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MOZOBIL（pl亡dlahrinjectioⅡ），Sotu血nぬrSub仁山lameoustlSe  
Iniぬ量U・S・Appr研周たZ桝娼  

－－－－一一－－一一－－－－ CONTRA置NDICÅT10NS岬  
None（4）  

WARNINGS人NDPRECAmONS  
O TumorCe11MobillZationinLeukemJaPatIentS Mozobi‡maymoblIIZe   

ieukernICCeIIsandshoutdnotbeusedlnIeukemlaPatient5（5．‖  
。Hemato！og∫CE抒ict5：Increa5e（童c血uIatJngIeukocyfe5arlddecrease（5  

Plate）elCOuntShavebeenobseTVed．MonitorbIoodcetIcountsand  
P）ate‡etcountsdurlngMozobi）use（5－2）  

● Poten11alforTumorCellMobi王IZatlOn，Tumorcellsmav bereleasedftom  
marro＼～′durlngHSCmobi］izalionwtthMozobilandG－CSF Effecto［  
relnhs】OnOr†umOrCe侮15uJlklIOWI】（5．3）  

● PotentほⅠねrS口重enicR叩ture■Eval皿tepaiientswhorepDHlenupper  
abdom】n出and／orscapul訂OrShoulderpatn－（5・4）  

● Pregnancy Maycausefeta王harnlAdvisewomenno！10becomepregna川  
WhentaklngMozob汀（55，Sl）  

ーーINplCAT’10NSANDUSAGE－－  
Mozobli，ahema10pOletICStemCeItmob‖lZer，［S】ndlCaledlnCOmblnaこ！Orl  
wlthgTanu】ocyle－COlon〉lStlmulattngfactor（G－CSF〉tomobl】tze  
わematopD】efic5temCe】istotbepenpheralbloodforco】1ec盲1Dnandsubsequent  
autoiogoustmnsplaれtationinpatiel他Withnon－Hodgkin、slymphomaand  
multlplemyeIoma．（1）   

＿＿－∵DOSAGEANDADMINISTRAT］ON－∴－∵  
。InltlateMozobl呈treatmentafteTthepattenモhasreceIVedG－CSFonceda11v  

わr4days（21）  
・RepeatMozoblidoseupto4consecutiVedays▲（21）  
・Selectdoseba5edpnO24m野生gactualbodywe王かt（ユ＝  
・Admlnisterbysubcutaneousl【tIeCtionapproxlmatel〉！lhourspnoTtO   

lnltIat10110raPheresis（2．1）  
。RenallmPa）rment：ifcreatlnlneClearancelS≦50mL／mln，decreasedose  

byone一也1rdtoO16mg耽g．（2・3）  

叫ÅDVERSEREACT‡ON  
Mos！cOmmOnadversereactions（≧10％）．山a汀hea，nauSea，ねtlgue，【njeCt10n  
SiteTeaCtlOnS，headache，arthralgia，d12＝1neSS，andvomiting．（6）   

Torepo再SlTSPECTEDADVERSEREAC丁重ONS，C011細亡tGen町me  
Corp（■帽tion8tl一等77」MOZO81LorF工IAatl一き0¢－FDA－10880r  
W・Ⅲ乱gOY／medwa一頭   

See17fbrPATIENTCOIJNSELINGINFORMATION  

R亡Vised：1Z／ヱ00さ  

＿DOSAGEFORMSANDSTRENGTlIS－－－∵∴  
・ Singje－uSeVialcontalningi．2mLofa20mg／mLsolut10n（3）  
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ge叩  Mozobil（P）erixafbr）  

PROPOSEDTEXTOFTHEl．ABELINGOFTHEDRUG   

FIJtLI＞RESCRI8INGINFORMATION  

I  INDICAT10NSANDUSAGE  

MozobilTM（plerixafbriTtiection）isindicatedincombinationwithgranulocyte－COlony  
Stimulatingfactor（G－CSF）tomobilizehematopoieticstemcel］stotheperipheralblood  

forcollectionandsubsequentautologoustransplantationinpatientswithnon－Hodgkin’s  
lymphoma（NHL）andmultiplemyeloma（MM）．   

2  DOSAGEANDADMINISTRAT10N  

2・1 R∝Omm印dedDosageamdAdlⅥi皿誌tration   

Vialsshouldbeinspectedvisuallyforparticulatematteranddiscolorationpr10rtO  
administrationandshouldnott？euSedifthereisparticulatematterorifthesolutionis  
discolored．   

BegintreatmentwithMozobi）afterthepatienthasreceivedG－CSFoncedai1yforfour  
days．heeDos聯andAdhin血tionP．み／AdministerMozobilapproximatelyllhours  
priortoinitiationofapheresisforupto4consecutivedays．   

TherecommendeddoseofMozobilisO．24mg／kgbodyweightbysubcutaneous（SC）  
iTtiection．Usethepatient’sactualbodyweighttocalculatethevolumeofMozobiltobe  
administered・Eachvialdeliversl．2diLof20mg／mLsolution，andthevolumetobe  
administeredtopatientsshouldbecalculated舟omthefo1lowlngequation：  

0・012Xpatient’sactualbodyweight（inkg）＝VOlumetobeadministered（inmL）   

Inclinicalstudies，Mozobildosehasbeencalculatedbasedonactualbodyweightin  
patierrtsupto175％ofidealbodyweight．Mozobildoseandtreatmentofpatients  
Weighingmorethan175％ofidealbodyweighthavenotbeeninvestigated．   

BasedonincreaslngeXpOSureWithincreasingbodyweight，theplerixafordoseshouldnot  
exceed40mg／day．／おeα加ゎαJ朗∬椚αCOわ紗〝2．j〃   

2．2  RecommemdedConcomitant則kdications  

AdministerdaiけmomingdosesofG－CSFlOmicrograms／kgfor4dayspriortothe蝕st  
eveningdoseofMozobilandoneachdaypriortoapheresis．heeClinical肋dies〝動7   

2・3 DosimghRenalI皿pairment  
Inpatientswithmoderateandsevererenalimpairment（estimatedcreatinineclearanCe  

（CLcR）≦50mL／min），reducethedoseofMozobilbyone－thirdtoO．16mgn（gaSShown  
inTablel．IfCLcRis≦50mL／minthedoseshouldnotexceed27mg／day，aSthemgA（g－  
baseddosageresultsinincreasedplerixaforexposurewithincreasingbodyweight．hee  
ClinicalPharmacoわ幻′〝2．3u Similarsystemicexposureispredictedifthedoseis  
reducedbyone－thirdinpatientswithmoderateandsevererenalimpalrmentCOmpared  
Withsubjectswithnormalrenalfunction．heeClinicalPharmacoわ紗〃2．3H  
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ge叩  MozobiI（Pierixabr）  

PROPOSEDTEXTOFTHELABELINGOFTHE董）RUG   

Thefbl量0wing（Cockroft－Gault）fbrmulamaybeusedtoestimateCLcR：  

Males：  

Creatinineclearance（mL／min）＝Wei岬  
72XserumCreatinine（mg／dL）  

Females：  

Creatinineclearance（mL／min）＝0．85Xvaluecalculatedfbrmales   

There義sinsufncientinfbrmationtomakedosagerecommendationsinpatientson  
hemodialysis．   

3  DOSAGEFORMSANDSTRENGTHS  

Singlequsevialcontainingl・2mLofa20mg／mLsolution・   

4  CONTRApIDICATIONS  

None  

5  WARNmGSANDPRECAUT10NS  

5．1 TumorCellMobiliz：ationinLeukemiaPatiemts  

ForthepurposeofHSCmobilization，Mozobilmaycausemobilizationofleukemiccells  
andsubsequentcontaminationoftheapheresisproduct・Therefbre，Mozobilisnot  
intendedforHSCmobilizationandharveStinpatientswithleukemia・   

5．2 HeⅢatOlogicE蝕cts  
エg〟鳥〃坪わ∫血  

AdministrationofMozobilinconiunctionwithG－CSFincreasescirculatingleukocytesas  
wellasHSCpopulations・MonitorwhitebloodcellcountsduringMozobiluse・Exercise  
clinicaljudgmentwhenadministeringMozobiltopatientswithperipheralblood  
neutrophilcountsabove50，000／mcL・   

7伽〃椚ふ〃甲坤e〝ね  

ThrombocytopeniahasbeenobservedinpatientsreceivingMozobil・Monitorplatelet  
countsinallpatientswhoreceiveMozobilandthenundergoapheresis・   

5．3  Potential払T・TumorCeIIMobilization  

WhenMozobilisusedincombinationwithG－CSFforHSCmobilization，tumOrCells  
maybereleasedfromthemarrowandsubsequentlycollectedintheleukapheresis  
product・Thee晩ctofpotentialreinfusionoftumOrCellshasnotbeenwell－Studied・  

Page3   Propriぬ叩且mdConfiden血董  



g（叩  Mozobil（plerixafbr）  

PROPOSEDTEXTOFTHELABELINGOFT11EDRtjG   

5・4 SpIenicEⅡhrgementaJldPotetltialforRtlPtur・e  

Higherabsoluteandrelativespleenweightsassociatedwithextramedullary  
hematopoiesisTereObservedfollowiヮgprolonged（2to4weeks）dailyplerixafbrSC  
administrationlnratSatdosesapproxlmately4－fo1dhigherthantherecommendedhuman  
dosebasedonbodysurfacearea．Thee脆ctofMozobilonspleensizeinpatientswasnot  
SpeCifica11yevaluatedinclinicalstudies．EvaluateindividualsreceivingMozobilin  
COmbinationwithG－CSFwhoreportleftupperabdominalpalnand／orscapularor  
Shoulderpainforsplenicintegrity．   

5・S Pregma皿Cy  

劫曙〝α〝甲C一物〃ヴ♪  

Mozobilmaycausefetalharmwhenadministeredtoapregnantwoman．Plerixaforwas  
teratogenicinanimals．Therearenoadequateandwell－COntrOlledsttJdiesinpregnant  
WOmenuSingMozobil．Womenofchildbearingpotentialshouldbeadvisedtoavoid  
becomlngPregnantWhilerecelVlngtreatmentwithMozobil．IfthisdruglSuSedduring  
pregnanCy，Orifthepatientbecomespregnantwhiletakingthisdrug，thepatientshould  

beapprisedofthepotentialhazardtothefttus．heeUseln勒ec節cP甲uh7tions伍LU   

‘  ADVERSE REACTIONS 

丘1 ClimicalTdalExperience  

Thefo1lowlngSeriousadversereactionsarediscussedelsewhereinthelabeling：  

・Potentialfortumorcellmobilizationin1eukemiapatientsJyeeWdrningsand  
P柁Cα〟Jわ那P．ノ〟   

・Increasedcirculatingleukocytesanddecreasedplateletcounts／豆eeWdrni17gSand  
P柁Cα〟Jわ那作．現   

・PotentialforsplenicenlargementheeWbrni77gSandPrecaufionsP．4u   

Themostcommonadversereactions（≧10％）reportedinpatientswhoreceivedMozobil  
incortiunctionwithG－CSFregardlessofcausalityandmore放equentwithMozobilthan  
PlaceboduringHSCmobilizationandapheresiswerediarrhea，nauSea，fatigue，1rりeCtion  

Sitereactions，headache，arthralgia，dizzirleSS，andvomltlng．   

SafetydataforMozobilincombinationwithG－CSFwereobtained舟omtwoplacebo－  
COntrOlledstudiesandlOuncontrolledstudiesin543patients．Patientiwereprlmarily  

treatedwithMozobilatdailydosesofO．24mgn（gSC．MedianexposuretoMozobilin  
thesestudieswas2days（rangelto7days）．   

InthetworandomizedstudiesinpatientswithNHLandMM，atOtalof301patientswere  
treatedintheMozobilandG－CSFgroupand292patientsweretreatedintheplaceboand  
G－CSFgroup．PatientsreceiveddailymorningdosesofG－CSFlOmicrograms／kgfor4  

dayspriortothefirstdoseofMozobi10．24mg此gSCorplaceboandoneachmoming  
PnOrtOaPheresis．Theadversereactionsthatoccurredin≧5％ofthepatientswho  

pれge4  Propriebり「且ndCon範dential  
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ge叩  Mozobi】（Plerixafbr）   

FIROPOSEDTEXTOFTHE L＾BELINGOFTHE t）Rt．1C  

recejvedMozobi皇regardlessofcausajib，andweremoref［equentwithMozobj】than   
PlaceboduringHSCmobilizationandapheresisareshowninTable2q  

BecauseclinicaltrialsareconductedunderwidelyvarylngCOnditions，adversereaction   
ratesobservedintheclinicaltrialsofadrugcannotbedirectlycomparedtoratesinthe   
Clinica‖rialsofanotherdrugandmaynotrefLecttheratesobservedinpractice・   

Table2：AdverseReactionsin≧5％ofNon－HodgkitlナsLymphomaandMujtip董eMyek｝maPatiemes  

Receivil昭MozobilandMoreFreqⅦemttbanPlaceboDurimgHSCMobilizationandÅpberesis   
Perce¶†orPatjen匝（％）  邑  

Mozob孟IamdG－CSF  PlaceboamdG－CSF  

（m＝301）  （n＝292）  

All  Grade3  Grade4  Åll  
Grades鑓  Grades   

GastroillteStinaldisorders  

Dia汀hea   37   
i   

く1   0   17   O  0   

Nausea   34   0   22   0   0   

Vomiting   10   ＜1   0   6   0   0   

Flatulence   7   0   0   3   0   0   

Generaldisordersa皿d  
admiれistraポonsitecomditioms  

Injection site reactions 34   0   0   10   0   0   

F如igue   27   0   0   25   0   0   

Mu＄CⅦtOSkeletalandcomnecdve  

tissuedisorders  

A正bm】gia   13   0   0   12   0   0   

Nervoussystemdisorders  

Headache   22   ＜1   0   21   0   

Dizziness   0   0   6   0   0   

PsychiaIricdisorders  

lnsomia   7   0   0   5   0   0   

＆GradesbasedoncriteriafiomtheWorldrlealthOrganization（WHO）  

lntherandomizedstudies，34％ofpatientswithNHLorMMhadmildtomoderate   
iqiectionsitereactionsatthesiteofsubcutaneousadministrationofMozobil・These   

includederythema，hematoma，hemorrhage，induration，inflammation，irritation，pain，  
paresthesia，pruritus，raSh，SWelling，andurticaria■  

Mildtomoderatesystemicreactionswereobservedin1essthanl％ofpatients  
approximately30mina鮎rMozobiladministration・Eventsincludedoneormoreofthe  

fbllowing：urticaria（n＝2），periorbitalswelling（n＝2），dyspnea（n＝1）orhypoxia（n＝   

1）．Symptomsgenerallyrespor）dedtotreatmehts（e．g．，antihistamines，COrticosteroids，  

hydrationorsupplementaloxygen）orresoIvedspontaneously・  

Vasovagalreactions，Orthostatichypotension，and／orsyncopeCanOCCurfo1lowlng  

subcutaneouslrリeCtions・InMozobiloncologyandhealthyvolunteerclinicalstudies，less  

Page5   ProprietaけamdConfident主al  



g叩  Mozobil（plerixafbr）  

PROPOSEDTEXTOFTHELABELINGOFTHEDRUG   

thanl％ofsu句ectsexperiencedvasovagalreactionsfo1lowtngsubcutaneous  
administrationofMozobildoses≦0・24mg他Them卸rityoftheseeventsocc？rred  
withinlhourofMozobiladministration．BecauseofthepotentialforthesereactlOnS，  
appropriateprecautionsshouldbetaken・   

Otheradversereactionsthatoccurredin＜5％ofpatientsbutwerereportedasreIatedto  
MozobilduringHSCmobilizationandapheresisincludedabdominalpain，hyperhidrosis，  

abdominaldistention，drymouth，erythema，StOmaChdiscomfort，malaise，hypoesthesia  
Oral，COnStipation，dyspepsla，andmusculoskeletalpaln・   

7   I）RUGINTERACTIONS   

Basedoninvitrodata，plerixaforisnotasubstrate，inhibitororinducerofhuman  
CytOChromeP450isozymeS．Plerixaforisnotlikelytobeimplicatedininvivodrug－drug  
interactionsinvo）vingcytochromeP450s．heeCZinicalPharmacoZpgy〝2・3N   

8  tJSEINSPECI甘ICPOPULATIONS  
＄．1 P托gnaⅡCy  

乃t晋〝α〝αCb柳ヴ♪  

PleriⅩaforwasteratogenicinanimals．Plerixaforadministeredtopregnantratsinduced  
embryo一食taltoxicitiesincludingfぬIdeath，increasedresorptionsandpost－implantation  

loss，decreasedfttalweights，anOphthalmia，Shorteneddigits，Cardiacinterventricular  

Septaldefbct，ringedaorta，globularheart，hydrocephaly，dilatationofolfactoryventricles，  

andretardedskeletaldevelopment・Embryo一危taltoxicitiesoccurredmainlyatadoseof  

90mg／m2（approximately10timestherecommendedhumandoseofO．24mgn（gWhen  
comparedonamghn2basisorlOtimestheAUCins叫ectswithnormalrenalfunction  
WhoreceivedasingledoseofO．24mgn（g）．  

＄j NlI円iⅡgMotbers  
ItisnotknownwhetherpleriⅩaforisexcretedinhumanmilk・BecausemanydrugSare  
excretedinhumanmilk，andbecauseofthepotentialforseriousadversereactionsin  
nurslnginfhnts録omMozobil，adecisionshouldbemadewhethertodiscontinuenurslng  
OrtOdiscontinuethedrug，takinglntOaCCOunttheimportanceofthedrugtOthemother・   

乱4  Podi且tricUse  

Thesafetyande餌cacyofMozobilinpediatricpatientshavenotbeenestablishedin  

controlledclinicalstudies．  

き．5  G¢datricUse  

OfthetotalnumberofsubiectsincontrolledclinicalstudiesofMozobil，24％were65  
andover，WhileO．8％were75andover．Nooveralldiffヒrencesinsafbtyore脆ctiveness  
wereobservedbetweenthesesubiectsandyoungersu句ects，andotherreportedclinical  
experiencehasnotidentifieddiffbrencesinresponsesbetweentheelderlyandyounger  

patients，butgreatersensitivityofsomeolderindividualscannotberuledout・  

Page6   Propd由け8血dCon爪d亡ntial  



ge陀yrne  Mozobil（plerixalbr）  

PROPOSEDTEXTOFTHE LABELINGOFTHE DRUG   

Sinceplerixafbrismainlvexcretedbythek主dney，nOdosemodi坑cationsarenecessa  
elderlyindividualswithnormaIrenalfhnction．lngeneral，CareShouldbetakenindose  
Se量ectionforelderlypatientsduetothegreaterfrequencyofdecreasedrenaliimctionwith  

advancedage．DosageadjustmentinelderlypatientswithCLcR≦50mL／minis  
recommended．わeeβ0∫αgeα〃dd血加f∫仇7血〝β．刃α〝dCJf扇cαJタカαr椚αCOわ釘′「J2．j〃   

臥后  RenalImpalrment  

Inpatientswithmoderateandsevererenalimpairment（CLcR≦50mL／min），reducethe  
doseofplerixafbrbyone－thirdtoO．16mgn（g．heeDosageandAdhinistrationP．3）and  

C〃扉cαJ朗αr椚αCOわ紗′「J2．現   

10  0VERI）OSAGE  
BasedoniimiteddataatdosesabovetherecommendeddoseofO．24mg几gSC，the  

丘equencyofgastrointestinaJdisorders，VaSOVagalreactions，Orthostatichypotension，  
and／orsyncopemaybehigher．   

11Ⅰ）ESCRIアTION   

Mozobil（plerixaforinjection）isasterile，Pf？erVative－ftee，Clear，COlorlesstopale  

yellow，1SOtOnicsoIutionforsubcutaneouslrUeCtion．EachmLofthesterilesolution  
COntains20mgofplerixafbr．Eachsingle－uSevialis創1edtodeliverl．2mLofthesterile  
SOlutionthatcontains24mgofplerixaforand5．9mgofsodiumchlorideinWaterfor  
Iqiectiona4iustedtoapHof6．Oto7．5withhydrochloricacidandwithsodium  
hydroxide，ifrequired．   

Plerixaforisahematopoieticstemcellmobilizerwithachemicalnamel，1’－［l，4－  
Phenylenebis（methylene）】－bisql，4，8，11－tetraaZaCyClotetradecane・Ithasthemolecular  
formulaC28H54N8．Themolecularweightofplerixaforis502・79g／mol・ThestruCtural  
formulaisprovidedinFigurel．   

Figtlrel：StruCturaIForm111a  

r／「  

1
一
ノ
．
 
 

N
 
N
 
 

H
 
H
 
 

H
 
 

N
 
N
 
 

〔
 
 

〕
 
 

N
 
N
 
 

日
 
 

日
 
 
 
 
H
 
 

N
 
N
 
 

／
し
 
 

l、、・；  
Plerixaforisawhitetoo仔・Whitecrystallinesolid．Itishygroscopic．Plerixaforhasa  
typicalmeltingpointof13l．5OC．Thepartitioncoefncientofplerixaforbetweenl－  

OCtan01andpH7aqueousbufftris＜0．1．   

12  CLmICAl．PHARMACOLOGY  

12．1 MecbanismorActiom  
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geW†1e  MozobiJ（Plerixafor）  

PROPOSEDTEXTOFTHELABELINGOFTHEDRUG   

PlerixaforisaninhibitoroftheCXCR4chemokinereceptorandblocksbindingofits  

COgnateligand，StrOmalcell－derivedfactor－1q（SDF－lα）．SDF－lαandCXCR4are  

recognizedtoplayaroleinthetrafnckingandhomingofhumanhematopoieticstem  
Cells（HSCs）tothemarrowcompartment．Onceinthemarrow，StemCellCXCR4canact  
tohelpanchorthesecellstothemarrowmatrix，eitherdirectlyviaSDF－1αOrthroughthe  

inductionofotheradhesionmolecules．Treatmentwithplerixaforresultedinleukocytosis  
andelevationsincirculatinghematopoieticprogenitorcellsinmice，dogsandhumans．  
CD34＋ce11smobilizedbyplerixaforwerecapableofengra氏mentwithlong－term  
repopulatingcapacityuptooneyearincaninetransplantationmodels・   

12．2・Pbarmaeodynamics  

DataonthefoldincreaseinperipheralbloodCD34＋cellcount（Cells／mcL）byapheresis  
daywereevaluatedintwoplacebo－COrrtrO11edclinicalstudiesinpatientswithNHLand  
MM（StudylandStudy2，reSpeCtively）．Thefo1di云creaseinCD34＋cellcount  

（Cells／mcL）overthe24－hourperiodstarting舟omthedaypriortothefirstapheresisand  

endingthenextmorn1ngjustbeforethe且rstapheresisissummarizedinTable3．During  
this24－hourperiod，aSlngledoseofMozobilorplacebowasadministeredlOtollhours  
priortoapheresis．  

Table3：FoldIncreaseinPeripberaIBloodCD34＋CellCotIntFollowIJIg  

PretreatmentwithG－CSFandAdmiJ）istrationofPIerixabr  

Study   
MoヱObila血dG－CSF  PlaceboandG－CSF  

Mediam  Me丑山（SD）  Median   Mean（SI））   

Studyl   5．0   6．2（5．4）   1．4   1．9（1．5）   

S血dy2   4．8   6．4（6．8）   1．7   2．4（7．3   

InpharmacodynamicstudiesofMozobilinhealthyvolunteers，peakmobilizationof  
CD34＋cellswasobservedbetween6and9hoursafteradministration．In  

PharmacodynamicstudiesofMozobilincoruunctionwithG－CSFinhealthyvolunteers，a  
SuStainedelevationintheperipheralbloodCD34＋coumtWaSObservedfrom4to18  
hoursafterplerixaforadministrationwithapeakCD34＋coumtbetweenlOand14hours．   

12．3 Pharmacoki皿eties   

Thesingle－dosepharmacokineticsofplerixaforO，24mg耽gwereevaluatedinpatients  
withI叶ILandMMfo1lowingpre－treatmentWithG－CSF（10micrograms／kgoncedaily  
for4consecutivedays）．Plerixaforexhibitslinearkineticsbetweenthe▲0．04mgn（gtO  

O・24mgn’gdoserange・Thepharmacokineticsofplerixaforweresimi1aracrossclinical  

Studiesinhealthysu句ectswhoreceivedplerixaforaloneandNHLandMMpatientswho  
receivedplerixaforincombinationwithG－CSF．   

ApopplationpharmacokineticanalysISincorporatedplerixafordata舟om63su句ects  
（NHLpatients，MMpatients，Su叫ectswithvaryingdegreesofrenalimpairment，and  

healthysubjects）whoreceivedasingleSCdose（0．04mg此gtoO．24mgn（g）of  

Page＄   Proprietary＆ndConfidential  



ge呵†¶e  Mozobit（Plerixafbr）  

PROPOSEDTEXTOFTHELABELINGOFTHEDRUG   

Pler室xafbr・Atwo－COmPartmentdispositionmodelwithnrstorderabsorpt10nand  
eliminationwasfoundtoadequatelydescribethepleriⅩafbrconcentration－timeprofile・  
Signi坑cantrelationshipsbetweenclearanceandcreatinineclearance（CLcR），aSweuaS  
betweencentraivolumeofdistributionandbodyweightwereobserved・Thedistribution  
hatflIi臨（tl／2u）wasestimatedtobeO．3hoursandtheterminalpopulationhalflIift（t呈／2P）  
WaS5．3hoursinpatientswithnormalrenalfunction，   

Thepopulationpharmacokineticanalysisshowedthatthemg／kg－baseddosageresultsin  

anincreasedplerixafbrexposure（AUCo＿24h）withincreasingbodyweight・Thereis  
limitedexperiencewiththeO・24mgkgdoseofplerixafbrinpatientsweighingabove160  

kg．Thereforethedoseshouldnotexceedthatofa160kgpatient（i・e・，40mg／dayif  

CLcRis＞50mL／minand27mg／dayifCLcRis≦50mL／min）．heeDosqgeand  
血加而加加血川仁り，2．カノ   

dム∫〃甲Jわ〝  

Peakplasmaconcentrationsoccurredatapproximately30－60minutesafteraSCdose・   

か由〝蕗〟Jわ〝  

PlerixaforisbotJndtohumanplasmaproteinsupto58％・Theapparentvolumeof  
distributionofplerixaforinhumansisO・3L／kgdemonstratlngthatplerixafbrislargely  

COn爪nedto，butnotlimitedto，theextravascularnuidspace・   

肋ふ〃J怨〝I  

Themetabolismofplerixaforwasevaluatedwithinvitroassays・Plerixaforisnot  

metabolizedasshowninassaysusinghumanlivermicrosomesorhumanprlmary  
hepatocytesanddoesnotexhibitinhibitoryactivityinvitrotowardsthem毎ordrug  

metabolizingcytochromeP450enzymeS（1A2，2C9，2C19，2D6，and3A4／5）・Ininvitro  

studieswithhumanhepatocytes，PIerixafbrdoesnotinduceCYPIA2，CYP2B6，Or  
CYP3A4enzymes．These坑ndingssuggestthatplerixaforhasalowpotentialfor  

invoIvementincytochromeP450－dependentdrug－druginteractions・   

g〟椚血αJわ〝  

Themqiorrouteofeliminationofplerixaforisurinary・Fo1lowingaO・24mgn（gdosein  

healthyvolunteerswithnormalrenalfunction，apPrOXimately70％ofthedosewas  
excretedintheurineastheparentdrugduringthenrst24hoursfo1lowmgadministration・  

Instudieswithhealthysu叫ectsandpatients，theterminalhalfこ1iftinplasmarangeS  

between3and5hours．TheabilityofpleriⅩafortoactasasubstrateorasaninhibitorof  

P－glycoproteinhasnotbeeninvestlgated・  

Rg朋J血甲αJ〝〝g〝J  

Fo1lowingasingleO．24mg几gSCdose，p）erixaforclearancewasreducedinsu叫ects  

withvaryingdegreesofrenalimpaIrmentandwaspositivelycorrelatedwithCLcR・The  

meanAUCo＿24hOfplerixafbrinsu句ectswithmi1d（CLcR51－80mL／min），mOderate（CLcR  

31－50mL／min），andsevere（CLcR＜31mL／min）renalimpaimentwチS7％，32％，and  

39％higherthanhealthysu句ectswithnormalrenalfunction，reSpeCtIVely・Renal  
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impalrmenthadnoefftctonCm肌．ApopulationpharmacokineticanalysISindicatedan  
increasedexposure（AUCo＿24h）inpatientswithmoderateandsevererenalimpairment  

COmparedtopatientswithCLcR＞50mL／min・Theseresultssupportadosereductionof  
One－thirdinpatientswithmoderatetosevererenalimpairment（CLcR≦50mL／min）in  

Ordertomatchtheexposureinpatientswithnormalrenalfunction・Thepopulation  
pharmacokineticanalysisshowedthatthemg耽g－baseddosageresultsinanincreased  
Plerixaforexposure（AUCo＿24h）withincreasingbodyweight；thereforeifCLcRis≦50  

mL／minthedoseshouldnotexceed27mg／day．LieeDosageandAdhinistrationP・j〃  

Sinceplerixaforispnmarilyeliminatedbythekidneys，COadministrationofplerixafor  
withdrugSthatreducerenalfunctionorcompeteforactivetubularsecretionmaylnCreaSe  
SerumCOnCentrationsofplerixafororthecoadministereddrug．Theeffbctsof  
COadministrationofplerixafbrwithotherdrugSthatarerenallyeliminatedorareknown  
toa脆ctrenalfunctionhavenotbeenevaluated．  

点〟Cg  

ClinicaldatashowsimilarplerixaforpharmacokineticsforCaucasiansandAfrican－  
Americans，andtheeffbctofotherracial／ethnicgroupshasnotbeenstudied．  

鎚〝血r  

Clinicaldatashownoe蝕ctofgenderonplerixaforpharmacokinetics・  

Agg  

Clinicaldatashownoeffbctofageonplerixaforpharmacokinetics・   

13  NONCLMCALTOXICOLOGY  

13．1 Carcinogenesis，Mt［tageneSis，ImpairⅢentOfFerti1ity  
Carcinogenicitystudieswithplerixaforhavenotbeenconducted．   

PleriⅩaforwasnotgenotoxicinaninvitrobacterialmutationassay（Amestestin  
Sblmonella），aninvitrochromosomalaberrationtestusingV79ChinesehamSterCells，Or  
aninvivbbonemarrowmicronucleustestinratsa鮎rsubcutaneousdosesupto25mg此g  
（150m釘m2）．  

Theefrbctofplerixaforonhumanfertilityisunknown．Thee飴ctofplerixaforonmale  

Orfbmalefertilitywasnotstudiedindesignatedreproductivetoxicologystudies・The  

Stagingofspermatogenesismeasuredina28－dayrepeateddosetoxicitystudyinrats  
revealednoabnormalitiesconsideredtoberelatedtoplerixafor．Nohistopath0logical  
evidenceoftoxicitytomaleorfemalereproductiveorganswasobservedin28－day  
repeateddosetoxicitystudies．   

14  CLINICAl．STtJDIES  
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TheefncacyandsafttyofMozobilinco再unctionwithG－CSFinnon－Hodgkin，s  

lymphoma（NHL）andmultiplemyeloma（MM）wereevaluatedintwoplacebo－COntrOlled  
Studies（Studiesiand2）・PatientswrerandomizedtoreceiveeitherMozobilO・24  

mgn’gOrplacebooneacheveningprlOrtOaPheresis・Patientsreceiveddai玉ymoming  

dosesofG－CSFlOmicrograms／kgfbr4daysprlOrtOthenrstdoseofMozobilorplacebo  
andoneach汀モOrningpriortoapheresis▲Twohundredandninety－eight（298）NHL  

patientswerelnCludedintheprlmaryefficacyanalysesfbrStudyl，Themeanagewas  

55・1years（ran写e29－75）and57・5years（range22－75）intheMozobi量andplacebo  

groups，！eSpeCtlVely，and93％ofs叫ectswereCaucasian・Threehundredandtwo（302）  

MMpatzentswereincludedintheprlmarye用cacyanalysesfbrStudy2・Themeanage  
WaS58・2years（range28－75）and58・5years（range28－75）intheMozobilandp且acebo  

groups，reSpeCtively，and81％ofsuqiectswereCaucasian．   

lnStudyl，59％ofNHLpatientswhoweremobilizedwithMozobiiandG－CSFcollected  

≧5XlO6cD34＋cellsn’gftomtheperipheralbloodinfburorftwerapheresissessions，  
COmparedwith20％ofpatientswhoweremobilizedwithplaceboandG－CSF（p＜  
0，001）・OtherCD34＋ce11mobiIizationoutcomesshowedsimi1arfindings（Table4）．  

TabIe4：StudylEfricacyResuIts－CD34＋CeIIMobiIi2：atiotLinNHLPatients  

Mozobilamd  

E疏cacyEⅡdpoint  G－CSF  alldG－CSF  
（¶＝150）   （n＝14＄）   

Chieving≧5XlO6ce11s′kgin≦4apheresisdays  89（59％）   29（20％）  ＜0．001   

Chieving≧2XlO6cells几gin≦4apheresisdays  130（87％）  70（47％）  ＜0．00l   

ap－ValuecalculatedusingPearson，sChi－Squaredtest   

Themediannumberofdaystoreach≧5xlO6cD34＋cells′kgwas3daysforthe   
Mozobilgroupandnotevaluablefbrtheplacebogroup・Table5presentstheproportion  
ofpatientswhoachieved≧5x106cD34＋cells此gbyapheresisday・  

Table5‥S血dylE餌cacyRe5山ts－ProportionorPatientsWhoAchieYed≧  

5Ⅹ10‘cD34＋eeIIs瓜gbyApberesisDayimNHL‡■a鮎鵬S   
Propo止ionl   Proportioml  

Days  inMozobil＆．）dG－CSF   inPlaceboandG－CSF  

（D＝147b）   （m＝142b）   

27．9％   4．2％   

2   49．1％   14．2％   

3   57．7％   2l．6％   

4   65．6％   24．2％  

ApercentsdeterminedbyKaplanMeiermethod  
bnincludesallpatientswhoreceivedatIeastonedayofapheresis   

InStudy2，72％ofMMpatientswhoweremobilizedwithMozobilandG－CSFcollected  

≧6XlO6cD34＋cells′kgfromtheperipheralbloodintwoorfbwerapheresissessions，  
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COmParedwith34％ofpatientswhoweremobilizedwithplaceboandG－CSF（p＜  
0．001）．OtherCD34＋cellmobilizationoutcomesshowedsimilarfindings（Table6）・   

TabIe6：SttIdy2Effic3CyResults－CD34＋CelIMobilizationitIMtIltipleMyelomaPatients  

Mozobilamd  

E用仁aCyEIldpoillt  G－CSF  G＿CSF  
（n＝148）   （n＝154）   

Patientsachieving≧6X106cells′kgin≦2apheresisdays   106（72％）   53（34％）  ＜0．001   

Patientsachieving≧6XlO6ceIIs′kgin≦4apheresisdays   112（76％）   79（51％）  ＜0．001   

Patientsachieving≧2XlO6cetls／kgin≦4apheresisdays   141（95％）   13（；（8ざ％）  0．028   

且p－ValuecalculatedusingPearson，sChi－Squaredtest  

Themediannumberofdaystoreach≧6xlO6cD34＋cells几gwasldayfortheMozobil   
groupand4daysfortheplacebogroup．Table7presentstheproportionofpatientswho   
achieved≧6xlO6cD34＋cells耽gbyapheresisday・  

恥ble7‥S血dyユーPropo鵬ionorPa触n鹿WhoAchieYed≧石Ⅹ1がCD34＋  
Cモ11s／kgbyApberesisDayi血MMI，a触nb   

Propo止ion■   Propo一個om力  

Days  inMo王ObilandG－CSF   imPlaceboandG－CSF  
（n＝144b）   （m＝150b）   

54．2％   17．3％   

2   77．9％   35．3％   

3   86．8％   48．9％   

4   86．8％   55．9％  

ApercentsdeterminedbyKaplanMeiermethod  
hnincludesal1patientswhoreceivedatleastonedayofapheresis   

Multiple血ctorscanin伽encetimetoengra氏mentandgraftdurabilityfollowingstem  

Ce11transplantation．FortransplantedpatientsinthePhase3studies，timetoneutrophi電  

andplateletengraftmentandgraftdurabilityweresimilaracrossthetreatmentgroups・   

16  HOWStJPPLIED／STORAGEANDIIANDLpIG  
Eachsingle－uSeVialis創1edtodeliverl・2mLof20mg／mLsolutioncontaining24mgof  

Plerixafor．   

NDCNumber：58468－0140－1   

・Storeat250c（7rF）；eXCurSionspermittedto150－300c（59O－860F）．［seeUSP   

ControlledRoomtemperature］  
・EachvialofMozobilisintendedforsingleuseonly．Anyunuseddrugremalnlng   

afteriQiectionmustbediscarded．  
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17  PATIENTCOUNSELINGINFORn／1ATION  

Advisepat主entsofthesignsandsymptomsofpotentialsystemicreactionssuchas  
uTticaria・Periorbitalswelling，dyspnea，OrhypoxiaduTingandfbllowingMozobil  

i再ectionイyee』あe和e月eαCJわ〃∫烙〃ノ   

Patientsshouldinfbrmahealthcareproftssionalimmediatelyifsymptomsofvasovaga重  
reactionssuchasorthostatichypotensionorsyncopeOCCurduringorshortlyaftertheir  

Mozobili再ectiontルビedあe門ど月eαCJわ〃∫仲〃ノ   

Efpatientsexperienceitching，raSh，OrreaCtionatthesiteofirtiection，theyshouldnotifya  

healthcareproftssionalasthesesymptomshavebeentreatedwithoverLthe－COunter  
medicationsduringclinicaltrials・heeAdt，erSeReactions（6．W   

InfbrmpatientsthatMozobilmaycausegastrointestinaldisorders，1nCIudingdiarrhea，  

nausea，VOmltlng，natulence，andabdominalpain・Patientsshouldbetoldhowtomanage  

SpeC漬cgastrointestinaldisordersandtoinfbrmtheirhealthcareprofもssionalifsevere  

eventsoccurfbllowingMozobiliniection・heeAdt，erSeReacfions作．W   

AdviseftmalepatientswithreproductivepotentialtouseefftctivecontraceptlVemethods  

duringMozobiluse・heeW7arningsandPrecautionsP．5）andUseh勘ecific  

アqp〟JαJわ〃∫怪〃ノ  

Manufacturedby：PatheonUKLtd．，Swindon，UK  

Manufacturedfbr＝GenzymeCorporation，500Kenda11Street，Cambridge，MAO2142  

USA  
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