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SUMMARYOFPRODUCTCHARACTERISTICS   



1． NAMEOFTHEMEI）ICINALPRODUCT   

Ga】vus50mgtablets  

2． QUALITATIVEANDQtJANTITATIVECOMPOSITION   

Eachtabletcontains50mgofvildagliptln．   

Excipient：Eachtabletcontains47．82mganl1ydrouslactose・   

Foraful‖istofexcipients，SeeSeCtion6・l．  

3． PHARMACEUTICALFORM  

TabIet   

Whitetolightye）lowish，rOund（8mmdiameter），nat－faced，beve11ed－edgetabIet．Onesideis  

debossedwith“NVR”．andtheothersidewith”FB”．  

4． CLINICALPARTICt）LARS   

4．1 Therapeuticindications   

Vildagliptlnisindicatedinthetreatmentoftype2diabetesmellitus：  

AsdualoraltherapylnCOmbinationwith  
metformin，1npatientswithinsufncientglycaemiccontroJdespitemaximaltolerateddoseof  
monotherapywithmetfbrmin，  
asulphonylurea，inpatientswithinsufficientglycaemiccontroldespitemaximaltolerateddose  
Ofasulphonylureaandforwhommetfbrminisinappropriateduetocontraindicationsor  
intolerance，  
athiazolidinedione，inpatientswithinsu用cientglycaemiccontrolandforwhomtheuseofa  
thiazolidinedioneisappropriate．   

4．2 Poso）ogyandmethodofadministration   

Adults  

Whenusedindualcombinationwithmetfbrminorathiazolidinedione，therecommendeddailydose  
Ofvi1dagliptlnislOOmg・   

The100mgdosemaybeadministeredeitheroncedailyinthemorn1ngOrdividedintotwodosesof  
50mgglVeninthemomlngandintheevenlng．   

Whenusedindualcombinationwithasulphonylurea，therecommendeddoseofvildagliptlnis50mg  
OnCedailyadministeredinthemomlng．Inthispatientpopulation，VildagliptinlOOmgdailywasno  
moreefftctivethanvildagliptin50mgoncedaily．   

DoseshigherthanlOOmgarenotrecommended．   

Thesafttyandefncacyofvildaglipt）naStripleoraltherapylnCOmbinationwithmetforminanda  
thiazolidinedioneorwithmetfbrminandasulphonylureahasnotbeenestablished．   

Galvuscanbeadministeredwithorwithoutameal（Seealsosection5．2）．  
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AdditionalinfbrmationonspecialDOPulations  

／い′∫l〟′川ハ′／川打〃／  

Nodosea鴎ustmentisrequiredinpatientswithmi1drenalimpairment（Creatinineclearance  
≧50ml／min）．TheuseofGalvusisnotrecommendedinpatientswithmoderateorsevererenal  
impairmentorinhaemodialysispatientswithend－Stagerenaldisease（ESRD）（seealsosections4・4  

and5．2）．   

〃（pβJわ′′†pα′r／刀e〃／  

Nodosea鴎ustmentisrequiredinpatientswithmi1dtomoderatehepaticimpalrment．Theuseof  
Galvusisnotrecommendedinpatientswithseverehepaticimpairment（Seealsosections4・4and5・2）・   

／・∵、人・′イ＝、・′しく．l・ハ〃－、′  

Nodoseaqjustmentsarenecessarylnelderlypatients．Experienceinpatientsaged75yearsandolder  
islimitedandcautionshouldbeexercisedwhentreatingthispopulation（seealsosections5・1and5・2）・   

／■．人．／／、〃‖りりり山〃＝り′ ハ．ll川－、ノ  

Galvusisnotrecommendedfbruseinchildrenandadolescentsduetoalackofdataonsafttyand  
efficacy．   

4．3 Contraindications   

HyperSenSitivitytotheactivesubstanceortoanyoftheexcipients・   

4．4 SpeeiaIwarnlngSandprecautionsfbruse   

General  

Galvusisnotasubstitutefbrinsulinininsulin－requlnngPatients．GalvuSShouldnotbeusedin  

patientswithtype1diabetesorfbrthetreatmentofdiabeticketoacidosis・   

RenalimDairm嘘  

ThereislimitedexperienceinpatientswithmoderatetosevererenalimpalrmentOrinpatientswith  
ESRDonhaemodialysis．Therefbre，theuseofGalvusisnotrecommendedinthesepatients・   

LiverenzYmemOnltOrlng  
Asmallnumericalimbalanceofreportsofgeneral1yasymptomaticelevatedtraruaminaseswas  
reportedinpatientstreatedwithvi1dagliptinlOOmgdailyincontrolledclinicaltrials（SeeSeCtion4・8）・  
Therefbre，aSperrOutineclinicalpractice，itisrecommendedthatliverfunctiontestsbeperfbrmed  
prlOrtOtheinitiationoftreatmentwithGaIvusinordertoknowthepatient，sbaselinevalueand  
periodicallythereafter・PatientswhodeveloplnCreaSedtransaminaselevelsshouldbemonitoredwitha  
secondliverfunctionevaluationtoconflrmthe石ndingandbefo1lowedthereaf［erwith斤equentliver  
functiontestsuntiltheabnormality（ies）retum（S）tonormal．Shouldanincreaseinaspartate  
aminotransfbrase（AST）oralanineaminotransferase（ALT）of3xtheupperlimitofnormal（ULN）or  
greaterperSist，WithdrawalofGalvustherapylSreCOmmended・   

Galvusshouldnotbeusedinpatientswithseverehepaticimpalrment・   

Cardiac failure 

ExpenenCeWithvildagliptintherapylnpatientswithcongestiveheartfailureofNewYorkHeart  
Association（NYHA）functionalclassトIIislimitedandtherefbrevildagliptinshouldbeused  

cautiouslylnthesepatients．ThereisnoexperienceofvildagliptlnuSeinclinicaltriaIsinpatientswith  
NYHAfunctionalclassIIILIVandtherefbreuseisnotrecommendedinthesepatients・   

Skin disorders 
Skinlesions，includingblisterlngandulcerationhavebeenreportedinextremitiesofmonkeysinnon－  

clinicaltoxicologystudies（SeeSeCtion5．3）．Althoughskinlesionswerenotobservedatanincreased  
incidenceinclimica）trials，therewaslimitedexperienceinpatientswithdiabeticskincomplications．  
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Therefbre，inkeepingwithroutinecareofthediabeticpatient，rnOnitoringfbrskindisorders，SuChas  
blisteringorulceration，isrecommended．   

Excipients 
Thetabletscontainlactose．Patientswithrarehereditaryproblemsofgalactoseintolerance，theLapp  
lactasedenciencyorglucose－galactosemalabsorptIOnShou】dnottakethismedicinalproduct．   

4．5 Interactionwithothermedicinalproductsandother払rmsofinteraction   

Vildagliptinhasalowpotentialfbrinteractionswithco－administeredmedicinalproducts・Since  
vildagliptinisnotacytochromeP（CYP）450eヮzymesubstrateanddoesnotinhibitorinduceCYP  
450enzymes，itisnotlikelytointeractwithactlVeSubstancesthatareSubstrates，inhibitorsorinducers  
Oftheseenzymes．   

CombinationwithpioElitazone．metfbrminand巳1Yburide  

Results什omstudiesconductedwiththeseoralantidiabeticshaveshownnoclinical】yrelevant  
pharmacokineticinteractions．   

Di巳OXin（PEDSubstrate）．warfarin（CYP2C9substrate）  

ClinicaJstudiesperfbrmedwithhealthysubjectshaveshownnoclinica11yrelevantpharmacokinetic  
interactions，However，thishasnotbeenestablishedinthetargetpopulation・   

CombinationwithamlodiDine．ramiDriLvalsartanorsimvastatin  
Drug－druglnteraCtionstudiesinhealthysubjectswereconductedwithamlodipine，ramlpril，Valsartan  
andsimvastatin．Inthesestudies，nOClinica11yrelevantpharmacokineticinteractionswereobserved  
a民erco－administrationwithvildagliptln，   

Aswithotheroralantidiabeticmedicinalproductsthehypoglycaemicefftctofvildagliptinmaybe  
reducedbycertainactivesubstances，1nCludingthiazides，COrticosteroids，thyroidproductsand  
SymPathomimetics．   

4．6 Pr喝maneyandlacbthn   

Therearenoadequatedata斤omtheuseofvildagliptininpregnantwomen．Studiesinanimalshave  
Shownreproductivetoxicityathighdoses（SeeSeCtion5．3）．Thepotentialriskfbrhumansisunknown・  
Duetolackofhumandata，GalvuSShouldnotbeusedduringpregnancy．   

Itisnotknownwhethervildagliptinisexcretedinhumanbreastmilk．Animalstudieshaveshown  
excretionofvildagliptininmilk．GalvuSShouldnotbeusedduringlactation．   

4．7 E触tsonabiIitytodriveandusemachines   

Nostudiesontheefftctsontheabilitytodriveandusemachineshavebeenperformed．Patientswho  
experlenCedizzinessasanundesirab7eefftctshouldavoiddrivingvehiclesoruslngmaChines．   

4．＄ Undesirablee触b   

Safヒtydatawereobtained什omatotalof3，784patientsexposedtovildagliptinatadailydoseof  
50mg（OnCedaily）orlOOmg（50mgtwicedailyorlOOmgoncedai1y）incontro11edtrialsofatleast  
12weeksduration．Ofthesepatients，2，264patientsreceivedvildagliptinasmonotherapyand  
l，520patientsreceivedvi1dagliptinincombinationwithanothermedicinalproduct．2，682patients  
WeretreatedwithvildagliptinlOOmgdaily（either50mgtwicedailyorlOOmgoncedaily）and  
l，102patientsweretreatedwithvildagliptin50mgoncedaily．   

Themqiorityofadversereactionsinthesetrialsweremildandtransient，nOtrequiringtreatment  
discontinuations．Noassociationwasfbundbetweenadversereactionsandage，ethnicity，durationof  
exposureordailydose．  
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RarecasesofangioedemahavebeenreportedonvildagliptlnataSimilarratetocontroIs．Agreater  
PrOPOrtionofcaseswerereportedwhenvildagliptlnWaSadministeredincombinationwithan  
angiotensinconvertingenzymeinhibitor（ACE－Inhibitor）．Themajorityofeventsweremildin  
SeVerityandresoIvedwithongolngVildag）iptintreatment．   

AdversereactionsreportedinpatientswhoreceivedGalvusindouble－blindstudiesasmonotherapy  
andadd－OntherapleSarelistedbelowfbreachindicationbysystemorganclassandabsolute  
frequency．Frequenciesaredennedasverycommon（≧1／10），COmmOn（≧1／100，＜1／10），unCOmmOn  
（≧l／1，000，＜1／100），rare（≧1／10，000to＜l／l，000），Veryrare（＜l／10，000），nOtknown（CannOtbe  

estimatedfナomtheavailabledata）．Withineachftequencygrouping，undesirableefftctsarepresented  
inorderofdecreaslngSeriousness．   

Combinationwithmetfbrmin  

IncontrolledclinicaJtrialswiththecombinationofvildagliptinlOOmgdaily＋metfbrmin，nO  
Withdrawalduetoadversereactionswasreportedineitherthevildagliptin100mgdaily＋metformin  
Ortheplacebo＋metfbmintreatmentgroups・   

Inclinicaltrials，theincidenceofhypoglycaemiawasuncommoninpatientsreceivlngVildagliptln  

lOOmgdai1yincombinationwithmetfbrmin（1％）andinpatientsreceiYingplacebo＋metfbrmin  

（0．4％）．NoseverehypoglycaemiceventswerereportedinthevildagliptlnarmSt   

Inclinicaltrials，WeightdidnotchangefrombaselinewhenvildagliptinlOOmgdailywasaddedto  
metfbrmin（＋0．2kgand－1，Okgfbrvildagliptinandplacebo，reSpeCtively）．   

TabIel AdversereactionsreportedinpatientswhoreceivedGalvuSlOOmgdailyin  
COmbinationwithmethrminindouble－blindstudies（N＝208）  

Nervoussystemdisorders  

Common  Tremor  

Common  Headache  

Common  Dizziness  

Uncommon  Fatigue  

Gastrointestinaldisorders  

Common  Nausea  

CombinationwithasulDhonvlurea  

Incontrolledclinicaltrialswiththecombinationofvildagliptin50mg＋asulphonylurea，theoverall  
incidenceofwithdrawalsduetoadversereactionswasO．6％inthevildagliptin50mg＋sulphonylurea  

VSO％intheplacebo＋sulphonylureatreatmentgroup．   

lnclinicaltrials，theincidenceofhypoglycaemiawhenvildagliptin50mgoncedailywasaddedto  
glimepiridewasl・2％versusO・6％fbrplacebo＋glimepiride・Noseverehypoglycaemiceventswere  
reportedinthevildagliptlnarmS・   

Inclinicaltrials，Weightdidnotchangefrombaselinewhenvildagliptin50rngdailywasaddedto  
glimepiride（－0・1kgand－0・4kgfbrvildagliptinandplacebo，reSpeCtively）・   

Table2  AdversereactionsreportedinpatientswhoreceivedGalvus50mglnCOmbination  
withasulphonylureaindouble－bIindstudies（N＝170）  

InItctionsandin托stations  

Very rare NasopharyngltlS  

Nervoussystemdisorders  
Common  Tremor  
Common  Headache  
Common  Dizziness   



Gastrointestinaldisorders  
Uncommon  ConstlPation  

Genera）disordersandadministration siteconditjons  
Common  Asthenia  

Combinationwithathiazolidinedione  

Incontro11edcZinicaltrialswiththecombinationofvildagliptinlOOmgdaily＋athiazolidinedione，nO  
withdrawalduetoadversereactionswasreportedineitherthevildagliptinlOOmgdaily＋  
thiazolidinedioneortheplacebo＋thiazolidinedionetreatmentgroups・   

Inclinicaltrials，theincidenceofhypoglycaemiawasuncommoninpatientsrecelVlngVildagJiptln＋  
pioglitazone（0．3％）butcommoninpatientsreceivingplacebo＋pioglitazone（1・9％）・Nosevere  
hypoglycaemiceventswerereportedinthevildagliptinarms・   

Inthepioglitazoneadd－OnStudy，theabsoluteweightincreaseswithplacebo，GalvuSlOOmgdaily  
Werel．4and2．7kg，reSpeCtiveJy．   

TheincidenceofperipheraloedemawhenvildagJiptinlOOmgdailywasaddedtoamaxirnumdoseof  
backgroundpioglitazone（45mgoncedaily）was7．0％，COmParedto2・5％fbrbackground  
PlOglitazonealone．   

Table3  AdversereactionsreportedinpatientswhoreceivedGaJvuSlOOmgdailyin  
COmbinationwithathiazolidinedioneindouble－blindstudies（N＝158）  

Nervoussystemdisorder  
Uncommon  Headache  
Uncommon  Asthenia  

Metabolism and nutrition disorders 
Common  Weight increase 

Vascular disorders 
Common  Oedema  

Inaddition，incontrolledmonotherapytrialswithvildagliptinlOOmgdaily，adversereactionsreported  
inpatientstreatedwithvildagliptlninexcessofthatinpatientsrecelVlngplaceboaredizziness，  
headache，Oedemaperipheral，COnStipation，naSOpharyngItlS，upperreSPlratOrytraCtinftctionand  
arthralgia．Inthesetrials，theoverallincidenceofwithdrawalsduetoadversereactionswasnogreater  
forpatientstreatedwithvi1dagliptinatdosesoflOOmgdaily（0．3％）thanfbrplacebo（0・6ウち）or  
COmParatOrS（0．9％）．   

Incomparativecontrolledmonotherapystudies，hypoglycaemiawasuncommon，repOrtedinO・4％（7  
0fl，855）ofpatientstreatedwithvildagliptinlOOmgdailycomparedtoO．2％（20fl，082）ofpatients  
inthegroupstreatedwithanactivecomparatororplacebo，withnoseriousorsevereeventsreported・   

lncontrolledmonotherapytrialsofuptooneyearinduration，theincidenceofALTorASTelevations  
＞3xULN（Class摘edaspresentonatleast2consecutivemeasurementsoratthefinalon－treatment  
Visit）wasO3％，0．9％andO．3％fbrvildagliptin50mgoncedaily，vi1dagliptinlOOmgdai）y  
（administeredassingleanddivideddoses）andplacebo，reSpeCtive）y．Thesee）evationsin  
transaminasesweregenera71yasymptomatic，nOn－prOgreSSiveinnatureandnotassociatedwith  
CholestasisorJaundice．   

Inclinicaltrials，Weightdidnotchange舟ombaselinewhenvildagliptinlOOmgdailywas  
administeredasmonotherapy（－0．3kgand－1．3kgforvildagliptinandplacebo，reSpeCtively）・   

4．9 0Yerdose   

Informationregardingoverdosewithvi1dagliptlnislimited．   



lnfbrmationonthelikelysymptomsofoverdosewastakenn・Omarisingdosetolerabilitystudyin  
healthysu叫ectsglVenGalvusfbrlOdays・At400mg，therewerethreecasesofmusclepaln，and  
individualcasesofmildandtransientparaesthesia，ftver，Oedemaandatransientincreaseinlipase  
levels・At600mg，OneSu句ectexperiencedoedemaoftheftetandhands，andincreasesincreatine  

Phosphokinase（CPK），aSPar（aterinotransfbrase（AST），C－reaCtiveprotein（CRP）andmyoglobin  

levels・ThreeothersubjectsexperlenCedoedemaoftheftet，Withparaesthesiaintwocases．All  

SymPtOmSandLaboratoryabnomlalitiesresoIvedwithouttreatmentafterdiscontinuationofthestudy  
medicinalproduct・   

ManaEement  
Intheeventofanoverdose，SupPOrtivemanagementisrecommended．VildagliptlnCannOtberemoved  

byhaemodia】ysis・However，them年iorhydrolysismetabolite（LAY151）canberemovedby  
haemodialysIS．  

5． PHARMACOLOGICALPROPERTIES   

5．1 Pharmacodynamicproperties   

Pharmacotherapeuticgroup：Dipeptidylpeptidase4（DPP－4）inhibitors，ATCcode：A10BHO2   

Vildagliptln，amemberoftheisletenhancercIass，isapotentandselectiveDPP－4inl1ibitor．   

TheadministrationofvildagliptlnreSultsinarapidandcompleteinhibitionofDPP－4actlVlty，  

resultinglnincr－eaSedfastingandpostprandialendogenouslevelsoftheincretinhomlOneSGLP－1  

（glucagon－1ikepePtidel）andGIP（glucose－dependentinsulinotropicpolypeptide）．   

Byincreaslngtheendogenouslevelsoftheseincretinhormones，vildagliptlnenhancesthesensltlVlty  
Ofbetacellstoglucose，reSultinglnimprovedglucose－dependentinsulinsecretion．Treatmentwith  

Vildagliptin50－100mgdailylnPatientswithtype2diabetessign捕cantlylmprOVedmarkersofbeta  

Ce11functionin（ニ1udingHOMA－β（HomeostasisModelAssessment－β），prOinsulintoinsulinratioand  
measuresofbetacellresponsiveness什omthefrequently－Sampledmealtolerancetest．Innon－diabetic  
（nomalglycaernic）individuals，Vildagliptindoesnotstimulateinsulinsecretionorreduceg）ucose  
levels．   

ByincreasingendogenousGLP－1levels，Vildagliptinalsoenhancesthesensitivityofalphacellsto  
glucose，reSultinglnmOreglucose－aPprOPrlateglucagonsecretion．   

TheenhancedincreaseintheinsulinJglucagonratioduringhyperg）ycaemiaduetoincreasedincretin  
hormonelevelsresultsinadecreaseinfastingandpostprandialhepaticglucoseproduction，1eadingto  
reducedglycaemia・   

TheknownefTtctofincreasedGLP－11evelsdelaylnggaStricemptylnglSnOtObservedwith  
Vildagliptlntreatment・   

Atotalof5，759patientswithtype2diabetesparticipatedin13double－blindplacebo－OraCtive－  
COntrO11edclinicaltrialsofatleast12－Weeks’treatmentduration．Inthesestudies，VildagliptlnWaS  
administeredto3，784patientsatdailydosesof50mg（OnCedaily）orlOOmg（50mgtwicedailyor  
lOOmgoncedaily）・Thenumberofmaleandftmalepatientsreceivingvi1dagliptin50mgoncedaily  
OrlOOmgdailywas2，069andl，715，reSpeCtively・ThenumberofpatientsrecelVlngVildagliptm  

50mgoncedailyor100mgdailywhowere≧65yearsofagewas664and1210fthepatientswere  
≧75yearsofage・Inthesetrials，vildagliptlnWaSadministeredasmonotherapyindrug－naTvepatients  
withtype2diabeteSOrincombinationinpatientsnotadequatelycontrolledbyotherantidiabetic  
medicinalproducts．   



Overa11，VildagliptlnimprovedglycaemiccontroIwhenglVenaSmOnOtherapyorwhenusedin  
COmbinationwithmetfbrmin，aSulphonylurea，andathiazolidinedione，aSmeaSuredbyclinical1y  
relevantreductionsinHbAIcfrombaselineatstudyendpoint（SeeTable4）．   

Inclinicaltrials，themagnitudeofHbAIcreductionswithvi1dagliptlnWaSgreaterinpatjentswith  
higherbaselineHbAIc．   

Ina52－Weekdouble－blindcontrolledtrial，vi1dagliptin（100mg／day）reducedbaselineHbAIcby－1％  
COmparedto－1．6％fbrmetfbrmin（titratedto2g／day）statisticalnon－infbrioritywasnotachieved．  
Patientstreatedwithvildagliptinreportedsignificantlylowerincidencesofgastrointestinaladverse  
reactionsversusthosetreatedwithmetfbrmin．   

Ina24－Weekdouble－blindcontro11edtrial，vi1dagliptin（100mgday）wascomparedtorosiglitazone・  
（8mgoncedai1y）・Meanreductionswere－1．20％withvildagliptinand－1．38％withrosiglitazonein  
patientswithmeanbaselineHbA］cOf8．7％．PatientsreceivlngrOSiglitazoneexperiencedamean  
increaseinweight（＋1．6kg）whilethosereceivingvildagliptinexperiencednoweightgain（－0・3kg）・  
Theincidenceofperipheraloedemawaslowerinthevildagliptingroupthanintherosiglitazonegroup  
（2．1％vs．4．1％respectively）．   

Table4  KeyefricacyresultsofvildagliptininpIacebo－COntrOIIedmonotherapytrialsandin  
add－OnCOmbinatiorLtherapytrials（primaryemcacyITTpopulation）  

Monotherapy placebo 
COntrOlledstudies   

Mean  Meanchange   
baseline  什om baselinein  

HbAl。（％）  HbAl。（％）at  

week 24 

Placebo－  

corrected mean 

change in HbAI, 
（％）atweek24   

（，5％CI）  

－0．5＊（－0．8，一0．1）   

－0．6＊（－0．9，－0．2）   

一0．7＊（－1．1，－0．4）   

－0．9＊（－1．2，－0．5）  

Study2301：Vildagliptin50mg  8．6  

twicedaily（N＝90）  

Study230l：VildagliptinlOOmg  8．4  

0nCedaily（N＝92）  

Study2384：Vildagliptin50mg  8・4  

twicedaily（N＝79）  

Study2384：Vildagliptin100mg  8．3  

0nCedaily（N＝89）  

一0．8  

－0．9  

－0．7  

－0．8  

＊p＜0．05forcomparisonversus  
Placebo  

－0．9  －l．1＊（－1．4，－0．8）  

－0．6  －0．6＊（－0．9，－0．4）  

－1．0  －0．7＊（－0．9，－0．4）   

＊p＜0．05forcomparisonversus  

Add－Om／Combinationstudies  
VildagliptinlOOmgdaiJy＋  
metfbrmin（N＝143）  

Vildagliptin50mgdai1y＋  
glimepiride（N＝132）  

VildagliptinlOOmgdaily＋  
pioglitazone（N＝136）  

1acebo＋com  

5．2 Pharmacokineticproperties   

Absorption  
FollowlngOraladministrationinthefastingstate，vi1dagliptlnisrapidlyabsorbed，Withpeakplasma  
COnCentrationsobservedatl．7hours．FoodslightlydelaysthetimetopeakpIasmaconcentrationto  
2．5hours，butdoesnotaltertheoverallexposure（AUC）．Administrationofvildagliptinwithfood  
resultedinadecreasedCmax（19％）．However，themagnitudeofchangeisnotclinicallysignificant，SO  
thatGalvuscanbegivenwithorwithoutfbod．Theabsolutebioavailabilityis85％．   

Distribution   



Theplasmaproteinbindingofvi1dagliptinis）ow（9．3％）andvildagliptindistributesequallybetween  
plasmaandredbloodce11s．ThemeanvolumeordistributionofvildagliptlnatSteady－StateaRer  

intravenousadministration（Vss）is711itres，SuggeStingextravasculardistribution．   

Biotransfbrmat迦  

Metabolismisthem年IOreliminationpathwayforvildagliptlninhumans，aCCOuntlngfbr69％ofthe  
dose・Themqiormetabolite（LAY151）ispharmacologicallyinactiveandisthehydrolysisproductof  
thecyanomolety，aCCOuntingfbr57％ofthedose，fbllowedbytheamidehydrolysisproduct（4％of  
dose）．Invitrodatainhumankidneymicrosomessuggestthatthekidneymaybeoneofthem毎or  
OrganSCOntributingtothehydrolysisofvildagliptlntOitsm句Orinactivemetabolite，LAY151．DPP－4  
COntributespartia11ytothehydrolysisofvildagliptinbasedonaninvivostudyuslngDPP－4deficient  
rats．Vildagliptlnisnotmetabo】isedbyCYP450enzymestoanyquantinableextent．Accordingly，the  
metabolicclearanceofvildagliptlnisnotanticlpatedtobeafftctedbyco－medicationsthatareCYP  
450inhibitorsand／orinducers．h7Vi（rostudiesdemonstratedthatvi1dagliptindoesnotinhibit／induce  
CYP450enzymes・Therefore，Vildagliptlnisnotlikelytoafftctmetabolicclearanceofco－medications  
metabolisedbyCYPIA2，CYP2C8，CYP2C9，CYP2C19，CYP2D6，CYP2ElorCYP3A4／5．   

Elimination  

Followingoraladministrationof［I4c］vildagliptin，apPrOXimately85％ofthedosewasexcretedinto  
theurineand15％ofthedoseisrecoveredinthefaeces・Renalexcretionoftheunchangedvildagliptln  

accountedfbr23％ofthedoseafteroraladministration．Afterintravenousadministrationtohealthy  
Subjects，thetotalplasmaandrenalclearancesofvildagliptlnare41and131仙，reSpeCtively．Themean  
eliminationhalfllifヒafterintravenousadministrationisapproximately2hours．Theeliminationhalfl  
liftafieroraladministrationisapproximately3hours．   

Linearitv／non  

TheCTT．aXforvi1dagliptinandtheareaundertheplasmaconcentrationsversustimecurves（AUC）  
increasedinanapproximatelydoseproportionalmannerOVerthetherapeuticdoserange．   

Characteristicsinpatients  
Ge〃der  

Noclinica11yrelevantdifftrencesinthepharmacokineticsofvildagliptlnWereObservedbetweenmale  
andfbmaleheaLthysub5ectswithinawiderangeofageandbodymassindex（BMl）．DPP－4inhibition  
byvildagliptlnisnotafftctedbygender．   

」ge  

Tnhealthyelderlysu句ects（≧70years），theoverallexposureofvildagliptin（100mgoncedaily）was  

increasedby32％，Withan18％increaseinpeakplasmaconcentrationascomparedtoyounghealthy  
Su叫ects（18－40years）・Thesechangesare，however，nOtCOnSideredtobeclinica11yrelevant．DPP－4  
inhibitionbyvildagliptlnisnotaffectedbyage・   

／／中山し・〟〃／－1′／川川J  

Theeffbctofimpairedhepaticfunctiononthepharmacokineticsofvi1dagliptlnWaSStudiedinpatients  
Withmild，mOderateandseverehepaticimpairmentbasedontheChild－Pughscores（rangingftom6  
fbrmildto12forsevere）incomparisonwithhealthysu叫ects．Theexposuretovildagliptinaftera  
Singledoseinpatientswithmildandmoderatehepaticfmpairmentwasdecreased（20％and8％，  

respeCtively），WhiletheexposuretovildagliptinfbrpatlentSwithsevereimpairmentwasincreasedby  
22％．Themaximumchange（increaseordecrease）intheexposuretovildagliptinis～30％，Whichis  
notconsideredtobeclinicallyrelevant．Therewasnocorrelationbetweentheseverityofthehepatic  
diseaseandchangesintheexposuretovildagliptln．   

爪・仙J／／川／山川川J  

lnsubjectswithmild，mOderate，OrSeVererenalimpalrrnent，SyStemicexposuretovi1dagliptlnWaS  

increased（Cmax8－66％；AUC32－134％）andtotalbodyclearancewasreducedcomparedtosu切ects  
withnormalrenalfunction．   

／：V〃JJりソ・＝り、  
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LimiteddatasuggestthatracedoesnothaveanymqorinfIuenceonvi】dagliptinpharmacokinetics．   

5．3 Preclimica】safbけdata   

Intra－CardiacimpuJseconductiondelayswereobservedindogswithano－efftctdoseof15mg／kg（7－  
fbldhumanexposurebasedonCmax）．   

Accumulationoffbamya）veoJarmacrophagesinthe）ungwasobservedinratsandmice．Theno－  
efftctdoseinratswas25mg／kg（5－fo1dhumanexposurebasedonAUC）andinmice750m釘kg（142－  
fo］dhumanexposure）・   

Gastrointestinalsymptoms，Particular）ysoftfheces，muCOidfaeces，diarrhoeaand，athigherdoses，  
faecalbloodwereobservedindogs．Ano－ef托ctlevelwasnotestablished．   

Vildagliptinwasnotmutagenicinconventionalinvitroandinvivotestsfbrgenotoxicity．   

Afヒztilityandear）yembryonicdevelopmentstudyinratsrevealednoevidenceofimpairedftrtility，  
reproductiveperfbrmanceorearlyembryonicdevelopmentduetovildagliptin．Embryo－fbetaltoxicity  
WaSeValuatedinratsandrabbits．Anincreasedincidenceofwavyribswasobservedinratsin  
associationwithreducedmaternalbodyweightparameters，Withano－efftctdoseof75mgn（g（10－fbld  
humanexposure）．Inrabbits，decreasedfbetalweightandskeletalvariationsindicativeof  
developmenta）delayswerenotedon）yinthepresenceofseverematernaltoxjcity，withano－efftct  
doseof50mg／kg（9－fo1dhumanexposure）．Apre・andpostnataldevelopmentstudywasperfbrmedin  
rats．Findingswereonlyobservedinassociationwithmaternaltoxicityat≧150mg／kgandincIudeda  
transientdecreaseinbodyweightandreducedmotoractivityintheFlgeneration．  

Atwo－yearCarCinogenicitystudywas 
． 

attributabletovildagliptinwereobserved．Anothertwo－yearCarCinogenicitystudywasconductedin  

miceatoraldosesuptol，000mg／kg．Anincreasedincidenceofmammaryadenocarcinomasand  
haemangiosarcomaswasobservedwithano－efftctdoseof500mg／kg（59－fo1dhumanexposure）and  
lOOmgn（g（16－fo1dhumanexposure），reSPeCtively．Theincreasedincidenceofthesetumoursinmice  
isconsiderednottorepresentasignificantrisktohumansbasedonthelackofgenotoxICltyOf  
vildagliptlnanditsprlnCIPalmetabolite，theoccurrenceoftumoursonlylnOneSPeCiesandthehigh  
SyStemicexposureratiosatwhichtumourswereobserved．   

Ina13－Weektoxicologystudyincynomolgusmonkeys，Skinlesionshavebeenrecordedatdoses  
≧5mg／kg／day・ThesWereCOnSistentlylocatedontheextremities（hands，ftet，earSandtail）・At  
5mgkg／day（approxlmatelyequivaJenttohumanAUCexposureatthe100mgdose），Onlyblisters  
WereObserved．Theywerereversibledespitecontinuedtreatmentandwerenotassociatedwith  
histopathologlCalabnormalities．Flakingskin，Peelingskin，SCabsandtailsoreswithcorrelating  
histopathologicalchangeswerenotedatdoses≧20mg／kg／day（approximately3timeshumanAUC  
exosureatthelOOmgdose）・Necroticlesionsofthetai1wereobservedat≧80mg／kg／day・Skin  
leslOnSWerenOtreVerSibleinthemonkeystreatedat160mg／kg／dayduringa4－Weekrecoveryperiod・  

6． PHARMACEUTICALPARTICULARS   

6．1 Listorexcipients   

Lactose，anhydrous  
Cellulose，microcrystalline  
Sodiumstarchglycolate（typeA）  
Magnesiumstearate   

6．2 ⅠれCOmpatibilities  
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NotapplicabIe・   

6．3  SheIrlifb   

2years   

6．4 SpeCialprecautionsfbrstorage   

Storeintheorlglnalpackageinordertoprotectfナommoisture・   

6．5 Natureandcontentsofcontainer   

Aluminium／Aluminium（PA／Al／PVC／／Al）blister  

Availableinpackscontaining7，14，28，30，56，60，90，112，1800r336tablets・  
Notallpacksizesmaybemarketed．   

6．6 Specialprecautionsbrdi5pOSal   

No special requirements. 

7． MARKETINGAUTHORISATIONHOLDER   

NovartisEuropharmLimited  
WimblehurstR（）ad  

Horsham  
WestSussex，RH125AB  
UnitedKingdom  

8． MARKETINGAUTHORISATIONNUMBER（S）  

9． DATEOFFIRSTAUTHORISATION／RENEWALOFTHEAUTHORISATION  

10． DATEOFREVISIONOFTHETEXT  
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1． NAMEOFTHEMEI）ICINALPRODUCT   

Galvus100mgtablets  

2． QUALITATIVEANI）QUANTITATIVECOMPOSITION   

EachtabletcontainslOOmgofvi】dagliptIn・   

Excipient：Eachtabletcontains95．64mganhydrouslactose．   

ForafulJlistofexcipients，SeeSeCtion6・1・  

3． PHARMACEUTICALFORM  

Tablet   

Whitetolightye1lowish，eIongated（14x5．5mm）tablet．Onesideisdebossedwith”NVR”，andthe  

othersidewith㍑HL’’．  

4． CLINICALPARTICULARS   

4．1 Therapeuticindications   

Vildagliptinisindicatedinthetreatmentoftype2diabetesmellitus：  

AsduaIoraltherapy）nCOmbinationwith  
metformin，inpatientswithinsufficientglycaemiccontroJdespitemaxima】tolerateddoseof  
monotherapywithmetformin，  
asulphonylurea，1nPatientswithinsufficientglycaemiccontroldespitemaximaltolerateddose  
Ofasulphony）ureaandfbrwhommetfbrminisinappropriateduetocontraindicationsor  
intolerance，  
athiazolidinedione，inpatientswithinsufficientglycaemiccontrolandforwhomtheuseofa  
thiazolidinedioneisapproprlate．   

4．2 PosoIogyaIldmethodofadministration   

Adults  
Whenusedindualcombinationwithmetfbrminorathiazolidinedione，therecommendeddailydose  
OfvildagliptlnislOOmg．   

The100mgdosemaybeadministeredeitheroncedailyinthemomlngOrdividedintotwodosesof  
50mgglVeninthemomlngandintheevenlng．   

Whenusedindualcombinationwithasulphonylurea，therecommendeddoseofvildagliptlnis50mg  
OnCedailyadministeredinthemornlng．Inthispatientpopulation，VildagliptinlOOmgdailywasno  

moreefftctivethanvildagliptin50mgoncedaily．   

DoseshigherthanlOOmgarenotrecommended．   

Thesafbtyandefncacyofvi1dagliptlnaStrlPleoraltherapylnCOmbinationwithmetfbrminanda  
thiazolidinedioneorwithmetforminandasuJphonylureahasnotbeenestablished・   

Galvuscanbeadministeredwithorwithoutameal（seealsosection5．2）．  
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AdditionalinfbmnationonsDeCialpoDulations  

肛′JLJ／〃〃／高′－′肛〃／  

Nodosea叫ustmentisrequiredinpatientswithmildrenalimpairment（Creatinineclearance  
≧50ml／min）．TheuseofGalvusisnotrecommendedinpatientswithmoderateorsevererenal  
impairmentorinhaemodialysispatientswithend－Stagerenaldisease（ESRD）（Seealsosections4．4  
and5．2）．   

／／り，‘〟h・／JIり川ノ仙－JJ／  

Nodoseaqjustmentisrequiredinpatientswithmildtomoderatehepaticimpalrment．Theuseof  
GalvuSisnotrecommendedinpatientswithseverehepaticimpairment（seealsosections4．4and5．2）・   

Jこソl／し・小亡／）jけIJ′・、′  

Nodosea叫ustmentSareneCeSSarylne）derlypatients・Experienceinpatientsaged75yearsandolder  

islimitedandcautionshouldbeexercisedwhentreatingthispopulation（Seealsosections5．land5．2）．   

ハJl・l八丁両りりり山／／＝＝′ ハIl・、Jr＝  

Galvusisnotrecommendedfbruseinchildrenandadolescentsduetoalackofdataonsafbtyand  
efncacy．   

43  Contraindications   

Hypersensitivitytotheactivesubstanceortoanyoftheexcipients・   

4．4 SpeCialwarnLngSandprecautionsfbruse   

General  

GalvuSisnotasubstitutefbrinsulinininsulin－requlnngpatients，Galvusshouldnotbeusedin  
Patientswithtypeldiabetesorfbrthetreatmentofdiabeticketoacidosis．   

RenalimDaim唾  

ThereislimitedexpenenCeinpatientswithmoderatetosevererenalimpalrmentOrinpatlentSwith  
ESRDonhaemodialysis・Therefbre，theuseofGalvuSisnotrecommendedinthesepatients．   

LiverenzYmerPPnltOrlng  
Asmallnumericalimbalanceofreportsofgenerallyasymptomaticelevatedtransaminaseswas  
reportedinpatientstreatedwithvildagliptinlOOmgdailyincontrolledclinicaltrials（SeeSeCtion4．8）．  

Therefbre，aSperrOutineclinicalpractice，itisrecommendedthatliverfunctiontestsbeperfbmed  
pnortotheinit元ationoftreatmentwithGalvusinordertoknowthepatient’sbaselinevalueand  
Periodicallythereafter・PatientswhodeveloplnCreaSedtransaminaselevelsshouldbemonitoredwitha  
SeCOndliverfunctionevaluationtoconf行mthefindingandbefbllowedthereafterwithfrequentliver  
functiontestsuntiltheabnormality（ies）return（s）tonormal・Shouldanincreaseinaspartate  
aminotransftrase（AST）oralanineaminotransftrase（ALT）of3xtheupperlimitofnormal（ULN）or  
greaterperSist，withdrawalofGalvuStherapylSreCOmmended．   

Ga】vusshouldnotbeusedinpatientswithseverehepaticimpalrment．   

Cardiac failure 

ExpenenCeWithvildagliptintherapylnPatientswithcongestiveheartfailureofNewYorkHeart  
Association（NYHA）functionalclassI－IIislimitedandtherefbrevildagliptinshouldbeused  
Cautiouslyinthesepatients．ThereisnoexperlenCeOfvildagliptlnuSeinclinicaltrialsinpatientswith  
NYHAfunctionalclassIII－IVandtherefbreuseisnotrecommendedinthesepatients．   

Skin disorders 
Skinlesions，includingblisterlngandulcerationhavebeenreportedinextremitiesofmonkeysinnon－  
Clinicaltoxicologystudies（SeeSeCtion5・3）・AlthoughskinlesionswerenotobservedatanincraSed  
incidenceinclinicaltrials，therewaslimitedexpenenCeinpatientswithdiabeticskincomplicatlOnS．  
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Therefbre，inkeepingwithroutinecareofthediabeticpatient，mOnitoringfbrskindisorders，SuChas  
bljstenngorulceration，isrecommended．   

Excipients  
ThetabletscontainJactose．Patientswithrarehereditaryproblemsofgalactoseintolerance，theLapp  
lactasedeficiencyorglucose－galactosemalabsorptlOnShouldnottakethismedicinalproduct・   

4・5 InteractionwithothermedicinaJproductsandotherbrmsofinterac（ion   

Vildagliptinhasalowpotentialfbrinteractionswithco－administeredmedicinalproducts．Since  
vildagliptinisnotacytochromeP（CYP）450enzymesubstrateanddoesnotinhibitorinduceCYP  
450enzymes，itisnotlikelytointeractwithactivesubstancesthataresubstrates，inl1ibitorsorinducers  
Oftheseenzymes．   

CombinationwithDioElitazone．metfbrminand巳1vburide  

Resu］tsfromstudiesconductedwiththeseoralantidiabeticshaveshownnocZinicallyrelevant  
Pharmacokineticinteractions．   

DiEOXin（P巳pSubstrate）．warfarin（CYP2C9substratel  

ClinicalstudiesperfomledwithhealthysuqectshaveshownnoclinicallyreJevantpharmacokinetic  
interactions．However，thishasnotbeenestablishedinthetargetpopulation・   

CombinationwithamlodiDine．ramipril．valsartanorsimvastatin  

Drug－druglnteraCtionstudiesinhealthysu句ectswereconductedwithamlodipine，ram1Pril，Valsartan  
andsimvastatin．Inthesestudies，nOClinicallyrelevantpharmacokineticinteractionswereobserved  
afterco－administrationwithvildagliptln．   

Aswithotheroralantidiabeticmedicinalproductsthehypoglycaemicefftctofvildagliptlnmaybe  
reducedbycertainactivesubstanCeS，includingthiazides，COrticosteroids，thyroidproductsand  
Sympathomimetics．   

4・6 Pregnancyandlactation   

Therearenoadequatedata丘omtheuseOfvi1dagliptlninpregnantwomen．Studiesinanimalshave  
Shownreproductivetoxicityathighdoses（SeeSeCtion5，3）．ThepotentialriskfbrhumanSisunknown．  
Duetolackofhumandata，GalvuSShouldnotbeusedduringpregnanCy．   

Itisnotknownwhethervildagliptlnisexcretedinhumanbreastmilk．Animalstudieshaveshown  
excretionofvi1dagliptininmi1k．GalvuSShouldnotbeusedduringlactation．   

4．7 Effbctsonabilitytodriveandusemachines   

NostudiesontheefftctsontheabilitytOdriveandusemachineshavebeenperfbmled．Patientswho  
experiencedizzinessasanundesirableefftctshouldavoiddrivingvehiclesoruslngmaChines・   

4．8  Undesirablee批cb   

Safbtydatawereobtained斤omatotalof3，784patientsexposedtovildagliptinatadailydoseof  
50mg（OnCedaily）or100mg（50mgtwicedailyorlOOmgoncedai1y）incontrolledtrialsofatleast  
12weeksduration．Ofthesepatients，2，264patientsreceivedvildagliptinasmonotherapyand  
l，520patientsreceivedvildagliptlnincombinationwithanothermedicinalproduct・2，682patients  
WeretreatedwithvildagliptinlOOmgdaily（either50mgtwicedailyor100mgoncedaily）and  
l，102patientsweretreatedwithvildagliptin50mgoncedaiJy．   

Them毎orityofadversereactionsinthesetrialsweremildandtransient，nOtrequiringtreatment  
discontinuations．Noassociationwasfbundbetweenadversereactionsandage，ethnicity，durationof  

exposureordaiIydose．  
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RarecasesofangioedemahavebeenreportedonvildagliptlnataSimilarratetocontroIs．Agreater  
proportionof－caseswerereportedwhenvildagliptlnWaSadministeredincombinationwithan  
angiotensinconvertingenzymeinhibitor（ACE－lnhibitor）．Themqjorityofeventsweremildin  

SeVerityandresoIvedwithongoingvildagliptintreatment．   

AdversereactionsreportedinpatientswhoreceivedGalvusindouble－blindstudiesasmonotherapy  
andadd－OntherapleSarelistedbelowfbreachindicationbysystemorganclassandabsolute  
什equency．Frequenciesaredefinedasverycommon（≧1／10），COmmOn（≧1／100，＜l／10），unCOmmOn  
（≧l／l，000，＜l／100），rare（≧1／10，000to＜l／1，000），Veryrare（＜1／10，000），nOtknown（CannOtbe  
estimated丘omtheavailabledata）．Withineach丘equencygrouping，undesirableefftctsarepresented  
inorderofdecreaslngSeriousness．   

Combinationwithmetfbrmin  

lncontrolledclinicaltria］swiththecombinationofvildagliptinlOOmgdaily＋metfbrmin，nO  

WithdrawalduetoadversereactionswasreportedineitherthevildagliptinlOOmgdaily＋metfbmlin  
Ortheplacebo十metfbhnintreatmentgroups．   

lnclinicaltrials，theincidenceofhypoglycaemiawasuncommoninpatientsreceivlngvildagliptln  
lOOmgdailyincombinationwithmetfbrmin（1％）andinpatientsreceivingplacebo＋metformin  
（0．4％）．Noseverehypog】ycaemiceventswerereportedinthevi1dagliptinarms．   

Inclinicaltrials，WeightdidnotchangefrombaselinewhenvildagliptinlOOmgdailywasaddedto  
metfbrmin（＋0・2kgand－1・Okgfbrvi1dagliptinandplacebo，reSpeCtively）．   

Tablel AdversereactionsreportedinpatientswhoreceivedGalvuslOOmgdailyin  
COmbinationwithmetfbrminindouble－blindstudies（N＝208）  

Nerrvoussystemdisorders  

Common  Tremor  

Common  Headache  

Common  Dizziness  

Uncomrnon Fatigue  

Gastrointestinaldisorders  

Common  Nausea  

CombinationwithasulDhonYlurea  
Incontro11edclinicaltrialswiththecombinationofvi1dagliptin50mg＋asulphonylurea，theoverall  
incidenceofwithdrawalsduetoadversereactionswasO・6％inthevildagliptin50mg＋sulphonylurea  

VSO％intheplacebo＋sulphonylureatreatmentgroup・   

Inclinicaltrials，theincidenceofhypoglycaemiawhenvildagliptin50mgoncedailywasaddedto  
glimepiridewasl・2％versusO・6％fbrplacebo＋glimepiride．Noseverehypoglycaemiceventswere  
reportedinthevildagliptlnamlS・   

Inclinicaltrials，Weightdidnotchangefrombaselinewhenvildagliptin50mgdai1ywasaddedto  
glimepiride（－0．1kgand－0・4kgforvi1dagliptinandplacebo，reSpeCtively）．   

Table2  AdversereactionsreportedinpatientswhoreceivedGalvus50mglnCOmbination  
withasulphonylureaindouble－blindstudies（N＝170）  

In鮎ctionsandinttstations  

Very rare NasopharyngltlS  
Nervoussystemdisorders  

Commo．n  Tremor  

Common  Headache  
Common  Dizziness  
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Gastrointestinaldisorders  

Uncommon  ConstlPation  

GeneraJdisordersandadministration5iteconditions  
Common  Asthenia  

Combinationwithathiazo】idinedione  

lncontro11edclinicaltrialswiththecombinationofvildagliptinlOOmgdaily＋athiazoJidinedione，nO  
WithdrawalduetoadversereactionswasreportedineitherthevildagliptinlOOmgdai］y＋  
thiazolidinedioneortheplacebo＋thiazolidinedionetreatmentgroups・   

lnclinicaltrials，theincidenceofhypoglycaemiawasuncommoninpatientsrecelVlngVildagliptin＋  
pioglitazone（0・3％）butcommoninpatientsreceivinPIacebo＋pioglitazone（l・9％）・Nosevere  
hypoglycaemiceventswerereportedinthevildagliptlnarmS．   

Inthepioglitazoneadd－OnStudy，theabsoluteweightincreaseswithplacebo，Galvus100mgdaily  
Werel．4and2．7kg，reSpeCtiveJy．   

TheincidenceofperipheraloedemawhenvildagJiptinlOOmgdailywasaddedtoamaximumdoseof  
backgroundpioglitazone（45mgoncedaily）was7．0％，COmParedto2・5％forbackground  
P10glitazonealone．   

TabIe3  AdversereactionsreportedinpalientswhoreceivedGaJvus100mgdailyin  
COmbinationwithathiazolidinedioneindouble－blindstudies（N＝158）  

Nervoussystemdisorder  
Uncommon  Headache  
Uncommon  Asthenia  

Metabolism and nutrition disorders 
Common  Weight increase 

Vascu）ardisorders  
Common  Oedema  

Inaddition，incontro】1edmonotherapytrialswithvi1dagliptinlOOmgdaily，adversereactionsreported  
inpatientstreatedwithvildagliptlninexcessofthatinpatientsrecelVlngplaceboaredizziness，  
headache，Oedemaperipheral，COnStlpation，naSOPharyngitis，upperreSPlratOrytraCtinfbctionand  
arthralgia．Inthesetrials，theoverallincidenceofwithdrawalsduetoadversereactionswasnogreater  

forpatientstreatedwithvi1dagliptinatdosesoflOOmgdaily（0．3％）thanfbrplacebo（0．6％）or  
COmparatOrS（0．9％）．   

Incomparativecontrolledmonotherapystudies，hypoglycaemiawasuncommon，rePOrtedinO・4％（7  
0fl，855）ofpatientstreatedwithvi1dagliptinlOOmgdai1ycomparedtoO．2％（20fl，082）ofpatients  
inthegroupstreatedwithanactivecomparatororplacebo，withnoseriousorsevereeventsreported．   

Incontro］1edmonotherapytrialsofuptooneyearinduration，theincidenceofALTorASTelevations  
＞3xULN（Classinedaspresentonatleast2consecutivemeasurementsoratthe石nalon－treatment  
visit）wasO．3％，0．9％andO．3％fbrvi1dagliptin50mgoncedai1y，vi1dagliptinlOOmgdaiJy  

（administeredassingleanddivideddoses）andplacebo，reSpeCtively．Theseelevationsin  
transaminasesweregenerallyasymptomatic，nOn－prOgreSSiveinnatureandnotassociatedwith  
CholestasisorJaundice．   

Inclinicaltrials，Weightdidnotchange什ombaselinewhenvildagliptin100mgdailywas  
administeredasmonotherapy（－0．3kgand－1．3kgfbrvildagliptinandplacebo，reSpeCtive）y）．   

4．9  0Yerdose   

Infbrmationregardingoverdosewithvi1dagliptinislimited・  
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1nfbrmationonthelikelysymptomsofoverdosewastakenfromarisingdosetolerabiIitystudyin  
healthysu叫ectsglVenGalvusfbrlOdays・At400mg，therewerethreecasesofmusclepaln，and  
individualcasesofmildandtransientparaesthesia，ftver，Oedemaandatransientincreaseinlipase  
levels．At600mg，OneSubjectexperlenCedoedernaoftheftetandhands，andincreasesincreatine  

Phosphokinase（CPK），aSPartateaminotransftrase（AST），C－reaCtiveprotein（CRP）andmyoglobin  
levels．ThreeothersubjectsexperlenCedoedemaoftheftet，Withparaesthesiaintwocases．All  

symptomsandlaboratoryabnormalitiesresoIvedwithouttreatmentafterdiscontinuationofthestudy  
medicinalproduct．   

Mana巳ement  

Intheeventofanoverdose，SuPPOrtivemanagementisrecommended．VildagliptlnCannOtberemoved  
byhaemodialysis・However，themqiorhydroIysismetabolite（LAY151）canberemovedby  
haernOdialysIS・  

5． PHARMACOLOGICALPROPERTIES   

5．1 Pharmacodynamicproperties   

Pharmacotherapeuticgroup：Dipeptidylpeptidase4（DPP－4）inl1ibitors，ATCcode：AlOBHO2   

Vildagliptln，amemberoftheisletenhancerclass，isapotentandselectiveDPP－4inhibitor・   

Theadministra忙ionofvildagliptinresultsinarapidandcompleteinhibitionofDPP－4activity，  
resultinglnincreasedfastingandpostprandialendogenous1evelsoftheincretinhormonesGLP－1  
（glucagon－1ikepeptidel）andGIP（glucose－dependentinsulinotropicpolypeptide）・   

Byincreasingtheendogenouslevelsoftheseincretinhormones，Vildagliptinenhancesthesensitivity  
Ofbetace11stoglucose，reSultinglnimprovedglucose－dependentinsulinsecretion・Treatmentwith  
vi1dagliptin50－・100mgdai1ylnpatientswithtype2diabetessignincantlylmPrOVedmarkersofbeta  
cellfunctionincludingHOMA－β（HomeostasisModelAssessmenトβ），PrOinsulintoinsulinratioand  
measuresofbel［acellresponsiveness丘omthefrequently－Sampledmealtolerancetest・Innon－diabetic  
（normalglycaernic）individuals，vi1dagliptindoesnotstimulateinsulinsecretionorreduceglucose  
levels．   

Byincreasinge≡ndogenousGLP－】1evels，Vildagliptinalsoenhancesthesensitivityofalphacellsto  
glucose，reSultinglnmOreglucose－aPPrOprlateglucagonsecretion・   

Theenhancedincreaseintheinsulin／glucagonratioduringhyperglycaemiaduetoincreasedincretin  
horTnOnelevelsresultsinadecreaseinfastingandpostprandialhepaticglucoseproduction，1eadingto  
reducedglycaemia．   

TheknowneffbctofincreasedGLP－11evelsdelaylnggaStricemptylnglSnOtObservedwith  
Vildagliptlntreatment・   

Atotalof5，759patientswithtype2diabetesparticipatedin13double－blindplacebo－OraCtive－  
controlledclinicaltrialsofatleast12－Weeks’treatmentduration．Inthesestudies，VildagliptlnWaS  
administeredto3，784patientsatdai1ydosesof50mg（OnCedaily）or100mg（50mgtwicedailyor  
lOOmgoncedaily）．Thenumberofmaleandfimalepatientsreceivingvildagliptin50mgoncedaily  
or100mgdailywas2，069andl，715，reSPeCtively・ThenumberofpatientsrecelVlngVildagliptln  
50mgoncedailyorlOOmgdailywhowere≧65yearsofagewas664and12lofthepatientswere  
≧75yearsofage．1nthesetrials，VildagliptlnWaSadministeredasmonotherapyindrug－naTvepatients  
withtype2diabetesorincombinationinpatientsnotadequatelycontrolledbyotherantidiabetic  
medicinalprodluCtS・  
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Overall，VildagliptlnimprovedglycaemiccontroIwheng）VenaSmOnOtherapyorwhenusedin  
COmbinationwithmetformin，aSulphonylurea，andathiazolidinedione，aSmeaSuredbyclinica）1y  

relevantreductionsinHbAIcfrombaselineatstudyendpoint（seeTable4）．   

lnclinicaltrials，themagnitudeofHbAIcreductionswithvi】dagliptlnWaSgreaterinpatientswith  
higherbaselineHbAIc．   

lna52－Weekdouble－blindcontrolledtrial，Vildagliptin（100mg／day）reducedbaselineHbAIcby－1％  
COmParedto－1・6％fbrmetfbrmin（titratedto2g／day）statisticalnon－inftrioritywSnOtaChieved・  
PatientstreatedwithvildagliptlnrePOrtedsignincantlylowerincidencesofgastrolnteStinaladverse  
reactionsversusthosetreatedwithmetfbrmin．   

1na24－Weekdoub）e－blindcontrolledtrial，Vildagliptin（100mgday）wascomparedtorosiglitazone  
（8mgoncedai】y）．Meanreductionswere－1．20％withvildagliptinand－1．38％withrosigIitazonein  
patientswithmeanbaselineHbAIcOf8．7％．PatientsrecelVlngrOSiglitazoneexperiencedamean  
increaseinweight（＋1・6kg）whiJethosereceivingvi）dagliptinexperiencednoweightgain（－0．3kg）・  
Theincidenceofperipheraloedemawaslowerinthevi1dagliptlngrOupthanintherosiglitazonegroup  
（2．1％vs．4，l％respectively）．   

Table4  KeyemcacyresultsofviIdagIiptininpIacebo－COntrOlledmonotherapytria）sandin  
add－OIICOmbinationtherapytriaJs（PrimaryemCaCyITTpopulation）  

Monotherapypla亡ebo  

controlled studies 

Mean  Mean change Placebo－   
base）iJ］e n・Ombaselinein correctedmean  

HbAIc（％）  HbAIc（％）at changeinHbA】。  

Week24  （％）atweek24  

（95％CI）  

Study2301：Vildagliptin50mg  
twicedaily（N＝90）  

Study2301：VildagliptinlOOmg  
OnCedaily（N＝92）  

Study2384：Vildagliptin50mg  
twicedaily（N＝79）  

Study2384：VildagliptinlOOmg  
OnCedaily（N＝89）  

8．6  

8．4  

8．4  

8．3  

－0．5＊（－0．8，－0．1）   

－0．6＊（一0．9，－0．2）   

－0．7＊（－1．1，－0．4）   

－0．9＊（－1．2，－0．5）  

ー0．8  

－0．9  

－0．7  

－0．8  

＊p＜0．05fbrcomparisonversus  
placebo  

Add－On／Combinationstudies  
VildagliptinlOOmgdaily＋  
metformin（N＝143）  

Vildagliptin50mgdaily＋  
glimepiride（N＝132）  

Vildagliptin100mgdaily＋  
Pioglitazone（N＝136）  

－1．1＊（－1．4，－0．8）   

－0．6＊（－0．9，－0．4）   

－0．7＊（－0．9，－0．4）  

＊p＜0．05fbrcomparisonversus  
1acebo＋com  

5・2 PharmaCOkine（icproperties   

Absorption  
FollowlngOraladministrationinthefastingstate，Vildagliptlnisrapidlyabsorbed，withpeakplasma  
COnCentrationsobservedatl．7hours．Foodslightlydelaysthetimetopeakplasmaconcentrationto  
2．5hours，butdoesnotaltertheoverallexposure（AUC）．Administrationofvildagliptinwithfbod  

resultedinadecreasedCmax（19％）・However，themagnitudeofchangeisnotclinicallysignificant，SO  
thatGalvuscanbegivenwithorwithoutfood．Theabsolutebioavailabilityis85％．   

Distribution  
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