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FULLPRESCRIBINGINFORMATION  

IINDICATIONSANDUSAGE   

LUSEDRATM（fbspropofoldisodium）叫ection9anintravenoussedative－hypnoticagentindicatedfor  
monitoredanesthesiacare（MAC）sedationinadultpatlentSundergoingdiagnosticortherapeuticprocedures．   

2   DOSAGEANDADMINISTRAT10N   

2．1DosingGuidelines   

・AdministerLUSEDRAintravenouslyasabolusinjection．   
・UsesupplementaloxygenfbrallpatientsundergolngSedationwithLUSEDRA．   
●1ndividualizethedosageofLUSEDRAandtitratetothelevelofsedationrequiredfortheprocedure・   
l・lnadultsaged18to＜65yearswhoarehealthyorhavemi1dsystemicdiseaseaseategorizedbytheAmeric弧  
SocietyofAnesthesioIogy（ASAPIorP2），thestandarddosingregimenofLUSEDRAshouldbcfo1lowed  
【鍾e馳〝血d伽∫f間尺qg血e〃カ′Jお血ーわ〝仔．み】．   

・1nadultswhoare≧65yearsofageorwhohaveseveresystemicdisease（ASAP30rP4），themodifieddosing  
regimeshouldbefo1lowed【seeMbdyie・dDosil智RegimenPrSb血tio〝inPatienね≧65yeaTTOrTh∬e  
W肋励w柁伽ね椚fcβ由g∬g仔．ガ1．   

・AdministersupplementaldosesofLUSEDRAbasedonthepatient’sIevelofsedationandthelevelof  
Sedationrequiredfortheprocedure・Givesupplementaldosesonlywhenpatientscandemonstrate  
PurPOSefulmovementinresrx）nSetOVerbalorlighttactilestimulationandnomore丘equentlythanevery  
4minutes．Useonlytheminimumdosagerequiredtofhcilitatetheprocedure．  
■Considerthepotentialforworsenedc訂dio－reSPiratorydepressionpnortousingLUSEDRAconcomitBLntly  
withotherdrugSthathavethesamepotential（e．g，Sedative－hypnoticsornarcoticanalgesics）Lkee  
押切Ⅵ叫野d乃d伽cの招8那作．2，エ明．   

・Inclinicalstudics，anOpioidpremedication（fentanylcitrate50mcgintravenously）wasadministered重ve  
minutespriortotheinitialdoseofLUSEDRA．   

2．2 Stam血rdDosimgR曙imem払rSd如ioれ   

Inadultsaged18to＜65yearswhoaTehealthyorhavemi1dsystemicdisease（ASAPlorP2）1，thestandard  
dosingregimenofLUSEDRAisaninitialintravenousbolusOf6．5mgn（gfo1lowedbysupplementaldosesof  
l．6mgA（gintravenous（25％ofinitialdosage）asneededtoachievethedesiredlevelofsedationasshownin  
Tablel．  

ThedosageofLUSEDRAisJimitedbylowerandupperweightboundsof60kgand90kg．Adultswho  
Weigh＞90kgshouldbedosedasiftheyweigh90kg．NoitLitiaIdosesboddelCeedl后．5mL；nOSuPPIementaI  
doseshou］dexceed4mL．AduItswhoweigh＜60kgshouldbedosedasiftheyweigh60kg．DosagesIowerthan  
thosespec抗edforthelowerweightlimitmaybeusedtoachievelesserlevelsofsedation．Inclinicalstudies，an  
Opioidpremedication（ftntanylcitrate50rncgIV）wasadministered爪veminutespriortotheinitialdoseof  
LUSEDRA．  

Tabt01．St凱剛細川dD08lngRogl汀檜n，Adulb18toく65  
Yo■樗扉AgoWhoa帽H例肘IyOrH轟YOHild  
＄y＄temkDboa曇○（A＄▲PlorP2I  

lれIthlDo■●   Supplo汀檜ntat  
Do●○  

Nomoro  
叫uon廿y  

t鵬拙帥印りⅧ血   

Wo均ht  mg   mL   mg  mL   

（kg）  

≦60   385  11   105  3   

61b63  402．5  11，5   105  3  



12   105  3   

12．5   105  3   

13   105   3  

13．5  122・5  3・5 【   

122．5   3．5  

122．5   3．5  77to79  

80to82  

15      刑 140  4  15．5  140    ヰ  16  140    4  16．5  1ヰ0    4 l   
140  4  

Dosesinthistablearert）undedtothenearest  
harfLmiLl冊ervoIurTletOfacjIitatepractica8  
measuremenしhencemayd椚訂Stig仙y什om  
thedosereoDmmendedonthebasisof  
mg几g．  

2・3 ModifiedDosingRegimeIlfbrSedationimPatients≧65yearsorThosewithSevereSystemicDisease  
（ASAI■30rP4）  

Adults265yearsofageorthosewithseveresystemicdisease（ASAP3orP4）lshouldreceiveinitialand  
supplementalintravenousdosagesof75％ofthestandaTddosingreglmen，aSpreSentedinTable2・LUSEDRAis  
administeredintravenouslyasabolus叫ection．Inclinicalstudies，anOpioidpremedication（托ntanylcitrate  
50mcgIV）wasadministeredfiveminutespriortotheinitialdoseofLUSEDRA・  

Tabl02．Mod一触dDoきin！lRogimon，Ages≧  
65Y08∬SOrTho＄eW肋＄oYOreSy＄飴micDisea＄e  
（ASAP30rP■）  

lnilialDose   Supplon℃ntal  
Dose  

No more 
flOquent】y  
thanovoけヰmin   

Woight  mL   mg  mL   

（kg）   

≦60   297．5  8．5   70  2   

61t062  297．5  8．5   70  2   

63 to 64 315  9   87．5  2．5   

65 to 66 315  9   87．5   2＿5   

67to69  332，5  9．5   87．5    2．5   

70 to 73 350  10   87，5  2．5   

74to77  367．5  10．5   87．5    2．5   

78 to 80 385  11   105  3  



2・4 Preparation  

LUSEDRAisprovidedasareadytouseformulationintendedforsingle－Patientuseonly．Prepare  
LUSEDRAfbl！owingstrictaseptlCteChniques．DrawLUSEDRAintosteri1esyrlngeSimmediatdyaRervialsare  
Opened・Discardanyunusedportionattheendoftheprocedure．  

ParenteraldrugproductsshouldbeinspectedvisuallyfbrpaTticulatematteranddiscolorationpriorto  
administration・Donotuseifthereisevidenceofparticulatematterordiscoloration．  

LUSEDRAhasbeenshowntobecompatiblewiththefbllowingfluids：   

●5％Dextroselqiection，USP  

●5％DextroseandO．2％SodiumChloride，USP  

●5％DextroseandO．45％SodiumChlorideIrtjection，USP  

●0・9％SodiumChloride叫ection，USP  

●LactatedRinger’sIqjection，USP  

●LactatedRinger’sand5％Dextrosetniection，USP  

●0．45％SodiumChloridelnjection，USP  

●5％Dextrose，0．45％NaCland20mEqKCl，USP  

DonotmixLUSEDRAwith0therdrugSOr且uidspriortoadministration．LUSEDRAisnotphysicaJly  
COmpatiblewithmidazolamHCIormeperidineHCl，andcompatibilitywithotheragentshaLSnOtbeen  
adequatelyevaluated．  

AdministerLUSEDRAthroughasecure，fredynowing，peripheralintravenouslineusingcommonly  
avai1ableintravenousadministrationsets．FlushtheinfusionJinewithnormalsalinebefbreandafteradministration  

OfLUSEDRA．  

LUSEDRAisnotlightsensitive．LUSEDRAdoesnotneedtobefilteredbeforeuse．   

3  DOSAGEFORMSANDSTRENGTHS  

Single－uSevialcontents：Solutionforintravenousadministrationcontaining35mgoffospropofo1disodium  
PermL（1，050mgoffbspropofoldisodiumin30mL）．   

4  CONTRAINDICATIONS  

None．  

5   WARNINGSANDPRECAtJT10NS  
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5．1 Momitoring  

LIJSEDRAshouldbe且dministeredomlyb）・persOmStrainedimtbeadministr摘omorgenera】慮neStbesia  
andmotinv0lYedi山地econductoft如diagnosticorth椚pⅢ血proce血re．Sed射edpatientss如Ⅵ1dbe  
COmtiIlu¢u51yⅡ川山i仙red，amdねcil摘esmrmaimtemamceoi盈patentaiⅣay，prOYidimga相貌tiatventiはti¢n，  

＆dmiT．jsteri皿gSuPPlemet）taLolygen，andinstitutingcardioYaSCularresuscitatiorlmuStbeimmedia（eJ）・  
aY＆j［aL）IelPaIiehtSShouIdbecoIIIinuouslymonitoredduringsedatioDandtbroughtherecoYerTPrOCeSSlbr  
earlysignso－bypotension，apneさ，airway（ぬstrtldion，and／町○Ⅹygend鴨a血相伽n・   

5．2 Respir如0けDepressiom  
LUSEDRÅmaycauselossofspontaneousrespiration．Apneawasreportedinl／455（＜1％）patientstreated  

withLUSEDRAusingthestandardormod浦eddosingregimen［seeDos喝gandA血inisLratio〝P・2，2，3）］・In  
patientstreatedwithgreaterthantherecommendedLUSEDRAdose，aPneaWaSrepOrtedin14／556（3％）．  

Suppiementaloxygenisrecommendedfbra11patientsreceivingLUSEDRんDosagesofLUSEDRAmustbe  
individualizedfbreachpatientandtitratedtoefftct【seeDosageandAdhinisErationQ．］）andC〟nica］  
Pharmaco／qgy〃2，2）］．Use】owerdosesofLUSEDRAinpatientswhoare≧65yearsofageoTWhohavesevere  
SyStemicdiseaseEseeDosLWLmdAdbinjstrationP・3）］．Theadditivecardio－reSpiratoryef詣ctsofnarcotic  
analgesicsandsedative－hypnoticagentsshouldbeconsideredwhenadministeredconcomitantlywithLUSEDRA．  

PatientsshouJdbeassessedfbrtheirabilitytodemonstratepurposefulresponsewhiJesedatedwith  
LUSEDRAaspalientswhoareunabletodosomayloseprotectiverenexes■Airwayassistancemaneuversmaybe  
requiredinthemanagementofrespiratorydepression（SeeTable4）．   

5・3 hypqxemia  

LUSEDRAmaycausehypoxemiadetectablebypulseoximetry．Hypoxemiawasreprtedin20／455（4％）  
PatientstreatedwithLUSEDRAusingthestandaTdormodineddosingregimen［seeDosLWand  
P，2，2．3）］．Hypoxemiawasreportedamongpatientswhoretainedtheabilitytorespondpur7X）Sefhllytotheirhealth  
CareprOViderfb1lowingadministrationofLUSEDRA．Therefbre，retentionofpu甲OSefulresponsivenessdidnot  
preventpadentsfねmbecominghypoxemicfbllowingadministrationofLUSEDRA．Inpadentstreatedwithgreater  
thantherecornrhendedLUSEDRAdose，hypoxemiawasreportedin151／556（27％）．  

TheriskofhypoxemiaisreducedbyappropnatepositionlngOfthepatient，andtheuseofsupplemental  
OXygeninallpatientsreceivingLUSEDRA．AirwayassistanCemaneuVerSmqyberequiredinthemanagementof  
hypoxemia（seeTable4）．Theadditivecardio－reSpiratoryefftctsofnarcoticanalgesicsandothersedative－hypnotic  
agentsshouJdbeconsideredwhenadministeredconcomitantlywithLUSEDRA．   

5・4 PatientUnresponsivenesstoVigorousTactileorPainn11StimtJhtjon  

LUSEDRAhasnotbeenstudiedforuseingeneralanesthesia・However，administrationofLUSEDRAmay  
inadvertendycausepatientstobecomeunresponsiveorminimallyresponsivetovigoroustactileorpainfui  
Stimulation・Theincidenceofpatientssedatedforcolonoseopywhobecameminimal1yresponsiveorunresponsive  
tovigoroLutaCtiJeorpainfulstimulationwas7／183（4％）．ThedurationofminimalorcompleteunresrK）nSivenessin  
COIonoscopypatientsrangedfiom2to16minutes．Amongpatientssedatedforbronchoscopy，theincidenceof  
patientswhobecameminimallyorcompletelyun陀SpOnSivetovlgOrOuStaCtileorpainfulstimulationwas  
24／149（16％）・Thedurationofminimaltocompleteunresponsivenessinbronchoscopypatientsranged舟om  
2to20minutes．   

5．5 】町pote皿Sion  

Hy騨）tenSionfbllowingtheuseofLUSEDRAmayoccur．Hypotensionwasreportedin18／455（4％）patients  
treatedwithLUSEDRAusingthestandardormodifieddosingregimen［seeDos呼andAdhinisLrationP・2，2・3）］・  

InpatientstreatedwithgreaterthantherecommendedLUSEDRAdose，hypotensionwasreportedin31／556（6％）・  

PatientswithcompromisedmyocardiaJfunction，reducedvasculartone，OrWhohavereducedintravascular  
VOlumemaybeatanincreasedriskforhypotension．Asecureintravenousaccesscatheterandsupplementalvolume  
replacementfluidsshouldbereadilyavailabteduringtheprocedure．AdditionalphamacologlCalmanagementmay  
benece5Saけ・   



6   ADVERSEREACT］ONS   

ThefbllowlngSeriousadversereactionsarediscussedelsewhereinthelabeling：   

・Respiratorydepressionhee肋rningsandPrecaulionsP・2）］  
・HypoxemiaJigg肋r′Ii喝苫d〃dPrg∽〟血旧作．孔7  
。Lossofpurposefulresponsiveness／keeWbmingsandPrecautjof7SP・明  
・HypotensionheeWamingsandPrecautions作．5）］  

Themostcommonadversereactions（reportedingreaterthan20％）arepareSthesiaandpruritis．  

Themostcommonlyreportedreasonsfordiscontinuationareparesthesiaandcough．  

＆1 Clini仁alTriakE叩erienee  
Adversereactionspresentedinthissectionarederivedti’Om332patient5in3controlledclinicaltrialsirl  

PatientsundergolngCOIonoscopyorflexiblebronchoscopyand123patientsinoneopen－labelstudyinpatients  
undergolngminorprocedures．Patientsenrolledinthestudieswhoreceivedthestandardormodineddosing  
regimenincludedmalesandftmales，≧18yearsofageandranging舟omhealthy（359／455（79％］ASAPIorP2）to  
thosewithseveresystemicdisease（96川55［21％】ASAP30rP4）．Of’the455patientsemvIJed，345（76％）were  
≧18to＜65yearSOfageandllO（24％）were≧65yearsofage．Adversereactionsarereportedforpatientswho  
receivedthestandardorthemodifieddosingregimen［seeDosqgeaTldA血inistratio〝佗J】．Themqiorityof  
procedureswerelessthanthirtyminutesinduration．Al1patientsinthesestudiesreceived50mcg免ntanylcitrate  
主ntravenousaspremedicationandsomeofthepatientsreceivedadditional25mcgftntanylcitratesupplemental  
doses．Adversereactionsoccumngin≧2％ofpatientsinthesestudiesarepresentedinTable3．  

BecauseclinicaltrialsareconductedunderwidelyvarylngCOnditions，adversereactionratesobservedin  
theclinicaltrialsofadrugcannOtbedirectlycomparedtoratesintheclinicaltrialsofanotherdrugandmaynot  
accufatelyrenecttheTateSObservedinpractice．  

Tabl03．Com汀旧nAd咋帽OR朗ttio恨brP如ion瞳R郎ONin！l仇○＄也ndardorHodl椚odDo書暮ngRogin℃n（Roさd‡ons  
O¢¢U汀ingさtさ如≧2％I  

C010nO批OPy  MlnorP和COduroさ  8ronchoさCOPy   
叩王183）  叩可23）  叩＝日朝   

nく％）  n（％）  n（％）  Roa¢80nTon¶  

Gさ＄廿○細心勝助闇Idi§Ordo帽   

Nau5ea  O  5（4）  2（1）   

Vom氾ng  O  4（3）  0  

l叫リーy，PObonlng．andprocodul苫I   
eomplic■心On亭   
Procedura暮Pain  0  0  3（2）  

N針YOu＄8】畔地mdi§Ordo帽   
Pa帽S帥esj8轟  135（74）  77（63）  78（52）   

He8d8dle  l（り  3仔）  1（1）  

Ro印加t馴y，th01さCic，an一打檜diさ5tinal   
d事50rd01雪   

目ypox即由  3（2）  1（1）  16（11）  

Sklnさnd＄ubcubn00uStbさuO   

disoⅣk帽   
Pm内山Sb  30（16）  34（28）  24（16）  

Va＄Cu暮ardlさOrdors  

【 
ててj   



Hypotension  ヰ（2）  4く3）  10（7）  

ParesthesiaincJudesthefo＝owin9termS：Paresthesiagenitalmaie；Bumin9SenSation；GenitaIbumingsensaもOn：Vaginalbuming   
SenSation：Skinburnhgsensation；GenttaEpain（repo膏edasbuming）；Perineatpain（reporhxtasbuming）；Ar7aldis00爪brt  
（reportedasbuming）こChestpain（reportedasburning）こ巨ardiscomfort（reportedasbumin9）：NasaldjscomforHreportedas   
buming）；Buttockpain（reportedasstingin9）：Groinpain（reportedasstin9ing）；Pain（repoTteくゴasstmging）；Sensorydisturbance  
（reportedasnon－SPeCificsensationinpubicarea〉．  

bpTUritusincEudesthefDI皇OWEngtermS＝GenitaEprunusfemaBe；Genit感PrUTitusma－e：Pruritusgenital：Pru触San壷：PruTitus   
genera妃ed  

Paresthesias（includingburning，tingling，Stinging）and血rpruritus，uSua王Iymaniftstedintheperineairegion，  
Werethemostftequentlyrecordedadversereactionsinclinicaltrials．Paresthesiasandpruritusgenerallyoccurred  
within5minutesafteradministrationoftheinitialdoseofLUSEDRAandweregenerallytransientandmildto  
moderateinintensity・Thepharmacologicbasisofthesesensoryphenomenaisunknown．Nopretreatments，  
includingtheuseofnonsteroidalanti－innammatorydnlgS，OPioids，Orlidocaine，areknowntohaveanef詑cton，Or  
toreducetheincidenceofthesesensations．  

Sedation－relatedadverscreactionswereexpenenCedatthefo1lowlngrateSfbrsubjectsreceivingthestandard  
OrmOdinedLUSEDRAdosingregirnen：20／455（4％）hypoemia，18／455（4％）hypotension，1／455（＜1％）apnea・  
Agreaterrateofsedation－relatedadversereactionsnecessitatlnglnterVentionwasobservedinpatientsundergolng  
bronchoscopycomparedwithcolonoscopyandminorsurgicalprocedures．InthecoIonoscopystudies，5／183（3％）  
patientswereASAP3・1ntheminorsurgicalpr？Ceduresstudy，23／123（19％）patientswereASAP3orP4・Indle  

nexiblebronchoscopystudy，68／150（46％）patlentSWereASAP30rP4．Thetypeandincidenceofairway  
assistanceinterventionsrequiredfbrpatientswhoexpenenCedsedation－reZatedadversereactiotlSarePreSentedin  
Table4．  

Tさbk■．Pさ馳nt暮ncidonceo一人in〝ayManagementEvents  

Floxlblo  
Ho■lthySubjocb■  c0lono＄COPyb HlnorProcedurosb Bmnchoさ叩b  

6m8化g  も・5m少kg  6・5mg几g  6・5m8耽g   

tormod椚od  tor汀lOd汀lod  （OrmOd用Od  
d05lngroglmo巾  dosI叩rOglmo叫   doslng帽glmon）  

N＝183  N＝123  N＝1伯  

nt％）  n（％）  nl％）  

N＝69  

n（％I  

0  0  0  21（14）  1nc陀aSedO2  

PatientReposjtionl咽  0  0  0  2（1）  

Ve－baISt】mUlation  0  2（1）  1（1）  5（3）  

TadileStimutation  0  0  0  3（2）  

FaceMask（100％q）  0  0  0  1（1）  

JawThnlSt  O  O  O  2（1）  

ChinL的  0  0  1（1）  3（2）  

0  0  0  0  Nasaけmmpet  

Ora】A如way  0  0  0  0  

0  0  0  2（1）  

MarIUaJVent脂tion  
（bagvalvemask）  

Mechanical Ventilation O  O  O  O   



aNoconcomitantmedicatk）nSadministered．Attsubiectswereheatthyvotunteers．  

bAIIpatientspremedicatedw肘150rnc9fentanylcitrale．SuPJeCtSrangedfrDmheaJthytothosewithsevere   
SySlemicdiseasethatisaconstantthreatto胞（ASAPltoP4）．  

6．2 AdverseReadionsiIIPr0lomgedE叩OSureiIIAdults  

ThesafttyofLUSEDRAforcontinuoussedationhasnotbeenestablishedandtherefbreitsuseisnot  
recommended，LUSEDRAwasadministeredto38intubatedandmechanicallyventilatedpatientsinpost・OPerative  
andintensivecaresettings．AnoccurrenceofnQnSuStainedven廿iculartachycardiawasobservedasaserious  
adversereactioninonepatientinthestudy．Anotherpatientwithacutemyeloidieukemiawithrenalandhepatic  
insumciencyexperiencedafurtherincreaseinplasmafbrmateconcentration蝕）m益baselineof66mcg／mLtoa  
POSt－doselevelof212mcg／mLa氏era12－hourinfusion．Theclinicalsignificanceofthesefindingsisunknown，   

7   DRUGtNTERACTIONS  

LUSEDRAmayproduceadditivecardio－reSPlratOryef托ctswhenadministeredwithothercardio－re5piratory  
depressantssuchassedative－hypnoticsandnarcoticanalgesics．   

8   USEINSPECIFICPOPtJLATIONS   

＄．1 Pregnan亡y   

Ter叡OgenicE餓氾b：  

汁喝n肌CyCategoけB．  

Therearenoadequateandwe11－COntrO11edstudiesinpregnantwomen．Becauseanimalreproductionstudies  
arenotalwayspredictiveofhumanresrx）nSe，thisdrug血ouldbeusedduringpregnancyonlyifcleadyneeded・  

ReproductionstudieshavebeenperformedinratsandrabbitsatdosesuptoO．6andl．7timestheanticipated  
humandoseforaprocedtueof16minutesbasedonacomparisonofdosesexpressedasmg／m2andhaverevealedno  
evidenceofimpairedfertilityorhamtothefttusduetoLUSEDRA．  

Pregnantratsweretreatedwithfospropofo1disodium（5，20，Or45mg此g／day，ⅠⅤ）舟omgestationday7  
through17（thehighestdoseisO．6timestheanticipatedhumandoseforaprocedureof16minutesbasedona  
comparisonofdoscsexpressedasmghn2）．Dosesof20and45mgn（g／dayproducedsignificantmaternaltoxicity．  
Nodrug－re）atedadversee飴ctsonembryo－fttaldevelopmentwerenoted．  

Pregnantrabbitsweretreatedwithfospropotbldisodium（14，28，560r70mg耽g／day，IV）丘omgestationday  
6through18（thehighestdoseisl．7timestheanticipatedhumandoseforaprocedureof16minutesbasedona  
comparisonofdosesexpressedasmg／m2）．Signi重cantmaternaltoxicitywasnotedatalldoses．Nodrug－related  
adversee能ctsonembryo一免也1developmentwererLOted．   

〟〃〝JemJ聯〝お宅伊cね．  

Pfegnantr叡SWereadministeredO，5，10，Or20mg耽g／dayfospropofbldisodium負℃mgeStationday7through  
1actationd町20toevaluateperinatalandpostnataldevelopment（thehighestdoseisO．2timestheanticipatedhuman  
doseforaprocedureof16minutesbasedonacomparisonofdosesexpressedasmg／m2）．Therewerenoclead・  
treatment－relatede蝕ctsongrowth，development，b血avior（passiveavoidanCeandwatermaze）orf己rtilityand  
matingcapacityoftheo飴pring．   

8・2 LaborandDdiYery  
LUSEDRAisnotrecommendedforuseinlaboranddelivery，1nCludingCesareanSeCtiondeliveries・Itisnot  

knovmiffospropofblcrossestheplacenta；however，PrOPOfolisknowntOCrOSStheplacenta，andaswithother  
Sedative－hypnoticagents，theadministrationofLUSEDRAmaybeassociatedwithneonatalrespiratozYand  
Cardiovasculardepression．   



8．3 NursingM¢tbers  
ltisnotknownwhetherR）SPrOpOfblisexcretedinhumanmi1k；however，PrOPOfblhasbeenreportedtobe  

excreledinhumanmilkandtheeffect50foralabsorptlOnOffbspropofblorpropofblarenotknown．LUSEDRAis  
notrecommerldedfbruseinnurslngmOthe門．  

＄．4  pediatrieUse  

SafヒtyandeffectivenessinpediatricpatientshavenotbeenestablishedbecauseLUSEDRAhasnotbeen  
StudiedinperSOnS＜18yearsof’age・LUSEDRAisnotrecommendedfbruseinthispopulation、   

乱5  GeriatrieUse   

Instud主esofLUSEDRAfbrsedationinbriefdiagnosticandtherapeuticproceduTeS，i7％patien‡swere  
≧65yearsofageand5％ofpatientswere≧75yearsof’age・Patients≧65yearsofageshouldreceivethemodified  
dosingregimen【seeDosageandAdministrationP．3）1・Hypoxemiawasreportedmore育equentlyamongpatients  
aged≧75yearsthanamongpat蓋entsaged65to＜75yearsandJessfi－equentlyamongyoungerpatients，aged18to  
＜65vears．  

＄．‘ PatientswitbRenalImpalmemt   

InstudiesofLUSEDRAfbrsedationinbriefdiagnosticandtherapeuticprocedures，21％ofpatientshada  
Creatinineclearance＜80mL／minand4％hadacreatininecleaLranCe＜50mL／min・Phamacokineticsoffbspropofbl  
OrprOPOfo（werenotalteredinpatientswithmiIdtomoderaterenalinsu用ciency・Nodosinga嘩ustmentsaTe  
requiredforpatientswithcreatinineclearance≧30mL／min．Limitedsafttyandefncacydataareavailablefbr  
LUSEDRAinpatientswithcreatinineclearance＜30mL／min．   

＄・7 PatieⅡbwitb拭epati亡1mpalmeIlt  
LUSEDRAhasnotbeenadequatelystudiedinpatientswithhepaticimpaHTnent．Cautionshouldbeexercised  

Whenusingfospropofbldisodiuminpatientswithhepaticimpalrment．   

9  DRtJGABUSEANDDEPENDENCE  

，．1 Abuse  

NoformalstudiesoftheabusepotentialofLUSEDRAhavebeenconducted・AdministrationofLUSEDRA  
resultedineuphoriainasmallnumberofsu句ectswhoreceivedintravenousororaldosing・   

9・2 D叩仁mden亡e  

Noforma］studiesofdependencehavebeenconducted，   

10  0VERD（）SE  
OverdosagewithLUSEDRAcanCauSeCardioresplratOrydepression・Ifoverdosageoccurs，LUSEDRA  

administrationshouldbediscontinuedimmediately．RespiratorydepressionmayrequzremanualormechanicaJ  
Ventilation．Cardiovasculardepressionmayrequlreelevationoflowerextremities，intravascularVOlume  
replacement，andk）rphmacologlCalmanagement，  

FormateandphosphatearemetabolitesofLUSEDRAandmaycontributetosignsoftoxicityfo1Iowing  
OVerdosage．Signsof払rmatetoxicityaresimilartothoseofmethanoltoxicityandareassociatedwithanion－gaP  
metabolicacidosis・lntravenouseXpOSuretOalargeamountofphosphatecouldpotentiallycausehypocalcemiawith  
PaTeSthesia，musClespasms，andseizures．   

11 DESCRIPTION  

LUSEDRAisan叫eCtionsolutionintendedforintravenousadministrationasasedative－hypnoticagent・  
LUSEDRAisanaqueous，Sterile，nOnpymgen！c，Clear，COlorless，iso－OSmOticsolutioncontaining35mg／mLof  

fospropofo1disodium・FospropofbldisodiumlSaWater－SOlubleprodrugOfpropofbl，Chemica11ydescribedas  
2，6－diisopropylphenoxymethylphosphate，disodiumsalt・ThestruCturaJaJldmolecularformuiasareshownin  
Figwel．   



ばa  
MolecularFormula：C13H1905PNa2  

MolecularWeight：332．24  
Figurel．Structur＆1aJ）dMo］ecularFortnulasofFospropofblDisodium  

Theinactiveiomponentsinclude，mOnOthioglycerol（0．25wt％）andtrornethamine（0．12wt％）・LUSEDRA  
hasapHof8．2to9．0．LUSEDRAdoesnotcontainanyantimicrobialpreiervativesandisintendedfbrsingle－uSe  
adminis打叙ion．  

12  CLINICALPHARMACOLOGY  

12．1 MeehanisInO－A亡tioII  

FospropofoldisodiumisaprodrugOfpropofoI．Followlngintravenousil頑ection，fospropofolis  
metdboJizedbyalkalinephosphatases・Foreverymi11imoleoffospropofbldisodiumadministered，Onemi11imoleof  
propofblisproduced（l．86mgoffospropofbldisodiumisthemolarequivalentoflmgpropofol）・   

12．2 Pbarmユーodynami亡S  

Thepharmacologyoffospropofo1，OnCemetabolizedtopropofol，iscomparabletothatofpropofollipid  
emulsion，however，theliberationofpropofolhmfospropofo1resultsindifr故encesinthetimingofthe  
pharmacodynamicef托cts．Tocharacterizethepharmacokinetic／pharmacodynamic（PKJPD）pro蝕ofpropofbl  
derived丘omLUSEDRA，12healthysu切ectswereadministereda10m釘kgintraYenOuStDlusdoseofLUSEDRA  
andthesedativeeffktwasmeasuredasadecreaseinModitiedObserver，sAssessmentofAlertness／Sedation  
（MOAA侶）score（Table5）．2ThePKandPDresultsateshowninFigure2．Peakplasmalevelsofpropofo］  
（2．2±0．4llg／rnL）released舟omfbspropofolwerenotedby8min（range4－13min）andminimummeanMOAA／S  
scoreofl．2（rangeO－3）wasnotedin7min（rangel－15）．Subiectscompletelyrecovered舟omsedativee飴cts  
between21－45minutesa丘erLUSEDRAadministtation．  

TabIe5．M。difiedObserver，sAssessmentofAler（］）eSS侶edationScaIe2  

ResI氾nSiveness   Score   

Respondsreadilytonamespokeninnormaltone   5   

LethargicresponsetonameSPOkeninnormaltone   4   

RespondsonlyaAernameiscal1edloudlyamdhrrepeatedly   3   

Respondsonlya允ermi1dproddingorshaking   2   

ResrN）ndsonlyaRerpainfu1trapeZiussqueeze   

Doesnotrespondtopainfu1trapeZiussqueeze   0  



Figtlre2・PharmacokineticandPharnacodynamicProfiIesa鮎ralOmg此gBolusDoseofLUSEDRA   

LUSEDRAwasevaluatedinrandomized，blinded，dose－COntrOlledstudiesforsedationinpatier）tSundergoing  

COlonoscopyandnexiblebronchoscopy［seeC［inica／Studies〝4．L）］．Figure3showsMOAA／Sscoresovertimein  
eachofthestudiesforthosepatientswhoreceivedthestwdardandmodifieddosingreglmenS・lnthestudyof  
Patientsundergoingcolonoscopy，patientswhoreceivedthestandardandmodifieddosingregimenshadamedian  
【range］timetosedation（timefbmfirstdoseofsedativetothenrstof2consecutiveMOAA／Sscoresof≦4）of  
8・0［2，28］mirrutesandamediaLntimetoFullyAlert（3consecutiveresponsestotheirnamespokeninanormaltone，  
me㌘uredevery2minutesbeginningatora鮎rtheendoftheprocedure）of5・0［0，47］minutes・Inthestudyof  

PatlentSundergoingnexiblebronchoscopy，patientswhoreceivedthestandardandmodifiedLUSEDRAdosing  
regimenshadamediantimetosedationof4［2，22】minutesandamediantimetoFullyAlertof5．5［0，61］minutes．   



Figure3・PercentageofPatientsatEacbMOAAJSScoreOverTime  

Withintherecommendeddoserange，therewerenodifFhencesinmatchedQTcintervalchangesbetween  
LUSEDRAandplacebo．Thee飴ctofLUSEDRAontheQTcFintervalwasmeasuredinacrossoverstudyin  
WhichhealdlySubiects（n＝68）receivedthefo1lowingtreatments：6mgn（gintravenousLUSEDRA；18mgA（g  
intravenousLUSEDRA；mOXinoxacin400mgorally（positivecontrol）；andnormalsalineIV．A免erbaselineand  
Placeboaqjustment，themaximummeanQTcFchangeWaS2ms（1－Sided95％UpperCI：6ms）ぬrthe6mgn（gdose  
and8ms（1－Sided95％UpperCI：12ms）forthe18mgkgdose．UsedaLSapOSitiveco血Ol，mOXinoxacinhada  
maximummeanchangeinQTcFof12ms（1－Sided95％LowerCI：6ms）．   

12．3 Phamacokheポcs  

PKparameterswereevaluatedinacross－OVerStudyof68healthysu句ects，18to45ye訂SOfage，Who  
received6and18mgn（gintravenousbolusdosesofLUSEDRA．PKparametersareShowninTable5．TheCmax  
ZndAUCo棚Valuesoffospropofolwercdoseproportional．¶leintersubjectvarial）ilityinCmaxandAUCodWaSlow・  
PropofotwasrapidlyliberatedreachingplasmaCtn．EXatamedianTmAXOf12minutesforLUSEDRA6mgn（gand  
8minutesfbrLUSEDRA18mgA（g．Concentraiion－timepro丘1esshowedabiexponentialdecline・Theincreasein  
CmaxandAUCo．40fpropofolwasdoseproportional．  

Tabt05．Phamacokino心CさPa帽mO飴帽tmOan土SD＝orFo印rOPOI0lさndPropoI01fromLUS∈DRA  
AdmInktla心on  

Fo＄PrOPObI  Propofbl打omLUSEDRA  

Parameter  Healthy  Healthy  Patient  Healthy Hea肋y  Patjent  

（6m8几g） （18mg爪g）（6．5mg几g）（6m9几g） （18mg佃）（6．5叩】几g）  
N＝68  N≡68  N＝667  N三68  N三68  N三叫00  

C汀帽Ⅸ（mcg／mL） 78．7土15．4  211±48．6  1．08土0．33  3．90±0．822   



Tmax（m椚）  4  2  12  8  

AUCレ。  19．2土3，59   50．3±8．4  190±7，2  1．70±0．29   5．67±1．28   1．2±0．39  
くmcg・h／mL〉  

CLp（Uh／k9）  0．28±0．053  0．32±0．058  0．36±0．16  1．95土0．34   1．79±0．39    3．2土0．92  

0，81±0．08   0．81士0．09   0．88±0．08   2．06士0．77   1．76±0．5ヰ   1＿13±0．28  

Distribution  

Fospropofbihasalowvo）umeofdistributionofO・33j＝0・069Ln’gandtheliberatedpropofblhasalarge  
VOlumeofdisけibution（5．8L化g）・  

Bothfbspr（）POfolanditsactivemetabolitepropofblarehighlyproteinbound（approximately98％），Pdmarily  
toalbumin，Fospropofbldoesnotafftctthebindingofpropofbltoalbumin．   

MetabolisIm   

Fospropofoliscompletelymetabolizedbyalkal主nephosphatasestopropofol，fbrma）dehyde，andphosphate・  
Formaldehydeandphosphateplasmaconcentrationsarecomparabletoendogenouslevelswhenfbspropofbl  
disodiumisadministeredasrecommended．Formaldehydeisfurthermetabo］izedtoformatebyseveralen琴me  
SyStemS，includingfomaidehydedehydrogenase，PreSentinvarioustissues・Propofo11iberated育omfospropofblis  
furthermetabolizedtomqiormetabolitespropofblglucuronide（34．8％），quino14－Sulfate（4．6％），quinol－ト  
glucuronide（＝．1％），andquinol－4－glucuronide（5．1％）．OxidationtoCO2isthepdmarymeansofeliminating  
excessfbmate，  

FospropofblisnotasubstrateofCYP450enzymes・   

Eliminatiom   

ARerasingJe400mgintravenousdoseof［一4c】一fbspropofbldisodiuminhumanS，apprOXimately71％of  
radioactivitywasrecoveredintheurinewithin192hourS・Totaltx｝dycleamnce（CLp）offospropofolw？S  

O．280土0．053L瓜q（gandrenaleliminationoffospropofo1wasinsign摘cant（＜0．02％ofdose）．Thetermlnalphase  
eliminationhalfこIift（tl／2）offbspropofolwasO．81士0．08andO．88土0，08hoursinhealthysubiectsandpatients，  
respectiveJy・1nhealthys叫ects，theapparenttotatbodyclearanceofliberatedpropofo1（CLJF）was  
l．95土0．345L几此gandtl／2WaS2．06士0．77hours・lnpatients，theCLpoffospropofo1wasO・31土0・14L血此gand  
CLp／Ffbrpropofolwas2・74土0・80LnJkgandissimilartothatobservedinhealthysu切ects・   

SpecialI｝opulations  

Populationphmacokineticanalysisindicatednoinnuenceofrace，gender，age，renalimpalmlentOralkaline  
phosphataseconcentrationsonthephamacokineticsoffospropofbl・PhaTmaCOkineticsofprorx）fblderived打om  
fospropofblwasnotinnuencedbyrace，gender，Orrenalimpalrment・  

LUSEDRAhasnotbeenadequatelystudiedinpatientswithhepaticimpalrment．Cautionshouldbeexercised  
Whenusingfospropofoldisodiuminpatientswithhepaticimpalment．   

DrllgInterac伽ns  

Therewasnoefftctofanalgesicpremedication［fhtanyl（1mcgn（g）；mePeridine（0．75mgn（g）；midazolam  
（0．01mgA（g）；mOZT）hine（0．1mgA（g）］onplasmapharmacokineticsoffospropofol．  

Inanir）Vitroproteinbindingstudytherewasnosign摘cantinteractionbetweenfosprofX）fo1andpropofo1at  
COnCentrationsupto200mcg／mLand5mcg／mL，reSpeCtively・Theinteractionoffospropofolwithotherhigh1y  
PrOtein－bounddrugSglVenCOnCOmitantlyhasnotbeenstudied・  

Potentialoffospropofbloritsm叫Ormetabolite，prOpOfbl，tOinhibitorinducem叫OrCytOChromeP450enzymes  
isnotknown．   



13  NONCLINICALTOXICOLOGY   

13・1Carei山OgeⅢ供is，MutageIl郡誌，lmpalrment¢－Fehility  

Carcinogenesis：  
Long－termStudiesinanimalshavenotbeenperformedtoevaluatethecarcinogenicpotentialoffbspropofbl  
disodium．  

Mutagenesis‥  

FospropofblwasnotgenotoxicintheAmesbacterialreversemutationassay，withorwithoutmetabolic  

activation，andintheinvivomousemicronucleusassay・FospropofolwaspositiveintheL5178YTK＋r  
mouselymphomafbrwardmutationassayinthepresenceofmetめ01icactivation・Incontrast，fbspropofbl  
WaSnegativeinthisassayinthepresenceoffbrmaldehyde－metabolizingenzymessuggestingthatthe  
positivefindingislikelyduetoanartifactofthecultureconditions．  

lmpalmentOfFertility：  

Maleratsweretreatedwith5，10，Or20mgA（gfospropofo1for4・Weekspriortomating．Maleftrtilitywas  
notalteredinanimalstreatedwith20mgn（g（0．3－fbldthetotalhumandoseforaprocedureof  
16minutesbascdonamghn2basis）．  

Femaleratsweretreatedwith5，10，Or20mgn（gfbspropofo1fortwoweekspriortomating．Therewereno  
Cleartreatment－relatede蝕ctson氏maleftrtilityatadoseof20mgn（g（0．3－foldthetotalhumandosefora  
procedureof16minutesbasedonamg／m2basis）．   

14  CLINICALSTUDIES   

14．1UseinSedationbrDiagnDSticorTherapeuticProcedtlreS  

ThestaLndardandmodifiedLUSEDRAdosingregLmenSWereeValuatedintwocontro）1edstudiesinpatients  
dosedwithLUSEDRAwhowereover18yearSOfageandundergoingdiagnosticortherapeutic，prOCedures・Al1  
patientsreceived50mcgof危ntanylcitrateintravenouslybeforestudysedativemedication．Theprimaryendpoint  
WaStherateof“sedationsuccess，’’de丘nedastheproportionofpatientswhodidnotrespondreadilytotheirname  
SpOkeninanormaltoneofvoice（ModinedObserver’sAssessmentofAlertness／SedationScalescoreof40rless）  
On3consecutivemeasurementstakenevery2minutesandwhocompletedtheprocedurewithouttheuseof  
alternativesedativemedicationandwithouttheuseofmanuaIormechanicaIventilation．2  

lnbothstudies，aninitialbolusdoseandupto3supplementaldosesat25％oftheinitia）bolusofstudy  
Sed血ivemedicationw孔Sadministeredintravenouslytosedatep鵬entssothattheydidnotresrx）ndreadilytotheir  
namespokeninanomaltoneandtoa1lowtheinvestigatortostarttheprocedure．Duringtheprocedure  
Supplemcntaldosesat25％oftheinitialboluswereallowedtomaintainsedation．Patientswhowerenot  
adequatelysedatedwithstudydrugreCeivedaltemativesedativemedicationperthesite’sstandardofcare；however，  
SiteswereinstruCtednottousepropofoIasitwouldinterftrewithPKmeasurements．  

Thestandardandmodi重edLUSEDRAdosingreglmenSWereeValuatedinarandomized，blinded，dose－  
COntrOlledstudyforsedationinpatientsundergolngCOlonbscopy．Allofthepatientswhoreceivedalternative  
Sedativemedication（n＝19）receivedmidazolam．PatientsrandomizedtoreceivetheLUSEDRAstauldardor  
modi且eddosingreglmenhadasedalionsuccessrateof87％andrequiredameannumberofsupplementaldosesof  
2．3（±1．4SD）．PatientsrandomizedtoreceiveLUSEDRAhadmedianprOCeduredurationsofllminutes・  

ThestandardandmodifiedLUSEDRAdosingregimenswerealsoevaluatedinarandomized，blinded，  
dose－COntrOlledstudyforsedationinpatientsundergoingfLexiblebronchoscopy・Allofthepatientswhoreceived  
alternativesedativemedication（n＝12），reCeivedmidazolam．PatientsrandomizedtoreccivetheLUSEDRA  
Standardormodi頁eddosingreglmenhadasedationsuccessrateof89％andrequiredameannumberof  
Supplementaldosesofl．7（土l．6SD）．PatientsrandomizedtoLUSEDRAhadamedianproceduredurationof  
lOminutes 
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16HOWSUPPLIED／STORAGEANDHANDLING  

LUSEDRA，35mg／mL（totAiofl，050mg／30mL）fbspropofbldisodium，is㌣PPliedasasingle－uSe，aqueOuS，  

Sterile，nOnpyrOgenic，Clear，COlorlesssoludoninglassvialsreadyforintravenotsrqection・Eachvialis創Iedwith  
32．1mLintendedtodeliveraminimumof30mLoffospropofbldisodiumsolutlOn．Storeatcontrolledroom  
temperature250C（770F）・Excursionspermittedbetween15Oand30OC（59Oand860F）．   

NDC62856－350－0王．  

17 PATIENT COUNSELING INFORMATION 

Paresthesias（includingbuming，tingling，Stinging）and／orpruritus，uSuallymanifbtedintheperinea王reg50n  

aJTe舟印uentlyexperienceduponiniectionoftheinitialdoseo［LUSEDRA．InfbrmthepatientthatthesesensatiOnS  
a陀typical1ymiidtomoderateinhtensity，lastashorttime，andrequirenotreatment．  

Requirementfbrapatientescortshouldbeconsidered．Thedecisionastowhenpatientswhohavereceived  
LUSEDRA，particuLarlyonanoutpatientbasis，mayagainengageinactivitiesrequiringcompletementalalertness，  
COOrdinationand／orphysicaldexterity（e．g．0peratehazardousmachinery，Signlegaldocumentsordriveamotor  
Vehicle）mustbeindividualized．   




