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COMPOSITIONSANDMETHODSFORTHETREATMENTOFGRAFTVERSUS 

HOSTDISEASE 

RELATEDAPPLICATIONS 
S 

100011ThisapplicationclaimspnoritytoandthebenefitofU.S. ProvisionalApplicationNo.  

63/142,905,filedJanuary28,2021 andU.S.ProvisionalApplicationNo.63/248,074,filed 

September24,2021. Thecontentsofeachoftheaforementionedpatentapplicationsare 

incorporatedhereinbyreferenceintheirentireties.  

SEQUENCELISTING 

100021TheinstantapplicationcontainsaSequenceListingwhichhasbeensubmittedinASCII 

formatviaEFS-Webandisherebyincorporatedbyreferenceinitsentirety.SaidASCIIcopy, 

createdonJanuary28,2022isnamed"VECT-003OO1WOSeqList'andisabout849bytesin 

size.  

BACKGROUND 

100031GraftversusHostDisease(GvHD)isaconditionthatoccursfollowingatransplantina 

subject.GvHDismostcommonlyobservedinthecontextofanallogeneictransplantsincluding 

hematopoieticstemcelltransplantation(AHCT)forthetreatmentofabloodcancer.However 

(Hammamietal.,GastroenteroiRes.,2018,11(1):52-57~Cogbilletal.ModernPathology,2011 

24:117-125).GvHIDoccurswhenimmunecellspresentintheallogeneictransplantperceivethe 

transplantrecipient'stissuesasforeignandproceedtoattacktherecipientstissues.GvHDmay 

manifestaseitheracuteGvHDorchronicGvHD.AcuteGvHDistypicallycharacterizedby 

inflammationandtissuedamageintheskinoralandgenitalmucosaeyesgutliverlungsjoints 

andmuscles.ChronicGvHDcaninducethesametypeofdamagebutoverlongerperiodscanalso 

causedamagetoconnectivetissueofexocrineglandstissuefibrosisandlimitationofjoint 

motilityfibrosisofthelungsandliverimmunedysregulationandautoimmunity.Inparticular 

acuteGvHDofthegastrointestinaltractcanresultinsevereintestinalinflammationsloughingof 

themucosalmembrane, severediarrhea abdominalpain nauseaandvomiting. Severe 

manifestationsofacutegastrointestinalGvHDareoftenseeninpatientswithpoorerpost
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transplantprognoses.First-linetreatmentofacutegastrointestinalGvHIDtypicallycomprisesthe 

useofsystemicand/ororalnon-absorbablecorticosteroids.Howeveralargenumberofpatients 

failtorespondtofirst-linetherapy.Thusthereexistsaneedintheartforcompositionsand 

methodsdirectedtothetreatmentandpreventionofGvHDmorespecificallyacutegastrointestinal 

GvHDincludinginsubjectsthathavereceivedanAJICT.Thisdisclosureaddressesthatneed.  

SUMMARY 

100041ThepresentdisclosureprovidesmethodsoftreatingorpreventingGraftversusHost 

Disease(GvHD)inasubjectthemethodcomprisingadministeringtothesubjectatleastone 

therapeuticallyeffectiveamountofapraglutideorapharmaceuticallyacceptablesaltthereofThe 

GvHDcanbeacuteGvHD.TheGvHDcanbeacutegastrointestinalGvHD.TheGvHDcanbe 

chronicGvHD.TheGvHDcanbesteroid-refractory.TheGvHDcanbesteroid-nafve.  

100051Insomeaspectstheatleastonetherapeuticallyeffectiveamountofapraglutidecanbe 

administeredtothesubject S 

pnortothesubjectbeingadministeredatransplant.  
100061Insomeaspectstheatleastonetherapeuticallyeffectiveamountofapraglutidecanbe 

administeredpriorthe subjectbeingadministeredradiationtherapy, chemotherapy, or 

radiomimetictherapyinconnectionwithatransplant.  

100071Insomeaspectsthesubjectcanhavebeenpreviouslyadministeredatransplant.  

100081Insomeaspectstheatleastonetherapeuticallyeffectiveamountofapraglutidecanbe 

100091Insomeaspectsthesubjectcanhavebeenpreviouslyadministeredradiationtherapy, 

chemotherapyradiomimetictherapyoranycombinationthereofinconnectionwithatransplant.  

100101Insomeaspectstheatleastonetherapeuticallyeffectiveamountofapraglutidecanbe 

administeredtothesubjectafterthesubjecthasbeenadministeredradiationtherapychemotherapy 

radiomimetictherapyoranycombinationthereof 

100111Insomeaspectstheatleastonetherapeuticallyeffectiveamountofapraglutidecanbe 

administeredtothesubjectafterthesubjecthasbeenadministeredradiationtherapychemotherapy 

radiomimetictherapyoranycombinationthereofandpriortothesubjectbeingadministereda 

transplant.  

100121Insomeaspectstheatleastonetherapeuticallyeffectiveamountofapraglutidecanbe 

administeredtothesubjectconcurrentlywithatransplant.  
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administeredtothesubjectafterthesubjecthasbeenadministeredatransplant.
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100131Insomeaspectstheatleastonetherapeuticallyeffectiveamountofapraglutidecanbe 

administeredtothesubjectconcurrentlywitharadiationtherapyachemotherapyaradiomimetic 

therapyoranycombinationthereofinconnectionwithatransplant.  

100141Insomeaspectstheadministrationofapraglutidecanpreventand/orattenuateareduction 

incolonlengthinasubjectfollowingatransplant.  

100151Insomeaspectstheadministrationofapraglutidecanpreventand/orattenuateareduction 

incolonlengthinasubjectfollowingaconditioningtherapyandatransplant.  

100161Insomeaspectsthetransplantcancomprisehematopoieticstemcellsderivedfrombone 

marrowperipheralbloodumbilicalcordbloodoranycombinationthereofThetransplantcan 

compriseT-cells.TheT-cellscanbechimericantigenreceptor(CAR)T-cells.  

100171Insomeaspectstheradiationtherapycancomprisetotalbodyirradiation.  

100181Insomeaspectsthepharmaceuticallyacceptablesaltofapraglutidecanbethesodiumsalt 

ofapraglutide.  

100191Insomeaspectstheapraglutideorpharmaceuticallyacceptablesaltthereofcanbe 

administeredbysubcutaneousinjection.  

100201Insomeaspectstheapraglutideorpharmaceuticallyacceptablesaltthereofcanbe 

administeredinanamountofbetweenabout1mgtoabout10mg.  

100211Insomeaspectsapraglutidecanbeadministeredinanamountofabout2.5mg.  

100221Insomeaspectsapraglutidecanbeadministeredinanamountofabout5mg.  

100241Insomeaspectsthetransplantcanbeanallogeneictransplant.Insomeaspectsthe 

transplantcanbeanautologoustransplant.  

100251Insomeaspectsthesubjectcanhavebeenpreviouslyadministeredatleastoneanti-GvHD 

therapy.Insomeaspectstheatleastoneanti-GvHDtherapycancomprisesteroidtherapy.  

100261Anyoftheaboveaspectsoranyotheraspectdescribedhereincanbecombinedwithany 

otheraspectdescribed S 

100271Unlessotherwisedefinedalltechnicalandscientifictermsusedhereinhavethesame 

meaningascommonlyunderstoodbyoneofordinaryskillinthearttowhichthisdisclosure 

belongs.Inthespecificationthesingularformsalsoincludethepluralunlessthecontextclearly 

dictatesotherwiseasexamplestheterms"~"anand"the"areunderstoodtobesingularor 

pluralandtheterm"or" isunderstoodtobeinclusive.Bywayofexampleanelement"means 

3 
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oneormoreelement.Throughoutthespecificationtheword"comprisingorvariationssuchas 
,, comprisesorcomprising,"willbeunderstoodtoimplytheinclusionofastatedelement, 

integerorsteporgroupofelementsintegersorstepsbutnottheexclusionofanyother 

elementintegerorsteporgroupofelementsintegersorsteps.Unlessotherwiseclearfromthe 

contextallnumericalvaluesprovidedhereinaremodifiedbytheterm"about."Unless 
" 

specificallystatedorobviousfromcontextasusedhereinthetermorisunderstoodtobe 
inclusiveandcoversboth"or"and"and".  

100281Althoughmethodsandmaterialssimilarorequivalenttothosedescribedhereincanbe 

usedinthepracticeortestingofthepresentdisclosuresuitablemethodsandmaterialsare 

describedbelow.Allpublicationspatentapplicationspatentsandotherreferencesmentioned 

hereinareincorporatedbyreferenceintheirentirety.Thereferencescitedhereinarenot 

admittedtobepriorarttotheclaimedinvention.Inthecaseofconflictthepresentspecification, 

includingdefinitionswillcontrol.Inadditionthematerialsmethodsandexamplesare 

illustrativeonlyandarenotintendedtobelimiting.Otherfeaturesandadvantagesofthe 

disclosurewillbeapparentfromthefollowingdetaileddescriptionandclaim.  

BRIEFDESCRIPTIONOFTHEDRAWINGS 

100291Theaboveandfurtherfeatureswillbemoreclearlyappreciatedfromthefollowing 

detaileddescriptionwhentakeninconjunctionwiththeaccompanyingdrawings.  

100301FIG.1isaseriesofgraphsshowingcolonlengthinanacuteGvHDmousemodel 

100311FIG.2a-2bisaseriesofgraphsshowingtheresultsofvarioushistologicalanalysesofthe 

gutofanacuteGvHDmousemodelfollowingtreatmentwithapraglutide.  

100321 FIG.3a-3bisaseriesofgraphsshowingcolonlengthandsmallintestinelengthinanacute 

GvHDmousemodelfollowingtreatmentwithapraglutide.Dataareshownasthemean+SEM 

lengthofintestinalcolon.N-5-10/group.Eachdotrepresentsdataforonemouse.Datashowthat 

thelengthofthecolonofTBI/BMTanimalsissignificantlyshorterascomparedtothevehicle 

grouportheBMT/TBIgrouptreatedwithapraglutide(Kruskal-Wallisnon-parametrictest 

followedbytheDunnstestformultiplecomparisons)(~p<O.O5,~~~<0.001).Nodifferencewas 

observedbetweenthevehiclegroupandtheTBJTIBMTanimalstreatedwithapraglutide.  

4 
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BMTbonemarrowtransplant;nsnotsignificant;SEMStandarderrorofthemeanTBJtotal 

bodyirradiation.  

100331FIG.4isaseriesofgraphsshowingtheimpactofapraglutideonengraf'tmentofhuman 

PBMCinNOGirradiatedmice.  

100341FIG.5isaseriesofgraphsshowingthatapraglutideprotectsBALB/cJmicefromacute 

GVIHID-inducedintestinaldamage.  

100351FIG.6isaseriesofgraphsshowingthatapraglutideprotectsagainstchemotherapy

induceddamagetosmallintestine.  

100361FIG.7isaseriesofgraphsshowingthatacombinationofapraglutidewithchemotherapy 

preservestheintestinalmassasindicatedbyplasmacitrullinelevels.  
S 

100371FIG.8isaseriesofgraphsshowingthatapraglutidereduceschemotherapy-inducedloss 
ofbodyweight.  

100381FIG.9isaseriesofgraphsshowingthatacombinationofapraglutidewithchemotherapy 

improvesanimalsurvival.  

100391FIG.1Oaisaseriesofgraphsshowingthatapraglutidemaintainsthecompositionoffecal 

microbiotaduringchemotherapy.F FirmicutesandB Bacteroidetes.Dataarepresentedas0 

ofrelativeabundanceoftaxaatthePhylumlevelinthestools/condition.FIG.1Obisaseriesof 

graphsshowingthatapraglutidestabilizesthediversityoftheintestinalmicrobiotaprofoundly 

modifiedbychemotherapy(relativemeanabundanceoftaxainfecesatthephylumlevel).  

efficacyofcytarabine.  

100411FIG.1lbisaseriesofgraphsshowingtheimpactofvehicleorcytarabine+apraglutide 

treatmentonhCD45positivecellsinbonemarrowandspleeninmiceinjectedwithhuman 

leukemiacells.  

100421FIG.12isaseriesofgraphsshowingapraglutide'seffectontheimmunosuppression 

activityinducedbyCytarabine(Mean/group+SEM).  

100431FIG.13isaseriesofgraphsshowingapraglutide'seffectontheimmunosuppression 

activityinducedbyMelphalan(Mean/group+SEM).  

100441FIG.14isaseriesofgraphsshowingthattreatmentwithapraglutideimprovesanimal 

survivalofTBIIBMTtreatedanimals.Kaplan-Meiercurves Animalsurvivalwasmonitored 

daily.N10attime0foreachtreatmentgroup.Survivalofanimalstreatedwithapraglutide 
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initiatedbeforeTBJ/BMT showedsignificantdifferencerelativetoTBJ/BMTanimalsas 

determinedbylog-rank(Mantel-Cox)test*p<0*03,butitwasnotsignificant(ns)ascomparedto 

thecontrolanimals.WhencomparingtothecontrolgroupsurvivalofTBJ/BMTwassignificant 

different###p0.0007.BMTbonemarrowtransplant;TBJtotalbodyirradiation.  

100451FIG.15aisaseriesofgraphsshowingthatapraglutideimprovesoverallpathologicalscore 

followinginductionofcuteGvHD.FIG.1Sbisaseriesofgraphsshowingthatapraglutide 

improvespathologicalintestinalscorefollowinginductionofcuteGvHD, 

100461FIG.16a-cisaseriesofgraphsshowingtheeffectofapraglutideonthepercentweightloss 

inTBJ/BMTtreatedanimals.  

100471FIG17isaseriesofgraphsshowingthedose-dependenteffectofapraglutideonanimal 

survivalfol1owingcytarabinetreatment.  

100481FIG.18isaseriesofgraphsshowingthedose-dependenteffectofapraglutideonanimal 

bodyfollowingchemotherapy.  

100491FIG.19isaseriesofgraphsshowingthedose-dependenteffectofapraglutideonserum 

citrullineconcentrationfollowingtreatmentwithcytarabine.  

100501FIG.20isaseriesofgraphsshowingthedose-dependenteffectofGP-2Ragonistson 

polymorphonuclearcellcountfollowingchemotherapy.  

DETAILEDDESCRIPTION 

themethodcomprisingadministenngtothesubjectatleastonetherapeuticallyeffectiveamount 

ofapraglutideorapharmaceuticallyacceptablesaltthereof 

100521ThepresentdisclosureprovidesamethodoftreatingGvHDinasubjectthemethod 

comprisingadministeringtothesubjectatleastonetherapeuticallyeffectiveamountof 

apraglutideorapharmaceuticallyacceptablesaltthereof 

100531ThepresentdisclosureprovidesamethodofpreventingGvHDinasubjectthemethod 

comprisingadministeringtothesubjectatleastonetherapeuticallyeffectiveamountof 

apraglutideorapharmaceuticallyacceptablesaltthereof 

100541ThepresentdisclosureprovidesamethodoftreatingorpreventingGvHDinasubject, 

themethodcomprisingadministeringtothesubjectapraglutideorapharmaceuticallyacceptable 

saltthereof 
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100551ThepresentdisclosureprovidesamethodoftreatingGvHDinasubjectthemethod 

comprisingadministeringtothesubjectapraglutideorapharmaceuticallyacceptablesalt 

thereof 

100561ThepresentdisclosureprovidesamethodofpreventingGvHDinasubjectthemethod 

comprisingadministeringtothesubjectapraglutideorapharmaceuticallyacceptablesalt 

thereof 

100571Thepresentdisclosureprovidesapraglutideorapharmaceuticallyacceptablesalt 

thereofforuseinthetreatmentorpreventionofGvHDinasubjectwhereintheapraglutideor 

pharmaceuticallyacceptablesaltthereofisforadministrationtothesubjectinatleastone 

therapeuticallyeffectiveamount.  

100581Thepresentdisclosureprovidesapraglutideorapharmaceuticallyacceptablesalt 

thereofforuseinthetreatmentorpreventionofGvHDinasubject.  

100591Thepresentdisclosureprovidesapraglutideorapharmaceuticallyacceptablesalt 

thereofforuseinthetreatmentofGvHDinasubjectwhereintheapraglutideor 

pharmaceuticallyacceptablesaltthereofisforadministrationtothesubjectinatleastone 

therapeuticallyeffectiveamount.  

100601Thepresentdisclosureprovidesapraglutideorapharmaceuticallyacceptablesalt 

thereofforuseinthetreatmentofGvHDinasubject.  

100611Thepresentdisclosureprovidesapraglutideorapharmaceuticallyacceptablesalt 

thereofforuseinthepreventionofGvHDinasubjectwhereintheapraglutideor 

therapeuticallyeffectiveamount.  

100621Thepresentdisclosureprovidesapraglutideorapharmaceuticallyacceptablesalt 

thereofforuseinthepreventionofGvHDinasubject.  

100631Thepresentdisclosureprovidestheuseofapraglutideorapharmaceuticallyacceptable 

saltthereofinthemanufactureofamedicamentfortreatingorpreventingGvHDinasubject, 

whereintheapraglutideorpharmaceuticallyacceptablesaltthereof',isforadministrationtothe 

subjectinatleastonetherapeuticallyeffectiveamount.  

100641Thepresentdisclosureprovidestheuseofapraglutideorapharmaceuticallyacceptable 

saltthereofinthemanufactureofamedicamentfortreatingorpreventingGvHDinasubject.  

7 
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100651Thepresentdisclosureprovidestheuseofapraglutideorapharmaceuticallyacceptable 

saltthereofinthemanufactureofamedicamentfortreatingGvHDinasubjectwhereinthe 

apraglutideorpharmaceuticallyacceptablesaltthereofisforadministrationtothesubjectinat 

leastonetherapeuticallyeffectiveamount.  

100661Thepresentdisclosureprovidestheuseofapraglutideorapharmaceuticallyacceptable 

saltthereofinthemanufactureofamedicamentfortreatingGvHDinasubject.  

100671Thepresentdisclosureprovidestheuseofapraglutideorapharmaceuticallyacceptable 

saltthereofinthemanufactureofamedicamentforpreventingGvHDinasubjectwhereinthe 

apraglutideorpharmaceuticallyacceptablesaltthereofisforadministrationtothesubjectinat 

leastonetherapeuticallyeffectiveamount.  

100681Thepresentdisclosureprovidestheuseofapraglutideorapharmaceuticallyacceptable 

saltthereofinthemanufactureofamedicamentforpreventingGvHDinasubject.  

100691Alsoprovidedaresuitabletherapeuticallyeffectiveamountsinwhichapraglutideora 

pharmaceuticallyacceptablesaltthereof',canbeusedoradministeredtoasubjectfortreatingor 

preventingGvHD.ThepresentdisclosureprovidesamethodoftreatingGvHD-induced 

intestinaldamageinasubjectwhohasbeenpreviouslydiagnosedwithGvHDthemethod 

comprisingadministeringtothesubjectatleastonetherapeuticallyeffectiveamountof 

apraglutideorapharmaceuticallyacceptablesaltthereofThepresentdisclosureprovidesa 

methodoftreating S 

GvHD-inducedintestinaldamageinasubjectwhohasbeenpreviously 
diagnosedwithGvHDthemethodcomprisingadministeringtothesubjectapraglutideora 

diagnosedwithGvHDandtheGvHDisongoingatthetimeoftheadministrationofapraglutide.  

InsomeaspectsthesubjecthasbeenpreviouslydiagnosedwithGvHDandtheGvHDhasbeen 

successfullytreatedpriortotheadministrationofapraglutide.  

100701Insomeaspectsofthemethodsandusesdescribedhereinthesubjectisolderthan65 

years.Insomeaspectsthesubjectisbetween18and64yearsold.Insomeaspectsthesubjectis 

youngerthan18yearsold.  

100711Insomeaspectsofthemethodsandusesdescribedhereinthesubjectweighsmorethan 

50kg.Insomeaspectsthesubjectweighsbetween50kgand40kg.Insomeaspectsthesubject 

weighslessthan40kg.Thepresentdisclosureprovidesapraglutideorapharmaceutically 
S 

acceptablesaltthereofforuseintreatingGvHD-inducedintestinaldamageinasubjectwherein 
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theapraglutideorpharmaceuticallyacceptablesaltthereofisforadministrationtothesubjectin 

atleastonetherapeuticallyeffectiveamount.Thepresentdisclosureprovidesapraglutideora 
S 

pharmaceuticallyacceptablesaltthereofforuseintreatingGvHD-inducedintestinaldamagein 

asubject.InsomeaspectsthesubjecthasbeenpreviouslydiagnosedwithGvHDandtheGvHD 

isongoingatthetimeoftheadministrationofapraglutide.Insomeaspectsthesubjecthasbeen 

previouslydiagnosedwithGvHDandtheGvHDhasbeensuccessfullytreatedpriortothe 

administrationofapraglutide.  

100721Thepresentdisclosureprovidestheuseofapraglutideorapharmaceuticallyacceptable 

saltthereofinthemanufactureofamedicamentfortreating S intestinaldamagein 

asubjectwhereintheapraglutideorpharmaceuticallyacceptablesaltthereofisfor 

administrationtothesubjectinatleastonetherapeuticallyeffectiveamount.Thepresent 

disclosureprovidetheuseofapraglutideorapharmaceuticallyacceptablesaltthereofinthe 

manufactureofamedicamentfortreating S 

GvHD-inducedintestinaldamageinasubject.Insome 
aspectsthesubjecthasbeenpreviouslydiagnosedwithGvHDandtheGvHDisongoingatthe 

timeoftheadministrationofapraglutide.Insomeaspectsthesubjecthasbeenpreviously 

diagnosedwithGvHDandtheGvHDhasbeensuccessfullytreatedpriortotheadministrationof 

apraglutide.  
S 

100731InsomeaspectstheGvHD-inducedintestinaldamagecanincludebutisnotlimitedto 

malabsorptiondiarrheaabdominalpainmucositismucosalulcerationnauseashorteningof 

thecolonshorteningofthesmallintestineandanyother S 

complicationknownintheart.  

100741InsomeaspectsofthemethodsandusesofthepresentdisclosuretheGvHDcanbe 

acuteGvHD.InsomeaspectstheacuteGvHDcanbelateacuteGvHD.Insomeaspectsthe 

acuteGvHDisacutegastrointestinalGvHD.  

100751InsomeaspectsofthemethodsandusesofthepresentdisclosuretheGvHDcanbe 

steroid-refractoryGvHD.Insomeaspectsofthemethodsandusesofthepresentdisclosurethe 

GvHDcanbesteroid-nafveGvHD.  

100761InsomeaspectsofthemethodsandusesofthepresentdisclosuretheGvHDcanbe 

steroid-refractoryacuteGvHD.Insomeaspectsofthemethodsandusesofthepresent 

disclosuretheGvHDcanbesteroid-naiveacuteGvHD.  

9 
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100771InsomeaspectsofthemethodsandusesofthepresentdisclosuretheGvHDcanbe 

steroid-refractoryacutegastrointestinalGvHD.Insomeaspectsofthemethodsandusesofthe 

presentdisclosuretheGvHDcanbesteroid-naiveacutegastrointestinalGvHD.  

100781InthepresentdisclosuretheGvHDcanbeacuteGvHDsuchaslateacuteGvHD.The 

acuteGvHDmaybesteroid-naiveacuteGvHD.AlternativelytheacuteGvHDmaybesteroid

refractoryacuteGvHD.TheacuteGvHDmaybeacutegastrointestinalGvHDsuchassteroid

refractoryacutegastrointestinalGvHD.Forexampleapraglutideorapharmaceutically 

acceptablesaltthereofmaybeforuseinthepreventionofacuteGvHDsuchasgastrointestinal 

GvHDinasubject.Forexampleapraglutideorapharmaceuticallyacceptablesaltthereof',may 

beforuseinthetreatmentofsteroid-refractoryacuteGvHDsuchassteroid-refractoryacute 

gastrointestinalGvHDinasubject.  

100791InsomeaspectsofthemethodsandusesofthepresentdisclosuretheGvHDcanbe 

chronicGvHD.  

100801InsomeaspectsofthemethodsandusesofthepresentdisclosurechronicGvHDcanbe 

chronicgastrointestinalGvHD.Insomeaspectsofthemethodsandusesofthepresent 

disclosuretheGvHDcanbesteroid-refractorychronicgastrointestinalGvHD.Insomeaspects, 

ofthemethodsandusesofthepresentdisclosuretheGvHDcanbesteroid-nafvechronic 

gastrointestinalGvHD.  

100811InthepresentdisclosuretheGvHDcanbechronicGvHDsuchaslatechronicGvHD.  

besteroid-refractorychronicGvHD.ThechronicGvHDmaybechronicgastrointestinalGvHD 

suchassteroid-refractorychronicgastrointestinalGvHD.Forexampleapraglutideora 

pharmaceuticallyacceptablesaltthereof',maybeforuseinthepreventionofchronicGvHD 

suchasgastrointestinalGvHDinasubject.Forexampleapraglutideorapharmaceutically 

acceptablesaltthereofmaybeforuseinthetreatmentofsteroid-refractorychronicGvHDsuch 

assteroid-refractorychronicgastrointestinalGvHIDinasubject.  

100821InsomeaspectsofthemethodsandusesofthepresentdisclosuretheGvHDcanbe 

OverlapSyndrome.  

100831InthepresentdisclosuretheGvHDcanbeOverlapSyndrome.  

100841InsomeaspectsofthemethodsandusesofthepresentdisclosureasubjecthasgradeII

IVGvHDaccordingtotheMAGICscale.InsomeaspectsthesubjecthasgradeIII-IVGvHD 

10 
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accordingtotheMAGICscale.InsomeaspectsthesubjecthasgradeII-IIIGvHDaccordingto 

theMAGICscale.InsomeaspectsthesubjecthasgradeIIIIIorIVGvHDaccordingtothe 

MAGICscale.  

100851InsomeaspectsofthemethodsandusesofthepresentdisclosuretheGvHDisuppergut 

GraftversusHostDisease.  

100861InsomeaspectsofthemethodsandusesofthepresentdisclosuretheGvHDismid

lowergutGraftversusHostDisease.  

100871InthepresentdisclosuretheGvHDcanbeliverGvHD.Insomeaspectsofthemethods 

andusesofthepresentdisclosuretheGvHDisliverGvHD.Forexampleapraglutideora 

pharmaceuticallyacceptablesaltthereofmaybeforuseinthepreventionortreatmentofliver 

GvHDinasubject.  

100881Insomeaspectsofthemethodsandusesofthepresentdisclosureasubjectcanbe 

diagnosedwithacancer.Insomeaspectsthecancerisahematologicalcancer.Insomeaspects, 

thecancerisatleastoneofacutemyeloidleukemiamyelodysplasticsyndromefollicular 

lymphomadiffuselargeBcelllymphomaacutelymphoblasticleukemiamultiplemyeloma, 

HodgkinlymphomachronicmyeloidleukemiaTcellnon-HodgkinlymphomalymphoblasticB 

cellnon-Hodgkinlymphoma(non-Burkitt),Burkitt'slymphomaanaplasticlargecelllymphoma, 

germcelltumorEwing'ssarcomasofttissuesarcomaneuroblastomaWilms'tumor 

osteosarcomamedulloblastomaacutepromyelocyticleukemiamantlecelllymphomaTcell 

lymphomalymphoplasmacyticlymphomacutaneousTcelllymphomaplasmablastic 

100891Inthepresentdisclosurethesubjectcanbediagnosedwithacancer.Thecancermaybea 

hematologicalcancer.ThecancercanbeatleastoneofAcutemyeloidleukemia, myelodysplastic 

syndromefollicularlymphomadiffuselargeBcelllymphomaacutelymphoblasticleukemia 

multiplemyelomaHodgkinlymphomachronicmyeloidleukemiaTcellnon-Hodgkin 

lymphomalymphoblasticBcellnon-Hodgkinlymphoma(non-Burkitt),Burkitt'slymphoma 

anaplasticlargecelllymphomagermcelltumor Ewing'ssarcomasofttissuesarcoma 

neuroblastomaWilms'tumorosteosarcomamedulloblastomaacutepromyelocytic1eukemia 

mantlecelllymphomaTcelllymphomalymphoplasmacyticlymphomacutaneousTcell 

lymphomaplasmablasticlymphomachroniclymphocyticleukemiabreastcancerandrenal 

cancer.Forexamplethesubjectcanbediagnosedwithacancerandbedesignatedtoundergoan 
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allogeneictransplant.Alternativelythesubjectcanbediagnosedwithacancerandhaspreviously 

undergoneanautologoustransplant.Alternativelythesubjectcanbediagnosedwithacancerand 

haspreviouslyundergoneanallogeneictransplant.Alternativelythesubjectcanbediagnosed 

withacancerandhaspreviouslyundergoneanautologoustransplant.Insomeaspectsthe 
S 

transplantisinasubjecthavingforexamplemyelofibrosis.Insomeaspectsthetransplantisan 

autologoustransplantinasubjecthavingmultiplemyeloma.  

100901Insomeaspectsofthemethodsandusesofthepresentdisclosureasubjectcanbe 

diagnosedwithadiseaseordisorder.Insomeaspectsthediseaseordisordercanbeatleastone 

ofahemoglobinopathyacongenitalhemoglobinopathyf3-Thalessemiamajor(TM),sicklecell 
disease(SCD),severeaplasticanemia, 6, 

FanconisanemiadyskeratosiscongenitaBlackfan

anemiaThalassemiacongenitalamegakaryocyticthrombocytopeniaseverecombined 

immunodeficiencyTcellimmunodeficiencyTcellimmunodeficiency-SCIDvariantsWiskott

Aldrichsyndromeahemophagocyticdisorderalymphoproliferativedisorderseverecongenital 
S 

neutropeniachronicgranulomatousdiseaseaphagocyticcelldisorderEPEXsyndromejuvenile 

rheumatoidarthritissystemicsclerosisanautoimmunedisorderanimmunedysregulation 

disordermucopolysaccharoidosesMPS-IMlS-VIosteopetrosisametabohcdiseasegloboid 

cel11eukodystrophy(Krabbe), metachromatic1eukodystrophy, cerebralX-linked 

adrenoleukodystrophyamyelofibrosisdiseaseamyeloproliferativediseaseaplasmacell 

disorderamastcelldiseasecommonvariableimmunodeficiencychronicgranulomatous 

erythematosusCrohn'sdiseaseandpolymyositis-dermatomyositis.  

100911Inthepresentdisclosureasubjectcanbediagnosedwithadiseaseordisorder.The 

diseaseordisordermaybeatleastoneofahemoglobinopathyacongenitalhemoglobinopathy, 
S 5, 

f3-Thalessemiamajor(TM),sicklecelldisease(SCD),severeaplasticanemiaFanconisanemia, 
S 

dyskeratosiscongenitaBlackfan-DiamondanemiaThalassemiacongenitalamegakaryocytic 

thrombocytopeniaseverecombinedimmunodeficiencyTcellimmunodeficiencyTcell 

immunodeficiency-SCIDvariantsWiskott-Aldrichsyndromeahemophagocyticdisordera 
S lymphoproliferativedisorderseverecongenitalneutropeniachronicgranulomatousdiseasea 

phagocyticcelldisorderIPEXsyndromejuvenilerheumatoidarthritissystemicsclerosisan 

autoimmunedisorderanimmunedysregulationdisordermucopolysaccharoidosesMPS-J, 

MPS-VJosteopetrosisametabolicdiseasegloboidcellleukodystrophy(Krabbe), 
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metacliromaticleukodystrophycerebralX-linkedadrenoleukodystrophyamyelofibrosis 

diseaseamyeloproliferativediseaseaplasmacelldisorderamastcelldiseasecommon 

variableimmunodeficiencychronicgranulomatousdiseasemultiplesclerosissystemic 

sclerosisrheumatoidarthritissystemiclupuserythematosusCrohn'sdiseaseandpolymyositis

dermatomyositis.Forexamplethesubjectcanbediagnosedwithadiseaseordisorderandbe 

designatedtoundergoanallogeneictransplant.Forexamplethesubjectcanbediagnosedwitha 

diseaseordisorderandbedesignatedtoundergoanautologoustransplant.Alternativelythe 

subjectcanbediagnosedwithadiseaseordisorderandhaspreviouslyundergoneanallogeneic 

transplant.Alternativelythesubjectcanbediagnosedwithadiseaseordisorderandhas 

previouslyundergoneanautologoustransplant.  

100921Insomeaspectsofthemethodsandusesofthepresentdisclosureasubjectcanbe 

diagnosedwithacancerandbedesignatedtoundergoatransplantinordertotreatthecancer.In 

someaspectsofthemethodsandusesofthepresentdisclosureasubjectcanbediagnosedwith 

acancerandhaspreviouslyundergoneatransplantinordertotreatthecancer.  

100931Insomeaspectsofthemethodsandusesofthepresentdisclosureasubjectcanbe 

diagnosedwithacancerandbedesignatedtoundergoanallogeneictransplantinordertotreat 

thecancer.Insomeaspectsofthemethodsandusesofthepresentdisclosureasubjectcanbe 

diagnosedwithacancerandhaspreviouslyundergoneanallogeneictransplantinordertotreat 

thecancer.  

100941Insomeaspectsofthemethodsandusesofthepresentdisclosureasubjectcanbe 

thecancer.Insomeaspectsofthemethodsandusesofthepresentdisclosureasubjectcanbe 

diagnosedwithacancerandhaspreviouslyundergoneanautologoustransplantinordertotreat 

thecancer.  

100951Insomeaspectsofthemethodsandusesofthepresentdisclosureasubjectcanbe 

diagnosedwithadiseaseordisorderandbedesignatedtoundergoatransplantinordertotreat 

thediseaseordisorder.Insomeaspectsofthemethodsandusesofthepresentdisclosurea 

subjectcanbediagnosedwithadiseaseordisorderandhaspreviouslyundergoneatransplantin 

ordertotreatthediseaseordisorder.  

100961Insomeaspectsofthemethodsandusesofthepresentdisclosureasubjectcanbe 

diagnosedwithadiseaseordisorderandbedesignatedtoundergoanallogeneictransplantin 
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ordertotreatthediseaseordisorder.Insomeaspectsofthemethodsandusesofthepresent 

disclosureasubjectcanbediagnosedwithadiseaseordisorderandhaspreviouslyundergone 

anallogeneictransplantinordertotreatthediseaseordisorder.  

100971Insomeaspectsofthemethodsandusesofthepresentdisclosureasubjectcanbe 

diagnosedwithadiseaseordisorderandbedesignatedtoundergoanautologoustransplantin 

ordertotreatthediseaseordisorder.Insomeaspectsofthemethodsandusesofthepresent 

disclosureasubjectcanbediagnosedwithadiseaseordisorderandhaspreviouslyundergone 

anautologoustransplantinordertotreatthediseaseordisorder.  

100981Insomeaspectsofthemethodsandusesofthepresentdisclosureasubjectcanhave 

beenpreviouslyadministeredatransplant.Accordinglyinsomeaspectsanatleastone 

therapeuticallyeffectiveamountofapraglutidecanbeadministeredtothesubjectafterthe 

subjecthasbeenadministeredatransplant.  

100991Inthepresentdisclosureasubjectcanhavebeenpreviouslyadministeredatransplant.  

Accordinglyapraglutideorapharmaceuticallyacceptablesaltthereofcanbeadministeredto 

thesubjectafterthelatterhasbeenadministeredatransplant.  

1001001Insomeaspectsofthemethodsandusesofthepresentdisclosureasubjectcanhave 

beenpreviouslyadministeredanallogeneictransplant.Accordinglyinsomeaspectsanatleast 

onetherapeuticallyeffectiveamountofapraglutidecanbeadministeredtothesubjectafterthe 

subjecthasbeenadministeredanallogeneictransplant.  

transplant.Accordinglyapraglutideorapharmaceuticallyacceptablesaltthereofcanbe 

administeredtothesubjectafterthelatterhasbeenadministeredanallogeneictransplant.  

1001021Insomeaspectsofthemethodsandusesofthepresentdisclosureasubjectcanhave 

beenpreviouslyadministeredanautologoustransplant.Accordinglyinsomeaspectsanatleast 

onetherapeuticallyeffectiveamountofapraglutidecanbeadministeredtothesubjectafterthe 

subjecthasbeenadministeredanautologoustransplant.  

1001031Inthepresentdisclosureasubjectcanhavebeenpreviouslyadministeredanautologous 

transplant.Accordinglyapraglutideorapharmaceuticallyacceptablesaltthereofcanbe 

administeredtothesubjectafterthesubjecthasbeenadministeredanautologoustransplant.  

1001041Insomeaspectsofthemethodsandusesofthepresentdisclosureasubjectcanhave 

beenpreviouslyadministeredaconditioningtherapyinconnectionwithatransplant.Insome 
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aspectsofthemethodsandusesofthepresentdisclosureasubjectcanhavebeenpreviously 

administeredaconditioningtherapyinconnectionwithanallogeneictransplant.Insomeaspects 

ofthemethodsandusesofthepresentdisclosureasubjectcanhavebeenpreviously 

administeredaconditioningtherapyinconnectionwithanautologoustransplant.Insome 

aspectsaconditioningtherapycancomprisetheadministrationofradiationtherapy, 

chemotherapyradiomimetictherapyoranycombinationthereofInsomeaspectsaradiation 

therapycancomprisetotalbodyirradiation.  

1001051Aconditioningtherapymaybeadministeredinconnectionwiththeallogenictransplant.  

Aconditioningtherapycancomprisesuchasconsistoftheadministrationofradiationtherapy, 

chemotherapyradiomimetictherapyoranycombinationthereofTheradiationtherapycan 

comprisetotalbodyirradiation.  

1001061Accordinglyinsomeaspectsanatleastonetherapeuticallyeffectiveamountof 

apraglutidecanbeadministeredtothesubjectafterthesubjecthasbeenadministereda 

conditioningtherapyinconnectionwithatransplant.Insomeaspectsanatleastone 

therapeuticallyeffectiveamountofapraglutidecanbeadministeredtothesubjectafterthesubject 

hasbeenadministeredaconditioningtherapyinconnectionwithanallogeneictransplant.Insome 

aspectsanatleastonetherapeuticallyeffectiveamountofapraglutidecanbeadministeredtothe 

subjectafterthesubjecthasbeenadministeredaconditioningtherapyinconnectionwithan 

autologoustransplant. Insomeaspectsanatleastonetherapeuticallyeffectiveamountof 

therapychemotherapyradiomimetictherapyoranycombinationthereof 

1001071Accordinglyapraglutideorapharmaceuticallyacceptablesaltthereofcanbe 

administeredtothesubjectafterthesubjecthasbeenadministeredaconditioningtherapyin 

connectionwithatransplant.Accordinglyapraglutideorapharmaceuticallyacceptablesalt 

thereofcanbeadministeredtothesubjectafterthesubjecthasbeenadministeredaconditioning 

therapyinconnectionwithanallogeneictransplant.Accordinglyapraglutideora 

pharmaceuticallyacceptablesaltthereofcanbeadministeredtothesubjectafterthesubjecthas 

beenadministeredaconditioningtherapyinconnectionwithanautologoustransplant.  

1001081Insomeaspectsofthemethodsandusesofthepresentdisclosureanatleastone 
S 

therapeuticallyeffectiveamountofapraglutidecanbeadministeredtoasubjectpnortothe 

subjectbeingadministeredatransplant.Insomeaspectsofthemethodsandusesofthepresent 
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disclosureanatleastonetherapeuticallyeffectiveamountofapraglutidecanbeadministered 

priorthesubjectbeingadministeredradiationtherapychemotherapyorradiomimetictherapyin 

connectionwiththetransplant.Insomeaspectsofthemethodsandusesofthepresent 

disclosureanatleastonetherapeuticallyeffectiveamountofapraglutideisadministeredtothe 

subjectafterthesubjecthasbeenadministeredradiationtherapychemotherapyradiomimetic 

therapyoranycombinationthereofandpriortothesubjectbeingadministeredatransplant.  

1001091Insomeaspectsofthemethodsandusesofthepresentdisclosureapraglutidecanbe 

administeredtoasubjectpriortothesubjectbeingadministeredatransplant.Insomeaspectsof 

themethodsandusesofthepresentdisclosureapraglutidecanbeadministeredpriorthesubject 

beingadministeredradiationtherapychemotherapyorradiomimetictherapyinconnectionwith 

thetransplant.Insomeaspectsofthemethodsandusesofthepresentdisclosureapraglutideis 

administeredtothesubjectafterthesubjecthasbeenadministeredradiationtherapy, 

chemotherapyradiomimetictherapyoranycombinationthereofandpriortothesubjectbeing 

administeredatransplant.  

1001101Insomeaspectsofthemethodsandusesofthepresentdisclosureapraglutidecanbe 

administeredtoasubjectpriortothesubjectbeingadministeredasolidorgantransplant.Insome 

aspectsofthemethodsandusesofthepresentdisclosureapraglutidecanbeadministeredprior 

thesubjectbeingadministeredradiationtherapychemotherapyorradiomimetictherapyin 

connectionwiththesolidorgantransplant.Insomeaspectsofthemethodsandusesofthe 

administeredradiationtherapychemotherapyradiomimetictherapyoranycombinationthereof 

andpriortothesubjectbeingadministeredasolidorgantransplant.  

1001111Insomeaspectsofthemethodsandusesofthepresentdisclosureanatleastone 
S 

therapeuticallyeffectiveamountofapraglutidecanbeadministeredtoasubjectpnortothe 

subjectbeingadministeredanallogeneictransplant.Insomeaspectsofthemethodsandusesof 

thepresentdisclosureanatleastonetherapeuticallyeffectiveamountofapraglutidecanbe 

administeredpriorthesubjectbeingadministeredradiationtherapychemotherapyor 

radiomimetictherapyinconnectionwiththeallogeneictransplant.Insomeaspectsofthe 

methodsandusesofthepresentdisclosureanatleastonetherapeuticallyeffectiveamountof 

apraglutideisadministeredtothesubjectafterthesubjecthasbeenadministeredradiation 
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therapychemotherapyradiomimetictherapyoranycombinationthereofandpriortothesubject 

beingadministeredanallogeneictransplant.  

1001121Insomeaspectsofthemethodsandusesofthepresentdisclosureapraglutidecanbe 

administeredtoasubjectpriortothesubjectbeingadministeredanallogeneictransplant.In 

someaspectsofthemethodsandusesofthepresentdisclosureapraglutidecanbeadministered 

priorthesubjectbeingadministeredradiationtherapychemotherapyorradiomimetictherapyin 

connectionwiththeallogeneictransplant.Insomeaspectsofthemethodsandusesofthe 

presentdisclosureapraglutideisadministeredtothesubjectafterthesubjecthasbeen 

administeredradiationtherapychemotherapyradiomimetictherapyoranycombinationthereof 

andpriortothesubjectbeingadministeredanallogeneictransplant.  

1001131Insomeaspectsofthemethodsandusesofthepresentdisclosureanatleastone 
S 

therapeuticallyeffectiveamountofapraglutidecanbeadministeredtoasubjectpnortothe 

subjectbeingadministeredanautologoustransplant.Insomeaspectsofthemethodsandusesof 

thepresentdisclosureanatleastonetherapeuticallyeffectiveamountofapraglutidecanbe 

administeredpriorthesubjectbeingadministeredradiationtherapychemotherapyor 

radiomimetictherapyinconnectionwiththeautologoustransplant.Insomeaspectsofthe 

methodsandusesofthepresentdisclosureanatleastonetherapeuticallyeffectiveamountof 

apraglutideisadministeredtothesubjectafterthesubjecthasbeenadministeredradiation 

therapychemotherapyradiomimetictherapyoranycombinationthereofandpriortothesubject 

1001141Insomeaspectsofthemethodsandusesofthepresentdisclosureanatleastone 
S 

therapeuticallyeffectiveamountofapraglutidecanbeadministeredtoasubjectpnortothe 

subjectbeingadministeredanautologoustransplant.Insomeaspectsofthemethodsandusesof 

thepresentdisclosureanatleastonetherapeuticallyeffectiveamountofapraglutidecanbe 

administeredpriorthesubjectbeingadministeredradiationtherapychemotherapyor 

radiomimetictherapyinconnectionwiththeautologoustransplant.Insomeaspectsofthe 

methodsandusesofthepresentdisclosureanatleastonetherapeuticallyeffectiveamountof 

apraglutideisadministeredtothesubjectafterthesubjecthasbeenadministeredradiation 

therapychemotherapyradiomimetictherapyoranycombinationthereofandpriortothesubject 

beingadministeredanautologoustransplant.  
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1001151Inthepresentdisclosureapraglutideorapharmaceuticallyacceptablesaltthereofcan 

beadministeredtothesubjectpriortothesubjectbeingadministeredanallogeneictransplant.  

Forexamplethiscanbepriorthesubjectbeingadministeredradiationtherapychemotherapy, 

radiomimetictherapyoranycombinationthereofinconnectionwiththeallogeneictransplantor 

afterthesubjecthasbeenadministeredradiationtherapychemotherapyradiomimetictherapyor 

anycombinationthereofbutpriortothesubjectbeingadministeredanallogeneictransplant.  

1001161Inthepresentdisclosureapraglutideorapharmaceuticallyacceptablesaltthereofcan 

beadministeredtothesubjectpriortothesubjectbeingadministeredanautologoustransplant.  

Forexamplethiscanbepriorthesubjectbeingadministeredradiationtherapychemotherapy, 

radiomimetictherapyoranycombinationthereofinconnectionwiththeautologoustransplantor 

afterthesubjecthasbeenadministeredradiationtherapychemotherapyradiomimetictherapyor 

anycombinationthereofbutpriortothesubjectbeingadministeredanautologoustransplant.  

1001171Insomeaspectsofthemethodsandusesofthepresentdisclosureanatleastone 

therapeuticallyeffectiveamountofapraglutidecanbeadministeredtoasubjectconcurrently 

withatransplant.Insomeaspectsofthemethodsandusesofthepresentdisclosureanatleast 

onetherapeuticallyeffectiveamountofapraglutidecanbeadministeredtoasubjectconcurrently 

withanallogeneictransplant.Insomeaspectsofthemethodsandusesofthepresentdisclosure, 

anatleastonetherapeuticallyeffectiveamountofapraglutidecanbeadministeredtoasubject 

concurrentlywithanautologoustransplant.  

beadministeredtothesubjectconcurrentlywithatransplant.Inthepresentdisclosure, 

apraglutideorapharmaceuticallyacceptablesaltthereofcanbeadministeredtothesubject 

concurrentlywithanallogeneictransplant.Inthepresentdisclosureapraglutideora 

pharmaceuticallyacceptablesaltthereof',canbeadministeredtothesubjectconcurrentlywithan 

autologoustransplant.  

1001191Insomeaspectsofthemethodsandusesofthepresentdisclosureanatleastone 

therapeuticallyeffectiveamountofapraglutidecanbeadministeredtoasubjectconcurrently 

withaconditioningtherapy.Insomeaspectsanatleastonetherapeuticallyeffectiveamountof 

apraglutideleastonetherapeuticallyeffectiveamountofapraglutidecanbeadministeredtoa 

subjectconcurrentlywitharadiationtherapyachemotherapyaradiomimetictherapyorany 

combinationthereof 
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1001201Inthepresentdisclosureapraglutideorapharmaceuticallyacceptablesaltthereofcan 

beadministeredtothesubjectconcurrentlywithaconditioningtherapysuchasaconditioning 

therapyasdefinedabove.  

1001211Insomeaspectsofthemethodsandusesofthepresentdisclosureasubjectcanhave 

beenpreviouslydiagnosedwithGvHDandundergoneapreliminaryGvHDtreatment.Insome 

aspectsthepreliminaryGvHDtreatmentcancomprisetheadministrationofananti-GvHD 

treatment.Insomeaspectsananti-GvHDtreatmentcancomprisetheadministrationasteroid 

therapy.Accordinglyinsomeaspectsofthemethodsandusesofthepresentdisclosurea 

subjectcanhavebeenpreviouslyadministeredsteroidtherapy.Aswouldbeappreciatedbythe 

skilledartisansteroidtherapycancomprisetheadministrationofatleastonecorticosteroid.As 

wouldbeappreciatedbytheskilledartisansteroidtherapycancomprisetheadministrationof 

prednisonemethyiprednisolonedexamethasonebeclomethasonebudesonideorany 

combinationthereof 

1001221Insomeaspectsofthemethodsandusesofthepresentdisclosureadministrationof 

apraglutidecanpreventand/orattenuateareductionincolonlengthinasubjectfollowingan 

allogeneictransplant.Insomeaspectsadministrationofapraglutidepreventsand/orattenuatesa 

reductionincolonlengthinasubjectfollowingaconditioningtherapyandatransplant.Insome 

aspectsadministrationofapraglutidepreventsand/orattenuatesareductionincolonlengthina 

subjectfollowingaconditioningtherapyandanallogeneictransplant.Insomeaspects, 

followingaconditioningtherapyandanautologoustransplant.  

1001231Theadministrationofapraglutideaccordingtothepresentdisclosurecanpreventand/or 

attenuateareductionincolonlengthinasubjectfollowingatransplant.Theadministrationof 

apraglutidemaypreventand/orattenuateareductionincolonlengthinasubjectfollowinga 

conditioningtherapyandanallogeneictransplant.Theadministrationofapraglutideaccordingto 

thepresentdisclosurecanpreventand/orattenuateareductionincolonlengthinasubject 

followinganallogeneictransplant.Theadministrationofapraglutidemaypreventand/or 

attenuateareductionincolonlengthinasubjectfollowingaconditioningtherapyandan 

autologoustransplant.  

1001241Theadministrationofapraglutideaccordingtothepresentdisclosurecanstabilizethe 

intestinalmicrobiotaasisdescribedintheexamplesherein.  
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1001251ThepresentdisclosureprovidesamethodoftreatingGvHD-inducedintestinaldamagein 

asubjectwhohasbeenpreviouslydiagnosedwithGvHDthemethodcomprisingadministering 

tothesubjectatleastonetherapeuticallyeffectiveamountofapraglutideorapharmaceutically 

acceptablesaltthereofInsomeaspectsthesubjecthasbeenpreviouslydiagnosedwithGvHD 

andtheGvHDisongoingatthetimeoftheadministrationofapraglutide.Insomeaspectsthe 

subjecthasbeenpreviouslydiagnosedwithGvHDandtheGvHDhasbeensuccessfullytreated 

priortotheadministrationofapraglutide.Insomeaspectsthepresentdisclosureprovidesa 

methodoftreating GvHD-inducedintestinaldamageinasubjectthemethodcomprising 

administeringtothesubjectatherapeuticallyeffectiveamountofapraglutidepriortoconcurrent 

withorafteradministrationofatherapeuticallyeffectiveamountofanimmunosuppressive 
S 

therapy.Insomeaspectsofthedisclosuretheimmunosuppressivetherapyisforexample, 

ruxolitinibsystemiccorticosteroid.Insomeaspectsthepresentdisclosureprovidesamethodof 
S S 

treatingGvHD-inducedintestinaldamageinasubjectthemethodcomprisingadministenngto 

thesubjectatherapeuticallyeffectiveamountofapraglutidepriortoconcurrentwithorafter 

administrationofatherapeuticallyeffectiveamountofacalcineurininhibitor.  

1001261ThepresentdisclosureprovidesamethodoftreatingGvHD-inducedintestinaldamagein 

asubjectwhohasbeenpreviouslydiagnosedwithGvHDthemethodcomprisingadministering 

tothesubjectapraglutideorapharmaceuticallyacceptablesaltthereofInsomeaspectsthe 

subjecthasbeenpreviouslydiagnosedwithGvHDandtheGvHDisongoingatthetimeofthe 

GvHDandtheGvHDhasbeensuccessfullytreatedpriortotheadministrationofapraglutide.In 
S 

someaspectsthepresentdisclosureprovidesamethodoftreatingGvHD-inducedintestinal 

damageinasubjectthemethodcomprisingadministeringtothesubjectapraglutidepriorto 

concurrentwithorafteradministrationofatherapeuticallyeffectiveamountofan 

immunosuppressivetherapy.Insomeaspectsofthedisclosuretheimmunosuppressivetherapy 

isforexamplenixolitinibsystemiccorticosteroid.Insomeaspectsthepresentdisclosure 
S providesamethodoftreatingGvHD-inducedintestinaldamageinasubjectthemethod 

comprisingadministeringtothesubjectapraglutidepriortoconcurrentwithorafter 

administrationofatherapeuticallyeffectiveamountofacalcineurininhibitor.  
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1001271Thepresentdisclosureprovidesamethodoftreatingcancercomprisingadministeringto 

asubjectacombinationofapraglutideorapharmaceuticallyacceptablesaltthereof',andatleast 

onechemotherapy.  

1001281Insomeaspectstheadministrationofapraglutideorapharmaceuticallyacceptablesalt 
S 

thereof',cantreatchemotherapy-inducedintestinaldamageinasubject.Accordinglythepresent 

disclosureprovidesamethodoftreatingchemotherapy-inducedintestinaldamageinasubjectin 

needthereofthemethodcomprisingadministeringtothesubjectatleastonetherapeutically 

effectiveamountofapraglutideorapharmaceuticallyacceptablesaltthereofThepresent 

disclosureprovidesamethodoftreatingchemotherapy-inducedintestinaldamageinasubjectin 

needthereofthemethodcomprisingadministeringtothesubjectapraglutideora 

pharmaceuticallyacceptablesaltthereofThepresentdisclosureprovidesapraglutideora 
S 

pharmaceuticallyacceptablesaltthereofforuseinthetreatmentofchemotherapy-induced 

intestinaldamageinasubject.  

1001291Thepresentdisclosureprovidesamethodoftreatingcancerinasubjectthemethod 

comprisingadministeringtothesubjectatherapeuticallyeffectiveamountofapraglutideprior 

toconcurrentwithorafteradministrationofatherapeuticallyeffectiveamountofa 

conditioningtherapy.Thepresentdisclosureprovidesamethodoftreatingcancerinasubject, 

themethodcomprisingadministeringtothesubjectapraglutidepriortoconcurrentwithorafter 

administrationofatherapeuticallyeffectiveamountofaconditioningtherapy.Insomeaspects 

chemotherapycomprisesacombinationtherapy.  

1001301Thepresentdisclosureprovidesamethodoftreatingcancerinasubjectthemethod 

comprisingadministeringtothesubject:a)atherapeuticallyeffectiveamountofapraglutideand 

b)atransplant.Thepresentdisclosureprovidesamethodoftreatingcancerinasubjectthe 

methodcomprisingadministeringtothesubject:a)atherapeuticallyeffectiveamountofa 

conditioningtherapy;b)atherapeuticallyeffectiveamountofapraglutideandc)atransplant.  

Thepresentdisclosureprovidesamethodoftreatingcancerinasubjectthemethodcomprising 

administeringtothesubject:a)atherapeuticallyeffectiveamountofaradiationtherapy, 

chemotherapyradiomimetictherapyoranycombinationthereotb)atherapeuticallyeffective 

amountofapraglutideandc)atransplant.  
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1001311Thepresentdisclosureprovidesamethodoftreatingcancerinasubjectthemethod 

comprisingadministeringtothesubject:a)apraglutideandb)atransplant.Thepresent 

disclosureprovidesamethodoftreatingcancerinasubjectthemethodcomprising 

administeringtothesubject:a)aconditioningtherapy;b)apraglutideandc)atransplant.The 

presentdisclosureprovidesamethodoftreatingcancerinasubjectthemethodcomprising 

administeringtothesubject:a)radiationtherapychemotherapyradiomimetictherapyorany 

combinationthereofb)apraglutidcvandc)atransplant.  

1001321Thepresentdisclosureprovidesamethodoftreatingcancerinasubjectthemethod 

comprisingadministeringtothesubject:a)atherapeuticallyeffectiveamountofapraglutideand 

b)anallogeneictransplant.Thepresentdisclosureprovidesamethodoftreatingcancerina 

subjectthemethodcomprisingadministeringtothesubject:a)atherapeuticallyeffective 

amountofaconditioningtherapy;b)atherapeuticallyeffectiveamountofapragiutide'andc)an 

allogeneictransplant.Thepresentdisclosureprovidesamethodoftreatingcancerinasubject, 

themethodcomprising administenngtothesubject:a)atherapeuticallyeffectiveamountofa 

radiationtherapychemotherapyradiomimetictherapyoranycombinationthereotb)a 

therapeuticallyeffectiveamountofapraglutideandc)anallogeneictransplant.  

1001331Thepresentdisclosureprovidesamethodoftreatingcancerinasubjectthemethod 

comprisingadministeringtothesubject:a)apraglutide~andb)anallogeneictransplant.The 

presentdisclosureprovidesamethodoftreatingcancerinasubjectthemethodcomprising 

administeringtothesubject:a)conditioningtherapy;b)apraglutide;andc)anallogeneic 

comprisingadministeringtothesubject:a)radiationtherapychemotherapyradiomimetic 

therapyoranycombination , b)apraglutide;andc)anallogeneictransplant.  

1001341Thepresentdisclosureprovidesamethodoftreatingcancerinasubjectthemethod 

comprisingadministeringtothesubject:a)atherapeuticallyeffectiveamountofapraglutideand 

b)anautologoustransplant.Thepresentdisclosureprovidesamethodoftreatingcancerina 

subjectthemethodcomprisingadministeringtothesubject:a)atherapeuticallyeffective 

amountofaconditioningtherapy;b)atherapeuticallyeffectiveamountofapraglutideandc)an 

autologoustransplant.Thepresentdisclosureprovidesamethodoftreatingcancerinasubject 

themethodcomprising S 

administenngtothesubject:a)atherapeuticallyeffectiveamountofa 
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radiationtherapychemotherapyradiomimetictherapyoranycombinationthereotb)a 

therapeuticallyeffectiveamountofapraglutideandc)anautologoustransplant.  

1001351Thepresentdisclosureprovidesamethodoftreatingcancerinasubjectthemethod 

comprisingadministeringtothesubject:a)apraglutideandb)anautologoustransplant.The 

presentdisclosureprovidesamethodoftreatingcancerinasubjectthemethodcomprising 

administeringtothesubject:a)conditioningtherapy;b)apraglutide;andc)anautologous 

transplant.Thepresentdisclosureprovidesamethodoftreatingcancerinasubjectthemethod 

comprisingadministeringtothesubject:a)radiationtherapychemotherapyradiomimetic 

therapyoranycombination , b)apraglutide;andc)anautologoustransplant.  

1001361ThepresentlydisclosedeffectofapraglutideonGvHDcanbeusefulinthecontextofan 

anticancertherapy.GvHDdevelopinginthiscontextcanalsobereferredtoasanticancer 

therapy-relatedGvHDAtypicalanticancertherapythatcanbenefitfromthepresentlydisclosed 

effectofapraglutideisonethatincludestheadministrationofanallogeneicorautologous 

transplanttoasubjectsuchastheadministrationofaconditioningtherapyandthesubsequent 

administrationofanallogeneicorautologoustransplant.Inthiscontextitmaybeadvantageous 

tofurtheradministrateapraglutide.Forexampleapraglutidecanbeadministeredbeforethe 

administrationofanallogeneicorautologoustransplantsuchbetweentheadministrationofa 

conditioningtherapyandtheadministrationofanallogeneicorautologoustransplanttoa 

subject.  

acceptablesaltthereofforuseinthetreatmentorpreventionofanticancertherapy-relatedGvHD 

inasubject.  

1001381Thepresentdisclosureprovidesamethodoftreatingadiseaseordisorderinasubjectthe 

methodcomprisingadministeringtothesubject:a)atherapeuticallyeffectiveamountof 

apragLutide'andb)atransplant.Thepresentdisclosureprovidesamethodoftreatingadiseaseor 

disorderinasubjectthemethodcomprisingadministeringtothesubject:a)atherapeutically 

effectiveamountofaconditioningtherapy;b)atherapeuticallyeffectiveamountofapraglutide~ 

andc)atransplant.Thepresentdisclosureprovidesamethodoftreatingadiseaseordisorderin 

asubjectthemethodcomprisingadministeringtothesubject:a)atherapeuticallyeffective 

amountofaradiationtherapychemotherapyradiomimetictherapyoranycombinationthereof 

b)atherapeuticallyeffectiveamountofapraglutideandc)atransplant.  

23 
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1001391Thepresentdisclosureprovidesamethodoftreatingadiseaseordisorderinasubjectthe 

methodcomprisingadministeringtothesubject:a)apraglutide;andb)atransplant.Thepresent 

disclosureprovidesamethodoftreatingadiseaseordisorderinasubjectthemethod 

comprisingadministeringtothesubject:a)aconditioningtherapy;b)apraglutideandc)a 

transplant.Thepresentdisclosureprovidesamethodoftreatingadiseaseordisorderinasubject 

themethodcomprisingadministeringtothesubject:a)radiationtherapychemotherapy, 

radiomimetictherapyoranycombinationthereotb)apraglutidcrandc)atransplant.  

1001401 

[00141JThepresentdisclosureprovidesamethodoftreatingadiseaseordisorderinasubjectthe 

methodcomprisingadministeringtothesubject:a)atherapeuticallyeffectiveamountof 

apraglutideandb)anallogeneictransplant.Thepresentdisclosureprovidesamethodoftreating 

adiseaseordisorderinasubjectthemethodcomprisingadministeringtothesubject:a)a 

therapeuticallyeffectiveamountofaconditioningtherapy;b)atherapeuticallyeffectiveamount 

ofapraglutideandc)anallogeneictransplant.Thepresentdisclosureprovidesamethodof 

treatingadiseaseordisorderinasubjectthemethodcomprisingadministeringtothesubject:a) 

atherapeuticallyeffectiveamountofaradiationtherapychemotherapyradiomimetictherapyor 

anycombinationthereotb)atherapeuticallyeffectiveamountofapraglutide;andc)an 

allogeneictransplant.  

[00142JThepresentdisclosureprovidesamethodoftreatingadiseaseordisorderinasubjectthe 

methodcomprisingadministeringtothesubject:a)apraglutide;andb)anallogeneictransplant.  

methodcomprisingadministeringtothesubject:a)conditioningtherapy;b)apraglutideandc) 

anallogeneictransplant.Thepresentdisclosureprovidesamethodoftreatingadiseaseor 

disorderinasubjectthemethodcomprisingadministeringtothesubject:a)radiationtherapy, 

chemotherapyradiomimetictherapyoranycombinationthereotb)apraglutidcvandc)an 

allogeneictransplant.  

[00143JThepresentdisclosureprovidesamethodoftreatingadiseaseordisorderinasubjectthe 

methodcomprisingadministeringtothesubject:a)atherapeuticallyeffectiveamountof 

apraglutideandb)anautologoustransplant.Thepresentdisclosureprovidesamethodof 

treatingadiseaseordisorderinasubjectthemethodcomprisingadministeringtothesubject:a) 

atherapeuticallyeffectiveamountofaconditioningtherapy;b)atherapeuticallyeffective 
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amountofapraglutideandc)anautologoustransplant.Thepresentdisclosureprovidesamethod 

oftreatingadiseaseordisorderinasubjectthemethodcomprisingadministeringtothesubject: 

a)atherapeuticallyeffectiveamountofaradiationtherapychemotherapyradiomimetictherapy 

oranycombination , )atherapeuticallyeffectiveamountofapraglutideandc)an 
autologoustransplant.  

1001441Thepresentdisclosureprovidesamethodoftreatingadiseaseordisorderinasubjectthe 

methodcomprisingadministeringtothesubject:a)apraglutide;andb)anautologoustransplant.  

Thepresentdisclosureprovidesamethodoftreatingadiseaseordisorderinasubjectthe 

methodcomprisingadministeringtothesubject:a)conditioningtherapy;b)apraglutideandc) 

anautologoustransplant.Thepresentdisclosureprovidesamethodoftreatingadiseaseor 

disorderinasubjectthemethodcomprisingadministeringtothesubject:a)radiationtherapy, 

chemotherapyradiomimetictherapyoranycombinationthereotb)apraglutideandc)an 

autologoustransplant.  

1001451Inanyofthemethodsofusesdescribedhereinreferencetoapraglutidealsoencompasses 

apharmaceuticallyacceptablesaltofapraglutide.  

1001461Insomeaspectsofthemethodsorusesdescribedhereinasubjectcanhavebeen 

previouslyadministeredruxolitinibpriortotheadministrationofapraglutide.  

1001471Inanyofthemethodsorusesdescribedhereapraglutideorapharmaceutically 

acceptablesaltthereofcanbeadministeredincombinationwithatleastonesecondactiveagent.  

Insomeaspectstheatleastonesecondactiveagentcanbenixolitinib.Insomeaspectstheat 

1001481Insomeaspectsofthemethodsandusesdescribedhereinapraglutideora 

pharmaceuticallyacceptablesaltthereofcanbeadministeredintemporalproximitywithanother 

therapeuticinterventiondescribedherein(e.g.atransplantaconditioningtherapy, 

chemotherapyasecondactiveagentetc.).  

1001491Insomeaspectsofthemethodsandusesofthepresentdisclosureatransplantcan 

comprisehematopoieticstemcells.Insomeaspectsthehematopoieticstemcellscanbederived 

frombonemarrowperipheralbloodumbilicalcordbloodoranycombinationthereofInsome 

aspectsofthemethodsandusesofthepresentdisclosureatransplantcanbeanallogeneic 

transplantoranautologoustransplant.  
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leastonesecondactiveagentcanbeacalcineurininhibitor.
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1001501Insomeaspectsofthemethodsandusesofthepresentdisclosureanallogeneic 

transplantcancompnseallogeneichematopoieticstemcells.Insomeaspectstheallogeneic 

hematopoieticstemcellscanbederivedfrombonemarrowperipheralbloodumbilicalcord 

bloodoranycombinationthereof 

1001511Insomeaspectsofthemethodsandusesofthepresentdisclosureanautologous 

transplantcancompnseautologoushematopoieticstemcells.Insomeaspectstheautologous 

hematopoieticstemcellscanbederivedfrombonemarrowperipheralbloodumbilicalcord 

bloodoranycombinationthereof 

1001521Insomeaspectsofthemethodsandusesofthepresentdisclosureatransplantcan 

compriseT-cells.InsomeaspectsT-cellscanbechimericantigenreceptor(CAR)T-cells.  

1001531Insomeaspectsofthemethodsandusesofthepresentdisclosureanallogeneic 

transplantcancompriseallogeneicT-cells.InsomeaspectsallogeneicT-cellscanbeallogenic 

chimericantigenreceptor(CAR)T-cells.Insomeaspectsofthemethodsandusesofthepresent 

disclosureanautologoustransplantcancompriseautologousT-cells.Insomeaspects, 

autologousT-cellscanbeautologouschimericantigenreceptor(CAR)T-cells.  
S 

1001541Inthepresentdisclosureanallogeneictransplantcancompnsethetransplantof 

allogeneichematopoieticstemcells.Theallogeneichematopoieticstemcellscanbederived 

frombonemarrowperipheralbloodumbilicalcordbloodoranycombinationthereof 
S 

1001551Inthepresentdisclosureanallogeneictransplantcancompnsethetransplantof 

1001561Inthepresentdisclosureanautologoustransplantcancomprisethetransplantof 

autologoushematopoieticstemcells.Theautologoushematopoieticstemcellscanbederived 

frombonemarrowperipheralbloodumbilicalcordbloodoranycombinationthereof 

1001571Inthepresentdisclosureanautologoustransplantcancomprisethetransplantof 

autologousT-cells.AutologousT-cellscanbeallogenicchimericantigenreceptor(CAR)T

cells.  

1001581Insomeaspectsofthemethodsandusesofthepresentdisclosurethepharmaceutically 

acceptablesaltofapraglutidecanbethesodiumsaltofapraglutide.  

1001591Inthepresentdisclosurethepharmaceuticallyacceptablesaltofapraglutidecanbea 

baseadditionsaltsuchasthesodiumsaltofapraglutide.  
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1001601Insomeaspectsofthemethodsandusesofthepresentdisclosureapraglutidecanbe 

administeredaspartofapharmaceuticalcomposition.Pharmaceuticalcompositionsof 

apraglutidecancompriseanypharmaceuticallyacceptablecarrierand/orexcipient.Non-limiting 

examplesofpharmaceuticallyacceptablecarriersand/orexcipientsincludemannitolglycineL

histidineoranycombinationthereof 

1001611Accordinglyinsomeaspectsofthemethodsandusesdescribedhereinapraglutideora 

pharmaceuticallyacceptablesaltthereofisadministeredaspartofapharmaceutical 

compositionwhereinthepharmaceuticalcomprisesapraglutideorapharmaceutically 

acceptablesaltthereofmannitolglycineandL-histidine.  

1001621Inthepresentdisclosureapraglutidecanbepartofapharmaceuticalcomposition.  

Pharmaceuticalcompositionscanfurthercompriseanypharmaceuticallyacceptablecarrier 

and/orexcipient.Non-limitingexamplesofpharmaceuticallyacceptablecarriersand/or 

excipientsincludemannitolglycineL-histidineoranycombinationthereof 

Definitions 

1001631Unlessexplicitlyindicatedotherwisethetermapraglutide"referstothecompoundwhich 

hasthefollowingstructure: 
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1001641AswouldbeappreciatedbytheskilledartisanapraglutideisaGLP-2agonisthavingan 

aminoacidsequenceof S s-Gly-Asp-Gly-Ser-Phe-Ser-Asp-Glu-Nle-D-Phe-Thr-Jle-Leu-Asp

Leu-Leu-Ala-Ala-Arg-Asp-Phe-Jle-Asn-Trp-Leu-Jle-Gln-Thr-Lys-Ile-Thr-Asp(SEQIDNO:1), 

whereinNleisnorleucineandD-PheistheD-aminoacidphenylalanine.  

1001651Apraglutideanditspreparation aredisclosedinPCTApplicationPublicationNo.  

W02011/050174,USPatentNo.8,580,918,USPatentApplicationPublicationNo.2022-0000985 

AlandPCTApplicationPublicationNo.W02021/252659.Thesepublicationsareincorporated 

byreferencehereinintheirentireties.  

1001661Unlessexplicitlyindicatedotherwisetheterms approximately"and"about"are 

synonymous.Insomeaspects' "approximately"and"about"refertotherecitedamountvalueor 

duration+50 o,+4 , 5 0 o,+4 0 o,~+2.50o,~+l,75 0 o,±~50~,±1 2 5 0 o,±J~0 ~ ,+0.90o 

+O,70 o,+0.60~, +O50 0+O40 o,+O30 o,+0.20~,+0,10o,+ 0 ,0 9 0 o,+0,08%,+0 ,0 7 0 o,+0 ,0 6 0 o, 

+0.0500 +0.040o+0.030o+0.020o or+0.01~o.Insomeaspects, approximately"and"about" 

refertothelistedamountvalueorduration+2.50 +20o+1 7 5 0 o,+~50~,+1 2 5 0 o,+J~0 ~ ,+0.90o 
0 0 +O,8 0 o+0.7o+0,60 +OS~o.Insomeaspects, approximately"and"about"refertothelisted 

amountvalueorduration+10o.Insomeaspects, "approximately"and"about"refertothelisted 

amountvalueorduration+0.50~Insomeaspectsapproximately"and"about"refertothelisted 

amountvalueorduration+0.10o.  

~9 

1001671Aswouldbeappreciatedbytheskilledartisantheterms"GraftversusHostDiseaseor 
"GvHD refertotheconditionthatoccursinasubjectfollowinganallogeneicorautologous 

transplantmaterial(referredtoasthe"graft")attackthetransplantrecipient'sowntissues.As 

wouldbeappreciatedbytheskilledartisanGvHDmaybeclassifiedusingMAGICgradingscale 

asdescribedinBiolBloodMarrowTransplant2016;22(J):4-JO.  

1001681AswouldbeappreciatedbytheskilledartisanthetermsacuteGraftversusHostDisease 

acuteGvHD","classicacuteGraftversusHostDiseaseandclassicacuteGvHDrefertoGraft 

versusHostDiseasethatdevelopsinatransplantrecipientwithinabout100daysfollowing 

transplantationandmanifestswithclinicalfeaturesthataretypicallyassociatedwithacuteGraft 

versusHostDiseaseincludingbutnotlimitedtoinflammationandtissuedamageintheskinoral 

andgenitalmucosaeyesgut, liverlungsS 

Jointsandmuscle.  
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1001691Aswouldbeappreciatedbytheskilledartisantheterms'lateacuteGraftversusHost 

Disease,,or9,lateacuteGvHDrefertotheconditionsofpersistentacuteGraftversusHostDisease 

recurrentacuteGraftversusHostDiseaseand/ornew-onsetacuteGraftversusHostDisease 

whichareformsofGraftversusHostDiseasethatmanifestwiththeclinicalfeaturesofacuteGraft 

versusHostDiseasebutmorethan100daysafterthetransplantation.  
'9 

1001701Aswouldbeappreciatedbytheskilledartisantheterms acutegastrointestinalGraft 
versusHostDisease9, and"acutegastrointestinalGvHD9' refertoanyformofacuteGvHD 

describedabovethatmanifestsinasubjectwithgastrointestinalsymptomsand/ordamage, 

includingbutnotlimitedtodiarrheaabdominalpainmucositismucosalulcerationnausea 

shorteningofthecolonshorteningofthesmallintestine.  

1001711Aswouldbeappreciatedbytheskilledartisantheterm"steroid-refractory'9 "steroid
'9 refractoryGvHD"and"SR-GvHDreferstoGvHDthathasbeenpreviouslytreatedusingsteroid 

therapybuthasbecomenon-responsivetothesteroidtherapy.Thusinanon-limitingexample, 

steroid-refractoryacutegastrointestinalGvHDreferstoacutegastrointestinalGvHDthathasbeen 

previoustreatedusingasteroidtherpaybuthasbecomenon-responsivetosteroidtherapy.Insome 

aspectssubjectswithsteroid-refractoryGvHDareadministeredapharmaceuticalcomposition 

comprisingruxolitinib.Insomeaspectssubjectswithsteroid-refractoryGvHDareadministered 

apharmaceuticalcompositioncomprisingapraglutide.Insomeaspectstoasubjectwithsteroid

refractoryGvHDisadministeredatherapeuticallyeffectiveamountofapraglutidepriorto 

concurrent with or after administration of a therapeutically effective amount of 

administeredatherapeuticallyeffectiveamountofapraglutidepriortoconcurrentwithorafter 

administrationofatherapeuticallyeffectiveamountofruxolitiniband/orsystemicsteroids.  
99 '9 

[00172JAswouldbeappreciatedbytheskilledartisanthetermsteroid-naivereferstoGvHD 
thathasnotbeenpreviouslytreatedusingasteroidtherapy.Thusinanon-limitingexample, 

steroid-naiveacutegastrointestinalGvHDreferstoacutegastrointestinalGvHDthathasnotbeen 

previouslytreatedusingasteroidtherapy.  

[00173JAswouldbeappreciatedbytheskilledartisantheterms"chronicGraftversusHost 

Disease99 or9'chronicGvHD'9 refertoGraftversusHostDiseasethatdevelopmorethan100days 

afterthetransplantationandmanifestswithclinicalfeaturesthataretypicallyassociatedwith 

chronicGraftversusHostDiseaseincludingbutnotlimitedtodamagetoconnectivetissueof 

29 
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exocrineglandstissuefibrosisandlimitationofjointmotilityfibrosisofthelungsandliver 

immunedysregulationandautoimmunity.  

1001741Aswouldbeappreciatedbytheskilledartisantheterm"chronicgastrointestinalGraft 

versusHostDiseaseand"chronicgastrointestinalGvHDrefertoanyformofchronicGvHD 

describedabovethatmanifestsinasubjectwithgastrointestinalsymptomsand/ordamage, 

includingbutnotlimitedtodiarrheaabdominalpainmucositismucosalulcerationnausea 

shorteningofthecolonshorteningofthesmallintestine.  

1001751Aswouldbeappreciatedbytheskilledartisantheterm"OverlapSyndromerefersto 

GraftversusHostDiseasethatcanpresentatanytimepost-transplantandthatmanifestswith 

clinicalfeaturesofbothacuteGraftversusHostDiseaseandchronicGraftversusHostDisease.  
'9 

1001761AswouldbeappreciatedbytheskilledartisanthetermsuppergutGraftversusHost 
Disease uppergutGvHD~~, uppergutGvHDphenotypeand"uppergutphenotypeofGvHD 

refertoGraftversusHostDiseasethatpresentswithpersistentlossofappetitesatietynausea 

vomitingandweightlosswithvariableamountsofdiarrhea.Thepresentationcanbeindolent 

andtherapywithprednisoneatdosesof1mg/kg/dayplustopicaloralcorticosteroidiseffective.  

InsomeaspectstheuppergutGvHDphenotypedoesnotprogresstothemid-lowergutGvHD 

phenotype.InsomeaspectstheuppergutGvHDphenotypeislimitedtoGvHDgradeI.  

1001771Aswouldbeappreciatedbytheskilledartisantheterms"mid-lowergutGraftversusHost 

Disease" "mid-lowergutGvJTD" "mid-lowergutGvHDphenotype9' and"mid-lowergut 

andbilesaltdiarrheaandabdominalpainresultingfromgutdistention.Insomeaspectsmid-lower 

gutGvHIDisseverewhereinthesubjectpresentswiththeentiresmallintestineandcolonas 

edematousandinflamedwithlargerdiarrhealvolumesandevidenceofmucosalulcerationand 

bleeding.Insomeaspectssubjectswithseveremid-lowergutGvHIDrequireprolonged 

hospitalizationforsupportivecareincludingtotalparenteralnutritionandpaincontrol.Insome 

aspectssubjectswithseveremid-lowergutGvHDrequirethestandardinitialtherapycomprising 

prednisonewithorwithoutotherimmunesuppressivetherapies.  

1001781Aswouldbeappreciatedbytheskilledartisantheterm"GJ-aGVHDresponsereferstoa 

decreaseofonestageinthesignsandsymptomsofGJ-aGVHDwithoutanyintercurrenteventsof 

discontinuationoftheassignedapraglutidetreatmentinstitutionofnewsystemictherapyordeath.  

InsomeaspectsacompleteGJ-aGVI-EIIDresponsereferstotheresolutionofallGJ-aGVHIDsigns 
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andsymptomsGVHDwithoutanyintercurrenteventsofdiscontinuationoftheassigned 

apraglutidetreatmentinstitutionofnewsystemictherapyordeath.Insomeaspectsapartial 

responsereferstoanimprovementof1stageinoneormoreorgansinvolvedwithaGVIIDsigns 

orsymptomswithoutprogressioninotherorgansorsiteswithoutadministrationofadditional 

systemictherapiesforanearlierprogressionmixedresponseornon-responseofaGVIHID.Insome 

aspectsaGJ-aGVHDflarereferstoanyincreaseinsignsorsymptomsofGJ-aGVHDthatis 

sustainedfor>24hafteraninitialresponseandrequiresre-escalationofimmunosuppressive 

therapy(e.g.,corticosteroidcalcineurininhibitorsand/ornixolitinibdosing).  
, e 

1001791Theterm"subject'includesanylivingorganismthathasGvHDorisatariskof 
developingGvHD.Insomeaspectsthetermsubject"referstoamammalthathasGvHDoris 

atariskofdevelopingGvHD.Insomeaspectsthetermsubjectreferstoahumanbeingthathas 

GvHDorisatariskofdevelopingGvHD.AhumanthatisatriskofdevelopingGvHDcanbea 

humanthatistoreceiveiscurrentlyreceivingorhaspreviouslyreceivedantransplant(allogeneic 

orautologous).AhumanthatisatriskofdevelopingGvHDcanbeahumanthatistoreceiveis 

currentlyreceivingorhaspreviouslyreceivedaconditioningtherapyinconnectionwithanHSCT.  

1001801Theterm patient"ismeanttobesynonymousandmaybeusedinterchangeablywith 

subject" unlessexplicitlyindicatedotherwise.  

1001811Theterm allogeneic"referstobiologicalmaterialisolatedfromadonorthatistobe 

transplantedintoarecipientwhereinthedonorandtherecipientaretwodifferentsubjects.  

transplantedintoarecipientwhereinthedonorandtherecipientisthesamesubject.  

1001831Thetermconditioningtherapyreferstotheuseofradiationtherapysuchastotalbody 

irradiationchemotherapyorradiomimetictherapythattypicallyadministeredtoasubjectprior 

toanHSCT.Aswouldbeappreciatedbytheskilledartisantheaimsofconditioningtherapy 

include:a)eradicationoftheunderlyingdisease(e.g.cancerabloodcancer)thatistobetreated 

usingbytheHSCTb)creationofspaceinthebonemarrowfordonorstemcellstoengraftand 

c)immunosuppressiontodecreasetheS ofrejectionofthedonorcellsbythehostcells.Asused 

hereinconditioningtherapycanrefertoanyconditioningtherapyknownintheartincludingbut 

notlimitedtototalbodyirradiation. Theterm"radiomimetictherapy~9 referstoanydrug, 

compoundortreatmentknownintheartthatimitatestheeffectsofradiation.Aswouldbe 

appreciatedbytheskilledartisanchemotherapyincludestheadministrationofatherapeutically 
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effectiveamountofatleastonechemotherapeuticagent.Insomeaspectstheatleastone 

chemotherapeuticagentmayincludebutitisnotlimitedtoActinomycinAll-transretinoicacid 

Azacitidine, Azathioprine Bleomycin, Bortezomib, Carboplatm Capecitabine Cisplatm 

Clilorambucil, Cyclophosphamide, Cytarabine, Daunonibicm Docetaxel Doxifluridine 

DoxorubicmEpinibicm Epothilone Etoposide Fluorouracil, GemcitabineHydroxyurea 

IdanibicinImatinibIrinotecanMechlorethamineMelphalanMercaptopurineMethotrexate 

Mitoxantrone, Oxaliplatin Paclitaxel, Pemetrexed, Teniposide, Tioguanine, Topotecan 

ValrubicinVemurafenibVinblastineVincristineVindesine.Insomeaspectstheatleastone 

chemotherapeuticagentcomprisesCytarabine.Insomeaspectstheatleastonechemotherapeutic 

agentcomprisesMelphalan.  

1001841Asusedhereintheterm"treating"or'treat"describesthemanagementandcareofa 

subjectforthepurposeofcombatingadiseasecondition ordisorderandincludesthe 

administrationofacompoundofthepresentdisclosureorapharmaceuticallyacceptablesalt 

polymorphorsolvatethereoftoalleviatethesymptomsorcomplicationsofadiseasecondition 

ordisorderortoeliminatethediseaseconditionordisorder.Theterm"treat"canalsoinclude 

treatmentofacellinvitroorananimalmodel.  
,, 

1001851Itistobeappreciatedthatreferencesto"treatingor'treatment"includethealleviationof 
establishedsymptomsofacondition.'Treating"or'treatment"ofastatedisorderorcondition 

thereforeincludes:(1)delayingtheappearanceofclinicalsymptomsofthestatedisorderor 

conditionbutdoesnotyetexperienceordisplayclinicalorsubclinicalsymptomsofthestate 

disorderorcondition,(2)inhibitingthestatedisorderorcondition, Si.e arrestingreducingor 

delayingthedevelopmentofthediseaseorarelapsethereof(incaseofmaintenancetreatment)or 
S 

atleastoneclinicalorsubclinicalsymptomthereofor(3)relievingorattenuatingthediseasei.e.  

causingregressionofthestatedisorderorconditionoratleastoneofitsclinicalorsubclinical 

symptoms.  
,, 

1001861Asusedhereintheterm preventing, prevent" or protectingagainst"describes 
reducingoreliminatingtheonsetofthesymptomsorcomplicationsofsuchdiseaseconditionor 

disorder.  

1001871Theterm"therapeuticallyeffectiveamount",asusedhereinreferstoanamountofa 

pharmaceuticalagente.g.,apraglutidetotreatorpreventanidentifieddiseaseorconditione.g., 
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GvHDortoexhibitadetectabletherapeuticorinhibitoryeffect.Theeffectcanbedetectedbyany 

assaymethodknownintheart.Thepreciseeffectiveamountforasubjectwilldependuponthe 

subject'sbodyweightsizeandhealth;thenatureandextentoftheconditionandthetherapeutic 

orcombinationoftherapeuticsselectedforadministration.Therapeuticallyeffectiveamountsfor 

agivensituationcanbedeterminedbyroutineexperimentationthatiswithintheskillandjudgment 

oftheclinician.  

1001881Foranycompoundthetherapeuticallyeffectiveamountcanbeestimatedinanimal 

modelsusuallyratsmicerabbitsdogsorpigs.Theanimalmodelmayalsobeusedtodetermine 

theappropriateconcentrationrangeandrouteofadministration.Suchinformationcanthenbeused 

todetermineusefuldosesandroutesforadministrationinhumans.Therapeutic/prophylactic 

efficacyandtoxicitymaybedeterminedbystandardpharmaceuticalproceduresincellculturesor 

experimentalanimalse.g.,ED5o(thedosetherapeuticallyeffectivein500oofthepopulation)and 

LD5o(thedoselethalto500oofthepopulation).Thedoseratiobetweentoxicandtherapeutic 
effectsisthetherapeuticindexanditcanbeexpressedasthe S 

ratioLD5o/ED5o.Thedosagemay 

varywithinthisrangedependinguponthedosageformemployedandsensitivityofthesubject.  

1001891Theterms"administer""administering""administration andthelikeasusedherein 

refertomethodsthatmaybeusedtoenabledeliveryofcompositionstothedesiredsiteof 

biologicalaction. Thesemethodsincludebutarenotlimitedtointraarticular(inthejoints), 

intravenous, intramuscular intratumoral, intradermal intraperitoneal subcutaneousorally, 

techniquesthatcanbeemployedwiththeagentsandmethodsdescribedhereinarefoundine.g., 

GoodmanandGilmanThePharmacologicalBasisofTherapeuticscurrented~Pergamowand 

Remington'sPharmaceuticalSciences(currentedition),MackPublishingCoEastonPa.  

1001901Inadditiontheapraglutidecanbeco-administeredwithothertherapeuticagents.Asused 

hereinthetermsco-administration""administeredincombinationwith"andtheirgrammatical 

equivalentsaremeanttoencompassadministrationoftwoormoretherapeuticagentstoasingle 

subjectandareintendedtoincludetreatmentregimensinwhichtheagentsareadministeredby 

thesameordifferentrouteofadministrationoratthesameordifferenttimes.Insomeaspects 

apraglutidewillbeco-administeredwithotheragents.Thesetermsencompassadministrationof 

twoormoreagentstothesubjectsothatbothagentsand/ortheirmetabolitesarepresentinthe 

subjectatthesametime. Theyincludesimultaneousadministrationinseparatecompositions 
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administrationatdifferenttimesinseparatecompositionsand/oradministrationinacomposition 

inwhichbothagentsarepresent(i.e.co-formulation).Thusthecompoundsdescribedhereinand 

theotheragent(s)maybeadministeredinasinglecomposition.  

1001911Theparticularmodeofadministrationandthedosageregimenwillbeselectedbythe 

attendingcliniciantakingintoaccounttheparticularsofthecase(e.g., thesubjectthediseasethe 

diseasestateinvolvedtheparticulartreatment).Treatmentcaninvolvedailyormulti-dailyorless 
thandaily(suchasweeklyormonthlyetc.)dosesovera S 

penodofafewdaystomonthsoreven 

years.Howeverapersonofordinaryskillintheartwouldimmediatelyrecognizeappropriate 

and/orequivalentdoseslookingatdosagesofapraglutideusedinthetreatmentofotherdiseases 

andconditionsincludingbutnotlimitedtoshortbowelsyndrome.  

1001921Dosesgenerallyrangefromabout1mgtoabout10mgperweekforaperiodofabout1 

weektoabout100weeks.Insomeaspectstheweeklydoseisbetweenabout1mgand10mg.In 

someaspectssubjectsaredosedfrombetweenabout1weekstoabout100weeksabout1weeks 

toabout80weeksabout1weekstoabout60weeksabout1weekstoabout48weeksabout1 

weekstoabout26weeksabout1weekstoabout13weeksabout1weekstoabout8weeksabout 

2weekstoabout24weeksabout2weekstoabout20weeksorabout2weekstoabout16weeks.  

Insomeaspectssubjectsmaybeadministeredaweeklydoserangefromabout1mgtoabout30 

mg.Insomeaspectssubjectsmaybeadministeredaweeklydoserangefromabout1mgtoabout 

28.4mg.Insomeaspectssubjectsmaybeadministeredaonceaweekofabout10mg.Insome 

beadministeredaonceaweekofabout2.5mg.Insomeaspectssubjectsmaybeadministereda 

onceaweekofabout1mg.Forexamplesubjectsmaybeadministeredadoseaboutonceaweek.  

Subjectsmaybeadministeredadoseaboutonceeverytwoweeksorabouttwiceamonth.About 

onceeverytwoweeksorabouttwiceamonth.Patientswithabodyweightbelow50kgcanbe 

administeredapraglutideinanamountof2.5mgtopreventhighexposures.Insomeaspects 

patientswithabodyweightof50kgorgreatcanbeadministeredapraglutideinanamountof5 

mgormore.  

1001931Insomeaspectssubjectswithabodyweightof50kgto60kgcanbeadministered 

apraglutideinanamountfromabout2.5mgtoabout5mg.Insomeaspectssubjectswithabody 

weightof50kgto60kgcanbeadministeredapraglutideinanamountofabout2.5mg.Insome 
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aspectssubjectswithabodyweightof50kgto60kgcanbeadministeredapraglutideinan 

amountofabout5mg.  

1001941Insomeaspectssubjectswithabodyweightof50kgto60kgcanbeadministered 

apraglutideinanamountfromabout2.5mgtoabout5mgperweek.Insomeaspectssubjects 

withabodyweightof50kgto60kgcanbeadministeredapraglutideinanamountofabout2.5 

mgperweek.Insomeaspectssubjectswithabodyweightof50kgto60kgcanbeadministered 

apraglutideinanamountofabout5mgperweek.  

1001951Insomeaspectssubjectswithabodyweightof60kgto80kgcanbeadministered 

apraglutideinanamountfromabout3.75mgtoabout7.5mg.Insomeaspectssubjectswitha 

bodyweightof60kgto80kgcanbeadministeredapraglutideinanamountfromabout4mgto 

about7.5mg.Insomeaspectssubjectswithabodyweightof60kgto80kgcanbeadministered 

apraglutideinanamountofabout3. 75mg.InInsomeaspectssubjectswithabodyweightof60 

kgto80kgcanbeadministeredapraglutideinanamountofabout4mg.Insomeaspectssubjects 

withabodyweightof60kgto80kgcanbeadministeredapraglutideinanamountofabout7.5 

mg.  

1001961Insomeaspectssubjectswithabodyweightof60kgto80kgcanbeadministered 

apraglutideinanamountfromabout3.75mgtoabout7.5mgperweek.Insomeaspectssubjects 

withabodyweightof60kgto80kgcanbeadministeredapraglutideinanamountfromabout4 

mgtoabout7.5mgperweek.Insomeaspectssubjectswithabodyweightof60kgto80kgcan 

bodyweightof60kgto80kgcanbeadministeredapraglutideinanamountofabout4mgper 

week.Insomeaspectssubjectswithabodyweightof60kgto80kgcanbeadministered 

apraglutideinanamountofabout7.5mgperweek.  

1001971Insomeaspectssubjectswithabodyweightof80kgorgreatcanbeadministered 

apraglutideinanamountfromaboutSmgtoabout10mg.Insomeaspectssubjectswithabody 

weightof80kgorgreatcanbeadministeredapraglutideinanamountofabout5mg.Insome 

aspectssubjectswithabodyweightof80kgorgreatcanbeadministeredapraglutideinanamount 

ofabout10mg.  

1001981Insomeaspectssubjectswithabodyweightof80kgorgreatcanbeadministered 

apraglutideinanamountfromaboutSmgtoabout10mgperweek.Insomeaspectssubjectswith 
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abodyweightof80kgorgreatcanbeadministeredapraglutideinanamountofaboutSmgper 

week.Insomeaspectssubjectswithabodyweightof80kgorgreatcanbeadministered 

apraglutideinanamountofabout10mgperweek.  

1001991Insomeaspectssubjectsmaybeadministeredasingledoserangefromabout1mgto 

about60mg.Insomeaspectssubjectsmaybeadministeredasingledoserangefromabout1mg 

toabout56.9mg.  

1002001Insomeaspectsapraglutidecanbeadministeredtoasubjectinanamountofatleastabout 

0.5,oratleastabout1mg.oratleastabout1.5mgoratleastabout2mgoratleastabout2.5mg, 

oratleastabout3mgoratleastabout3.5mgoratleastabout4mgoratleastabout4.5mgor 

atleastabout5mgoratleastabout5.5mgoratleastabout6wigoratleastabout6.5mgorat 

leastabout7mgoratleastabout7.5mgoratleastabout8mgoratleastabout8.5mgorat 

leastabout9mgoratleastabout9.5mgoratleastabout10mgoratleastabout10.5mgorat 

leastabout11mgoratleastabout11.5mgoratleastabout12mgoratleastabout12.5mgor 

atleastabout13mgoratleastabout13.5mgoratleastabout14mgoratleastabout14.5mg, 

oratleastabout15mgoratleastabout15.5mgoratleastabout16mgorleastabout16.5mg, 

oratleastabout17mgoratleastabout17.5mgoratleastabout18mgoratleastabout18.5 

mgoratleastabout19mgoratleastabout19.5mgoratleastabout20mg.  

1002011Insomeaspectsapraglutidecanbeadministeredtoasubjectinanamountofabout0.5,or 

about1mg.orabout1.5mgorabout2mgorabout2.5mgorabout3mgorabout3.5mgor 

about7mgorabout7.5mgorabout8mgorabout8.5mgorabout9mgorabout9.5mgor 

about10mgorabout10.5mgorabout11mgorabout11.5mgorabout12mgorabout12.5 

mgorabout13mgorabout13.5mgorabout14mgorabout14.5mgorabout15mgorabout 

15.5mgorabout16mgorleastabout16.5mgorabout17mgorabout17.5mgorabout18 

mgorabout18.5mgorabout19mgorabout19.5mgorabout20mg.  

1002021Insomeaspectsapraglutidecanbeadministeredtoasubjectoncedailytwicedailyonce 

everytwodaysonceeverythreedaysonceeveryfourdaysonceeveryfivedaysonceeverysix 

daysonceevery7days(onceaweek),onceevery8daysonceevery9daysonceevery10days, 

onceevery11daysonceevery12daysonceevery13daysonceevery14days(onceeverytwo 

weeks),onceevery15daysonceevery16daysonceevery17daysonceevery18daysonce 

every19daysonceevery20daysonceevery21days(onceeverythreeweeks),onceevery22 
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daysonceevery23daysonceevery24daysonceevery25daysonceevery26daysonceevery 

27daysonceevery28days(onceeveryfourweeks),oronceamonth.  

1002031Apharmaceutical compositioncomprising apraglutide and/orapharmaceutically 

acceptablesaltthereofmayfurthercompriseatleastonepharmaceuticallyacceptablecarrier.In 

someaspectstheatleastonepharmaceuticallyacceptablecarrierischosenfrompharmaceutically 

acceptablevehiclesandpharmaceuticallyacceptableadjuvants.Insomeaspectstheatleastone 

pharmaceutically acceptable carriers chosenfrom pharmaceutically acceptablefillers 

disintegrantssurfactantsbinderslubricants.Thetermatleastonepharmaceuticallyacceptable 

carrier" asusedhereinincludesanyandallsolventsdiluentsotherliquidvehiclesdispersion 
S 

aidssuspensionaidssurfaceactiveagentsisotonicagentsthickeningagentsemulsifyingagents 

preservativessolidbindersandlubricantsassuitedtotheparticulardosageformdesired.  

Remington:TheScienceandPracticeofPharmacy,21stedition2005,ed.D.B. TroyLippincott 

Williams&WilkinsPhiladelphiaandEncyclopediaofPharmaceuticalTechnologyeds.J.  

SwarbrickandJ.C.Boylan,1988-1999,MarcelDekkerNewYorkdisclosesvariouscarriersused 

informulatingpharmaceuticalcompositionsandknowntechniquesforthepreparationthereof 

Exceptinsofarasanyconventionalcarderisincompatiblewithapraglutidesuchasbyproducing 

anyundesirablebiologicaleffectorotherwiseinteractinginadeleteriousmannerwithanyother 

component(s)ofthepharmaceuticalcompositionitsuseiscontemplatedtobewithinthescopeof 

thisdisclosure.Non-limitingexamplesofsuitablepharmaceuticallyacceptablecarriersinclude 

ashumanserumalbumin),buffersubstances(suchasphosphatesglycinesorbicacidand 

potassiumsorbate),partialglyceridemixturesofsaturatedvegetablefattyacidswatersaltsand 

electrolytes(suchasprotaminesulfatedisodiumhydrogenphosphatepotassiumhydrogen 

phosphatesodiumchlorideandzincsalts),colloidalsilicamagnesiumtrisilicatepolyvinyl 

pyrrolidonepolyacrylateswaxespolyethylene-polyoxypropylene-blockpolymerswoolfat 

sugars(suchaslactoseglucoseandsucrose),starches(suchascornstarchandpotatostarch), 

celluloseanditsderivatives(suchassodiumcarboxymethylcelluloseethylcelluloseandcellulose 

acetate),powderedtragacanthmaltgelatintalcexcipients(suchascocoabutterandsuppository 

waxes),oils(suchaspeanutoilcottonseedoilsaffloweroilsesameoiloliveoilcornoiland 

soybeanoil),glycols(suchaspropyleneglycolandpolyethyleneglycol),esters(suchasethyl 

oleateandethyllaurate),agarbufferingagents(suchasmagnesiumhydroxideandaluminum 
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hydroxide),alginicacidpyrogen-freewaterisotonicsalineRingerssolutionethylalcohol 

phosphatebuffersolutionsnon-toxiccompatiblelubricants(suchassodiumlaurylsulfateand 

magnesiumstearate),coloringagentsreleasingagents coatingagentssweeteningagents 

flavoringagentsperfumingagentspreservativesandantioxidants.Insomeaspectstheatleast 

onepharmaceuticallyacceptablecarrierischosenfromglycineL-Histidinemannitolandsodium 

hydroxide.  

1002041Thecompoundsorthecorrespondingpharmaceuticalcompositionstaughthereincanbe 

administeredtoapatientinavarietyofformsdependingontheselectedrouteofadministration 

aswillbeunderstoodbythoseskilledintheart.Thecompoundsofthepresentteachingsmaybe 

administeredforexamplebyoralparenteralbuccalsublingualnasalrectalpatchpumpor 

transdermaladministrationandthepharmaceuticalcompositionsformulatedaccordingly.  

Parenteraladministrationincludesintravenous intraperitoneal subcutaneousintramuscular 

transepithelialnasalintrapulmonaryintrathecalrectalandtopicalmodesofadministration.  

Parenteraladministrationcanbebycontinuousinfusionoveraselected S 

penodoftime.  
1002051Thepharmaceuticalcompositionoftheapplicationisformulatedtobecompatiblewithits 

intendedrouteofadministration.Thecompositionmaybeformulatedinaccordancewithroutine 

proceduresasapharmaceuticalcompositionadaptedforintravenoussubcutaneousintramuscular 

oralintranasalortopicaladministrationtohumanbeings. Inpreferredaspects the 

pharmaceuticalcompositionisformulatedforintravenousadministration.  

formofingestibletabletsbuccaltabletstrochescapsuleselixirssuspensionssyrupswafers 

andthelike.  

1002071Theparenteraladministrationmaybegenerallypreparedinwatersuitablymixedwitha 

surfactantsuchashydroxypropylcellulose.Dispersionscanalsobepreparedinglycerolliquid 

polyethyleneglycolsDMSOandmixturesthereofwithorwithoutalcoholandinoils.Under 

ordinaryconditionsofstorageandusethesepreparationscontainapreservativetopreventthe 

growthofmicroorganisms.  

1002081Theinjectableadministrationmaybepreparedasasterileaqueoussolutionordispersion 

thereofandsterilepowdersofapraglutidefortheextemporaneouspreparationofsterileinjectable 

solutionsordispersionsareappropriate.  
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1002091Apraglutidecanbeadministeredviasubcutaneousinjection.Forexampleapraglutidecan 

beadministeredviasingle-dosebolussubcutaneousinjection.  

1002101Apraglutidecanbeadministeredviaatwo-chambersyringeordualcartridgeinjector.One 

exampleofsuchasyringeisdescribedinPCT/EP2012/000787,thecontentsofwhichare 

incorporatedhereinbyreference.  

100211JGLP-2agonistse.g.,apraglutidemaybeadministeredparenterallye.g.byinjection.  

Formulationssuitableforparenteraladministrationincludeaqueousandnon-aqueousisotonic 

sterileinjectionsolutionswhichcancontainantioxidantsbuffersbacteriostaticsandsolutesthat 

rendertheformulationisotonicwiththebloodoftheintendedrecipientandaqueousandnon

aqueoussterilesuspensionsthatcanincludesuspendingagentssolubilizersthickeningagents 
S 

stabilizersandpreservatives.Liquidcarnersforinjectablesolutionsincludebywayofexample 

andwithoutlimitationwatersalineaqueousdextroseandglycols.  

1002121Apraglutidecanbeadministeredaspartofapharmaceuticalcomposition.Pharmaceutical 

compositionsofapraglutidecancompriseanypharmaceuticallyacceptablecarrierand/or 

excipient.PharmaceuticalcompositionsofapraglutidecancompriseglycineL-histidine 

mannitolandanycombinationthereof 
9; 1~ B B 

1002131Theterms cancerand"cancerous refertoordescribeth.ephysiologicalconditionin.  
mammalsthatis U 'I 

typicallycharacterized½unregulatedcellgrowth.Includedinthisdefinitionare 
beniQanandmalignantcancers.ExamplesofcancerC butarenotlimitedtocarcinom.a~ 

C 

lymphoma.blastomasarcomaleukemiaandgermcelltumors.Moreparticularexamplesofsuch 

caneersincitideadrenocortical carcinoma.bIadderLirothelial carcinornabrcastinvasive 

carcinoma, t S S 0 

~iccarciHomacolOnadenocarcinomaivin 
.~ phoidneopiasmdiffuselargeB-celllymphoma 

S 

esophagealcarcinomaglioblastomamultiformeheadandneck.squamouscellcarcinomakidney 

chromophobekidneyrenalclearcellcarcinomakidneyrenalpapillarycellcarcinomaacute 
B 3 

m.yeloici leukemia brain lower grade gliorna, liver hepatoceilular carcinoma lung 

adenocarcinoma'I lung squamous cell S ~4 mesothelioma, ovarian serious 

cvstaden Bocarcinomap Bancreaticadenocarcinomapheochromocytoma~i. para~ga~ngIiomaprostate 

adenocarcinoma, rectum adenocarcinoma, sarcoma, skin cutaneous melanoma, stornach 

adenoc S J S 

carcinoma, tesUcula.r germ cci1. turn.ors thyaMd carcinoma thymoma uterine 
cancersI 

carcinosarcomat uvealmelanoma.Otherexamplesincludebreastcancerlung A lymphoma 
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melanomalivercancercolorectalcancer, ovariancancerbladdercancerrenal.cancerorgastric 

cancer.Furtherexamplesofcancerincludeneuroendocrinecancernon~srna1icelllungcancer 

(NSCLC),smallcelllunocancerthyroidcancerendometrialcancerbiliarycanceresophageal 
J 

canceranalcancersahvagcancer2 vuivarcancercervicalcancerAcutelymphoblasticleukemia 

(ALL),Acutemveioidleukemia(AN414,Adrenalglandtuirmrs~AnalcancerBileductcancen 
S *1 '4 

BladdercancerBonecancerBowelcancerBraintumorsBreastcancerCancerofunknown 
U.  

primary(CliP),CancerspreadtoboneCancerspreadtobrain 9 CancerspreadtoliverCancer 
I 3 

k , Chroniclymphocyteleukemi.a 0~ Carcinoi&CervicalcancenChildren'scancers spreadtoluno 
p 

(CLL\Chromemycloidleukemia(C~Th) 9 ColorectalcancerEarcancerEndometrialcancerEve 
S. N 

U 

cancer..Foiliculardendriticcell.sarcoma~GallbladdercancerGastriccancerCastroesophageal 
t1 

junctioncancersGermcelltumorsGestationaltrophobiasticdisease(GIT)),Haiiycellleukemia 
*1 ~ 

Headandneckcancerp., Hodgkinivmphorn.a 9Kaposi~1 . Kidney *1 Laryngealcancer 
S 

U S 

Leukemia, Gastric linitis plastic Liver cancer, Lung cancer,-., LvmphornaS Malignant 

schwannomaMediast~naigermcelltumorsN4eiariomaskincanceLMenIscancerMerk:eicell 

skincancer, -NlesotheliornaMolarpregnancyMouthandoropharyn~ea1cancer iveloma,.NTasal 
&ej St 

andparanasalsinuscancerNasopharyngealcancerNeuroblastorna, I, 

e 
I f~tIN~IDI Non.-Illodgkin.lyrnphom.a~.!Nn±dr.EsophagealcixII~1~iJvarian.cancerPancreaticcancerPenil.e 

* 9 i.  

cancerPersistenttrophoblasticdiseaseandchoriocarcinoma Pheocliromocytorna.Prostate 
~1 -I 

C cancer.Pseudornyxoitnaperiton.ei Rectalcancer.Retinobiastoma Salivaryglandcancer 

SCCOIR¶aFV'cancerSignetcellcancerSkincancer.Smallbowelcancel;Softtissuesarcoma 

StomachcancerTeelIciiiIdhoodnonHodakjnlymphcma(NHL),Tes4icutarcaneer Thy:nu 
r U 

glandcancer, . hyroidcancerTonguecancerfonsilcancerTumorsoftheadrenalgiantUtenne 
a, , 

cancer.VaginalcancerVuival -'I Wilms'turnorWombcancerandGynaecoiogicaicancer.  

ExamplesofcanceralsoincludebutarenotlimitedtoH Sernatologicmalignancies a ~phorna 

CutaneousT~ce11lymphornaPeripheralT~cei1lymphomaHodgkin 9 slymphomaNon-Hodgkin's 
a, 

ivn mvel.oma.Chrome 
"iphomaMultiple a Ivn"iphocyticleukemiachronicm.yeloidleukemiaacute 

U 

rnvelaid Myelodyspiastic syndromes MveLofibrosis~ Biliary tract cancer.  
C) C

1  
* c9' -I 

HiepatocellularcancerColorectalcancer~Il3reastcancerLungcancerNonasmallcelllun.gcancer 2 

CarcinomaPancreaticcancerBladdercancer 
OvariancancerThyroidCarcinorna~RenalCell U 

skincancermali~nantrn.elanom&merkelcellcarcinomaUvealMelanomaor(3-liobiastoma 

mu.itiforme.  
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1002141Insomeaspectsthecancerisacarcinomaalymphomaablastomaasarcomaaleukemia 

abraincancerabreastcancerabloodcancerabonecanceralungcanceraskincanceraliver 

canceranovariancancerabladdercancerarenalcancerakidneycanceragastriccancera 

thyroidcancerapancreaticcanceranesophagealcanceraprostatecanceracervicalcancera 

uterinecancerastomachcancerasofttissuecanceralaryngealcancerasmallintestinecancer 

atesticularcancerananalcanceravulvarcancerajointcanceranoralcancerapharynxcancer 

oracolorectalcancer.  

1002151Insomeaspectsthecancerisahematologicalcancer.  
e 

1002161InsomeaspectsthecancerisAcutemyeloidleukemiamyelodysplasticsyndrome 

follicularlymphomadiffuselargeBcelllymphomaacutelymphoblasticleukemiamultiple 

myelomaHodgkinlymphomachronicmyeloidleukemiaTcellnon-Hodgkinlymphoma 

lymphoblasticBcellnon-Hodgkinlymphoma(non-Burkitt),Burkitt'slymphomaanaplasticlarge 

celllymphomagermcelltumorEwing'ssarcomasofttissuesarcomaneuroblastomaWilms 

tumorosteosarcomamedulloblastomaacutepromyelocyticleukemiamantlecelllymphomaT 

celllymphomalymphoplasmacyticlymphomacutaneousTcelllymphomaplasmablastic 

lymphomachroniclymphocyticleukemiabreastcancerandrenalcancer.  

1002171In some aspects, a disease or disorder is a hemoglobinopathy, a congenital 

hemoglobinopathyf3-Thalessemiamajor(TM),sicklecelldisease(SCD),severeaplasticanemia 

Fanconi'sanemiadyskeratosiscongenitaBlackfan-DiamondanemiaThalassemiacongenital 
e 

amegakaryocytic thrombocytopenia, severe combined immunodeficiency, T cell 

S 

hemophagocyticdisorderalymphoproliferativedisorderseverecongenitalneutropeniachronic 

granulomatousdiseaseaphagocyticcelldisorderIPEXsyndromejuvenilerheumatoidarthritis 

systemic sclerosis an autoimmune disorder an immune dysregulation disorder 

mucopolysaccharoidoses MPS-IMIPS-VI osteopetrosisametabohcdiseasegloboidcell 

1eukodystrophy (Krabbe), metachromatic 1eukodystrophy, cerebral X-linked 

adrenoleukodystrophyamyelofibrosisdisease amyeloproliferativediseaseaplasmacell 

disorderamastcelldiseasecommonvariableimmunodeficiencychronicgranulomatousdisease 

multiplesclerosissystemicsclerosisrheumatoidarthritissystemiclupuserythematosusCrohn's 

diseaseorpolymyositis-dermatomyositis.  
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1002181Asusedhereintheterm"temporalproximity"referstothatadministrationofone 

therapeuticcomposition(e.g.,apraglutideorapharmaceuticallyacceptablesaltthereof)occurs 

withinatimeperiodbeforeoraftertheadministrationofanothertherapeuticcomposition(e.g.,a 

transplantaconditioningtherapyasecondactiveagent),suchthatthetherapeuticeffectofthe 

onetherapeuticagentoverlapswiththetherapeuticeffectoftheothertherapeuticagent.Insome 

embodimentsthetherapeuticeffectoftheonetherapeuticagentcompletelyoverlapswiththe 

therapeuticeffectoftheothertherapeuticagent.Insomeembodiments,"temporalproximity" 

meansthatadministrationofonetherapeuticagentoccurswithinatimeperiodbeforeorafterthe 

administrationofanothertherapeuticagentsuchthatthereisasynergisticeffectbetweentheone 

therapeuticagentandtheothertherapeuticagent."Temporalproximity"mayvaryaccordingto 

variousfactorsincludingbutnotlimitedtotheagegenderweightgeneticbackgroundmedical 

conditiondiseasehistoryandtreatmenthistoryofthesubjecttowhichthetherapeuticagentsare 

tobeadministeredthediseaseorconditiontobetreatedoramelioratecbthetherapeuticoutcome 

tobeachieved;thedosagedosingfrequencyanddosingdurationofthetherapeuticagentwthe 

pharmacokineticsandpharmacodynamicsofthetherapeuticagentsandtheroute(s)throughwhich 

thetherapeuticagentsareadministered. Insomeembodiments,"temporalproximity"means 

within15minuteswithin30minuteswithinanhourwithintwohourswithinfourhourswithin 

sixhourswithineighthourswithin12hourswithin18hourswithin24hourswithin36hours 

within2dayswithin3dayswithin4dayswithin5dayswithin6dayswithinaweekwithin2 

weekswithin3weekswithin4weekswith6weeksorwithin8weeks.Insomeembodiments 

administrationofanothertherapeuticagent. Insomeembodimentstemporalproximitymay 

changeduringatreatmentcycleorwithinadosingregimen.  

ExemplaryEmbodiments 

1002191Embodiment1. AmethodoftreatingorpreventingGraftversusHostDisease(GvHD)in 

asubjectthemethodcomprisingadministeringtothesubjectatleastonetherapeuticallyeffective 

amountofapraglutideorapharmaceuticallyacceptablesaltthereof 

1002201Embodiment2.Themethodofembodiment1,whereintheGvHDisacuteGvHD.  

1002211Embodiment3. Themethodofembodiment1orembodiment2,whereintheGvHDisacute 

gastrointestinalGvHD.  

1002221Embodiment4.Themethodofembodiment1,whereintheGvHDischronicGvHD.  
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1002231EmbodimentS. Themethodofanyoneofembodiments1-4,whereintheGvHDissteroid

refractory.  

1002241Embodiment6.Themethodofanyoneofembodiments1-4,whereintheGvHDissteroid

naive.  

1002251Embodiment7.Themethodofanyoneoftheprecedingembodimentswhereintheatleast 

onetherapeuticallyeffectiveamountofapraglutideisadministeredtothesubjectpriortothe 

subjectbeingadministeredatransplant.  

1002261Embodiment8. Themethodofanyoneoftheprecedingembodimentswhereintheatleast 

onetherapeuticallyeffectiveamountofapraglutideisadministeredpriorthesubjectbeing 

administeredradiationtherapychemotherapyorradiomimetictherapyinconnectionwitha 

transplant.  

1002271Embodiment9.Themethodofanyoneofembodiments1-6,whereinthesubjecthasbeen 

previouslyadministeredatransplant.  

1002281Embodiment10.Themethodofembodiment9whereintheatleastonetherapeutically 

effectiveamountofapraglutideisadministeredtothesubjectafterthesubjecthasbeen 

administeredatransplant.  

1002291Embodiment11. Themethodofanyoneofembodiments1-6and9-10,whereinthesubject 

hasbeenpreviouslyadministeredradiationtherapychemotherapyradiomimetictherapyorany 

combinationthereofinconnectionwithatransplant.  

effectiveamountofapraglutideisadministeredtothesubjectafterthesubjecthasbeen 

administeredradiationtherapychemotherapyradiomimetictherapyoranycombinationthereof 

1002311Embodiment13. Themethodofembodiment11whereintheatleastonetherapeutically 

effectiveamountofapraglutideisadministeredtothesubjectafterthesubjecthasbeen 

administeredradiationtherapychemotherapyradiomimetictherapyoranycombinationthereof 

andpriortothesubjectbeingadministeredatransplant.  

1002321Embodiment14.Themethodofanyoneofembodiments1-6,whereintheatleastone 

therapeuticallyeffectiveamountofapraglutideisadministeredtothesubjectconcurrentlywitha 

transplant.  

1002331Embodiment15. Themethodofanyoneofembodiment1-6whereintheatleastone 

therapeuticallyeffectiveamountofapraglutideisadministeredtothesubjectconcurrentlywitha 
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radiationtherapyachemotherapyaradiomimetictherapyoranycombinationthereofin 

connectionwithatransplant.  

1002341Embodiment16.Themethodofanyoneoftheprecedingembodimentswhereinthe 

administrationofapraglutidepreventsand/orattenuatesareductionincolonlengthinasubject 

followingatransplant.  

1002351Embodiment17.Themethodofanyoneoftheprecedingembodimentswhereinthe 

administrationofapraglutidepreventsand/orattenuatesareductionincolonlengthinasubject 

followingaconditioningtherapyandatransplant.  

1002361Embodiment18.Themethodofanyoneoftheprecedingembodimentswhereinthe 

transplantcompriseshematopoieticstemcellsderivedfrombonemarrowperipheralblood 

umbilicalcordbloodoranycombinationthereof 

1002371Embodiment19.Themethodofanyoneoftheprecedingembodimentswhereinthe 

transplantcomprisesT-cells.  

1002381Embodiment20.Themethodofembodiment19whereintheT-cellsarechimericantigen 

receptor(CAR)T-cells.  

1002391Embodiment21. Themethodofanyoneoftheprecedingembodimentswhereinthe 

radiationtherapycomprisestotalbodyirradiation.  

1002401Embodiment22.Themethodofanyoneoftheprecedingembodimentswhereinthe 

pharmaceuticallyacceptablesaltofapraglutideisthesodiumsaltofapraglutide.  

apraglutideorpharmaceuticallyacceptablesaltthereofisadministeredbysubcutaneousinjection.  

1002421Embodiment24.Themethodofanyoneoftheprecedingembodimentswhereinthe 

apraglutideorpharmaceuticallyacceptablesaltthereofisadministeredinanamountofbetween 

about1mgtoabout10mg.  

1002431Embodiment25.Themethodofanyoneoftheprecedingembodimentswhereinthe 

apraglutideisadministeredinanamountofabout2.5mg.  

1002441Embodiment26.Themethodofanyoneoftheprecedingembodimentswhereinthe 

apraglutideisadministeredinanamountofabout5mg.  

1002451Embodiment27.Themethodofanyoneoftheprecedingembodimentswhereinthe 

apraglutideisadministeredinanamountofabout10mg.  

44 

1002411Embodiment23. Themethodofanyoneoftheprecedingembodimentswhereinthe



WO20221165204 PCT/IiS2022/O14349 

1002461Embodiment28.Themethodofanyoneoftheprecedingembodimentswhereinthe 

transplantisanallogeneictransplant.  

1002471Embodiment29.Themethodofanyoneoftheprecedingembodimentswhereinthe 

transplantisanautologoustransplant.  

1002481Embodiment30.Themethodofanyoneoftheprecedingembodimentswhereinthe 

subjecthasbeenpreviouslyadministeredatleastoneanti-GvHDtherapy.  

1002491Embodiment31. Themethodofembodiment30,whereintheatleastoneanti-GvHD 

therapycomprisessteroidtherapy.  

1002501Embodiment32.Apraglutideorapharmaceuticallyacceptablesaltthereofforusetotreat 

orpreventGraftversusHostDisease(GvHD)inasubject.  

1002511Embodiment33. Apraglutideorapharmaceuticallyacceptablesaltthereofforuse 

accordingtoembodiment32,whereintheuseisforpreventingGvHD.  

1002521Embodiment34.Apraglutideorapharmaceuticallyacceptablesaltthereofforuse 

accordingtoembodiments32or33,whereintheGvHDisacuteGvHD.  

1002531Embodiment35. Apraglutideorapharmaceuticallyacceptablesaltthereofforuse 

accordingtoembodiment34,whereintheGvHDisacutegastrointestinalGvHD.  

1002541Embodiment36.Apraglutideorapharmaceuticallyacceptablesaltthereofforuse 

accordingtoembodiment35,whereintheuseisfortreatingandtheGvHDissteroid-refractory 

acutegastrointestinalGvHD.  

accordingtoanyoneoftheprecedingembodimentsinasubjectdesignatedtobesubsequently 

administeredanallogeneictransplant.  

1002561Embodiment38. Apraglutideorapharmaceuticallyacceptablesaltthereofforuse 

accordingtoembodiment6inasubjectdesignedtobesubsequentlyadministeredradiation 

therapychemotherapyorradiomimetictherapyinconnectionwiththeallogeneictransplant.  

1002571Embodiment39.Apraglutideorapharmaceuticallyacceptablesaltthereofforuse 

accordingtoanyoneofembodiments32-36inasubjectthathasbeenpreviouslyadministeredan 

allogeneictransplant.  

1002581Embodiment40.Apraglutideorapharmaceuticallyacceptablesaltthereofforuse 

accordingtoanyoneofembodiments32-35and38-39whereinthesubjecthasbeenpreviously 
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administeredradiationtherapychemotherapyradiomimetictherapyoranycombinationthereof 

inconnectionwiththeallogeneictransplant.  

1002591Embodiment41. Apraglutideorapharmaceuticallyacceptablesaltthereofforuse 

accordingtoembodiment40inasubjectthathasbeenadministeredradiationtherapy, 

chemotherapyradiomimetictherapyoranycombinationthereofanddesignedtobesubsequently 

administeredanallogeneictransplant.  

1002601Embodiment42.Apraglutideorapharmaceuticallyacceptablesaltthereofforuse 

accordingtoanyoneofembodiments32-36inasubjectdesignedtobeconcurrentlyadministered 

anallogeneictransplant.  

1002611Embodiment43. Apraglutideorapharmaceuticallyacceptablesaltthereofforuse 

accordingtoanyoneofembodiments32-36inasubjectdesignedtobeconcurrentlyadministered 

aradiationtherapyachemotherapyaradiomimetictherapyoranycombinationthereofin 

connectionwithanallogeneictransplant.  

1002621Embodiment44.Apraglutideorapharmaceuticallyacceptablesaltthereofforuse 

accordingtoanyoneoftheprecedingembodimentswhereintreatingorpreventingGvHD 

includespreventingand/orattenuatingareductionincolonlengthinasubjectthatisdesignedto 

besubsequentlyadministeredorthathasalreadybeenadministeredanallogeneictransplant.  

1002631Embodiment45. Apraglutideorapharmaceuticallyacceptablesaltthereofforuse 

accordingtoanyoneoftheprecedingembodimentswhereintreatingorpreventingGvHD 

subsequentlyadministeredorthathasalreadybeenadministeredaconditioningtherapyandan 

allogeneictransplant.  

1002641Embodiment46.Apraglutideorapharmaceuticallyacceptablesaltthereofforuse 

accordingtoanyoneofembodiments37to45whereintheallogeneictransplantcomprisesa 

transplantofallogeneichematopoieticstemcellsderivedfrombonemarrowperipheralblood 

umbilicalcordbloodoranycombinationthereof 

1002651Embodiment47.Apraglutideorapharmaceuticallyacceptablesaltthereofforuse 

accordingtoanyoneofembodiments37to45whereintheallogeneictransplantcomprisesa 

transplantofallogeneicT-cells.  
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1002661Embodiment48.Apraglutideorapharmaceuticallyacceptablesaltthereofforuse 

accordingtoembodiment47,whereintheallogeneicT-cellsareallogenicchimericantigen 

receptor(CAR)T-cells.  

1002671Embodiment49.Apraglutideorapharmaceuticallyacceptablesaltthereofforuse 

accordingtoanyoneofembodiments38to48,whereintheradiationtherapycomprisestotalbody 

irradiation.  

1002681Embodiment50.Apraglutideorapharmaceuticallyacceptablesaltthereofforuse 

accordingtoanyoneoftheprecedingembodimentswhereinthepharmaceuticallyacceptablesalt 

ofapraglutideisthesodiumsaltofapraglutide.  

1002691Embodiment51. Apraglutideorapharmaceuticallyacceptablesaltthereofforuse 

accordingtoanyoneoftheprecedingembodimentswhereintheapraglutideorpharmaceutically 

acceptablesaltthereofisadministeredbysubcutaneousinjection.  

1002701Embodiment52.Apraglutideorapharmaceuticallyacceptablesaltthereofforuse 

accordingtoanyoneoftheprecedingembodimentswhereintheapraglutideorpharmaceutically 

acceptablesaltthereofisadministeredinanamountofbetweenabout1mgtoabout10mg.  

1002711Embodiment53. Apraglutideorapharmaceuticallyacceptablesaltthereofforuse 

accordingtoanyoneoftheprecedingembodimentswhereintheapraglutideisadministeredinan 

amountofabout2.5mg.  

1002721Embodiment54.Apraglutideorapharmaceuticallyacceptablesaltthereofforuse 

amountofabout5mg.  

1002731Embodiment55. Apraglutideorapharmaceuticallyacceptablesaltthereofforuse 

accordingtoanyoneoftheprecedingembodimentswhereintheapraglutideisadministeredinan 

amountofabout10mg.  

1002741Examples 

1002751Thefollowingnon-limitingexamplesdescribeexperimentsdirectedattestingtheuseof 

apraglutideforthepreventionand/ortreatmentofacutegastrointestinalGvHDinamousemodel 

inwhichintestinaldamagewasinducedbytotalbodyirradiationofthemicemeanttosimulatethe 

conditioningregimensthataretypicallyusedpriortoAIICTinhumansubjects.  

1002761Example 1 
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1002771InafirstexperimentBALB/cJmalemicewereseparatedintotwogroupsGroupAand 

GroupB.Eachgroupconsistedof10mice.  

1002781MiceinGroupAreceivedsubcutaneousinjectionsofapraglutideinanamountof3 

mg/kg/mouse(administeredin300~tlofvehicle),everyseconddayfromDay-9toDay+7(Days: 

-9,-7,-5,-3-1,+1,+3,+5,+7).  

1002791MiceinGroupBreceivedsubcutaneousinjectionsof300jilofvehiclecontrolevery 

second y xy. , -7-5,-3-1,+1,+3+5+,7), 

1002801OnDay- 1oftheexperimentallmiceinGroupsAandBwereirradiatedwith8.5Gyusing 

anlinacx-raysource.  

1002811OnDay0oftheexperimentbonemarrowandTcellsfromC57BL/6Jmicewerecollected 

preparedandtransplantedintothemiceofGroupAandGroupB.MiceinGroupAandGroupB 

wereintravenouslyinjectedwith10millionbonemarrowscellsextractedfromthefemursofthe 

C57BL/6Jmiceand2.5millionspleencellsextractedfromtheC57BL/6Jmice.Mouse#3(Group 

A),#13(GroupB)and#20(GroupB)wereadministeredthecellsbysubcutaneousinjectionrather 

thanintravenously.Mouse#5(GroupB)and#10(GroupB)receivedhalfthecellsbyintravenous 

injectionandhalfbysubcutaneousinjection, 

1002821Morbiditymodalitybodyweightclinicalsigns(diarrheaappearanceandbehavior), 

lengthofintestinalsegmentsandhistopathologyoftheintestineskinspleenandliverwere 

monitoredinthemiceofGroupAandGroupB.AllmiceweresacrificedatDay+14atthelatest, 

thetransplantationsasevidencedbyweightlossandhistology S 

analysisspecificallylymphocyte 
infiltration.  

1002841FollowingsacrificeofthemicethecolonlengthsofthemiceinGroupAandGroupBas 

wellasacontrolgroupofBALB/cmice(untreated),weremeasured.Theresultsofthisanalysis 

areshowninFIG.1. AsshowninFIG.1, therewasacleardifferenceincolonlengthsinGroupA 

ascomparedtoGroupBasthemicethatweretreatedwithapraglutideshowedincreasedcolon 

lengthsthatwerenearlythesameasthecontrolmice.Thustreatmentwithapraglutideprotected 

themiceinGroupAfromareductionincolonlengthwhichistypicallyattributedtothe 

inflammationcausedbyacutegastrointestinalGvHD.  

1002851Varioushistologicalparametersofthejejunumwerealsomeasuredincludingsinglecell 

necrosislevelsnecrosisofallcryptsshorteningofvilliciyptalhyperplasia(regenerative),cell 
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infiltrateandcryptalabscess.Thesehistologicalparametersweregradedonastandard 

histologicalgradingsystem(1to3).TheresultsofthehistologicalanalysisareshowninFIG.2a

2c. In mice treated with apraglutide, the overall mean severity score ofmucosal 

degenerative/inflammatory changes (shortening ofvilli [villous atrophy], mononuclear 

[lymphohistiocytic]/neutrophiliccellinfiltrateinthelaminapropria/intra-cryptalepithelium 

decreasednumberofcryptsandcryptalabscess)wasslightlydecreasedinthejejunumwhen 

comparedwiththeanimalstreatedwithvehicle.Additionallythemeanseverityscoreofthe 

regenerativecryptalhyperplasiawasslightlyincreasedwhencomparedwiththeanimalstreated 

withvehicle.Theseindicatethattheadministrationofapraglutidehasaprotectiveeffectiveagainst 

jejunalmucosaldamagesinducedbyirradiationandGvHD.  

1002861InasecondexperimentBALB/cJmalemicewereseparatedintothreegroupsGroupA 

GroupBandGroupC.GroupsAandBconsistedof10miceandGroupCconsistedof5mice.  

1002871MiceinGroupAreceivedsubcutaneousinjectionsofapraglutideinanamountof3 

mg/kg/mouse(administeredin300~~tlofvehicle),everyseconddayfromDay-9toDay+7(Days: 

-9,-7,-5,-3-1,+1,+3,+5,+7).  

1002881MiceinGroupBreceivedsubcutaneousinjectionsof300~tlofvehiclecontrolevery 

second y ~y. , -7-5,-3-1,+ ,1,+3+5+7).  

1002891MiceinGroupCreceivedsubcutaneousinjectionsof300~tlofvehiclecontrolevery 
5,-3-1,+1,+3+5+ 

seconddaystartingfromDay-9toDay+7(Days:-9,-7- , 7).  

anlinacx-raysource.GroupCwasnotirradiatedbutwereinjectedwiththevehicleonly.  

1002911OnDay0oftheexperimentbonemarrowandTcellsfromCS7BL/6Jmicewerecollected 

preparedandtransplantedintothemiceofGroupAandGroupB.EachmouseinGroupAand 

GroupBwasintravenouslyinjectedwith10millionbonemarrowscellsextractedfromthefemurs 

oftheCS7BL/6Jmiceand2.5millionspleencellsextractedfromtheCS7BL/6Jmice.  

1002921IrradiatedmiceinGroupAthatweretreatedwithapraglutideexhibitedenhancedsurvival 

ascomparedtotheirradiateuntreatedmiceinGroup 4 GroupAhadamediansurvivalof9days 

andGroupBhadamediansurvivalof8.5days.Moreover,400~ofapraglutidetreatedmice 

survivedpastDay9oftheexperiment.GroupCmicereceivedonlythevehicleandwereexpected 

tosurvive.FIG.14 
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1002931Morbiditymodalitybodyweightclinicalsigns(diarrheaappearanceandbehavior), 

lengthofintestinalsegmentsandhistopathologyoftheintestineskinspleenandliverwere 

monitoredinthemiceofGroupAGroupBandGroupC.AllmiceweresacrificedatDay+14at 

thelatest.  

1002941Diarrheaappearanceandbehaviorofthemicewerecodedintoapathologicalscore(0, 

leastsevereto4,mostsevere)(FIG.1Sa).MacroscopicallyfouroutofoutoftenmiceingroupA 

showedanintestinalpathologicalscoreof0ascomparedtoonlyasinglemouseingroupB(FIG.  

15b).  

1002951Weightlosswasmonitoredinallthreegroups.Nosignificantdifferenceinweightlosswas 

observedbetweenGroupAandGroupB.InGroupAthesurvivingmicebeyondDay9regained 

bodyweightwhilethemiceinGroupCdidnotgainweight(FIG.16a-c).  

1002961Followingsacrificeofthemicethecolonlengthsandsmallintestinelengthsofthemice 

inGroupAGroupBandGroupCweremeasured.TheresultsofthisanalysisareshowninFIG.  

3.AsshowninFIG.3,therewasacleardifferenceincolonlengthsinGroupAascomparedto 

GroupBasthemicethatweretreatedwithapraglutideshowedincreasedcolonlengthsthatwere 

nearlythesameasthemiceinGroupC.Thustreatmentwithapraglutideprotectedthemicein 

GroupAfromareductionincolonlengthwhichistypicallyattributedtotheinflammationcaused 

byacutegastrointestinalGvHDWithoutwishingtobeboundbytheorytheresultsfromtheabove

describedexperimentsdemonstratethatapraglutidecanbeusedtotreatacutegastrointestinal 

anyofthethreeGroups.Withoutwishingtobeboundbytheorytheresultsfromtheabove

describedexperimentsdemonstratethatapraglutidecanbeusedtotreatacutegastrointestinal 

GvHD.Specificallyapraglutideprotectsagainstgutlesionsandreductionincolonlengthsinthe 

contextofacutegastrointestinalGvHDinducedbyirradiationandallogeneictransplantation.  

IOO297IExample 2 

1002981Inafirstexperimenttotal-body-irradiated(TBI)(1.44Gy)immunodeficient(NOG)mice 

(Day0)wereinjectedwithhumanperipheralbloodmononuclearcell(hPBMC3x10 7 ~ Day2)and 
, 

treatedwithapraglutide3.3mg/kgorvehicleonDays-6to18).Engraftmentratewasdetermined 

throughCD45expressioninbloodbonemarrowandspleen.  

1002991InasecondexperimentTBI-inducedintestinaldamagedBALB/cJmicereceived 

allogeneictransplantationandweretreatedwithapraglutide(3.3mg/kg)orvehicleonDays-9,
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,7-5,-3-1,+1+3,+5,+7.IntestinaldamageindicativeofGvHD(histologicalchangeslength 

hemorrhageinflammation),bodyweightandsurvivalwereassessed.  

1003001InthefirstexperimenthPBMCweresuccessfullyengrafted.Engraftmentrateinblood 

spleenandbonemarrowwasnotaffectedbyapraglutide(range22,2~47,6ooatD20inblood).  

hCD45+cellsinfiltrationwasobservedintheintestinalwallwithnodifferencebetween 

apraglutidevsvehicle(FIG.4).  

1003011Inthesecondexperimentthelymphocyteengraftmentwassuccessfullyachievedinboth 

apraglutide-andvehicle-treatedmice.Weightlossandmediansurvivalweresimilarinboth 

groupsbutapraglutide-treatedmiceachievedsignificantlyhigheroverallsurvivalvsvehicleon 
0 0.  

uay+vy4uovsu0, respectively; 0134).Post-modemhistologicalexaminationrevealedless 

mucosaldegenerative/inflammatorychanges(villousatrophymononuclear/neutrophiliccell 

infiltrateinthelaminapropria/intra-cryptalepitheliumcryptnecrosis)inapraglutide-treatedmice 

vsvehicle.Meancolonlengthintheapraglutidegroup(8.6+0.35cm)wascomparabletomicethat 

didnotundergoirradiationortransplantation(9.6+0.33cm),whereasasignificantreductionwas 

apparentinthevehiclegroup(7.19+0.10cm;p<0.05)(FIG.5).  

1003021Withoutwishingtobeboundbytheorytheresultsfromtheexperimentsdescribedabove 

demonstratethatapraglutidetreatmentpriortoallogeneictransplantationinimmunodeficientmice 

didnotaffectthesuccessfulengraftmentnortherateoftheengraftment.Furthermoreapraglutide 
showedasignificantprotectiveeffectinTBI-and S S 

allogeneic-transplant-inducedGvHDwith 

survivaladvantage.Thesefindingssupportabeneficialroleofapraglutideinreducing01damage 

andlimitingmortalityfromGvHD.Withoutwishingtobeboundbytheorytheresultsfromthe 

experimentsdescribedabovesupportsthatapraglutidedecreasestheseverityofintestinaldamage 

from acute gastrointestinal graftversus host disease (GI-GvHD) following allogeneic 

transplantationwithoutimpactingengraftment.  

1003031Example 3 

1003041Inafirstexperiment,4groupsofBalb/cmice:(A)vehicleonly;(B)cytarabineonDays5

9noapraglutidegiven~(C)cytarabineonDays5-9~concomitantapraglutideonDays ,(D) 

cytarabineonDays , pre-treatmentapraglutideonDays1, 3, andcontinuedasconcomitant 

treatmentonDays5,8,11,14,and17.Treatmentgroupsweredosedwith30mg/kgcytarabine 

and/orapraglutide3.3mg/kg.  
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1003051Inasecondexperiment,3treatmentgroupsofBalb/cmice:(A)vehicleonly;(B)melphalan 

onDay9,no , (C)melphalanonDay9;pre-treatmentapraglutideonDays1, 3, 5,7 

andcontinuedasconcomitanttreatmentonDays9,11, and13.  

1003061Inbothmodelsmicethatreceivedvehiclewithoutanytreatmentsewedascontrols.  

Intestinaltissuehistologybodyweightsurvivalandplasmacitrullineamarkeroftotalmucosal 

massandintestinalgrowthwasassessedinbothmodels.  

1003071Histologicalexaminationshowedthatthedegenerativeintestinalchanges(villiandcrypt 

atrophy)causedbycytarabineormelphalanwerereducedbyapraglutideco-administration(FIG.  

6).Thiswasdemonstratedbysimilaritiesintissuemorphologybetweenvehicle-treatedandmice 

treatedwithapraglutide.Inadditiontheduodenumileumandjejunumincreasedinweightwith 

apraglutide.Theintestinalprotectiveeffectsofapraglutidewerefurthersupportedbythe 

preservationofplasmacitrulline(indicativeofintestinalmass)withapraglutide-treatedmice 

havingsimilarlevelstothatofvehicle-treated(FIG.7).Apraglutideattenuatedchemotherapy

inducedweightloss(FIG.8)andimprovedoverallsurvivalvsvehicle-onlyorchemotherapy-only 

groups(FIG.9).Theeffectsofapraglutidewereoptimalwhenitwasadministeredaspre-treatment 

beforechemotherapy.  

1003081Withoutwishingtobeboundbytheorytheresultsthemicroscopicexaminationshowed 

apraglutideprotectedGIepitheliumstructurefromchemotherapy-inducedinjuryimproved 

survivalandpreventedseverebodyweightlossinmiceundergoingchemotherapy.Apraglutide 

alsopreservedintestinalmassasdemonstratedbymaintainingplasmacitnillinelevelcomparable 

1003091Withoutwishingtobeboundbytheorytheresultsfromtheexperimentsdescribedabove 

supportsthatapraglutidetreatmentreduceschemotherapy-inducedgastrointestinal(GI)damagein 

miceandpreservesthecellularintegrity S 

dunngchemotherapy.  
IOO3lOIExample 4 

1003111InafirstexperimentBalb/cmicereceivedcytarabine30mg/kgonDays5-9and 

apraglutide3.3mg/kgonDays1-18.ControlmicereceivedvehicleonDays1-18.Fecalsamples 

werecollectedforbacterialphenotypingover~24hoursatpre-treatmentandthedaybefore 

scheduledterminationandforfounddeadorpre-terminallyeuthanizedanimals.Microbiota 

compositionweredeterminedby16Staxonomicalmeta-sequencing.BacteroidetesandFirmicutes 

werethe2mainbacterialphylaidentified(FIG.lOaandFIG.lOb).Chemotherapywithcytarabine 
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causedsignificantchangesinthecompositionofbacterialspeciesincreasingtheBacteroidetes 

populationanddecreasingtheproportionofFirmicutesbacteria.Thechangeinlevelsof 

BacteroidetesandFirmicutesbacteriafromDays0to18wassignificantlygreaterinboththe 

cytarabine-onlyandcytarabine+apraglutidemicevsvehicle(Table1aandTablelb).However 

theeffectwasreducedbyapraglutideco-administration.Thedifferenceinthechangebetween 

cytarabine-onlyandcytarabine+apraglutidegroupsreachedstatisticalsignificanceforboth 

Bacteroidetes(0,2486;p<0,OOO1)andFirmicutes , p<o.ooo1),Inadditiontheratioof 
(0.20Th 

BacteroidetestoFirmicutesbacteriapresentremainedmoreconstantincytarabine+apraglutide 

thanincytarabine-onlygroup.  

1003121Table1a:Apraglutidetreatmentreduceschemotherapy-inducedchangesinfecalbacterial 

composition 

__________________________ Mean % oftaxa at the Phylum level 
_____________________________________Bacteroidetes _______ J9'irmicutes 

P-valuefor P-valuefor 
Day Day change Day Day change 

0 18 DayO Day 0 18 DayO Day 
__________________________ _______ 18 _______ 18 
Group 1 (Vehicle only) 15.2 10.5 0.01723 82.6 88.2 0.1374 

_________________________ 16.3 48.7 <0.0001 78.7 49.5 <0.0001 
Group 2 (Cytarabine only) ___________________________________________________ 

Group3(Cytarabine+ 12.2 24.0 0.0057 85.3 73.7 0.0107 
apraglutide) ____________________________________________________ 

Foreachtaxaananalysisofvarianceforrepeatedmeasurements(repeatedANOVA)including 

conductedPost-hoctestswereconductedtoperformpairwisecomparisonsoftreatmentgroups 
onday0(pre-treatment)andonday18(post-treatment),usingtukeyadjustementformultiple 
testing.  

1003131Tablelb:Apraglutidetreatmentstabilizeschemotherapy-inducedchangesinthediversity 

oftheintestinalmicrobiota 
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treatmentdayandtreatmentbydayinteractionasfixedfactorsinthestatisticalmodelwas
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-ye 005versuscontrol,#p<000]versusc~ytarabinealone, BBacteroidesspp.(Gram anaerobicbacteria 
includingopportunisticpathogenicstrains);FFirmicutesspp.(Gram+veaerobicandanaerobicbacteria);ThY 
treatment 

1003141Thetreatmentofmicewithchemotherapyhadaprofoundimpactonbacterialhomeostasis 

intheintestinewithanotableincreaseinopportunisticpathogenicbacteriapopulations.The 

proportionsofdifferentbacterialphylainfecestendedtoremainclosertonormalwhenapraglutide 

wasco-administeredwithchemotherapy.Withoutwishingtobeboundbytheorytheresultsfrom 

theexperimentdescribedabovedemonstratethatthetreatmentwithapraglutideresultedin 

preservationoftheglobalhomeostaticenvironmentoftheintestinalmicrobiotawhichislikelyto 

contributetotheimprovedclinicaloutcomes(reducedbodyweightlossincreasedsurvival) 

aswouldbeappreciatedbytheskilledartisanimbalancesinthegutmicrobiotaareknowntobea 

driveofGvHDpathogenesis(seeFredricksJ.Cl/n.Invest.2019129(5):1808-1817).Thus 

apraglutide'sabilitytostabilizetheintestinalmicrobiotaindicatesthatitcanbeusedtoeffectively 

treatandpreventGvHD.  

IOO3l5IExample 5 
S 

1003161Inafirstexperimentcytarabinesanti-tumoreffectswereassessedinleukemicNOD/SCID 

mice(FIG.11a).ApraglutideorvehiclewasadministeredonDays-4to4.Cytarabineorvehicle 

wasadministeredonDays0-4.BonemarrowandspleensampleswerecollectedonDay7and 

percentageofhCD4S+cellsdetermined.Therewasnosignificantdifferencein0~hCD4Scells 

detectedinthebonemarroworspleensamplesbetweenthegroupstreatedwithcytarabine+ 

vehicleandwithcytarabine+apraglutideaftertreatment(FIG.1ib).  
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observedwhenapraglutideisadministeredconcomitantlywithchemotherapyagents.Moreover
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1003171Inasecondexperimentapraglutide'seffectontheabilityofcytarabinetoinduce 

immunosuppressionwasassessed.TheexperimentincludedthreegroupsofBalb/cmice:(A) 

vehicle;(B)cytarabineonDays , (C)cytarabineonDays5-9,concomitantapraglutideonDays 

5-18.RBCplateletsWBCNEUandLYMPHwereassessed.Acohortwasallowedtosurvive 

for4weekstoassesstheeffectofapraglutideonimmunosuppressionrecovery(FIG.12).  
S 

1003181Inathirdexperimenttheeffectofapraglutideonmelphalan-inducedimmunosuppression 

wasassessed(FIG.13).ThreegroupsofBalb/cmicewereincluded:(A)vehicle;(B)melphalan 

onDay9;(C)melphalanonDay9,apraglutidepre-treatmentonDays1,3,5,7andcontinuedas 

co-administrationonDays9,11,and13.WBCNEUandLYMPHwereassessed.  

1003191Inthefirstexperimentthereductioninhumanleukemiacellsdidnotdiffersignificantly 

betweencytarabine-onlyandcytarabine+apraglutideandwassignificantlygreaterthanvehicle.  

ThepercentageofhCD45inbonemarrowafterchemotherapywas35,5+4withcytarabine-only 

and33.9+4.2withcytarabine+apraglutide.  

1003201Adramaticdecreaseinleukocytesattheendofthetreatmentperiodinthesecond 
S 

experiment, indicatedthatcytarabine-inducedimmunosuppressionwasnotimpairedby 

apraglutideco-administration(91~oreductioninlymphocyteswithbothcytarabine+apraglutide 

andcytarabine-only)(Table2).Apraglutidedidnotimpactrecoveryofhematologicalparameters 

4weeksaftertheendoftreatment.  

1003211Table2.Apraglutidedoesnotaffectcytarabineimmunosuppression.  

. Bloodcell Percentage 
count 

*1 h Ctarabine *1 h 

*1 h Cytarabine y ytarabine+Apraglutidehh Apraglutide3.3 
I only ~3.3mg/kga a mg/kg *1 h 

f~flfl *1 Ait~r h 

Attreatmentwaawrt1111 *1*1 £LALEJI hh 

, Attreatmentend 
*1 h 

fl*flflfl -zj -8 *1 ~ J 

-68 
. =i*=~ii=t*e1ets ......................... t...........................................................................................................................................................................................................................................  

*1 h 

. Whiteblood *1 h 89 87 *1 h 

. cells 4 h 

442............  
4 h 

=======ymphocytes ~ ~ 
I -64...........  

. N.eUtIl*ii~1S I -82........  
aAdministered4daysbeforestartofcytarabinetreatmentuntil9daysafterendof 

cytarabinetreatment 
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differencefromcontrol
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1003221Thethirdexperimentshowedthatmeiphalandidelicitimmunosuppressionevidencedby 

leukocytedecrease.Micetreatedwithmeiphalanwithorwithoutapraglutidehadseveredecreases 

inWBCandLYMPHvsvehicle.  

1003231Withoutwishingtobeboundbytheorytheresultsfromtheexperimentsdescribedabove 

demonstratethatPre-andconcomitantapraglutidedidnotimpairtheefficacyofcytarabinein 

destroyinghumanleukemiacellsinvivo.Moreovercombinationwithapraglutidehadnonegative 
S 

impactoncytarabine-ormelphalan-inducedimmunosuppression.Thispharmacologiceffectof 

apraglutide was specific to the intestine and had no impact on the anti-tumor or 

immunosuppressiveeffectsofcytarabineormelphalan.Apraglutidedoesnothaveanimpacton 

anti-tumorandimmunosuppressiveefficacyofconditioningchemotherapyinmice.  

IOO324IExample 6 

1003251InafirstexperimentBALB/cJfemalemicewereseparatedintosixgroupsforadose

responsestudytoassessthepharmacologiceffectofincreasingdosesofapraglutide(0.11, 0.3and 
1. 1mg/kg)administeredsubcutaneously.Cytarabinewasadministered S 

intrapentoneallyat30 

mg/kgtwiceperdayfor5days(Day0toDay+4).Apraglutidewasadministereddailyforatotal 

ofninedays,4daysbeforeand5daysduringtheadministrationofchemotherapy(Day-4toDay 

+4).ApraglutideeffectwascomparedtounmodifiedhGLP-2whichwasadministeredtwicedaily 

fromDay-4toDay+4,atanominaldoseof0.60mg/kgandcombinedwithcytarabine.Results 

foranimalsurvivalshowedasignificantimprovementoftheanimalsurvivalascomparedto 

1003261Theanimalsurvivalwithincreasingdosesofapraglutidewas11/16at0.11mg/kg,14/16 

at0.33mg/kgand16/16at1. 1mg/kg.Theimprovementinanimalsurvivalwasstatistically 

significantforallapraglutide-treatedgroups.Whiletreatmentswithcombinationofcytarabine 

with0.11mg/kgapraglutideorhGLP-2didnotdecreaseinitialweightlossatrendtowards 

increasedbodyweightandsurvivalwasseeninsuchanimalsrecoveringfromcytarabinetreatment 

(FIG18).  

1003271Theintestinalprotectiveeffectsofapraglutideweresupportedbythepreservationof 

plasmacitrulline(indicativeofintestinalmass)withanimprovementincitrullineconcentrations 

whencytarabinewasco-administeredwithapraglutide(0.33mg/kgand1. 1mg/kg)comparedto 

cytarabinealone-treatedanimals(FIG.19).  
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cytarabinealone(FIG.17).
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1003281Theapraglutidedose-dependentimpactontheimmunosuppressiveeffectofcytarabinewas 

evaluated.Theeffectofcytarabinetreatmentonpolymorphonuclear(PMN)cellcountwas 

determined(FIG.20).Cytarabinealone-treatedanimalsshoweddepletedPMNcountswhichwere 

notreversedbyhGLP-2orapraglutidecombinedtherapysuggestingthatimprovementinanimal 

survivalandbodyweightwasnotaresultofimprovedneutrophilgranulocytecountbutrather 

maintenanceofGIintegrity.Inaseparatestudyduringwhichanimalstreatedwithcytarabinealone 

orincombinationwithapraglutideinitiatedbeforecytarabine(Days-4to+12)wereallowedto 

survivefor4additionalweeks.  

IOO329IExample 7 

1003301InafirstexperimentthesafetyandefficacyofapraglutideinsubjectswithGradeIItoIV 

(MAGIC)steroidrefractorygastrointestinal(GI)acutegraftversushostdiseaseonbestavailable 

therapywillbeevaluatedinarandomizeddouble-blindtrial.  

1003311InclusionCriteriaforrandomizeddouble-blindPhase2studyofapraglutide: 

1. Participantsareaged12yearsoraboveatthetimeofconsentandwhoweighaminimumof 

40kg; 

2.ParticipantsundergoingalloSCTfromanydonorsource(matchedunrelateddonorsibling, 

haplo-identical)usingbonemarrowperipheralbloodstemcellsorcordblood.Recipientsof 

non-myeloablativemyeloablativeandreducedintensityconditioningareeligible; 

30 Participantshaveevidentmyeloidandplateletengraftment(confirmedpriortotrial 

medicationstart):a)Absoluteneutrophilcount>1OOO/mm3andb)Platelets>20,OOO/mm3~ 

granulocyte-macrophage-colonystimulatingfactor)andtransfusionsupportisal1owed; 

5. ParticipantshavehistologicallydiagnosedGI-aGVHIDatscreening(withclinicallyconfirmed 

SRGJ-aGVHDatnixolitinibstartandpriortoapraglutidestart)definedassubjectsadministered 

ssgivenaloneorcombinedwithcalcineurininhibitors(CNJ)andeither: 
a)Diseaseprogressionbasedonorganassessmentafter3daysofsystemic 

methylprednisolone(MP)of2mg/kg+1-CNLor 

b)Didnotimproveafter7daysoftreatmentwithMl?2mg/kg/dayequivalentor 

c)ProgressedtoaneworganaftertreatmentwithMP2mg/kg/dayequivalentforskin 

andupperGI-aGYHIDor 

d)Recurredduringorafterasteroidtaper.  
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4.Participantsuseofgrowthfactorsupplementation(granulocyte-colonystimulatingfactorand
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AllsubjectsmusthaveStage1-4lowerGJ-aGVI-EIIDatenrollment.  

6.Participantsmaybetreatedwithsystemicsteroids(55)plusnixolitinib(RUX)(RUXatthe 

recommendeddose2twicedailyfor0-3days).Calcineurininhibitorsareallowedasco

medicationifneeded.  

1003321Participantsweighing>50.0kgwillberandomizedtooneoftwotreatmentarms(lowdose 

orhighdosewithinthreebodyweightbands).Theexactdosetheyreceiveateachvisitwilldepend 

upontheweightbandtheyfallinto(Table3).Participantswhoweigh40,0-49.9kgwillreceive 

apraglutide2.5mg.Apraglutidewillbeadministeredsubcutaneouslyonceweeklyforbetween8 

13weeks.Ifthesubjectswillbenefitfromcontinuingtoreceiveapraglutidetheycanreceiveit 

foramaximumof26weeks.  

Table3:DoseofInvestigationalMedicinalProductBasedonTreatmentArmandWeight 
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provideinformedconsent. Screeningassessmentsincludebutarenotlimitedtoanalysisof 

analysisofvitalsignsheightandweightcolonoscopygutbiopsymedicalhistoryandthelike.  

1003341Thisstudywillbearandomizeddouble-blind, repeatdosetrialtoevaluatethesafetyand 

efficacyofapraglutideinsubjectswithGradeIItoIVSRGJ-aGVHDwhoaretakingBAT.Thirty

foursubjectswhohavebeentakingRUXfor0-3daysonabackgroundof55willreceiveadose 

ofapraglutideSConceweeklyforeither8weeksor13weeks.InadditiontotheN30subjects 

randomizedtoreceivelowdoseorhighdoseapraglutideSConceweeklyfor8or13weeks(based 

onthreebodyweightbands),aseparatenon-randomizedcohortofuptofoursubjectswithabody 

weight40.0-49.9kgwillbeassignedtoreceiveapraglutide2.5mg.Allsubjectscompleteasafety 

follow-upvisitatweek17(120(+7)days)afterthefirstdoseofstudydrug.Safetyandefficacy 
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1003331Initiallyparticipantsundergoscreeningassessmentsduringa14-dayScreeningPeriodand
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follow-upassessmentswillcontinuetobeperformedfor2yearsafterthefirstdoseofapraglutide 

(Week104).  

1003351TheprimaryobjectiveistoassesssafetyandtolerabilityofapraglutideinsubjectswithSR 

GJ-aGVHDofthemid-lowerGItractwhoaretreatedwith55andwithRUXfor0-3days.The 

primaryefficacyendpointistoassessgastrointestinal-aGVHDresponseatDay56insubjectswith 

GJ-aGVHDtreatedwithapraglutide,55,andRUXcomparedwith55andRUXalone.  

1003361Theforegoingdiscussiondisclosesanddescribesmerelyexemplaryembodimentsofthis 

disclosure.Oneskilledintheartwillreadilyrecognizefromsuchdiscussionandfromthe 

accompanyingdrawingsandclaimsthatvariouschangesmodificationsandvariationscanbe 

madethereinwithoutdepartingfromthespiritandscopeofthisdisclosureasdefinedinthe 

followingclaims.  

SEQUENCELISTING 

1003371Thedetailsofoneormoreembodimentsofthedisclosurearesetforthintheaccompanying 

descriptionabove.Althoughanymethodsandmaterialssimilarorequivalenttothosedescribed 

hereincanbeusedinthepracticeortestingofthepresentdisclosurethepreferredmethodsand 

materialsarenowdescribed.Otherfeaturesobjectsandadvantagesofthedisclosurewillbe 

apparentfromthedescriptionandfromtheclaims.Inthespecificationandtheappendedclaims 

thesingularformsincludepluralreferentsunlessthecontextclearlydictatesotherwise.Unless 

definedotherwisealltechnicalandscientifictermsusedhereinhavethesamemeaningas 

patentsandpublicationscitedinthisspecificationareincorporatedbyreference.  

1003381Theforegoingdescriptionhasbeenpresentedonlyforthepurposesofillustrationandis 

notintendedtolimitthedisclosuretothepreciseformdisclosedbutbytheclaimsappended 

hereto.  
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commonlyunderstoodbyoneofordinaryskillinthearttowhichthisdisclosurebelongs.All
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Whatisclaimedis: 

1. Apraglutideorapharmaceuticallyacceptablesaltthereofforuseinthetreatmentor 

preventionofGraftversusHostDisease(GvHD)inasubject 

2. AmethodoftreatingorpreventingGvHDinasubjectthemethodcomprising 

administeringtothesubjectapraglutideorapharmaceuticallyacceptablesaltthereof 

3. ThemethodoruseofanyoneoftheprecedingclaimswhereintheGvHDisacute 

GvHD.  

4. ThemethodoruseofanyoneoftheprecedingclaimswhereintheGvHDisacute 

gastrointestinalGvHD.  

5. ThemethodoruseofanyoneoftheprecedingclaimswhereintheGvHDischronic 

GvHD.  

6. ThemethodoruseofanyoneoftheprecedingclaimswhereintheGvHDissteroid

refractory.  

naive.  

8. ThemethodoruseofanyoneoftheprecedingclaimswhereintheGvHDisgradeII-IV 

GvHDaccordingtotheMAGICscale.  

9. Themethodoruseofanyoneoftheprecedingclaimswhereintheapraglutideis 

administeredtothesubject: 

(a)priortothesubjectbeingadministeredatransplantsor 

(b)priorthesubjectbeingadministeredradiationtherapychemotherapyorradiomimetic 

therapyinconnectionwithatransplant 
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7. ThemethodoruseofanyoneoftheprecedingclaimswhereintheGvHDissteroid-
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10. Themethodoruseofanyoneoftheprecedingclaimswhereinthesubjecthasbeen 

previouslyadministeredatransplantpreferablywhereintheapraglutideisadministeredtothe 

subjectafterthesubjecthasbeenadministeredatransplant.  

11. Themethodoruseofanyoneoftheprecedingclaimswhereinthesubjecthasbeen 

previouslyadministeredradiationtherapychemotherapyradiomimetictherapyorany 

combinationthereofinconnectionwithatransplantpreferablywhereintheapraglutideis 

administeredtothesubjectafterthesubjecthasbeenadministeredradiationtherapy, 

chemotherapyradiomimetictherapyoranycombinationthereof 

12. Themethodoruseofanyoneoftheprecedingclaimswhereintheapraglutideis 

administeredtothesubjectafterthesubjecthasbeenadministeredradiationtherapy, 

chemotherapyradiomimetictherapyoranycombinationthereofandpriortothesubjectbeing 

administeredatransplant.  

13. Themethodoruseofanyoneoftheprecedingclaimswhereintheapraglutideis 

administeredtothesubject: 

(a)concurrentlywithatransplant;or 

combinationthereofinconnectionwithatransplant.  

14. Themethodoruseofanyoneoftheprecedingclaimswhereintheadministrationof 

apraglutidepreventsand/orattenuatesareductionincolonlengthinasubjectfollowing.  

(a)atransplant 

(b)aconditioningtherapyandatransplant.  

15. Themethodoruseofanyoneoftheprecedingclaimswhereinthetransplantcomprises 

hematopoieticstemcellsderivedfrombonemarrowperipheralbloodumbilicalcordbloodor 

anycombinationthereofpreferablywhereinthetransplantcomprisesT-cellspreferably 

whereintheT-cellsarechimericantigenreceptor(CAR)T-cells.  
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(b)concurrentlywitharadiationtherapyachemotherapyaradiomimetictherapyorany
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16. Themethodoruseofanyoneoftheprecedingclaimswhereintheradiationtherapy 

comprisestotalbodyirradiation.  

17. Themethodofanyoneoftheprecedingclaimswhereinthepharmaceuticallyacceptable 

saltofapraglutideisthesodiumsaltofapraglutide.  

18. Themethodofanyoneoftheprecedingclaimswhereintheapraglutideor 

pharmaceuticallyacceptablesaltthereofisadministeredbysubcutaneousinjection.  

19. Themethodofanyoneoftheprecedingclaimswhereintheapraglutideor 

pharmaceuticallyacceptablesaltthereofisadministeredinanamountofbetweenabout1mgto 

about10mg.  

20. Themethodofanyoneoftheprecedingclaimswhereintheapraglutideisadministered 

inanamountofabout2.5mg.  

21. Themethodofanyoneoftheprecedingclaimswhereintheapraglutideisadministered 

inanamountofabout5mg.  

inanamountofabout10mg.  

23. Themethodoruseofanyoneoftheprecedingclaimswherein 

(a)thesubjecthasabodyweightoflessthanabout50kgandtheapraglutideis 

administeredinanamountofabout2.5mg; 

(b)thesubjecthasabodyweightofabout50kgtoabout60kgandtheapraglutideis 

administeredinanamountofabout2.5mgoraboutSmg; 

(c)thesubjecthasabodyweightofabout60kgtoabout80kgandtheapraglutideis 

administeredinanamountofabout4mgorabout7.5mg;or 
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22. Themethodofanyoneoftheprecedingclaimswhereintheapraglutideisadministered
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(d)thesubjecthasabodyweightofgreaterthanabout80kgandtheapraglutideis 

administeredinanamountofabout5mgorabout10mg.  

24. Themethodofanyoneoftheprecedingclaimswhereinthetransplantis: 

(a)anallogeneictransplantor 
(b)autologoustransplant.  

25. Themethodofanyoneoftheprecedingclaimswhereinthesubjecthasbeenpreviously 

administeredatleastoneanti-GvHDtherapypreferablywhereintheatleastoneanti-GvHD 
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therapycomprisessteroidtherapy.























































                         SEQUENCE LISTING

<110>  VectivBio AG
 
<120>  COMPOSITIONS AND METHODS FOR THE TREATMENT OF GRAFT VERSUS HOST 
       DISEASE

<130>  VECT‐003/001WO 338004‐2016

<150>  US 63/142,905
<151>  2021‐01‐28

<150>  US 63/248,074
<151>  2021‐09‐24

<160>  1     

<170>  PatentIn version 3.5

<210>  1
<211>  33
<212>  PRT
<213>  Artificial Sequence

<220>
<223>  APRAGLUTIDE

<220>
<221>  MISC_FEATURE
<222>  (10)..(10)
<223>  Nle

<220>
<221>  MISC_FEATURE
<222>  (11)..(11)
<223>  D‐Phe

<400>  1

His Gly Asp Gly Ser Phe Ser Asp Glu Xaa Phe Thr Ile Leu Asp Leu 
1               5                   10                  15      

Leu Ala Ala Arg Asp Phe Ile Asn Trp Leu Ile Gln Thr Lys Ile Thr 
            20                  25                  30          

Asp 
    

SEQUENCE LISTING

<110> VectivBio AG

<120> COMPOSITIONS AND METHODS FOR THE TREATMENT OF GRAFT VERSUS HOST
DISEASE

<130> VECT-003/001WO 338004-2016

<150> US 63/142,905
<151> 2021-01-28

<150> US 63/248,074
<151> 2021-09-24

<160> 1

<170> PatentIn version 3.5

<210> 1

<211> 33

<212> PRT
<213> Artificial Sequence

<220>

<223> APRAGLUTIDE

<220>

<221> MISC_FEATURE
<222> (10)..(10)

<223> Nle

<220>

<221> MISC_FEATURE
<222> (11)..(11)

<223> D-Phe

<400> 1

His Gly Asp Gly Ser Phe Ser Asp Glu Xaa Phe Thr Ile Leu Asp Leu
1 5 10 15

Leu Ala Ala Arg Asp Phe Ile Asn Trp Leu Ile Gln Thr Lys Ile Thr

20 25 30

Asp
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