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FULLPRESCRIBJNGINFORMATJON  

WARNmG：FORSIIORT－TERMHOSPITALUSEONLY  
ENTEREGisavai1ableonlyfbrshorトterm（15doses）useinhospitalizedpatients．0nly  
hospitalsthathaver喝isteredinandmetalloftherequirementsfbrthemEGAccess  
S叩POrtandEducation（E．A．S．E．）programmayuseENTEREG．hee勒rningsand  

タre〟〟Jわ旧作．ノα批7j．初  

lNDICAT10NSANDUSAGE  

ETVTEREGisindicatedtoacceleratethetimetoupperandlowergastrointestinal  

recoveryfbllowingpartiallargeorsmallbowelresectionsurgerywithprimaryanaStOmOSis．   

2  DOSAGEANDADMINISTRAT10N  

2．1 U＄ualDosagoinAdu托＄  

Forhospitaluseonly．TherecommendedadultdosageofENTEKGis12mg  
administered30mimrtesto5hourspriortosurgeryfo1lowedby12mgtwicedai1ybeginningthe  
dayaftersurgeryfbramaxirrrumof7daysorunti1discharge．Patientsshouldnotreceivemore  

than15dosesofENTEREG．  

2．2 Sp胱i細Popul鵬OnS  

Gehatr抽e：Nodosagea句ustmentisnecessaryinelderlypatientsheethein勒βCiPc  

鱒印加肋町掛初．  

lPa厄lTIPaiTmen 
． 

useinpatienbwithseverehepaticimpairment（Child－PughClassC）hee【hein旗CiPc  
P甲以加0那移刃α乃dC勧icαJア血糊c（）J脚〃2．み7．  

Rena（Impajrment：Nodosagea嘩ustmentisnecessaryinpatientswithmild－tOづeVere  

renalimpalrment，butthqyshouldbemomitoredforadversee飴cts．ENTmGisnot  
recommendedfbruseinpatientswithend－St喝erenaldisease．heeUsein均）紆tPcPQPulaHons  
移〃〝畑α血Cαノア血糊coJ咽′〝2．動7．   

3  DOSAGE FORMS AND STRENGTHS 

12mgblue，hardgelatinc叩Suleswith”ADL2698”printedonboththebodyandthecap  

Of血ec叩Sule．   

4  CONTRAINDICATtONS  

E7mEREGiscontraindicatedinpatientswhohavetakentherapeuticdosesofopioidsfor  
morethan7consecutivedaysimmediatelypriortotakingENTEWG．   

5  WARNINGSANDPRECAU¶ONS  

S．1 MyocardiaIlnfarctionina12MonthStudyinPatient＄treatedwithOpioids  

forChroni¢Pain  

Thereweremorereportsofmyocardialinhrctionsinpatientstreatedwithalvimopan  
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0．5mgtwicedailycomparedwithplacebo－treatedpatientsina12－mOnthstudyofpatients  

treatedwithopioidsfbrdlrOnicpain．1nthisstudy，them由Oriwofmyocardidinfhrctions  
OCCurredbetweenland4monthsa氏erinitiationoftreatment．Thisi血balancehasnotbeen  

Observedinotherstudiesofalvimopan，includingstudiesinpatientsundergolngbowelresection  

SurgeryWhoreceivedalvimopan12mgtwicedailyforupto7days．Acausalrelationshipwith  
alvimopanhasnotbeenestablished．  
5．2 DistrjbutionProgramfbrENTEREG  
ENTEREGisavai1ableonlytohospitalsthatenrollintheE．A．S．E．program．Toeruollin  

theE．A．S．E．program，thehospitalmustacknowledgethat：  
－hospitalstaffwhoprescribe，dispense，OradministerENTEREGhavebeenprovidedthe  
educationalmaterialsontheneedtolimituseofENTEREGtoshort－terrn，1npatientuse；  

－patientswi11notreceivemorethan15dosesofalvimopan；and  
－ENTEREGwi11notbedispensedtopatientsa銃ertheyhavebeendischargedfromthe  
hospi血．  

ContacttheE．A．S．E．programatl－866－4ADOLOR（1－866－423－6567）．  

5．3 0pjojdT01eranceandGa＄trOjnte＄tinaJ－RelatedAdver＄eEfFects  

Patientsrecentlyexposedtoopioidsareexpectedtobemoresensitivetothee飴ctsofp－  

Opioidreceptorantagomists．SinceENTEREGactsperipheral1y，Clinicalsignsandsymptomsof  

increasedsensitivitywouldlikelybelimitedtothegastrointestinaltract（e．g．，abdominalpain，  

nauseaandvomiting，diarrhea）．Patientsreceivingmorethan3dosesofanOpioidwithinthe  

Weekpriortosurgerywerenotstudiedinthepostoperativeileusclinicaltrials；therefore，  

mEREG12mgcapsulesshouldbeadministeredwithcautiontothesepatients．  

5．4 SevereHepaticlmpairment  
Inpatientswithseverehepaticimpairment，thereisapotentialfbr10－fo1dhigherplasma  

levelsofdrugheeClinicalPharmacol喝′〃2・3）］．TYlerearenOStudiesofENTEREGin  

patientswithseverehepadcimpalrmentundergoingbowelresection．Becauseofthelimiteddata  
avai1able，ENTEREGisnotrecommendedforuseinpatientswithseverehepaticimpalrment．  

5．5 End－ShgeRonalDi＄Oa＄e  

Nostudieshavebeenconductedwithend－Stagerenaldisease．ENTEREGisnot  

recorrmendedfbruseinthesepatients．  

5．6  BoweIOb＄truCtion  

UseofENTEREGinpatientsundergolngSurgeryfbrcorrectionofcompletebowel  

obstruCtionisnotrecommended．   

6  ADVERSE REACTlONS 

6．1 C］inicalTrialsExperience  

BecauseclinicaltrialsareconductedunderwidelyvarylngCOnditions，adversereaction  

ratesobservedintheclinicaltrialsofadrugCamOtbedirectlycomparedtoratesintheclimical  
trialsofanotherdrugandmaynotrenecttheratesobservedinclimicalpractice．Theadverse  

eventinfbrmationfromclinicaltrialsdoes，however，PrOVideabasisforidentifyingtheadverse  

eventsthatappeartoberelatedtodruguSeandfbrapproximatlngrateS．  
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Thedatadescribedbelowre鮎ctexposuretoENTEREGinl，650patientsin9placebo－  

COntrOlledstudiesworldwide．Thepopulationwas19to97yearSOld，68％werefbmale，and  

83％wereCaucasian；61％wereundergolngbowelresectionsurgery．The丘rstdoseof  

mEREGwasadmimistered30minutesto5hoursbefbrethescheduledstartofsurgeryand  

thentwicedailyuntilhospitaldischarge（orforamimumof7daysofpostoperative  

廿e如ment）．  

Tablelpresentstreatment－emergentadversereactionsreportedin≧3％patientstreated  

withENTEREGandforwhichtherateforENTEREGwas≧1％thanPlacebo・Treatment－  
emergentadversereactionsarethoseeventsoccumngaRerthefirstdoseofstudymedication  

treatmentandwithin7daysofthelastdoseofstudymedicationorthoseeventspresentat  

baselinethatincreasedinseveritya氏erthestartofstudymedicationtreatment．   

Tablel・T一℃atment－EmergentAdverseReactiotLSThatWereReportedin≧3％ofEither  
BoweIResectionPati助tSTreatedWithENTEREGorAl1SurgicaIPatientsTreatedWith  
ENTEREG如山‖brⅥ職icbtheRateIbrENTEREGWas≧1％TbamPlacebo  

BowelRese  donP如ients  AllSu曙1  cdP如ients  

Placebo  ENTEREG  Placebo  ENTEREG  

（n＝986）  （n＝999）  （n＝l，365）  （n＝1，650）  

SystemOrganClass  ％   ％   ％   ％   

Bloodandlymphaticsystemdisorders   
Anemia   4．2   5．2   5．4   5．4   

Gastrointestinaldisorders   

Con軸p如10n   3．9   4．0   7．6   9．7   

Dyspepsia   4．6・   7．0   4．8   5．9   

Flatulence   4．5   3．1   7．7   8．7   

Metabolismandnutritiondisorders   

Hypokdemia   8．5   9．5   7．5   6．9   

Musculoskeletalandcormectivetissue  

血50rders   

Backp血n   1．7   3．3   2．6   3．4   

Renalandurinarydisorders   

Urinaryretention   2．1   3．2   2．3   3．5   

7  DRUG lNTERACTlONS 

7・1 Potentia（forDrugstoAfFBctAIvimopanPharmacokinetic＄  
Basedoninvitrodata，alvimopanisnotasubstrateofCYPen野meS．merefore，  

COnCOmitantadministrationofENTEREGwithinducersorinhibitorsofCYPen町meSis  
un1ikelytoalterthemetabolismofalvimopan，Noclimicalstudieshavebeenperfbrmedtoassess  

thee蝕ctofconcomitantadministrationofinducersorinhibitorsofcytochromeP450enzymes  
Onalvimopanphamacokinetics．   



Inv〟rostudiessuggestthatalvimopanandits‘metabolite’aresubstratesfbrp－  

glycoprotein．ApopulationPKanalysisdidnotrevealanyevidencethatalvimopanOr  
‘metabolite，pharm肛Okineticswereinfluencedbyconcomitantmedicationsthataremild－tO－  

moderatep－glycoproteininhibitors・Noclinicalstudiesofconcomitantadministrationof  

alvimopanandstronginhibitorsofp－glycoprotein（e・g・，VeraPamil，CyClosporine，amiodorone，  

itraconazole，quinine，SPirinolactone，quinidine，dildazeln，bepridil）havebeenconducted・  

ApopulationPKanalysissuggeststhatthephamacokineticsofalvimopanWerenOt  

a蝕ctedbyconcomitantadministrationofacidblockersorantibiotics・However，plasma  

concentrationsofthe’metabolite’werelowerinpatientsreceivlngaCidblockersorpreoperative  
oralantibiotics（49％and81％，reSPeCtively）．Becausethe‘metabolite’isnotrequiredfbr  

efncacy，nOdosagea句ustmentsarenecessaryinthesepatients・  

7．2 PotentialforAIvjmopantoAfFectthePharrnacokinetic＄OfOtherDrug＄  

Alvimopanandits’metabolite，arenotinhibitorsofCYPIA2，2C9，2C19，3A4，2D6，  

and2ElinvitroalconcentrationsfarinexcessofthoseobservedclinicaibT．Alvimopanandits  
‘metabolite，arenotinducersofCYPIA2，2B6，2C9，2C19and3A4．Invitrostudiesalso  
suggestthatalvimopanandits’metabolite，arenOtinhibitorsofp－glycoprotein・Theseinvitro  

丘ndingssuggestthatENTEREGisunlikelytoalterthephamacokineticsofcoadministered  
drugsthroughinhibitionorinductionofCYPenqmesorinhibitionofp－glycoprotein・  

CoadministradonofalvimopandoesnotappeartoalterthepharmaCOkineticsof  
morphine肌ditsmetabolite，mOrPhine－6－glucuronide，tOaClinical1ysigni丘cantdegreewhen  

morphineisadministeredintravenously・Dosagea4iustmentfbrintravenouslyadministered  

morphineisnotnecessarywhenitiscoadmimisteredwithalvimopan・   

8   USEJNSPECIFICPOPULATJONS  
8．1 Pregnancy  

TeratogenicE馳cts：Pregna皿CyCategoryB  

Reproductionstudieshavebeenperformedinpregnantratsatabout68to136timesthe  

recommendedhtmanoraldosebasedonthebodysurfaceareaandintravenousdosesofabout  
3．4to6．8timestherecommendedhumanOraldosebasedonthebodysurfaceareaandin  
pregnantrabbitsatintravenousdosesatabout5to10timestherecommendedhumanOraldose  
basedonthebodysurfaceareaandhaverevealednoevidenceofimpairedfbrtilityorhamtothe  

fbtusduetoalvimopan・Thereare，however，nOadequateandwell－COntrO11edstudiesinpregnant  

women．BecauseanimalreproductionstudiesarenOtalwayspredictiveofhumanreSPOnse，this  

drugShouldbeusedduringpregnancyonlyifclear1yneeded・  

8．2 NursLngMothers  
Alvimopanandits’metabolite，aredetectedinthemilkoflactahngrats・Itisnotkn0wn  

whetheralvimopanisexcretedinhumanmi1k・BecausemanydrugsareeXCretedinhumanmi1k，  

cautionshouldbeexercisedwhenENTEREGisadministeredtoanurslngWOman．  

8．3  PediatricU＄e  

Safbtyandeffbctivenessinpediatricpatientshavenotbeenestablished・  
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8，4  GeriatricU＄e  

Ofthetotalnumi）erOfpatientsin5clinlcale伍cacystudiestreatedwithmREGor  
Placebo，45％were65yearsofageandover，While18％were75yearsofageandover，No  

OVeral1di蝕rencesinsafbtyorefrbctivenesswereobservedbetweenthesepatientsandyounger  

Patients，andotherreportedclimical駄periencehasnotidemiBeddi飴rencesinresponses  

betweentheelderlyandyoungerPatients，butgreatersensi也vityofsomeolderindividualscannOt  

beruledout．Nodos喝ea4iustmentbasedonincreasedageisrequiredheeC肋ical  

タカα〃乃αCOJq汐〃2．明．  

8．5 Hopaticlmpalmnt  
Althoughthereisapotentialforhigherplasmalevelsofdruginpatientswithmild－tO－  

moderatehepaticimpairmentheeClinicalmarmacolqgy〃2・3N，dosagea句ustmentinthese  

Patientsisnotrequired．Padentswithmi1d－tO－mOderatehepaticimpairmentshouldbeclosely  

momitoredforpossibleadverseeffbcts（e．g．，diamhea，gaStmirrtes血alpain，CramPing）thatcould  

indicatehighdrugOr‘m劇al）01ite’levels，andENTEREGshouldbediscominuedifadverse  
eventsoccur．ENTEREGisnotrecomm訊dedforuseinpatientswithseverehepatic  
impairment．／馳eDosageandAdhinistrationP・2），肋rningsandPrecau（ionsP・4），and  

CJ油〟タグ如r〝∽COJ咽′〝2．斗7  

8t6 R引Ⅶ‖加岬油mⅦnt  

′Alvimopanhasnotbeenstudiedinpatientswithend－Stager飢aldiseaseandENTEREG  
isnotrecorrmendedforuseinthesepadents．P幻ientswithmi1d－tO－SeVererenalimpalrmentdo  
notrequiredosag？a4iustment，butdl町Shouldbemonitoredforadversee蝕cts，heeDosage  

andAdhinistrationP．2）andClinicalPharmacol喝′〃23H．Padentswithsevereimpairment  

Shouldbecloselymomitoredforpossibleadverseeffbcts（e．g．，diarrhea，gaStrOintestinalpain，  
CramPing）thatcouldindicatehighdrugOr’metabolite’1evels，andENTEREGshouldbe  

discominuedifadverseeventsoccur．   

9  DRUGABU＄EANDDEPENDENCE  

mEREGhasnoknownpotentialforabuseOrdependence．   

10  0VERDOSAGE  

Thereisnospecificantidoteforoverdos喝eWithmREG．Patientsshouldbe  
mana8edwithappropnatesuppordvetherapy．Singledosesupto120nwandmultipledosesup  

to48mgfor7dayshavebeenadmimisteredtonormal，healthysubjectsinclimicalstudiesand  

werewelltolerated．   

11 DE＄CRIPT10N  

ENTEREGCapsulescontainalvimopan，aPeripheral1y－aCtingp－Opioidreceptor（PAM－  

OR）antagomist．Chemical1y，alvimopanisthesinglestereoisomer［［2（S）－［［4（尺）－（3－  

hydroxyphenyl）－3（月），4－dimethyl－1－Piperidinyl］methyl】－l－OXO－3－Phenylpropyl】amino］aceticacid  

dihydrate．Ithasthefo1lowlngStruCturalfbrmula：  

▼ ，【   ▼▼「ミ   



Alvimopanisawhitetolightbeigepowderwithamolecularweightof460・6，andthe  

empiricalfbmiaisC25H32N204・2H20．Ithasasolubilityof＜0・1mg／mLinwaterorbufftred  

solutionsbetweenpH3・0and9・0，1to5mg／mLinbufferedsolutionsatpHl・2，andlOto  

25mg／mLinaqueousO．1Nsodiumhydroxide・AtphysiologicalpH，alvimopaniszwitterionic，a  

PrOpertythatcontributestoitslowsold）ility・  

ENTEREGCapsulesfororaladministrationcontain12mgofalvimopanOnan  

狐hydrousbasissuspendedintheinactivelngredientpolyethyleneglycol・   

12  CuNICALPHARMACOLOGY  

12．1 MochanismofAction  

Alvimopanisaselectiveantagonistoftheclonedhuma叫レOpioidreceptorwithaKiof  

O．4nM（0．2ng／mL）andnomeasurableopioid－agOniste鮎ctsinstandardpharmacologicassays・  

Thedissociationof［3H］－alvimopan丘omthehmanp－Opioidreceptorisslowerthanthatof  
otheropioidligands，COnSistentwithitshigherafRnityfbrthereceptor・Atconcentrationsoflto  

lOpM，alvimopandemonstratednoactiYityatanyofover70non－Opioidreceptors，en町meS，  

andionchannels．  

Postoperativeileusistheimpairmentofgastrointestinalmotilityafterintra，abdominal  

SurgeryOrOthernon－abdominalsurgeries・Postoperativeileusafftctsal1segmentsofthe  

gastrointestinaltractandmaylast丘・Om5to6days，OreVenlonger・Thismaypotential1ydelay  

gastrointestinalrecoveryzmdhospitaldischargeuntilitsresolution・Itischaracterizedby  

abdominaldistentionandbloatlng，nauSea，VOrrutlng，Paln，aCCumulationofgasandfluidsinthe  

bowel，anddelayedpassageofflatusanddefbcation・Postoperativeileusistheresultofa  

multifactorialprocessthatincludesinhibitozysympatheticlnput，releaseofhormOneS，  

neurotransmitters，andothermediators（e．g．，endogenousopioids）．Acomponentof  

postoperativeileusalsoresults丘omaninflanmatoryreactionandthee蝕ctsofopioid  

analgesics・Morphineandotherp－OPioidreceptoragonistsareuniversal1vusedforthetreatment  

ofacutepostsurgicalpaln；however，theyareknowntOhaveaninhibitoryefrbcton  

gastrointestinalmotilityandmayprolongthedurationofpostoperativeileus・  

FollowlngOraladministration，alvimopanantagomizestheperipheralefrbctsofopioidson  
gastrointestinalmotilityandsecretionbycompetitivelybindingtogastrointestinaltractLl－OPioid  

receptors・rIbeantagonismproducedbyalvimopanatopioidreceptorsisevidentinisolated  

gulneaPlgileumpreparationswherealvimopanCOmpetitivelyantagonizestheefEbctsof  
morphineoncontractility．AlvimopanaChievesthisselecdvegastrointestinalopioidantagOnism  

withoutreversmgthecentralanalgesicefftctsofい一－OPioidagonists・  

12．2 Pharmacodynamic＄  
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InexploratorystudiesinhealthyvolunteerS，alvimopan3mgthreetimesdaib，aPPe  

toreducethedelayingastroirrtestinaltransitproducedtymorphine30mgtwicedailyas  

measuredbyradio増Paquemarkers．  

Inastudydesignedtoevaluatepotentialeffbctsoncardiacconduction，alvimopandidnot  

CauSeChnical1ysi伊通cantQTcprolongationatdosesupto24mgtwicedailyfbr7days．The  

potentialforQTce蝕cIsalhigherdoseshasnolbeensludied、  

12．3 Pharmcoki川畑¢S  

Followingoraladrninistrationofalvimopan，anamidehydr叫sisconTPOundispresentin  

thesystemiccirculadon，Whichisconsideredaproductexclusivelyofinbtinalflora  

metabolism・Thiscom匹undisreferredtoasthe‘metabolite，・ItisalsoalトOPioidreceptor  

antagonistwithaKiofO．8nM（0．3nghnL）．  

Absorption＝FollowingoraladmimistradonofEnteregcapsulesinhealthyvolunteers，  

PlasmaalvimopanCOnCentrationpeakedatapproximately2hourspostdose・NosipiAcant  
accumiationinalvimopanCOnC飢trationwasobservedfbllowingtwicedaily＠ID）dosing．The  

meanpeakplasmaconcentrationwaslO．98（±6，43）ng／mLahdmeanAUCo＿12hWaS40．2  

（j22・5）ng・h／mi・aLterdosingofalvimopanat12mgBIDfbr5days．Tbeabsolute  

bioavailabilitywaseStindedtobe6％（range，l％to19％）．Plasmaconcentrationsofalvimopan  

increasedapproximatelyproportionallywithincreasingdosesbetween6and18mg，butlessthan  

匹OpO血on叫舟om18to24喝  
Therewasadelayintheappea柁m00Ofthe’metabolite’，WhichhadamedianThaxof  

36hotqsfo1lowingadministrationofasingledoseofalvimopan．ConcenFationsofthe  

‘metabolite’werehighlyvariablebetweensu句ectsandwithinasubject．The’metabolite，  

accumiateda氏ermultipledosesofENTEREG．The’meanCnaxforthe’metabolite，8戯er  

alvimopan12mgtwicedailyfor5dayswas35・73±35・29ng／mi・・  

Concentraticnsofalvimopananditsmetabolitearehigher（～1．9－fo1dand～1．4一飴1d，  

respedveけ）血pOIp血m毎払狐血he正也yvolunt紀摺．  

一FoodE触旭：Ahigh一触mealdecreaseddleeXtentandrateofalvimopanabsorption．  

TheCmaxandAUCweredecreasedbyapproximately38％and21％，reSpeCtively，andtheTmaK  

WaSPrOlongedby・aPPrOXimatelylhour・TheclimicalsigniBcanCeOfthisdecreased  
bioavailal）ilityisunknowmInPOIclinicaltrials，thepreoperativedoseofENTEREGwas  

administeredinafhstingstate．Subsequentdosesweregivenwithoutregardtomeals．  

D輔bL柏（叩ThesteadystatevolumeOfdistributi皿OfalvimopanWaSeSdmatedtobe  

30±10L・Plasmaproteinbindingofalvimopanandits‘metabolite，wasindependentof  

COnCentradonoverrangesobservedclinicalbTandaveraged80％and94％，reSPeCtiveb，．Both  

alvimopanandthe’metabohte’wereboundtoalbuminandnottoalpha－1acidglycoprotein．  

Metabolism訓1dElimina柏n‥neaver喝ePlasmaclearanCeforalvimopanwas402  
（±89）miJmirLRenalexcretionaccountedforapproximat鴎35％oftotalclearance．Therewas  

noevidencethathepaticmetabolismwasasigmificantrOuteforalvimopanelimination・Biliary  
SeCretionwasconsideredtheprimarypathwayforalvimopanelimination・Unabsorbeddrugand  
unChangedalvimopanresultingfrombiliaryexcretionwerethenhydrolyzedtoits’metabolite，   



bygutmicroflora．The’metabolite’waseliminatedinthefecesandintheurineasunChanged  

’metabolite’，theglucuronideconiugateofthe’metabolite’，andotherminormetabolites．The  
meanterminalphasehalflhfbofalvimopanaftermultipleoraldosesofENTEREGranged蝕）m  
lOto17hours．Tbeterminalhalf・1ifbofthe’metabolite’rangedlOto18hours．  

SDeCia蔓PoDulations：  

Age：Thephamokineticsofalvimopan，butnotits‘metabolite’，Wererelatedtoage，  

butthisefrbctwasnotclinical1ysigmificantanddoesnotwanⅥntdosagea句ustmentbasedon  
血cre鮎d喝e．  

Race：TYlepharmacokineticcharacteristicsofalvimopanwerenot鵡ctedbyrace，  

Plasma’metabolite’concentrationswerelowerinblackandinHispanicpadents（吋43％and  
82％，reSPeCtively）thaninCaucasianpatientsfollo血galvimopanadministradon．These  

Changesarenotconsideredtobeclinicallysigni負cantinsurgicalpatients；therefbre，dosage  
a句びtm飢tb鮎donr肛eisnotreq血ぬ  

Gender：Therewasnoe飴ctofgenderonthepharmaCOkineticsofalvimopanOrthe  
‘mehbolite’．  

HepabIrqpailment：Exposu柁tOalvimopanfbllowingaslngle12－mgdosetendedto  
behigher（1．5to2fbld，OnaVerage）inpatientswithmi1dormoderatehepaticimpairment（as  

de爵nedtyChildTPughClassAandB，n＝8each）comparedwithhealthycontroIs（n＝4）．  

TherewerenoconsistenteffbctsontheCmaxorhalfllifeofalvimopaninpatientswithhepatic  
lmpamt．However，tWOOf16patientswithmildtomoderatelmPalmmthadlonger  
expectedhalfllivesofalvimopanindic血ngthatsomeaccumuladonmayocctwuponmultiple  
dosing．TheC．naxofthe’metabolite’tendedtobemorevamibleinpatientswithmildor  

moderatehepaticimpairmentthaninmatchednomisubjects．Astudyof3p如ientswithsevere  

hepaticimpairment（Child－PughClassC），indicatedsimi1aralvimopanexposurein2patientsand  

anapproximatelylO－fbldincreaseinCmaxandexposureinlpatientwithseverehepatic  

i叩PairmentWhencomparedwithhealthycontroIvolunteersheenbrningsandJケeMutionsP・4）  
α乃dLなビゴ乃勒ecぴcタ甲〟ね血糊伸・j〃．  

RenaIlmpairment：Therewasnorelationshipbetweenrenalfunction（i．e．，Creatinine  

ClearanCe［CrCl］）andplasmaalvimopanPharrrnCOkinetics（Cmax，AUC，Orhalト1ifb）inpatients  

withmi1d（CrC151－80mL／min），mOderate（CrC131－50miJmin），OrSeVere（CrCl＜30mL／min）  

renalimpairment（n＝6each）．Renalclemceofalvimopanwasre）atedtorenal加ction；  

however，becauserenalclearancewasonlyasmal1舟action（35％）ofthetotalclearance，renal  
impaJrmenthadasm山Iefftctontheapparentoralclearanceofalvimopan．Thehalfllivesof  

alvimopanWereCOmParableinthemi1d，mOderateandcontrolrenalimpairmentgroupsbut  

longerinthesevererenalimpalrmentgrOup．Exposuretothe‘metabolite’tendedtobe2－tO5－  
fbldhigherinpatientswithmoderateorsevererenalimpairmentcomparedtopatientswithmi1d  

renalimpalrmentOrCOntrOIsut力ects．Thus，theremaybeaccumulationofalvimopanand  
‘metabolite’inpatientswithsevererenalimpalrmentreCeivingmultipledosesofENTEREG．  

Patientswithend－Stagerenaldiseasewerenotstudied／豆eeWおrningsandメナecaut10nSP・5）and  

【如才乃勒ec所CP岬〟ぬ如那揮．㊥ノ．  
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CmhnbDisease：1乱erewasnorelationshipbetweendiseaseactivityinpatientswith  

Crolm’sdisease（measuredasCrohn’sDiseaseActivityIndexorbowelmovementfrequency）  
andalvimopanPhamacokinetics（AUCorCmax）．PatientswithactiveorquiescentCrohn，s  

diseasehadincreasedvariabilityinalvimopanpharmaCOkineticsandexposuretendedtobe2－  

fbldhigherinpatientswithquiescentdiseasethaninthosewithactivediseaseornormal  

Su切ects・Concentrati0nsOfthe’metabolite’werelowerinpatientswithCrolm’sdisease．   

13  NONCLINICALTOXICOLOGY  

1311Carcinogene＄i＄，Mutagenesis，lmpairmentofFertility  

TwoyearcarcinogemicibTStudieshavebeenconductedwithalvimopaninCD－1miceat  

Oraldosesupto4000mgn’g／dayandinSpragueDawlqyratsaIoraldosesupto500mgn’g／day・  
Oraladministrationofalvimopanfbr104weeksproducedsi卯i魚cantincreasesintheincidences  
Of丘broma，丘brosarcomaandsarcomaintheskin／subcutis，andosteoma／osteosarcomainbones  

Offemalemicea（4000mgn［g／day（about674dmestherecommendedhumandosebasedon  

bo4，Surfacearea）・Inrats，OraladmimistradonofalvimopanforlO4weeksdidnotproduceany  

tumOruPtO500mgn’g／day（about166timestherecorrmendedhtmmdosebasedonbody  
SuI血cearea）．  

AlvimopanWaSnOtgenOtOXicintheAmestest，themouselymphomacell（L5178YrrK＋／．）  

forwardmutahontest，theChineseHamsterOvary（CHO）cellchromosomeal）errationtestorthe  

mousemicronucleustest・Thepharmacologica11yactive’metabolite’ADLO8－0011wasneg血ve  
intheAmestest，ChromosomeaberrationtestinCHOcellsandmousemicronucleustest．  

Alvimopana‡intravenousdosesuptolOmg此g／day（about3．4to6．8timesthe  

recommendedhmanoraldosebasedonthebodysurfaceareわwasfoundtohavenoadverse  
e飴ctonfertilib，andreproductiveperfbrmanCeOfmaleandfemalerats．  

13・2Anjma］Toxic0logyand／OrPharmaco［ogy  
Asingledraldoseof500ndkgofalvimopanWaSnOtlethaltomiceandrats．  

Reproductionstudieshavebeenperformedinpregnantratsatoraldosesupto200  

mg此釘day（about68to136timestherecomm飢dedhumanOraldosebasedonthebodysurface  
area）andintravenousdosesuptolOmg／kg／day（about3．4to6．8timestherecommendedhuman  

Oraldosebasedonthebodysu血ceare4）andinpregnantrabbitsatintravenousdosesupto15  
mg／kg／day（about5tolO也mestherecorrmendedhumanOraldosebasedonthebodysurface  
area）andhaverevealednoevidenceofimpairedfbrti1ityorharmtothefetusduetoalvimopan．  

14  CLINICALSTUDJES  

14．1PostoperativeHeu＄  

TheefBcaqyofENTEREGinthemanagementOfpostoperativeileuswasevaluatedin5  

multicenter，randomized，double－blind，Paral1el－grOuP，Placebo－COntrO11edstudies：4USstudies  

（Studiesl－4）andlnon－USstudy（Study5）・Patients18yearsofageorolderundergoingpartial  

largeorsmallbowelresectionsu曙erywithprimaryanaStOmOSisortotalabdominai  
hysterectomyundergeneralaneSthesiawererandomlyasslgnedtoreceiveoraldosesof  

ENTEREG12mgormatchingplacebo．Theinitialdosewasadministeredatleast30minutes  
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andupto5hourSPriortothescheduledstartofsurgeryformostpatients，andsubsequentdoses  

wereadministeredtwicedailybeginningonthe丘rstpostoperativedayandcon血uedumi1  

hospitaldischargeoramaximumof7days・Therewerenolimitationsonthetypeofgeneral  
anesthesiaused，butintrathecalorepiduralopioidsoraneStheticswereprohibited，  

Al1patientsintheUSstudieswerescheduledtoreceiveintravenouspatient－COntrOlled  

opioidanalgesiaInthenon－USstudy，patierrtswerescheduledtoreceiveopioidseitherby  

intravenousPatient－COntrOlledopioidanalgesiaorbolusparenteraladministration（intravenousOr  

intramuscular）．Inallstudies，therewasnorestrictiononthetypeofopioidusedortheduration  

Ofintrav飢OuSPatient－COntrO11edopioidanalgesia・Astandardizedacceleratedpostoperativecare  

pathwaywasimplemented：earlynasogastrictuberemoval（endofsurgery）；earlyambulation  

（dayfbllowingsurgery）；earlydietadvanCementOiquidsofftredthedayfo1lowingsurgery）and  

solidsbytheseconddayfo1lowingsurgery，aStOlerated・  

Patientswhoreceivedmoretham3dosesofanopioid（regardlessofroute）duringthe  

7dayspnortosurgeryandpatlentSwithcompletebowelobstruCtionorwhowerescheduledfor  

atotalcolectonw，COlostomy，OrileostorrDTWereeXCluded・  

Theprimaryendpointfbral1studieswasdmetoachieveresolutionofpostoperativeileus，  

aclinical1yde丘nedcomposltemeaSureOfbothupperandlowergastrointestinalrecovery・  

Althoughboth2－COmPOnent（a2：tOlerationofsolidfoodandfirstbowelmovement）and3－  

com匹nent（GI3：tOlerationofsolidfoodandeitherfirstflatusorbowelmoverrmt）endpoids  

wereusedinal1studies，GI2ispresentedasitrepresentsthemosto句ec也veandclimical1y  

relevantmeaSureOftreatmentresponseinthebowelresectionpopulation．Thetimefromtheend  
ofsurgerytowhenthedischargeOrderwaswrittenrepresentedthelengthofhospitalstay・Inthe  

5studies，1，081pade山SreCeivedplacebo（157fortotalal）dominalhysterectonw）andl，096  

PatientsreceivedmREG（143fortotalabdominalhysterectoI町）・  

Thee餓caqYOfEⅣrEREGfo1lowingtotalabdominalhysterectonwhasnotbe  
established．Therefore，thefblloⅦngdataarepreSentedfbrthebowelresectionpopulationonly・  

BoweJResection：Atotalofl，877patientsunderwentbowelresection・Theaverageage  

was61yearswithequalproportionsofmalesandfemales，and88％wereCaucasian・Themost  

commonindicationsfbrsurgerywerecolonorrectalcanCeranddiverticulardisease・Inthe  

non－USstudy（Study5），aVeragedai1ypostoperativeopioidconsumptionwasapproximately  

50％lowerandtheuseofnon－OPioidanalgesicssubstantial1yhigher，aSCOmParedwiththeUS  

studies（Studjesト4）fbrbothtreatmentgroups．Duringthefirst48hourSpOStOPeratively，the  

useofnon－OPioidanalgesicswas69％comparedwith4％fbrthenon－USandUSstudies，  

respectively・Ineachofthe5studies，ENTEREGacceleratedthetimetorecoveryof  

gastrointes血alfunctlOn，aSmeaSuredbythecompositeendpointGI2，andtimetodischarge  

orderwrittenascomparedwithplacebo．Hazardratiosgreaterthanlindicateahigher  

probabilityofachievingtheeventduringthestudyperiodwithtreatmentwithmREGthlLn  

withplacebo・Table2providestheHazardRatios，KaplanMeiermeanSandthemeantreatment  

difrtrences匝OurS）ingastrointeshalrecoverybetweenmREGandplacebo・  
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Tabte2．GI2Recove（Hours）in丑owdRe5eC伽mIIa鮎mts   

Study  ENTEREG   Treatment   

No．   12mg  Placebo  Diffbrence  HazardR如io  

Mean   Mean   Mean   （95％CI）   

1．533  
92．0   111．8   19．8  

（l．293，1．816）   

1．625  
2   105．9   132．0   26．1  

（1．256，2．102）   

1．365  
3   116．4   130．3   14．0  

（1．057，1．764）   

1．400  
4   106．7   119．9   13．2  

（l．035，1．＄94）   

1．299  
5   98．S   109．5   10．7  

（l．070，1．575）  

Gastrointestinalrecoverybeganafterapproxim如ely48hourspostsurgery・The  

proportionofpadentsreceivingENTEREGwhoachievedGI2washigheratal1血1eSthroughout  

thestudyobsetvahonperiodcomparedwiththose◆receivingplacebo（Figurel），   

FigurelTimetoGT2hsedondleCombinedData什omFiveStudies  
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Acrossstudiesl－4，PatientsreceivingENTEREGhadtheirdischargeorder  

Writtenapproximately13to21hourssoonercomparedtopatientsreceivlngPlacebo・  

ENTEREGdidnotreverseopioidanalgesiaasmeasuredbyvisualanalogscalepaln  
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intensityscoresand／oramountOfpostoperativeopioidsadministeredacrossal15studies．  

Tberewerenogender－，age－，OrraCe－relateddifftrencesintreatmenteffbct．  

Theincidenceofanastomoticleakwaslowandcomparableinpatientsreceivlngeither  
ENTEREGorplacebo（0．8％andl．1％，reSPeCtively）．   

16  日OWSUPPLIEDISTORAGEANDHANDLJNG  
ENTEREGCapsules，12mg，areblue，hard－gelatincapsulespnntedwith“ADL2698”  

Onboththebodyandthec叩Ofthecapsule．mREGCapsulesareavai1al）1einunit－dose  

packsof30capsules（30doses）（NDCl1227－010－30）forhospitaluseonly．  

Storeat25OC（770F）；eXCurSionspemittedto15－30OC（59－86OF）［seeUSPControlled  

RoomTemperature．】   

17  PAT］ENTCOUNSEuNGINFORMAT10N  

17．1RocentU＄eOfOpioid＄  

Patientsshouldbeinformedthattheymustdiscloselong－termOrintemittentopioidpain  
therapy，lnCludinganyuseOfopioidsintheweekpnortoreceivlngENTEREG．Thqyshould  

understandthatrecentuseofopioidsmaymakethemmoresusCeptibletoadversereactionsto  

mREG，Primari1ythoselimitedtothegastrointestinaltract（e．g．，abdominalpain，nauSeaand  

VOmiting，diarhea）．  

17．2 HospitalUseOnly  

PatientsshouldbeinformedthatENTEREGisforhospitaluseonlyfornomorethan  
7daysaftertheirbowelresectionsurgery．  
17．3 MostCommonSideEffbct＄  

Patientsshouldbeinformedthatthemostcommonsidee飴ctswithENTEREGin  
Patientsundergoingbowelresectionareconstipation，dyspepsia，andnatulence．  
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