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● Coadm】nlStratlOnWlthCYP3A）nhlbltOrS，inc】udingproteaselnhIbltOrS   

（exceptt】PranaVlr／ntonav】r）anddelavlrdine，Wi）lhlCreaSethe   
COnCentrat）OnOfSELZENTRY（7］）  

● Coadmln］Strat］OnW11hCYP3Alnducers，1nCLud］ngefavlrenZmaydecrease   
theconcentratlOnOfSELZENTRY（71）   
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● SELZENTRYshouldonlybeusedlnPregnanlwomenLflhepotentlaJ   
benefiりustlfiesthepotentialnsktothefetus（81）  

● Therearenodataavallable］nPed】atrlCpatients，thereforeSELZENTRY   
Shouldnotbeused】nPa11entSく16yearsofage（84）   
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FULLPRESCRIBINGINFORMATION  

HepatotoxicityhasbeenreportedwithSELZENTRYuse．Evidenceofasystemicallergic  
reaction（e．g．，Pruriticrash，eOSinophiliaorelevatedIgE）priortothedeve）opmentof  
hepatotoxjcitymayoccur．PatientswithsignsorsymptomsofhepatitisoralJergiereaction  
fb‖0winguseofSELZENTRYshou）dbeevaluatedimmediateIy［see肋mit聯q〝d  
ルビc“JJわ〝∫任〃I．  

） INDTCATIONSANDUSAGE   

SELZENTRY，incombinationwithotherantiretroviralagents，isindicatedfbrtreatment－  
experiencedadultpatientsinfヒctedwithonlyCCR5－trOpicHIV－1detectable，Whohaveevidence  
OfviralreplicationandH7V－1strainsresistanttomu］tipleantiretroviralagents．  

ThisindicationisbasedonanalysesofplasmaHIV－1RNAlevelsintwocontrolledstudiesof  
SELZENTRYof24weeksduration．Bothstudieswereconductedinclinicallyadvanced，3－Class  
antiretroviral（NRTI，NNRTI，PI，Orenfuvirtide）treatment－eXperiencedadultswithevidenceof  
HIV－1replicationdespiteongolngantiretroviraJtherapy．   

ThefbllowlngPOlntSShouldbeconsideredwheninitiatingtherapywithSELZENTRY：  

・TropismtestlngandtreatmenthistoryshouldguidetheuseofSELZENTRY・   

・UseofSELZENTRYisnotrecommendedinpatientswithdual／mixedorCXCR4－trOplC  
HIV－1asefncacywasnotdemonstratedinaphase2studyofthispatientgroup・   
・ ThesafbtyandefncacyofSELZENTRYhavenotbeenestablishedintreatment－naTve  
adultpatientsorpediatricpatients．   

TherearenostudyresultsdemonstratingtheefftctofSELZENTRYonclinicalprogressionof  
HIV－l．  

2  DOSAGEANDADMINISTRATION  

TherecommendeddoseofSELZENTRYdif龍rsbasedonconcomitantmedicationsdueto  
druginteractios（SeeTablel）・SELZENTRYcanbetakenwithorwithoutfood・SELZENTRY  
mustbegivenlnCOmbinationwithotherantiretroviralmedications．   

Tablelgivestherecommendeddoseaqiustments［seeDruglnteractions（7．1）］．  

Tab】elRecommendedDosingRegimen  

CYP3Ainhjbnors（WithorwjthoutaCYP3Ainducer）inc］uding 
● PrOtea5einhibitors（excepttjpranavir／rltOnaVir）   

150mgt両cedaiIy  
●  delavirdine  

・ketoconazo】e，1traCOnaZOle，C）arlthromycln，  
● OtherstrongCYP3Ainhibitors（e．g．，nefazadone，te机hromyc血）   
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ne．alINRTIsandenfuvlrtide   30Omgtwtceda‖y  

600mgtw忙eda申   

Otherconcomltantmed－Cat】OnSJnC】ud．ngtlPranaVlr／rltOnaVlr，neV】raPl  

CYP3Alnducel’S（WlthoutastrongCYP3A】nhlbitor）lnCludlng  

●  efもvlrenZ  

●  nf加1PIn   

・ Carbamazeplne，PherlObarbltal，andphenytoln  

3 DOSAG E FORMS AND STRENGTHS 

・150mgblue，OValfilmcoatedtabletsdebossedwith”Pfizer”ononesideand“MVC  
】50”ontheother  

・300mgblue，OValnlmcoatedtabletsdebossedwith“Pfizer”ononesideand“MVC  
300”ontheother   

4  CONTRAINDICATIONS  

None   

5  WARNINGSANDPRECAUTtONS  

5．1Hepatotoxiciけ   

AcaseofpossibleSELZENTRY－inducedhepatotoxicitywithallergicftatureshasbeen  
reportedinastudyofhealthyvolunteers．Inaddition，anincreaseinhepaticadverseeventswith  
SELZENTRYwasobservedduringstudiesoftreatment－eXPeriencedsubjectswithHIVinftction，  
althoughthere 

． 

withsignsorsymptomsofhepatitis，OrWithincreasedlivertransaminasescombinedwithrashor  
Othersystemicsymptoms．   
Thesa托tyandefncacyofSELZENTRYhavenotbeenspecinca11ystudiedinpatientswith  
Slgnificantunderlyingliverdisorders．Instudiesoftreatment－eXPeriencedHIV－inftctedsu句ects，  
approximately6％ofsu句ectswereco－inftctedwithhepatitisBandapproximately6％wereco－  
infbctedwithhepatitisC．Duetothesmallnumberofco－inftctedsu句ectsstudied，nOCOnClusions  
Canbedrawnregardingwhethertheyareatanincreasedriskfbrhepaticadverseeventswith  
SELZENTRYadministration．However，Cautionshouldbeusedwhenadministenng  
SELZENTRYtopatientswithpre－eXistlngIiverdysfunctionorwhoareco－inftctedwithviral  
hepatitisB（）rC・   

5．2CardiovascuJarEvents   

Usewithcautioninpatientsatincreasedriskfbrcardiovascularevents．Elevensu句ects  
（1・3％）whorCeivedSELZENTRYhadcardiovasculareventsincludingmyocardialischemia  
and／orinfarctlOnduringthePhase3studies（totalexposure267patient－yearS），Whilenosubjects  
Whoreceivedplacebohadsuchevents（totalexposure99patient－yearS）・Thesesubiectsgenerally  
hadcardiacdiseaseorcardiacriskfactorsprlOrtOSELZENTRYuse，andtherelativecontribution  
ofSELZENTRYtotheseeventsisnotknown．   

WhenSELZENTRYwasadministeredtohealthyvolunteersatdoseshigherthanthe  
recommendeddose，SymPtOmaticposturalhypotensionwasseenatagreater丘equencythanin  
Placebo．However，WhenSELZENTRYwasglVenattherecommendeddoseinHIVsuQjectsin  
Phase3studies，POSturalhypotensionwasseenataratesimi1artoplacebo（approximatelyO・5％）・  
CautionshouldbeusedwhenadministeringSELZENTRYinpatientswithahistoryofpostural  
hypotensionoronconcomitantmedicationknowntoIowerbloodpressure・  
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5.3 lmmune Reconstitution Syndrome 
Immunereconstitutionsyndromehasbeenreportedinpatientstreatedwithcombination  
antiretroviraltherapy，1nCludingmaraviroc・Duringtheinitialphaseofcombinationantiretroviral  
treatment，patientswhoseimmunesystemrespondsmaydevelopaninnammatoryresponseto  
indolentorresidualopportunisticinftctions（SuChasinfectionwith坤′CObacleriuavium，  
CytOmegalovirus，Pneumoqystisjirovecii，A少cobacteriumtuberculosis，OrreaCtivatlOnOfHe7PeS  
SimplexandHe77？eSZOSter），Whichmaynecessitatefurtherevaluationandtreatment．   

5．4PotentialRiskorlnfもぐtion   

SELZENTRYantagonizestheCCR5co－reCePtOrlocatedonsomeimmunecells，and  
therefbrecouldpotentiallyincreasetheriskofdeveloplnginftctions・TheoveraIlincidenceand  

SeVerityofinftction，aSWe11asAIDS－denningcategoryCinf己ctions，WaSCOmparableinthe  
treatmentgroupsduringthePhase3studiesofSELZENTRY．Whiletherewasahigherrateof  
CertainupperreSPlratOrytraCtinftctionsreportedintheSELZENTRYarmcomparedtoplacebo  
（20・0％versusll・5％），therewasalowerrateofpneumonia（2．1％vs4．8％）reportedinpatients  
receivingSELZENTRY・AhigherincidenceofHerpeSvirusinftctions（11．4perlOOpatient－  
years）wasalsoreportedintheSELZENTRYarmwhena4iustedfbrexposurecomparedto  
p】acebo（8・2perlOOpatient－yearS）．Patientsshouldbemonitoredcloselyforevidenceof  
inftctionswhilereceivingSELZENTRY．   

5・5PotentialRiskorMalignancy   

WhilenoincreaseinmalignancyhasbeenobservedwithSELZENTRY，duetothisdrug’s  
mechanismofactionitcouldafftctirnmunesurveillanceandleadtoanincreasedriskof  

malignancy．Long－termfbllow－uplSneededtomorefu11yassessthisrisk．   

6 ADVERSEREACTIONS   

6.1 CIinical Trials Experience 
ThesafttyproⅢeofSELZENTRYisprimari1ybasedon840HIV－infbctedsubjectswho  
receivedatleastonedoseofSELZENTRYduringtwoPhase3trials，Atotalof4260fthese  
Su叫ectsreceivedtheindicatedtwicedailydosingreglmen，   

Assessmentoftreatment－emergentadverseeventsisbasedonthepooleddatafromtwo  
Studiesinsu句ectswithCCR5－trOPicHIV－1（A4001027andA4001028）．Themediandurationof  

maraviroctherapyfbrsu切ectsinthesestudieswas34weeks，withthetotalexposureon  

SELZENTRYtwicedailyat267patient－yearSVerSuS99patient－yearSOnplacebo・The  

populationwas89％maleand84％white，Withmeaヮageof46years（range17－75years）・  

Su切ectsreceiveddoseequlValentsof300mgmaravlrOCOnCeOrtwicedaily．   

BecauseClinicaltrialsareconductedunderwidelyvarylngCOnditions，adversereactionrates  
Observedintheclinicaltrialsofadrugcannotbedirectlycomparedtoratesintheclinicaltrialsof  
anotherdrugandmaynotrenecttheratesobservedinpractice・   
ThemostcommonadverseeventsreportedwithSELZENTRYtwicedailytherapywith  
frequencyrateshigherthanplacebo，regardlessofcausality，WereCOugh，PyreXia，upper  
resplratOrytraCtinfヒctions，raSh，muSCuloskeletalsymptoms，abdominalpalnanddizziness・  
AdditionaladveTSeeVentSthatoccurredwithoncedailydosingatahigherratethanbothplacebo  

andtwicedai1ydosingwerediarrhea，edema，influenza，eSOphagealcandidiasis，Sleepdisorders，  
rhinitis，paraSOmnias，andurinaryabnormalities．Inthesetwostudies，theratesof  
discontinuationduetoadverseeventswere3．8％insubjectsreceivingSELZENTRYtwicedaily  
＋optimizedbackgroundtherapy（OBT）comparedto3・8％inthoserecei†ingplacebo十OBT・  
MostoftheadverseeventsreportedwerejudgedtobemildtomoderatelnSeVerity．Thedata  
describedbelowoccurredwithSELZENTRYtwicedailydosing．  

Vers】On】902AugO7  

一4－   



Thetotalnumberofsubiectsreportinginftctions†ere214（50・2％）and80（38・3％）inthe  

SELZENTRYtwicedailyandplacebogroups，reSpeCtlVely・Correctlngfbrthelongerdurationof  
exposureor）SELZENTRYcomparedtoplacebo，theexposure－aqjusted什equency（rateperlOO  
Su句ect－year・S）oftheseeventswassimilar：126andl18fbrSELZENTRYandplacebo、  
respectively・   

Dizzinessorposturaldizzinessoccurredin8．2％and7．7％onSELZENTRYandplacebo，  
respeCtively，with2su切ects（0・5％）onSELZENTRYdiscontinuingtherapy（lduetosyncope，1  
duetoorthostatichypotension）versusIsubjectonpLacebo（0．5％）discontinuingtherapydueto  
dizziness．   

Treatment－emergentadverseevents，regardlessofcausality，fromA4001027andA4001028  
aresumrnarjzedinTab】e2．Selectedeventsoccumngat≧2％ofsubiectsandatanumerically  
higherrateinsu句ectstreatedwithSELZENTRYareincluded；eVentSthatocculTedatahigher  
rateonplaceboarenotdisplayed．  

Table2  

PercentageofStJbjectswithSeJect亡dTreaIment－EmergentAdYerSeEvents（AllCausality）   
（＞2％onSELZENTRYandatahjgherratecomF．aredtoplacebo）  

SIudiesA4001027andA400102S（PooledA爪alysis，Upto48Week）  

TwiceDaily－  a句ustedrate  

（Per100pトyrs）  （PerlOOpトyrS）  
PYE＝2（）7＊＊  PYE＝99＊＊  

■T＿■■■／   

（％）  （％）  

DISORDER5  
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▲」 
TwiぐeD如Iy★   adJusted rate 

（perlOOptTyrS）  （Per100pトyrS）  

PYE＝267■●  PYE＝99◆＊   

DISORDERS  

★300mgdoseequlValent  
…PYE＝pati亡nIy亡a円Ol亡叩OSure   

★＊＊MedDR＾HighLeveITerTnSareShowninordertogroupreIatedtermsfbra‖disordersexcepIIJ］fbctionsandInfbtatioTIS，  
WJlichshowsMedDR＾PreferredTermswiththebl】owLngrelatedterTnSgrOuPed：   

BroJtChitis：bronchitis，aCutebronchjtis，bacterialbronchitis  
Herpessimp］exinfktion：Herpess】mPlex，HerpesviruS，Herpesophtha］mlC，PrOCtltlSHerpes，  
Inf］tIenZa：tnnuenZa，innuenza－1ikelllness  
Pneumonia：Pneumonia，lobarpneumonla，PneumOniabactehal，bronchopneumonia  
Sjnt］Sitis：Sinusitis，aCuteSinusitjs，ChronicslnuSjtlS，SlnObronchitis  
UpperRespir3tOryInfbctjon：uPPerreSp】ratOrytraCtinfection，1aryng］tlS，1aryngopharyngltis，naSOPharyngItis，PharyngltlS，  
resplratOTytraCtlnfectioTl，rhlnitis，Vira】resplratOrytraCtlnfectlOn  

上e∫∫Co椚桝0〃」d／eJTeEve〝ね  

Thefo1lowingadverseevents【de貞nedasalwaysseriousbyMedDRA－Prefbrred一（Critical）－  
Terms］occurredin＜2％ofSELZENTRY－treatedpatients．Theseeventshavebeenincluded  
becauseOftheirseriousnessandeitherincreasedfrequencyonSELZENTRYorarepotential  
risksduetothemechanismofaction．Eventsattributedtothepatient’sunderlyingHIVinftction  
arenotlisted．   

CardiacDisorders：unStableanglna，aCuteCardiacfailure，COrOnaryarterydisease，COrOnaryartery  
OC us10n，myOCardialinfarction，myOCardialischemia   

HepatobiliaryDisorders：hepaticcirrhosis，hepaticfhilure，CholestatlCJaundice  

1nftctionsandInfistations：ClostridiumdifriciIecolitis，ViralmenlngltlS，pneumOnia，SePticshock  

Vers）On1902AugO7  
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MusculoskeletalandConnectiveTissueDisorders：myOSitis，OSteOneCrOSis，rhabdomyolysIS，  

Neoplasmsbenign，MalignantandUnspecified（includingCystsandPolyps）：abdominal  
1ymphoma，  CarClnOma，   

metastasestoliver，eSOPhagealcarcinoma，SquamOuSCellcarcinoma，SquamOuSCellcarcinomaof  
Skin，tOngueneOplasm（malignantstageunspecined）   

NervousSy：StemDisorders：Cerebrovascularaccident  

／、J／・仰、〟川二l、．抽′い′・仙〟〟い   

Table3showsthetreatment－emergentGrade3－4laboratoryabnormalitiesthatoccurredin  
＞2％ofpatientsreceivingSELZENTRY・   

Table 3 

MalimumSh拍inLaboratoryTestValues（Witbol－tRegardtoBase］ine）  
Jn亡idence≧2％ofGrade3－4＾bnorTnalities（ACTGCriteria）   

StudiesA4001027andA400102きげ00ledAnaIysis，Upto48Weeb）  

＜750／mm－  38  19  

7  DRUGINTERACTTONS  

7．1EffbctofConcomitantDrugsonthePharmacokineticsofMaraViroc   
MaravirocisasubstrateofCYP3AandPgpandhenceitspharmacokineticsarelikeIytobe  
modulatedbyinhibitorsandinducersoftheseenzymes／transporters・Therefore，adose  
叫ustmentmayberequiredwhenmaravirociscoadministeredwiththosedrugS【seeDosageand  
．lL山＝‖、J＝J・りJJ′ご′］．   

ConcomitantuseofmraVirocandSt・John．swort（hyperi？umperfbratum）orproducts  

contalnlngSt．Jolm一swortlSnOtreCOmmended・CoadministratlOnOfmaravirocwithSt・John’s  
wortisexpeCtedtosubstantia】lydecreasemaravirocconcentrationsandmayresultinsuboptlmal  
levelsofmaravirocandleadtolossofvirologlCreSpOnSeandpossibleresistancetomaraviroc・   
Foradd二itionaldruginteractioninfbrmationseeClinicalPharmaco］ogy〃2・3）・  

8  USEINSPECIFICPOPULATIONS  

8．1Pregnancy   
アreg〃d〃叩C‘7ナビgoγβ  
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Theincidenceoffヒtalvariationsandmalformationswasnotincreasedinembryofbtaltoxicity  
Studiesperfbrmedwithmaravirocinratsatexposures（AUC）approximately20－fbldhigherandin  
rabbitsatapproximately5－fbldhigherthanhumanexposuresattherecommendeddailydose（up  
tolOOOmg／kg／dayinratsand75mg／kg／dayinrabbits）・Duringthepre－andpost－natal  
developmentstudiesintheoffgpring，developmentoftheoffkpring，1nCludingf盲rtilityand  
reproductiveperfbrmance，WaSnOtaf托ctedbythematernaladministrationofmaraviroc．   
However，therearenOadequateandwe11－COntrO11edstudiesinpregnantwomen．Because  

animalreproductionstudiesarenotalwayspredictiveofhumanresponse，SELZENTRYshould  
beusedduringpregnancyonlyifclearlyneeded．  

．血Jれ・J′・＝＝＝／ハ・澤′刷九：l、〟しγ．、J′二I   

Tomonitormatemal－fttaJoutcomesofpregnantwomenexposedtoSELZENTRYandother  
antiretroviralagents，anAntiretroviralPregnancyRegistryhasbeenestabIished・Physiciansare  
encouragedtoregisterpatientsbyca））ingl－800－258－4263．   

8．3NursingMothers  
TheCentersfbrDiseaseControlandPreventionrecommendthatHIV－infbctedmothers  

rLOtbreast－fbedtheirinfhntstoavoidriskingpostnataltransmissionofHIVinfbction・  
StudiesinlactatlngratSindicatethatmaravirocisextensivelysecretedintoratmilk・Itisnot  
knownwhethermaravirocissecretedintohumanmi1k．BecauseofthepotentiaJbrbothMV  
transmjssionandseriousadversereactiorLSinnurs）nginfhnts，mOthersshouldbeinstructed  

nottobreast－ftediftheyarereceivingSELZENTRY．   

8．4PEDIATR［CUSE   

Thepharmacokinetics，Safttyandefncacyofmaravirocinpatients＜16yearsofagehavenot  
beenestablished．Therefbre，maraVirocshouldnotbeusedinthispatientpopulation・   

8．5GeriatricUse   

Therewereinsumcientnumbersofsu切ectsaged65andoverintheclinicalstudiesto  
determinewhethertheyresponddif托rently＆omyoungersubjects・Ingeneral，Cautionshouldbe  
exercisedwhenadministeringSELZENTRYinelderlypatients，alsoreflectingthegreater  
什equencyofdecreasedhepaticandrenalfunction，Ofconcomitantdiseaseandotherdrugtherapy・   

8．‘RenalImpalrment   

ThesafttyandefncacyofmaravirochavenotbeenspeCincal1ystudiedinpatientswithrenal  
impalrment，therefbremaravirocshouldbeusedwithcautioninthispopulatiorl．Intheabsenceof  
metabolicinhibitors，renalclearanCeaCCOuntSfbrapproximately25％oftotalclearanceof  
maraviroc．Maravirocconcentrationsmaybeincreasedinpatientswithrena‖mpalrment，  
especiallywhenCYP3Ainhibitorsarecoadministered．Patientswithacreatinineclearanceof  
lessthan50mL／minwhoreceivemaravirocandaCYP3Ainhibitormaybeatanincreasedrisk  
Ofadverseef稔ctsrelatedtoincreasedmaravirocconcentrations，SuChasdizzinessandpostural  

hypotension．Thus，Patientswithacreatinineclearanceoflessthan50mL／minshouldreceive  
maravirocandaCYP3Ainl1ibitoronlyifthepotentialbene丘tisftlttooutweightherisk，and  
theyshouldbemonitoredforadverseefftcts．   

乱7HepaticImpalrment   

Thepharmacokineticsofmaravirochavenotbeensufficientlystudiedinpatientswithhepatic  
impalrment．Becausemaravirocismetabolizedbytheliver，COnCentrationsarelikelytobe  
increasedinthesepatients［seeWbrningsandPrecau（ions作・1）］・  
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8．8Gender   

PopulationphamlaCOkineticpnalysisofpooledPhasel／2adataindicatedgender（ftmale：  
n＝96，23・2％ofthetotalpopulatlOn）doesnotafftctmaravirocconcentrations．Dosagea句ustment  
basedongenderisnotnecessary   

8．9Race   

PopulalionpharmacokineticanalysisofpooJedPhasel／2adataindicatedexposurewas  
26・5％higherinAsians（N＝95）ascomparedtonon－Asians（n＝318）．However，aStudydesigned  
toevaluatepharmacokineticdifYtrencesbetweenCaucasians（n＝12）andSingaporeaps（n＝12）  
Showednodif托rencebetweenthesetwopopulations．Only14BlacksubjectswerelnCludedin  
thepopulationpharmacokineticanalysis．Nodosageaqiustmentbasedonraceisneeded．  

10 0VERJ）OSAGE   

Thehighestdoseadministeredinclinicalstudieswas1200mg．Thedoselimltlngadverse  
eventwasposturalhypotension，Whichwasobservedat600mg．Whiletherecommendeddose  
fbrSELZENTRYinpatientsrecelVlngaCYP3AinducerwithoutaCYP3Ainhibitoris600mg  
twicedaily，thisdoseisappropnateduetoenhancedmetabolism．   

ProlongationoftheQTintervalwasseenindogsandmonkeysatplasmaconcentrations6  
and12times，reSpeCtively，thoseexpectedinhumansattheintendedexposureof300mg  

equivalentstwicedaily．However，nOSignificantQTprolongationwasseeninthestudiesin  
treatment－eXperiencedpatientswithHIVusingtherecommendeddosesofmaravirocorina  
SpeCificpharmacokineticstudytoevaluatethepotentialofmaraviroctoprolongtheQTinterval  
卜し・し・用＝山／ノル′・川りし・・車草J／∴り   

Thereisnospec浦cantidotefbroverdosewithmaraviroc．Treatmentofoverdoseshou）d  

COnSistofgeneralsupportivemeasuresincludingkeepingthepatientinasuplnepOSition，Carefu1  
assessmentofpatientvitalsigns，bloodpressureandECG．   
Ifindicated，eliminationofunabsorbedactivemaravirocshouldbeachievedbyemesisor  
gastriclavage・Administrationofactivatedcharcoalmayalsobeusedtoaidinremovalof  
unabsorbeddrug・Sincemaravirocismoderatelyproteinbound，dialysISmaybebenencialin  

removalofthismedicine．  

11DESCRIPTION   

SELZE二NTRY（maraviroc）isaselective，Slowlyreversible．smallmoleculeantagonistofthe  
interactionbetweenhumanCCR5andHIV－1gp120．BlockingthisinteractionpreventsCCR5－  
tropicHIV－1entrylntOCells．   

SELZENTRYisavailableasfilm－COatedtabletsfbroraladministrationcontalnlngeither150  
0r300mgofmaravirocandthefb1lowlnglnaCtivelngredients：microcrystallinecellulose，dibasic  
Calciumphosphate（anl1ydrous），SOdiumstarchglycolate，andmagnesiumstearate．Thefilm－COat  
［Opadry㊥I［Blue（85G20583）］containsFD＆Cblue＃2aluminumJake，SOyalecithin，  
POlyethyleneglycol（macrogo13350），POlyvinylalcohol，talcandtitaniumdioxide．   

Maravir－OCischemicallydescribedas4，4－difluoro－N－（（1S）－3－［exo－3－（3－isopropyI－5－methyl－  

4H－l，2，4－triazol－4－yl）－8－aZabicyclo［3・2・1］oct－8－yl］－1－Phenylpropyl）cyclohexanecarboxamide．   

ThemolecularfbrmulaisC29H4】F2N50andthestruCturalfbrmulais：  
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が〈N攣   
Maravirocisawhitetopalecoloredpowderwithamolecularweightof513．67．Itishighly  

SOlubleacrossthephysiologicalpHrange（pHl．Oto7．5）．  

12CLINICALPHARMACOLOGY  

12．1MechanismorActioII   

Maravirocisanantiviraldrug．［seeClinicalPharmacology〃2．4）］．   

12．2PharmacodyIlamics   
／・二v，り川′・し・〃ハイ…肌・几イ誹／一冊ん小   

Therelationshipbetweenmaravirocmeanpredictedplasmatroughconcentration（Cm．n）（l－9  
SamPlesperpatienttakenonupto7visits）andvirologicresponsewasevaluatedin973  
treatment－eXperiencedHIV－l－infbctedsu句ectsinstudiesA4001027andA4001028．TheCmin，  
baselineviralload，baselineCD4’cellcountandoverallsensitivityscore（OSS）werefoundtobe  
importantpredictorsofvirologicsuccess（definedasviralload＜400copies／mLat24weeks）・  
Table4illustrateStheproportionofpatientswithvirologicsuccess（％）withineachCminquartile  
fbr150mgtwicedailyand300mgtwicedailygroups．   

Tab】e4PatientswithVirologicSuc亡eS5byC．n．。（）u乱川i】e  

n MedianCml。   川〉■〉 b■‾ n MedianCmm ′〉 r－…■  

聯cJ∫0〃ぷecJroc（lr㌦ogr（〃〝   

ApIacebo－COntrOlled，randomized，CrOSSOVerStudytoevaluatetheef鞄ctontheQTinterval  

Ofhealthymaleandftmalevolunteerswasconductedwiththreeslngleoraldosesofmaraviroc  
andmoxinoxacin・Theplacebo－aqjustedmeanmaXimlTTl（upperl－Sided95％CI）increasesin  
QTcfrombaselineaflerlOO，300and900mgofmaravlrOCWere L2（0），－1（1），andl（3）msec，  
respectively，and13（15）msecformoxinoxacin400mg・Nosubiectinanygrouphadan  

lnCreaSeinQTcof≧60msecfrombaseline・Nosubiectexperiencedanintervalexceedingthe  
potentiallyclinicallyrelevantthresholdof500msec．  

12．3Pharmacoumetics  
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Table5 M亡an MhraYiro亡PharmacokinetiぐPararnet亡門  

．1h・り丁仰′り   

PeakmaravirocplasmaconcentrationsareattainedO・5－4hfo1lowlngSlngleoraldosesofl－  
1200mgadministeredtouninfbctedvolunteers・Thepharmacokineticsoforalmaravirocarenot  
doseproportiona）overthedoserange・   

TheabsolutebioavailabilityofalOOmgdoseis23％andispredictedtobe33％at300mg・  

MaravirocisasubstratefbrtheefnuxtransporterP－glycoprotein．  

J・／Jと・．イ＝り、川・【ノりりり＝／．け、り′丁・Jい＝   

Coadministrationofa300mgtabletwithahighfatbreakfastreducedmaravirocCmaxand  
AUCby33％inhealthyvolunteers・Therewerenofbodrestrictionsinthestudiesthat  
demonstratedtheefficacyandsafttyofmaraviroc［seeClinicalSludies（14）］L Therefbre，  
maravioccnbetakenwithorwithoutfbodattherecommendeddose［SeeDosageand  
hJ川JJ〃、〃・LJ／い′J・．1J．  

βf∫什fあ〟Jわ〝   

Maravirocisbound（approximately76％）tohumanplasmaproteins，andshowsmoderate  
affinityfbralbuminandalpha－1acidglycoprotein．Thevolumeofdistributionofmaravirocis  
approximately194L・  

AわJα占oJ′∫∽   

Studiesinhumansandinvitrostudiesusinghumanlivermicrosomesandexpressedenzymes  
havedemorLStratedthatmaravirocisprincipallymetabolizedbythecytochromeP450systemto  
metabolitesthatareeSSentiallylnaCtiveagainstHTV－l．InvitrostudiesindicatethatCYP3Ais  
themgorenzymeresponsiblefbrmaravirocmetabolism・Invitrostudiesalsoindicatethat  
polymorphicenzymesCYP2C9，CYP2D6andCYP2C19donotcontributesignificantlytothe  
metabolismofmaraviroc．   

MaravirocisthemqjorcirculatingOmpOnent（～42％drugrelatedradioactivity）followinga  
singleoraldoseof300mg［14c］－maraVlrOC．Themostsign沌cantcirculatingmetabolitein  
humansisasecondaryamine（～22％radioactivity）fbrmedbyN－dealkylation．Thispolar  
metabolitehasnosigni貞cantpharmacologicalactivity・Othermetabolitesareproductsofmono－  
oxidationandareonlyminorcomponentsofplasmadrugrelatedradioactivity．  

放creJわ〃   

Theterminalhalfこ1iftofmaravirocfb1lowlngOraldosingtosteady－Stateinhealthysubjects  
was14－18hours．Amassbalance／excretionstudywasconductedusingaslngle300mgdoseof  
14c－1abeledmaraviroc・Approximately20％oftheradiolabelwasrecoveredintheurineand76％  
wasrecoveredintheftcesover168hours．Maravirocwasthem叫OrCOmPOnentpreSentinurine  
（meanof8％dose）andfヒces（meanof25％dose）・Theremainderwasexcretedasmetabolites・  

／」八、J＝∫（－・仙・〃〃爪〃〃／り・町、・りJJ／八・／ソh〃・〃八八」一人川JJし・、・・JIJり＝＝ハヘ   

MaravirocisasubstrateofCYP3AandPgpandhenceitspharmacokineticsarelikelytobe  
modulatedbyinhibitorsandinducersoftheseenzyrnes／transporters・TheCYP3A／Pgpinhibitors  
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ketoconazole，1oplnaVir／ritonavir，ritonavir，SaqulnaVirandatazanavira11increasedtheC，naXand  
AUCofmaraviroc［seeTable6］．TheCYP3AinducersrifhmpinandefhvirenzdecreasedtheCnax  

andAUCofmaraviroc［seeTable6］．   
Tipranavir／ritonavir（netCYP3Ainhibitor／Pgpinducer）didnotafftctthesteadystate  
pharmacokineticsofmaraviroc・Co－trimoxazoleandtenofbvirdidnota胞ctthe  
Pharmacokineticsofmaraviroc（SeeTable6）・  
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