclosely  
monitoredasthehskofrecrudescencemaybegreater［seeDosageandAdminLstration  

／・〕／亘  

htheeventofrecrudescentP－jZllctparuminftctionaftertreatmentwithCoartemTablets，  

patientsshouldbetrcatedwithadifTbl・entantimalarialdrug．  

5・6Hep；lticandRen；llImpヱIlrmel］t  

CoartemTabletshavenotbeenstudiedfbre托cacyandsafttylnpatientswithsevere  
hepaticand／orrcnalimpairment【seeDosageandAdministrationP・4）］．  

5．7タJ仇－J〃〃／ガ〝J〝γルαrImfbetiom  

CoartcmTabletshavebeenshowninlimiteddata（43patients）tobeefftctiveintreating  
theerythrocyticstageofP．vivaxinfbction．However，relapsingmalariacat）SCdbyP．  
VtVaXrequlreSadditionaltreatmentwithotherantimalarialagentstoachieveradicalcure  
i．e．，eradicateanyhypnozoitesfbrmsthatmayremaindormantintheliver．   

6 ADVER5EREACTIONS  

6．1SeriousAdverseReactions  

ThefbllowlngSeriousandotherwiseimportantadversereactionsarediscussedingreater  
detailinothersectionsoflabeling‥   



● HyperヲenSitivityReactions【seeCbntraindications〝▲L）andPostmarketi）1g   

且甲ピれg〃Ce作．ガ］．  

6・2C）jnic王IIStl］ditLSExpcrience  

Bec；luSeClinicilllriilIs；LreCOnductedunderwidelyvarylngCOnditiol－S，；ldvcrsereaction  

ratesobservCdintheclinicaltrialsofadrugCalll－Otbedirectlycomparedtoratesinthe  

Clinicaltrialsofanothcrdrugandmaynotreflectther；11cobserve（＝npracticc・  

Thcdiltadcscribc（1bc70WrCflectexpostlretOa6－（losereglmenOfCoarlcmTabJctsiIl  
l，979paticntsincludi11g647a（1ulls（01dcrthan16ycars）andl，332chi］drcn（16ycarsand  

younger）・Forthc6－（losercgimen，CoartemTab）elsw；lSStudiedinactive－COnlrol）ed（366  

l”ticnLs）il一一dnon－CO－11l’O7）cd，Open－】abe11rials（1，613paticnls）．The6－LIoseCo；lrlem  

Tlll）】cIspopu）こItionw；lSl）illie）一Iswitlln－ala］jabctwccnagcs2n－Onthsand71ycilrS‥67％  

（1，332）were16ycilI’Sal－dyoungerand33％（647）wcreol（Icrth；ln16ycチrS・Ma）cs  

rcI）1・CSe11tCd73％ill－d53％ofthcadultandpediatljcpopulations，rCSPCCtlVCly・Thc  

nlqOrltyOfadultpaticntswcrecnrolledinsll】dicsinThai】and，Wllilcthcnl；tJOrltyOf  

PCdiaLrjcpaticntswcrecnrol】edinAfrica．  

Tilblcsl乙md2showlhcl一一OStn’cquentlyrcportedadvcrsereactions（≧3％）inadultsand  

Childrenrcspcclivclywhorcceivcdthe6－doscreglmCnOfCoartcmTablcts．Advcrsc  

rcactionscollcctcdinclinicaltrialsincludedsignsandsymPlomsatbasclir］ebuloI－1y  

treatmentcmergenladvcrscevents，definedaseventslhatappearedorworsenedaLIcrthe  

Sla110ftreatmcnt，are］）1・CSCntedbelow・haduJIs，thcmostfrcqllentlyrcportcdadverse  

rcactionswerchc乙1dache，a110reXia，dizziness，andasthenia．Inchildrcn，theadverse  

reactionswcrcpyrexia，COllgh，VOmltlng，anOreXia，andheadache．Mostadversercaclions  

Weremil（1，didnot）eadtodiscontinuationorstlldymedicatio7l，andresoIvcd．  

Inlimitedcomr）arativcstl】dics，theadversercaclionprofilcofCoilrtemTabletsappeared  

Simihrtothatofunother；lntimala†ja】regllnell．  

Discontil－uiltionofCoartemTabletsduetoadvcrsedrugreaCtionsoccurredinl．1％of  

pnticntstrcalcdwilhthe6－doseregimenovcr乙111：0．2％（1／647）inadultsandl．6％  

（21／1，332）inchildl－C11．  

T；一bJel：AdvcrscRcactionsOccurr）ngjn3％orMorcofAdu】tPalientsTreatc（Iin  

Clinici11Trjalswiththe6－doseRcgimcnofC｛）；一rtCmTal｝］cts  

Systcm Organ Class Prcfbrredtcrm   AdlIlts☆  

N＝647（％）   

NervOuSSyStemdisorders   Headache   360（56）  

Dizziness   253（3！））   

Metabolismandnutritiondisorders   Anorexia   260（40）   

Generaldisordersandadministrationsite  Asthenia   243（38）  

conditions  
Pyrexia   159（25）  

Chil】s   147（23）  

F幻i糾e   111（17）   

」√ 荒   



SystemOrganClass   Preferredterm   Adults☆  

N＝647（％）  

Malaise   
20（3）   

Musculoskeletalandconnectivetissue  A止血algia   219（34） 

disorders  
Myal由a   206（32）   

Gastrointestinaldisorders   Nausea   169（26）  

Vomitlng   113（17）  

Abdominal pain 112（17）  

Dia汀hea   46（7）   

Psychiatricdisorders   Sleepdisorder   144（22）  

ユnsomnia   
32（5）   

Cardiacdisorders   Palpitations   115（18）   

Hepatobiliarydisorders   Hepatomegaly   
59（9）   

BloodaJldlymPhaticsystemdisorders   Splenomegaly   
57（9）  

Anemia   
23（4）   

Resjratory，thoracicandmediastinaldisorders  Cough   37（6）   

Skinandsubcutaneoustissuedisorders   Pruritus  
24（4）  

RilSll  
21（3）   

Ear and labynnth disorders VertlgO   
21（3）   

Inftctionsandillfbstations   MalこIdは   18（3  

Nasop】1aけIlgltlS   
17（3）   

＊Adultpatientsde玩1edas＞16yearsoFage  

Table2：AdverseReactionsOccurrmgin3％orMoreofPediatricPatientsTreated  
inClinicaITriaJswiththe6－doseRegimenofCoartemTfIblets  

SystemoI－ganCl；lSS   PreferredTerm   Children＊  

N＝1，332（％）   

Generaldisordersandadministrationsite  PyTeXia   381（29）  

colldjtions  
Chi】】s  

72（5）  

Asthenia  
63（5）  

Fatigue   
46（3）   

ResplratOry，thoracicandmediastinaldisorders  Cough   302（23）   

Gastrointestinaldisorders   VomitiIlg   242（18）  

Abdominalpaln   112（8）  

Dia汀hea   100（8）  



System organ class PreferredTcrm   Childrcn＊  

N＝1，332（％）  

Na11Sea   61（5）   

hfbctionsandinfbstations   P】asmodiulnfhlcipilrum  224（17）  

infbction  

RlliI】ilis   51（4）   

Melabolisman【l】1ut】・itio11〔lisorders   AllOreXia   175（13）   

Ncl■VOuSSyStCm（lisorders   Heild；lClle   168（13）  

niヱZi11CSS   56！4）  

Dloo（，l；1ndlyn叩h；llicsystcm（lisor（1crs   SpIcTlOI¶egaly  124（り）  

A11Cl】1i；1   115（リ）   

rlepatobiliarydisordcrs   I－Icl）atO】11egaly   75（6）   

lnvestigations   ∧spartillc  51（4）   

こlIlli】10tranSfi：raSe  

incrcEISed  

MllSCLlloskeletalこIndconnectivetissuedisol・dcrs  3ワ（3）  

Myalgia   3ウ（3）  

SkillandsllbcutilnCOuStissuedisorders   Rasll   38（3）   

＊Chi）drcnde血edaspatients≦16ycarsofagc  

Clinicallysig11ificantildversercilCtionsrcportctlil川dults；md／orchildrcntrca（cdwithtl－C  
6－doseregll11CnOfCoartemTabletswhichoccurredinclinicalshldiesat＜3％regal◆dless  

O［callSalityarelistc（1be）’OW：  

Blood；lndlymphaticsysIc）ndisordcrs：eOSinophilia  

Eatandlubyrinthdisorders：liIlllitus  

Eyedisordcrs：COrUunCLivitis  

Gaslrointcslinnldisordcrs：COnStlP；ltion，dyspcpsia，dysphilgla，pePt］Culcer  

Gcneraldisordcrs：gaitdjsturbance  

Infbctionsandinftstations：abscess，aCrOdermatitis，bronchitis，earinlもction，  
gastrocnte．TiLis，helmi1一thicinfbctio7一，hookwormil血ction，impetlgO，influenza，  

lowerresr）iratorytractinfbction，malaria，naSOPharyngltlS，Oralherpes，  

PneumOn）a，rCSl）1ratOrytraCtinLbction，Subcutaneousabscess，upPerreSplratOry  

tractinfbction，urinarytractinfbction  

Investlgations：alanineaminotral－Sftraseincrea？ed，ilSpartateaminotranSfbrase  
il】CreaSedhem＝ltOCritdecfeased，1ymphocytemorpllOlogyabnormal，platelctcount  

decreased，Plateletcountincreased，Whitebloodcellcountdecreased，Whiteblood  
cellcountincreased  

Metabolismandnutritiondisorders：hypokalemia  

8   



MusculoskeletalandconnectivetissuedisoTders‥backpain  

NervOuSSyStemdisorders：ataXla，ClonlユS，貧nemotordelay，hyperrenexia，  
hypoaesthesia，nyStagmuS，tremOr  

Psychiatricdisorders：agltation，mOOdswlngS  

Renalandudnarydisorders：hematuna，prOteinuria  

ResplratOry，thoracicandmediastinaldisorders‥aSthma，pharyngo－1aryngealpaln  

Skinandsubcutaneoustissuedisorders：urticaria  

6．3PostmarketingExperience  

The王bllowlngadversereactionshavebeenidentifiedduringposLapprovaluseof  
CoartemTablets．Becausetheseeventsarereportedvoluntari1yh－OmaPOpulationof  

uncertainsize，itisnotalwayspossibletoreliablyestimatetheir丘equencyorestablisha  
CauSalrelationshiptodrugeXPOSure・  

● HypersensitivltylnCludingurticariaandangioedema＿Seriousski11reaCtions  
（bullouseruption）havebeenrarelyreported・  

7 DRUGINTERACTIONS  

7．1Ketocoll；lZOle  

Concurrentoraladmihistrationofketoconazole，apOtelltCYP3＾4inhibitor，＼Vithaslngle  
doseofCoartemTabletsresultcdinamodcrateincreaseinexposuretoartemethcr，  

dihydroarteI－1isinin（DHA，metabo】iteof；lTlemeu－er），andlumeLtlntrineinilStudyof15  
healthysu句ects．Nodosea可ustmentofCoarteJTITablctsisnecess；lryWhcna（7r11inistered  
Withketocona2．01eorotherpotentCYP3A4inhibitors・Howevcr，duetothepotcntinlfor  
increasedconcentrationsoflumefhntrillCWhichcou】dle；ldtoQTprolongation，Courtem  
Tabletsshou】dbeusedcnutiouslywithdrugSthatinhjbjtCYP3A4［seeけ匂rni］tgSand  
クrgcβ〟如／7∫P・ノ，∫・カノ〕・  

7．2PriorUseofMenoquine  

Administrationofthreedosesofmefloqulnefo1lowed12hourslaterbya6－dosereglmen  
ofCoartemTabletsin14healthyvolunteersdemonstratednoefftctofmefloqulneOn  

plasmaconccntrationsofartemetherortheartemethcr／DHAratio・However，eXPOSuretO  

lumefhntrir）eWaSreduced，pOSSiblyduetolowerabsorptlOnSeCOndarytoamefloqulnep  

induceddecreaseinbileproduction．Patientsshouldbemonitoredfordecreascdefficacy  
aJldfoodconsumptiorlShouldbeencot汀ngedwithadminislrationofCoartemTzlblets［sce  

I侮㌢如和がα和dダrec助〟0乃5P．刀andCJi乃如才P力β用〟COわt汐〃プ・現・   

7・3CYP3A4Metabolism：HormonalContraccptivesiIndAntiqRetroviralDrugS  
A鵬emetherinducesCYP3A4andbothartemetherandlumefantrinearemetabolized  
primarily by CYP3A4. 

CoartemTabletsmayreducetheeffectivenessofhormonalcontraceptlVeS．Therefbre，  

PatientsuslngOral，tranSdemalpalch，OrOthersystemichormonalcontraceptlVeSShould   



beadvisedtouseanadditionalnon－hormonalmethodofbirthcontrol［see搾匂rningsand  
乃・eCα〟よわ〝∫作．カmd（プ加血J川〝J■m〔JC（）Jw〝2．ガ］．   

Anti－Retroviraldrugs（ARTs），SuChasproteaseinllibitorsandnon－nuC7cosidereversc  
transcrlPtaSeinl1ibitors，artknowlltOllaVeVariablepattcrnSOfinllibilion，inductionor  
COmPetitionforCYP3A4．No丘）rmaldrugぺlrugintcraclionstudicsbctwccnCoartenl  
TilbletsnndARTshavcbccnperfbrmed．rTowcvc）・，CoarlcmTabletsshollJdbcuscd  

Cautious］ylnPatieJllson＾RTsasthcrcsu】tm；1ybcnni11CrCaSein］llmC伽1trinc  
COnCenlrationscatISingQ’rprolong；ltioTlOrildecreascinconccnlrこ11ioJISOftllCART  

rcsu］til】gil1lossofcmc；lCy，Or；ldccreaseinaTtClnClhcr肘1（】／orlumeLhnlriI】C  
COnCCllll■ationsresullingin）ossofanlimalari；11crncilCyOfCo；1rtCmT；lbIcts［sccl・Tbrrli／1gS  

〟′JdルビC〟〟／わ旧作・カa－－dCJ如才c√JJ川（J川J〝COわgγ〝2．刃】，  

7．4CYP21）6Sl］bstratcs  

LIImCねntrinci11hibitsCYP27）6i71Vilro．AdmhlistrationorCoartcmT；lblcLswilhLllPugS  
th；ltnre】一1Clabo】izcdbyCYP2D6mayslgniJIcall11yl11CrC；lSePl；lSmaCOnCCnlralio一一SOfthe  
CO－n（17T］inistereddruga71dincrc；lSClhcriskofa（IvcrsccfTbcts，ManyofthcdrugS  
mcfaholizedbyCYP2D6ca11PrO】ongthcQTintcrvi11乙mdshouldnotbcadministcrcd  
WithCoarLemTilblctsduc10th叩OtCnlialaLldilivecrfbcLo11tllCQTinlcrv；ll（e．g．，  
nccilinidc，imipralllinc，amitriJ）lylinc，Clomiprami11e）［scc肋mi17gSa71dPrccalJlio］LS  
P・J，∫．りalldC7わ豆c“け長の7〃〟COわ紗〃2・ガ］．   

7．5SelluentiaIUseorquimi－1e  

＾singledoseofintravc］10uSquinine（10mgn（gbodyweight）concurrentwiththcfinal  

doscofa6ィloscreg）mCnOfCoartcmTab）ctsdcmonslr；11ednoefrbc10fintrilVC110uS  

（luil－ineonthcsystemicexposurcofl）HAorlumchntrillC・Qui11ineexposurewasalso  
nota7tercd．ExposuretoarleTlletherwasdecrease（LThisdccrcascinartemcthcrcxposllrC  
jsnotthoughttobec7inica11yslgn浦cant．However，qulniIleamIotherdrugsth；11proIong  
theQ’rir・tCrValshouldbeusedcaulious）yfbJlowingtreatmcntw川一CoartemT；ll－lcIs（luc  

tothclor）geliminalionha】fliLbof、1umchntrincan（1thepolenti；llfbr；l（1ditiveQTcffbcts．  
［scc肋川加卵αJJdPrec“JJわ旧作．刀弧dCJ加／00ノアカ〟r′〝〟COわの′・〝2．カ】．  

8 USEINSI〉ECIFICPOl〉ULATIONS  

8．1pregllanCy  

Pregnancy Calcgory C 

S；lfbtydata什omallObscrvationalprcgnancystudyofappro不imately500pregnil】1t  
WOmCnWhowereexposcd10CoartemTablcts（includingathirdofpatientswhowcre  

exposedinthe丘rsttrimester），andpub）isheddataofoverlOOOpregn乙IntPatientswho  

WereeXPOSedtoartemisininderivatives，didnotshowanincreaseinadversepregnancy  
OutCOmeSOrteriltOgCniceffbctsovcrbackgro11rldratc．   

TheefncacyofCoartemTabletsinthetreatmentofacute，unCOmplicatedmalariain  
PregnantWOmenhasnotbeenestablished・  
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Coar［emTabletsshouldbeusedduringpregnancyoIllyifthepotentialbenefitjustifies  
thepotentialrisktothefttus．   

PregnantratSdosedduhngtheperiodoforganogpnesisatorhigherthanadoseofabout  

halfthehighestclinicaldoseofl120mgartemether－lumefantrineperday（basedonbody  
ヲurfacearFaCOmparisons），Showedincreasesinftta1loss， 

． 

thehighestclinicaldose．Similarly，dosinginpregnantrdbbitsa‡aboutthreetimesthe  
Clinicaldose（basedonbodysurfacareaCOmparisons）resultedinabortions，  

Preimplantationloss，POStimplantatlOnlossanddecreasesinthenumberoflivefttnses．  
Noadversereproductiveefftctsweredetectedinrabbitsattwotimestheclinicaldose．  
Embryo－fttallossisaslgn漬cantreproductivetoxiclty．Otherartemisininsareknownto  

beembryotoxicinanimais．However，becausemetabolicpronlesinanimalsandhumans  

aredissimi】ar，artemetherexposuresinan血alsmaynotbepredictiveofhuman  

exposures［seeNonclinicalTbxicology〃3．Z）］．Thesedatacannotru1eoutanincreased  

hskfbrearlypreg7－anCy】ossorfttaldeftctsinhumans．  

8．3NllrSit）gMothers  

Itisnotknownwhetherartemetherorlume鈷ntrineisexcretedinhumanmilk．Because  

manydrugsareexcretedinhumanmi1k，CautionshouldbeexercisedwhenCoartem  
TabletsareadministeredtoanurslngWOman・Anirnaldatasuggestbothartemetherand  
Iumefantrineareexcretedintobrea5tmilk・Thebene王itsofbreastftedingtomotherand  

infantshouldbeweighedagainstpotentialrisk貞一Omir）fantexposuretoartemetherand  
lumehnthnethTOughbreastmilk．  

8．4PedifItricUse  

ThesafttyandeffectivenessofCoartemTabletshavebeenestablishedforthetreatment  
Ofacute，unCOmplicatedmalariainstudiesinvolvingpediatricpatientsweighing5kgor  

more［seeClinicalSiudies〃4・1）］・Thesafi；tyandefficacyhavenotbeenestablishedin  
Pediathcpatientswhoweigh1essthan5kg．Children丘■OmnOn－endemiccountrieswere  
notincludedinclinicaltrials．  

8．5Geri；ltricUse  

ClinicalstudiesofCoartemTabletsdidnotincludcsufficientnumbersofsubjectsaged  
65yearsandovertodcter！ninetheyrcsponddifferenりy丘omyoullgerSu句ects．h  
general，thegrcater丘equcncyofdccrcascdhcpatic，renal，OrCardiac山11Ction，andof  
COnCOmitantdiseaseorotherdrugtherapylneldcrlypatientsshouldbeconsidercdwhen  
PreSCribingCoartemTablcts．  

8.6 Hepatic and Renal Impairment 

Nospecほcpharmacokineticstudieshavebeenperfbrmedinpatientswitheitherhepatic  
Orrenalimpalrment，CoartemTabletshavenotbeenstudiedfbrefhcacyandsafetyln  

patientswithseverehepaticand／orrenalimpalrment・Nodosageadjustmentisnecessary  
inpatientswithmi1dtomoderatehepaticand／orrenalimpairment【seeDosageand  
．一ふ川ご川‥′いり／∴／J・＝＝＝上川ご′ごゝご、ヾ・り；、′●／’′・t・‥！爪・∫∴ヾ！て′－り  

ll   



10 0VERpOSAGE  

Thcreisnoinformatiol10nOVerdoscsofCoartemT；lbletshigherthanthedoses  

rccomme】1dedfbrtrcatment．  

Incasesofsuspectedover【losage，SylT）PtOmaticandsupportivethcral）y，Whichwould  

incllldcECGandbloodc】cclro】ytemonilorlng，ShotlldbcgivcI－aSar｝PrOPriate・  

11Ⅰ）RSClモIPTION  

CoilrtCmTab】ctscontain；lLIxcdcombiTlaliot10ftwoanlimahrialactivcHlgredicnts，  

aT’lcmelhcr，il】一a］1emisinindcriv…ltivc，andlumefhntrinc．Bothcomponcnlsarcblood  

SCl－j7：OntOCidcs・Thechemicalnamcorartcmctheris（3R，5ilS，6R，8aS，9R，10S，12R，12aR）－  

dccahy（1roJO－melhoxy－3，6，9－1rinlethy）－3，12－ePOXy－127l－．）ymnO［4，3」］－】，2－  

bcnスOdioxep＝1C・ArtcTnClhcrisilWhitc，CryStilllinepowderlllalisn・CC］ysoll】b7ein  

こICCtOne，SO）ublcinrr）Ctl】；1nOl；ln（lclhこInO），；171（1praclici111yinsolul）1cinw；1tCr，Itll；lSthe  

CmplnCalfbrmlllaC16H2bO5withamolecularwcightof2リ8．4，andlhefbllowlng  

slmchlralfbmtlla：  

㍉人c巧  
0  

＝ユC一′  

Thcchemicalnamcoflumehntrincis（t）－2－dibt）ty）amino－1－［2，7－dichloro－9－（4－  

Chlorobcnzylidcnc）－9日－f）uoreneJトyl］cthanoJ・Lumc蝕Itrineisaye）low，CryStal】inc  

powdじrthiltis丘eelysolublcinN，N－dinlethy］Lbrmamide，Ch】orofbrnl，andethylacclate；  

SOlubleindichloromethanL3；Slightlysolubleincthano7andnlethanol；andinsolllb7cin  
Water．1thastheemplnCalformu】aC30H32C13NOwithamolecularweightof528．9，and  

thefo11owlngStruCturalformula：  
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原義  
ド／、、′〔＼  

し＼  

－■  

CoartemTabletsarefbroraladministrationEachCoartemTabletcontains20mgof  

artemetherand120mglumefantrine．Theinactivelngredientsarecolloidalsilicon  
dioxide，CrOSCarmellosesodium，hypromellose，magneSiumstearate，microcrystal1ine  

Cell11lose，andpolysorbate80．  

12 CLINICALPHARMACOLOGY  

12．1MechanismofAction  

CoartemTablets，a頁xeddosecombinationofartemethcrandlumefhtrineintheratioof  

l‥6，isanantimalarialagent［seeClinlcalPhar711aCOlogy〃2．4）］．  

1ヱ．3Pb‡lrmaCOkinetics  

．！／－ヾ日ソり∠！JJJ  

Fo1lowlngadministrationofCoartemTabletstohealthyvolunteersandpatientswith  

malaria，artemetherisabsorbedwithpeakplasmaconcentrationsrじaChedabo11t2hours  
afterdosing・Absorpt10nOflumefhntrine，乙Ihighlyljpophiliccompound，StartSafteralag－  

timeofupto2hours，WithpeakplasmaconccntrこItionsabout6to8hotlrSafter  
administration・Thesingledose（4tablets）pharmacokineticparamctersfbrartemethcr，  

dihydroartemisinin（DHA），anaCtiveantimalarialmetaboliteofartemether，and  
lumefhntrineinadultCヱ1uCaSianhealthyvo】untcersareglVeninTable3・Multipledose  
dataafterthe6－doscreglmCnOfCoartemTablctsinadultmalilriilPatientsareglVenin  

Table4．  

TfIb）e3‥SingleDoscPhf］rmaeOkincticPnr；lmCterSaforArtemcthcr，  

DihydroartemisiniI）（I）HA），nndLumeffmtrineunderFedConditions  

Study2102   Sttldy2104  
（n＝50）   （n＝48）   

Artemether  

C。t。X（ng／mL）   60．0圭32．5   83．8士59．7   

tm。詭）   l．50   2．00   
AUClast（ng・ll／mI，）   146士72．2   259土150   

t兄（h）   1．6士0．7   2．2±1．9   

DHA  

Cmax（n釘mL）   104士35．3   90．4土48．9   

tmax（h）   1．76   2．00   

AUCl。St（ng・h／mL）   284土83．8   285土98．0   

t某（ll）   1．6士0．6   2．2士1．5   

LumerantriIle  

Cmax（躇血L）   7．38士3．19   9．80土4．20   
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tmax匝）   6．01   8．00   

AUClnsL（pg・hhL）   158土70．1   243土117   

t佑（h）   101士35．6   119土51．0   

aMean土SDC。，；lX，＾UCl；lSt，t兄andMediantm。X  

FoodcnhanccsthcabsorptlOl－Ofbothartemetheral－dlumen11－trine・Inhealthyvolunteers，  

therelalivebioavailabilityofarlclnelherwasincrcase（1betwccIltWO－tOthree－fbld，and  

thatofltnTIC伽一trincsixtccn－fbldwhcnCoartcmTablctswcrctilkcnafterahigl一－ntmCal  

COml）；lrC（lunderたIStC（1conditions‥Pa血1tSS71Ou】dbec11COIJr咽CdtotakeCoar（em  

TilbletswitllamCi山ssoonilSfbodcanbcto】erilted［sccDosage〟／〃1Admi7Lis／ruIion  

〝．〃］・  

J）′．－／J・仏〟／わJI  

Arlcmcthcrilndlumefhnlrinearebothhigl一】yboundtohumallSCrumPrOteinsi7＝血・0  

（95・4％a－1d99・7％，TeSI）eCtivcly）．DihydroarlcmisinillisaIsoboundtohuma11Serum  

PrOteins（47％to76％）・Protcinbindingtohumilnp7asmapl・01ejnsis）inear．  

βわ什〟耶わ川J〟如  

Inhuma］11ivcrmicrosomesa11drccombinanlCYP450enzymCS，themctabolismof  

arlcmcthcrwascatnlyzcdr）rCdominantlybyCYP3A4／5・Dihydroartcmisinin（pHA）isan  
activemetaboliteofartemether・Themctabolismofarlcmethcrwasalsocatalyzedtoa  
lesserextentbyCYP2B6，CYP2C9andCYP2C19．D＝′iLrL｝Studieswilhartemetherat  

therapeuljcconcentralionsrevealednoslgr）incantinhibitionofthemetabo］icactivitiesof  

CYPl＾2，CYP2A6，CYP2C9，CYP2C19，CYP2D6，CYP2El，CYP3A4／5，and  

CYP4A9ノ11．  

DuringrepeatedadrninistrationofCoartemTab7cts，SyStemicexposureofartcmcther  

dccreascdsi即用cantly，Whi）cconcentrationsorDHAincrease（l，althoughnottoa  

Statislicallyslgni董icantdじgreC・Theartcmctbcr／DHAAUCratioisl・2a負craslngledose  

a）1dO・3a爪er6doscsglVCnOVCr3days．Thissuggestslhatthcrewasinductionof  

CYP3A4／5rcsponsiblcforthcl11Clabolismofnrtcmcthcr＿  

TllhumanlivcrmicrosomcsandinrccombinanlCYP450cnzymcs，lumefhntrincwas  

rrlCtabolizcdmainlybyCYP3A4todcsbutyト1uhlC血一trinc・Thcsystcmicexposuretothe  
mclaboljledcsl）lllyl－ll】mC伽一trincwas】cssthanl％oftheexposuretothcparc山  

COmPOund・1nvtLro，lumeLhnlrincsjgnificantlyinhibitstheactlVltyOfCYP2D6at  

therapeuticphlSmaCOnCCntTations．  

CautionisreconlmendedwhencombiningCoartcmTablctswithsubstrates，inhibitors，Or  

inducersofCYP3A4，eq）CCia】1yanti－retrOViraldrugSandthosethatprolonglheQT  

intcrval（巳g・，maCrOlidcantibiotics，pimozide，terfbnadine，nStemizole，Cisapride）［see  

勒和才〃がα〃dPrec〟〟Jfo耶作．J，エガ］．  

Co－administrationofCoartcmTablctswithCYP2D6substratesmayresultinincreascd  

PlasmaconcentrationsoftheCYP2D6substrateandincreasetheriskofadverse  
reactions・Inaddition，manyOfthcdrugSmetabohzedbyCYP2D6canprOlongtheQT  

lntemlandshouldnotbeadministeredwithCoartemTablctsduetothepotential  

additiveefftctontheQTinterval（e・g・，flecainide，imipramine，amitriptyline，  

Clomipramine）【see肋rningsandPrecauionsPJ，5．4）］．  
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gJわ血刀〟Jわ刀  

A五emetherandDHAarecleared丘omplasmawithaneliminationhalf－1iftofabout2  
hours・Lurnefantrineiseliminatedmoreslowiy，Withateminalhalf－1if己of3－6daysin  

healthyvolunteersandinpatientswithjblcわarummalaria．Demographiccharacteristics  

SuChassexandweightappeartohavenoclinical1yrelevantefftctsonthe  
pharmacokineticsofartemetherandlumefantrine．  

NourinaryexcretiondataareavailablefbrhumanS．hanimalstudies，artemether  

metaboliteswerelargelyexcretedintheurine・However，urinaryexcretionofartemether，  

111mefantrineandlumefantrinemetaboliteswasnegiigible．Vnlileanimaldataare  
infbrmative，theydonotalwayspredicthumanresults．  

／／tJ＝／J＝′川りい′ミJ‖川J）′J山JU〃†  

Nospecほcpharmacokineticstudieshavebeenper良）medinpatientswitheitherhepatic  
Orrenalimpaimlent［seeDosageandAdhinistrationP．4）］．  

／・）亡てノ扁J／イし1P‘〟Jビ／J／．ゞ  

ThePKofartemcthcr，DHA，andlumefantrinewereobtainedintwopediatricstudiesby  

SParSeSamPlinguslngaPOPulationbasedapproach．PKestimatesderived丘oma  

COmpOSitepiasmaconcentrationpro丘1efbrartemether，DHA，andlumefhntrineare  

PrOVidedinTable4・  

Systemicexppsuretoartemether，DHA，andlumefantrine，Whendosedonamg戊gbody  

WeightbasislnPediatricpatients（当to＜35kgbodyweight），iscomparabletothatofthe  

recomnendeddosingreglmeninadultpatients．  

i5   



TfIble4：Summ；lryOfPl］armaeOki］1eticPammetersfbrLumcfhntrine，Artemetller  

andI）HAi7）PcdjfLtric；lndAdultPatientswithMa）fIriaFoITowingAdministmtioJ10f  

lTl．ercare477childrc一一fbrlhc．t”TICn”1triTICphmaeokincticI肌nlCtCrS；n，rnrtCmClheran（Jdi－1ytlron7Lcm抽一一inp一＝rmaCOkincljc  
paramcteTSlht：Te；lrt＝55，29，imtI8cIlildrcnrorll－C5to＜15，15to＜25andtJIC25to＜35kgじrO叩S．TL！SPCCtivcly．  

2mrca－CatOt：，lo［181adutlSfbr］u一一一Crh7－1rhlCPhamucokiT－eticparamctcr川1datot’t7or25n（．ultsn，raItCmCLhcrand  
dil－y（lrt）arlllC－－1isinphaローⅥCOkincticpamnlCIc円．   

Gピノイ〟Jr／cf）βJig〃／∫  

Nosr）eじificphmacokincticstudieshavebeenpcrformedinpaLicntsolderthan65years  
OragC．   

独力〟極  

左ユゴ出血；血q（ぐ′J吐二王四ヨせ 

Co11CurrentOraladministrationofketoconazole（400mgonDaylfo1）owedby200mg 
Ondays2，3，4iuld5）withCoartemTablcts（singledoseof4tabletsof20mg  

artclnelhcr／120mgl叩1Cfhntrinepertablct）withanleallcdtoa11incrcilSCinexposurc，in  

tcrmsofarcaunderlhccurve（AUC），Ofartcmelhcr（2．3－fbld），DHA（1．5fo1d），and  
）umchntrhc（1・6－Lbld）in13healthys叫ects・ThcpharmacokinclicsofkctocnaZOle  

WCrenOteValuatcd・Bascdonthisstudy，doseaqjustmcntofCoElrtCmTabletsIS  

COnSidcredunnecessarywhenadministeredwithkctoconazoIcoroulCrCYP3＾4  
inhibilors．Howevcr，duetothcpotentialforincrcasc（1concentrationsoflumehntrinc  

Whichcouldlじnd10QTprolongation，CoartemTabletsshouldbeusedcautiouslywith  

OthcrdrugSthatinhibitCYP3A4（e．g．，anti－retrOViraldrugS，maCrOlideantibiotics，  

antidepressants，imidazoleantifungalagents）［seeWbrningsandPrecautionsP．1，5．3）］．   

A価血血b血流  

Theoraladministrationofmefloqulnein14healthyvolunteersadministeredasthree  

dosesof500mg，250mgand250mg，fo1low9d12hourslatqrbyCoartemTablets（6  

dosesof4tabletsof20mgartemether／120mglume血trinepertablet），hadnoeffbcton  

Plasmaconcentrationsofartemetherortheartemether／DHAratio．hthesamestudy，  

therewasa30％reductioninCmaxand40％reductioninAUCoflumefantrine，POSSibly  

duetolowerabsorpt10nSeCOndarytoamenoqulne－induceddecreaseinbileproduction．   

16  

‾ ’  威  



Intravenousadministrationofasingledoseofquinine（10mg耽gbodyweight）conurrent  
withthelastdoseofa6－dosereglmenOfCoartemTabletshadnoefftctonsystemlC  
expostlreOfDHA，1umefantrineorquminein14healthyvolunteers．MeanAUCof  

artemetherwere46％lowerwhenadministeredwithquininecomparedtoCoartem  
Tabletsalone．Thisdecreaseinartemetherexposureisnotthoughttoノbeclinically  
Slgnificant．However，qul11i】1eShouldbeusedcautiouslyinpatientsfo1lowlngtreatment  

withCoartemTabletsduetothelongeliminationhalf－1ifeoflume蝕Itrineandthe  

potentialfbradditiveeffbctsonthcQTinterval［seef侮mingsandP7・eCautionsP．Z）］．  

d乃r～」ieJrovJrαJ上）r〃  

Nofbrmaldrug－druglnteraCtionstudiesbetweenCoartemTabletsandAnti－Retroviral  

drugS（ARTs），SuChasproteaseinl1ibitors，nOn－nuCleosidereversetranscriptaseinhibitors，  

havebeenperfbrmed・DuetovariablepatternSOfiI血ibition，inductionorcompetitionfor  

CYP3A4withallti－relroviraldrugS，CoartemTabletsshouldbeusedcautiouslyln  

patientsonARTsastheresultmaybeanincreaseinlumefhntrineconcentrationscauslng  

QTprolongation，adecreaseinconcentrationsoftheARTrcsultinginlossofe躇cacy，Or  

adecreaseinartemetherand／orlumefhntrineconcentrationsresultinglnlossof  
antimalariale躇cacyofCoa頭emTablets［seefybrningsandPrecautio77SP－3）］．  

月br椚0乃α／CβJ‡JれコCe  

Nofbrmaldrug－druglnteraCtionstudiesbetweenCoartemTabletsandhormonal  
COntraCePtlVeShavebeenperfbrmed．However，artemethermayinduceCYP3A4／5，  

reducingtheefftctivenessofhormonalcontraceptives［seemlrningsandPrecauiions  

P＿カ］．  

12．4MicrobioIogy  

牲しノ＝′J？・用いノいいノJ  

CoartemTablets，afixedratioofl：6partsofartemetherandlumefhtrine，reSPeCtively，1S  

anantimalariE11agcnt．A貞emetherisrapidlymetabolizedintorlnaCtivemet；1l）0】itc  

dihydroartemisinin（DHA）．Theanti－malarialactivityofartemetherandDHAhasbeen  

attributedtoendopcroxidcl一一Oiety．Theexactmecllanismbywhichlumehntrine，eXertS  

itsanti－malarialeffbじtisnotwelldelined．AvailabledatasuggestlumC免1ntrincinhibits  

thefbrmationofP－hcmatinbyfbrmir）gaCOmPlexwithhcmin．Bothartcmctherand  

lumehntrinewereshowntoinl1ibitnucIcicacidandproteinsymthesis．  

ノ〃I・擁て）（川（ブナJJI■■汀し）  一」（、〃l・f   

ArtemetherandlumefhntrineareactiveagainstthccrylhrocyticstagcsofPlasmodium  

．／′／・・∫ハ汁冊・  

月e∫′∫／〟J7Ce  

StrainsofP．j2IIc¢an［mwithamoderatedecreaseinsusceptibilitytoartemetheror  

lumefhltrinealonecanbeselectedtnvitroorinvivo，butnotmaintainedinthecaseof  
artemether．Theclinicalrelevanceofsuchanefftctisr）Otknown．  
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12．5Efrbctsonthc7ucetrocardiogr  

haheallhyadultvo】unlccrpara11e）groupstudyi11Cludingap】accbo；lndmoxifloxacin  

CO71trOlgroup（n＝42l）Crg）・0叩），theadmj11islr；1tionoflhe6，doseregimcnofCoartCm  
T＝一bletsw…1SnSヲOCiiltC（lwithprolongalioT－OrQTcF（Fridericia）・FoIIowingadmh－islration  

Ofi16－（losercg‖11CnOfCoarlemTabletscol－Sistingof41abletsperdose（tolil］or41ablets  

Of80nlgilrtemCLhcr／48Omglumelもntrjlle）tilkeJIWithfbod，themaximummeallChange  
liombasclincilndpIaccboa4iusledQTcFwas7．5nlSCC（トsidcd95％UppcrCI：1lmscc）．  

n）ereWaS；lCOnCCI11r；llion－（1epcndcntincrcaseiIIQTcF払r）l】meLhnlrine．   

lnclinic；11t］’i；llscoll（Jt］CtCdinchil（1rcn，nOP；llienthildQTcF＞500mscc．Ovcr5％or  

P；llie∫1tS］1；一（l；1nhlCrC＝tSじi】】QTcFofovcr60nlSCC．   

Tnclinicaltl‾ialsconLlucIcdilladu］ts，QTcF7）rOJongaliollOf＞500msccwasrcI）0】1cdin3  
（0．3％）ofpaticnts．Over6％ofadullslladaQTcl；increaseorovcr60mscc什ombasc）inc．  

13 NONCI」INIC人LTOXICOLOGY  

13・lCi）rCiJlOgCnCSis，Ml血IgCuCSis，Imp；urmeIltOrFcJ’ti］ity  

胸裏  

CarcinogenlCltySllldicswerenotconductcd．  

肋／〟g（ヲ〃a一正  

Noevidcnceofmutagcniじitywasdetectcd．Thcartemether：ll］menlntdnecombination  
WilSeValualcdllSingtheSalmone／laandEゞCherichia／mammalian－microsome  
mut；lgCmCltyteSl，thcgenemutationtestwithChjnesehamstcrcellsV79，thecyLogencLic  
testonChincsehamslercellsinvitro，andtheratmicrorluCleustest，invivo．  

迦幽塑ぎ亜坤α  

PrcgnancyriltCSWCrC）■CJuccdbyaboutonehalrinfbmalcratsdosedfbr2to4wceks  
Withtheartcmethcr－1umcf加trinecombiIlaLionatlOOOmg／kg（about9timestheclinical  

doscbasedonbodysurJhceareacomparisons）．Maleratsdosedfbr70daysshowed  
章ncrei－SCSinabnormaIsl）Crm（87％abnom－al）andincrcascdlestesweightsat30mg／kg  

doses（aboutol－elhirdlhcclinicalLlose）．Higl一erdoses（about9timesthcclinicaldose）  

resultedindecrcascdspermmotilityandlOO％abnormalspermCel）s．  

13・2ArliTTl；l】Toxico］ogyand／orPharmaco］ogy  

廻！：（J（（せ〔、J亘f：71蝉由り・  

Pregnantratsdosedduringtheperiodofor苧anOgeneSis，atOrhigherthan60mgn（g／day  

Withthcartemether－1umehntrinecombinatlOn（adoseabouthEIlfthehighestclinjcaldose  
basedonbodysurhceareacompa9sons），Showedincreasesinthenumberofdead  

fbtuses，earlyreso11）tlOnSandpostlmplanlalionlosscs．Noadverseefrbctswereobserved  
inanimalsdosedat40mg／kg（aboutollethirdtheclinicaldose）．Similarly，dosingin  

pregnantrabbitsat175mgn（g／day（；lboutthreetimesthehighestclinicaldosebasedon  
bodysurfaceareacomparisons）resultedinabortions，Preimplantationlosses，POSt  

lg   




