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Tab．2：ResponderaIlaJysesinthemonotherapystudies   

≧0．7％HbAIcreduction  ≧1．0％HbAIcreduction   HbAl。＜7％   

Resp． Ditt   p－   Resp． Di軋   p－  Resp． Di乱   p一   

rate  to  value  rate  to   Yalue  rate  to   value   
％  comtro   ％   comtro   ％  contro   

PrimaryefricacyITTpopulation（tTTp呼〟Latio〝jbrlstLL4y）  

Study2301（24weeksplacebo－COJltrOlledmonotherapy）  

42．7％ 17．2％  0．011  

39．3％ 13．8％ 0．046  

40．2％ 14．7％  0．033  

25．5％  

47．1％  9．9％  0．160  

54．4％ 17．2％  0．019  

56．5％ 19．3％  0．008  

37．2％  

Vilda50mgqd 59・6％18・l％ 0・01l  

Vilda50mg  65．6％ 24．1％ 0・001  

bid  

VildalOOmg  66・3％ 24・8％ ＜0・001  

qd  
placebo  41・5％  

Study2384（24weeksplacebo－COntrOlledmotIOtherapy）  

◎EMEA2007   16／34  



≧0．7％HbAl。reduction  ≧1．0％HbAl。reduetion   HbAl。＜7％   

Resp・ Di托   p－   Resp． Dift   p一   Resp． Ditt   p－   
rate  to  value  rate  to  value  rate  to   value   

％  con圧0   ％   contro   ％   contro   

d  

54．4％ 20．3％  0．008  45．6％ 2l．7％  0．003  30．4％ 16．8％  0．009   

57．3％ 23．2％  0．002  50．6％ 26．7％ ＜0．001  39．1％ 25．5％ ＜0．00l   

34．1％   23．9％   13．6％   

Vilda50mgq  

Vilda50mg  
bid  

VildalOOmg  

qd  
Placebo  

Study2309螢（24weekdata（notendpoint），aCtive－COntrOlIedmonotherapy）  

Study2327（24weeksaetive－COntrOlledmonotherapy）  

いJし・〟／．〃・l．・J仇J／し＼ハ  

Fastingplasmaglucose：Therewerereductions什ombaselineinFPGwithvildagliptlninallstudies，  
ranglngfrom－0．8to－1．3mmol几．  
Fastinglipids：Comparedtoplaceboandmetfbrmin，thereweremodestimprovementsthatwerenot  
generally statistically significant. 
Bodyweight：Changesinbodyweight什ombaselinewithvildagliptlntreatmentrangedfrom－l．80kg  
to－0．02kgacrossstudiesanddoses．Norelevantchangeswerefbundcomparedtoplacebo．   

．ヾJ槻川．J′・＝イ仙＝伸伸一J／…・叶‥J川／い  
Themonotherapystudiesincludedpatientswithcharacteristicbase）inedatafbrT2DMwitharather  
Shortdurationofthedisea5e．Vildagliptintherapyfbr24weekresultedinareductionofHbAIc（～1％）  
（Fig．1）andFPG（～lmmol／1）・VildagliptinwasstatisticalIyinftriortometfbrminlOOOmgbidand  

maybeclinicalLy，althoughnotstatistically，inftriortorosiglitazone8mgqd（CIfbrdiffttence  
betweentreatments－0．OltoO．39，nOn－infbrioritymarginO・40，ITTpopulation）．ForHbAIcresultsin  

thePPpopulation，theupperlimitofthecon石denceintervalofthedifftrencebetweenvildagliptlnand  
rosiglitazoneexceededthepre－definednon－inferioritymarginofO．4％．Atpresenttherearenodata  
COmParlngVildagliptlnandSU，thisisaddressedasapostauthorisationfbllow－uPmeaSure・  

VildagliptlntreatmentWaSlargelylipidandweightneutral・Therewereindicationsofimprovements  
inarkersofbetacellfunctionincludingHOMA－b（HomeostasisModelAssessment」）），PrOinsulin  

tolnSulinratioandmeasuresofbetacellresponsivenessfromthefrequently－SamPledmealtolerance  
test．However，束nthephaseIIIstudiestheefftctsonbeta－Cellfhnctionwerenotconsistentacross  
Studiesanddependedontheparameterstested・   

A〟－0〝CO椚占∫〃αJわ〃J毎r〟〝V5・J〟d7e∫   

Alltrialsfbllowedthesamegeneralrandomized，double－blind，Para11el－grOuP，multicenterstudy  
design，VarylngOnlyindurationoftherun－inandtreatmentperiod．   

METHODS  

・Ⅵ仇／lハJ′・／／し小一′小  

PatientswithT2DMwhoseglycaemiccontroIwasnotachieveddespltetreatmentWeretreatedfbr≧3  
monthswithanti－diabeticdrugsandhadnotachievedadequateglycaemiccontrol．Theinitial  
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COmbinationtherapystudy（2355）wasperfbrmedindrug－naivepatientswithT2DM（Withnooronly  
minimalpriortreatment）・  

Patientswere18－80yearsold（18－78instudy2303），hadaBMlbetween22and45kg／m2andan  
HbAIcof7．5－11％．  

ダ〟rJ如r′〃CJ〟∫わ〃CJ■′JerJα．・  

Study2303：Patientsonastab】edoseofatleast1500mgmetfbrmindailyfbraminimumof4weeks  
pr】OrtOfirstvisitl．Foramaximumtolerateddoseofmetfbrmin＜2000mgdaily，eitheranattemptto  
reachhigherdosesinthepastwasdemonstratedorastartwithahigherdoseatthebegirullngOfthe  
trialwasperformed・Thedoseofmetfbrminusedatrandomizationhadtobemaintainedunchanged  
throughoutthetrial．  
Study2304：PatientsonaTZDfbratleast3monthsdemonstratingatherapeuticresponsebya  
decreaseinHbAJcOf≧0・5％oradecreaseinFPGof≧30mg／dL．Eligiblepatientswereplacedon  
PlOglitazone45mgqdandrandomized4weekslater・A12－Weekpre－Studyperiodwasofftredto  
eligiblepatientsinwhichtheyreceivedopen－IabelplOglitazoneataminimumdoseof30mg．  
Study2305：Patientsonasu）fbnylureaforatleast3monthsandatastabledose（atleast7．5mg  
gJyburideqd，7．5mgglipizideqd，Or2mgglimepirideqd）fbraminimumoffburweekspriortofirst  
visit．Priorsulfbnylureamonotherapywasswitchedtoglimepiride4mgqdandcou】dbereducedto2  
mgqdaccordingtospec浦cguidelines・Patientswereofftredapre－Studyperiodinwhichtheycould  
receiveopen－Jabelglimepiride2mgto4mgqd．Patientspreviouslytreatedwithlowdose  
SuJfonylureamonotherapywereofftreda4－Weekpre－Studyperiod．PatientspreviouslyrecelV】ng  
COmbinationtherapywithasulfonylureaandmetforminwereofftredan8－Weekpre－Studyperiod・  
Study2311：PatientstreatedwithinsuIinforatleast3months，andatleast30Unitsofinsulinperday  
foraminimumof4weekspriortofirstvisit．TheinsulindosecouldbereducedfbrsafbtyreasonS・  
Additionally，thedailydoseofinsulincouldbereducedasclinicallyindicatedbutupwardaqjustments  
shouldnotexceed25％ofthebaselineinsulindose．   

NostudiescomparlngVildagliptinadd－OntOmetforminwithotheradd－OntherapleSWereincludedin  
theapplication．   

Overal】，patientsinstudy2303and2305wererepresentativeofthetargetpopulation．The  
requlrementSfbrmetformindosewasconsideredtobeadequate．Therequiredglimepiridedosewas  
COnSideredasratherJowandthereforesomeconcemsremainedaboutwhetherthesepatientsrepresent  
trueSUfailures．  

Thedesignofstudy2355invoIvedinitialcombinationtherapy，Whichisnotinaccordancewith  
Currenttherapeuticguidelines，andthuswasconsideredasonlysupportive．   

〃〃l小壷J．ヾ  

TheprlmaryefncacyparameterwasHbAIc．Thesecondaryefncacyparameterswereingeneralthe  
SameaSinthemonotherapystudies．  

RESULTS  

Theproportionofpatientscompletingthestudieswereconsideredasratherhigh．Asexpectedthe  
PrOPOrtionsofpatientswithdrawingbecauseofunsatisfactorytherapeuticefftctwerehigherinthe  
placebocomparedtothevildagliptlngrOuPS．  

βα！e／わ7e（わJα  

ThemeanbaselineHbAIcofpatientsacrossstudiesandgroupswas8．3％－8．7％，Withmeanbaseline  
FPGvaIuesrangingfrom9．OtolO．9mmol几．Themeandurationofdiabeteswas5to8yearsinthe3  
Studiesconductedasonadd－OntOOralagents，andlongerintheadd－OntOinsulinstudy（14to15  
years）．Overall，baselinecharacteristicswerewellmatchedbetweentreatmentgroupswithinthestudies  
andweretypicalfbrT2DMpopulations．  

（フ〟Jco椚e∫  
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inHbAl。frombaselineatWeek24  

Baseline  

HbAl。  

（％）   

mean  

（SE）   

Change  Diffbrence  

imHbAl。（％）  to   

adj．mean comparator   

（SE）  mean（SE）  
p－  

95％CI Ya】ue  N  

PrimaryefficaeyITTpopu］ation qTTp叩〟latioflJbTIstu4y）  

Study2303（24weeks，Placebo－COntrOIIedadd－OnCOmbination）  

Vilda50mgqd＋met 143   

Vilda50mgbjd＋met 143   

Placebo＋met  130  

8．38  
（0．08）  

8．38  
（0．09）  

8．30  
（0．08）  

ー0．51（0．10） －0，73（0．14）   

－0，88（0．10） －l．10（0．14）   

＋0．23（0．10）  

（－1．00，－  ＜0．001  

0．47）  ＊  

（－1．37，－  ＜0．001  

0．84）  ＊  

Study2304（24weeks，Placebo－COntrOlledadd－OnCOmbination）  

vi1da50mgqd＋plO 124   8・62  

（0．09）  

vi1da50mgbid＋plO 136   8・69  

（0，11）  

Placebo＋plO  138   8・72  

（0．10）  

ー0．76（0．10） －0．46（0．14）   

－0．97（0．10） －0．67（0．14）   

－0．30（0．10）  

（－0．73，－  0．001＊  

0，19）  

（－0．94，－  ＜0．001  

0．40）  ＊  

Study2305（24weeks，placebo－COntrOJIedadd－OnCOmbination）  

Vilda50mgqd＋glim 132   8・53  

（0．08）  

Vilda50mgbid＋glim 132   8・55  

（0．09）  

placebo＋glim  144   8・53  

（0．08）  

－0．58（0．10） －0．64（0．13）   

－0．63（0．09） －0．70（0．13）   

＋0．07（0．09）  

（－0．90，－  ＜0．001  

0．39）  ＊  

（－0．95，－  ＜0．001  

0．44）  ＊  

Study2311（24weeks，PIaeebo－COntrOlledadd－OnCOmbination）  

vi1da50mgbid＋  125   8・52  －0・51（0・09） －0・27（0・12） （－0・51，－  0・022  

insulin  （0．09）  0．04）  

Placebo＋insuLlin  131   8・54  －0・24（0・09）  

（0．09）  

Study2355旨（24weeks，aCtive－COntrOlledinitiaI  
COmbination）  

－l．67（0．09）－0．26b（0．13）（－0．5ト   0．039  

0．01）  

－l，93（0．09） －0．55a（0．13） （－0．80，－  ＜0．001  

0．29）  

－l．08（0．09）  

－l．39（0．09）  

vi1da50mgqd＋plO  
15  

vi1dalOOmgqd＋plO  
30  

VildalOOmgqd＋  
placebo  

Placebo＋pio30  

139  8．7（i  

（0，08）  

146  8．77  
（0．09）  

150  8．61  
（0．08）  

157  8．69  
（0．08）  

a＝VS．Placebo＋pio30mgqd（lOobject・），VS・Vilda100mgqd＋placebo（200叫ect．），diffwas－0・82，  

P＜0・00l  

b＝VS．Placebo＋pio30mgqd（200qeCt．）（usingseparateANCOVAmodelwithslightlydiff．value  
Ofaqj．means）  

＊statisticallysLgn浦cantat5％1evetaccordingtotheHochbergstep－uPPrOCedure  

Fig．2：ChangeofmeanHbAIcover24weeksinadd－OneOmbinationstudies  
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TheadditionofvildagliptinresultedinstatisticallysignincantdecreasesinHbAIc（Tab．3，Fig．2）．  
Efncacywasgreaterwithvi1dagliptin50mgbidcomparedto50mgqdfbrthecombinationswith  
metfbrminandpioglitazone・However，inthepopulationconsistlngOfpatientsinadequatelycontrolled  
OnSulfbnylureatherapy，thedose－dependencywaslessevident・The50mgqddoseofvildagliptlnWaS  
nottestedincombinationwithinsu】in．  

Theresultsinthefu11ITTpopulation（ifdifftrent什omprimaryITTpopulation）didnotdifftrfrom  
theresultsintheprlmaryefficacy7TTpopulationinanyclinical1ysign浦cantmanner．  
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Tab．4：Responderanalysesfbrtheadd－OnCOmbinationstudies   

≧0．7％HbAl。   ≧1．0％HbAl。   HbAl。＜7％   

reduction   reduction   

Resp． Di軋   p－  Resp Di軋   p一  Resp． Di比   p－   
rate  to   vaIue   to   value  rate  to   value   
％  contro   rate  contro   ％  contro   

％  1   

PrimaryemcacyITTpopuJation（tTTp叫）〟LbtLo〝jbrlstLL¢，）  

Study2303（24weeks，placebo－COntrOlledadd－OnCOmbination）  

Vi］da50qd十met  46・2％ 26・2％ ＜0・001   

vilda50bid＋met  60．1％ 40．1％ ＜0．001   

Placebo＋met  20・0％  

50．8 17．7％ ＜0．00   

％  1  

44．1 3l．0％ ＜0．00  

％  1  

13．1  

％  

27．0％  

35．5％  

9．4％  

0
 
 
 
 
0
 
 

0
 
 
 
 
0
 
 

0
 
 
 
 
0
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＜
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Study2304（24weeks，placebo－COntrOIledadd－OnCOmbination）  

vilda50qd＋pio  54・0％15．6％ 0．011   

Vilda50bid＋pio  68．4％ 30．0％ ＜0．001   

placebo＋p10  38・4％  

47．6 19．3％ 0．001  

％  

56．6 2臥3％ ＜0．00  

％  1  

28．3  
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Study2305（24weeks，Placebo－COntrOlledadd－OnCOmbination）  

Vilda50qd＋glim 47・0％ 27・6％ ＜0．001   

Vilda50bid＋g）im 50．8％ 3l．4％ ＜0．001   

placebo＋glim   19・4％  

33．3  2l．5％ ＜0．00   

％  1  

40．2  28．4％ ＜0．00  

％  1  
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Study2311（24weeks，placebo－COntrOlledadd－OnCOmbination）  

Study2355§（24weeks，aCtive－COntrOlledinitialcombination）  

牟theprimaryefficacylTTandITTpopulationsareidentical（noHbAIcaSSayissue）  
a＝COmparedtoplacebo＋pio30mgqd  

．レJしイ／／l′′こl、．J′叫l・・ヾし・・、－  

C］inicallysignificantreductionsofFPGwereachievedwiththe50mgbiddosing．  
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Asinthemonotherapystudiesvildag】iptlnWaSlargelylipidneutral・  

Whenaddedtometformin，Vildagliptindose－dependentlylnCreaSedweightuptol・24kgonaverage  
comparedtometfbrminalone．butthecombinedeffectofmetfbminandvildagliptinonweight  
comparedtobaselinevalueswaslargelyweight－neutral・Simi1arly，Whenvildagliptlnat50mgperday  
WaSaddedtoglimepiride，WeightincreチSedonlyslightly（＋・31kg）comparedtomonotherapy，andthe  
combinedeffectofaSUandvi1dagliptlnOnWeightcomparedtobaselinevaluesisconsideredtobe  
weight－neutral．Vildagliptlninthecombinationwithpioglitazoneresultedinadose－dependent  
increaseinweightupto2・69kgcomparedtotheefftctofpioglitazonealone（l・41kg）   

・ヾ…′〃り誹二、＝′抽…lんト仙・・州／、／肘′川、′∫′し／／ハ  

Theadd－Ontherapystudiesincludedpatientswithinadequateglucosecontrolonmonotherapywith  
metformin，SU，TZDorinsulin・Add－OntherapywithvildagliptlnreSultedinclinical1yandstatistically  
significantreductionsofHbAIc（meanreductions斤ombaselineofO・51，0・97％onthe50mgbid  
dose）andFPG（meanreductionsofO・44－1・13mmoln）comparedtoplaceboinallstudies・TheHbAIc  
reductioninstudy2305（COmbinationwithglimepiride）waslesspronouncedcomparedtootheradd－  
onstudies．However，thereductioninHbAIcwassignificantlylargercomparedtoplaceboandcanbe  
consideredasclinical1yrelevant・  
VildagliptlnWaSlargetyweightneutralincombinationwithmetfbrminandSU，butthecombination  
Withpioglitazoneresultedinadose－dependentincreasein 

． 

welldocumented．Thisisaddressedasapostauthorisationfbllow－uPmeaSure・   

TheadditionofvildagliptlntOinsulintherapyresultedinalargerreductioninHbAIccomparedto  
placebo・However，theCHMPhadconcems，WhetheradifftrenceofO・27％wouldbeclinically  
meaningfu1・EventhoughtheresultsintheelderlypopulationweてemOreprOnOunCed（－0・70％），the  
numberofelderlypatientswastoosma11todrawreliableconcluslOnS，andfurthermechanisticand  
clinicalstudiesareneededtosupportthesenndings・Theapplicanttherefbrewithdrewtheindication  
fbrthecombinationwithinsulin，aSClaimedinitially，duringtheevaluationoftheMAA・   

叶し・し血／／㍉仙ん′いノハ、   

Two－hundredthirtyeightpatientsolderthan65and41patientsolderthan75yearshavebeentreated  
withtherecommendeddoseofvildagliptlnaSmOnOtherapyinthepnmaryITTpopulation・The  
reductioninHbAIcwassomewhatsmallerinpatientsolderthan75years，butthenumberofpatients  
waslimited．  

Non－Obesepatientsrespondedbettertovildagliptinthanobesepatients・Thisdifftrenceinefncacy  
may，atleastpartly，beexplainedbyincreasedinsulinresistanceinobeses叫ectsandmaynotbeof  

clinicalrelevance．  
TheemcacylnmalepatientswaslargercomparedtothatinftmalesandtheefncacyinblackpeOple  
wassmallercomparedtothatinCaucasiansandHispanics・Thereisnoevidentexplanationtothese  
difftrencesinefncacy・However，ameandifftrenceofO・2％betweenmenandwomenmaynotbeof  
clinicalrelevance．Furthermore，nOClinica11yrelevantdifftrencesinthepharmacokineticsof  
vildagliptinhavebeenobservedbetweenmaleandfbmalehealthysuqectsorduetoethnicity・   

Theefficacyofvi1dagliptlninpatientswithmildrenalinsufnciencyislargelysimi1artothatin  
patientswithnormalrenalfunction・Thelimitednumberofsuqectswithmoderaterenalimpalrment  
thatweretreatedwithvildagliptin50mgbidhadsimilarreductioninHbAIc（－0・90％）comparedto  
subjectswithnomlalormildrenalinsufficiency・MoredataisneededbefbrevildagliptlnCanbe  
recommendedinpatientswithmoderaterena）insufficiency・   

VildagliptlnSubgroupsofpatientswithpre－eXistingCHFalsohadadecreaseinHbAIcatthestudy  
endpoint・＝owever，Cautionhastobeexercisedininterpretlngefncacylnthissubgroupduetothelow  

Patientnumbers・   

上0〃g一／gr明方椚些〔γ止血  
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Concem！ng］ong－term e用cacy datafbrvildagliptln，reSu】ts havebeen providedfromone52week  
Study（metfbrmin－COntrOlled，mOnOtherapy，Study2309）andone40weekextensionstudyfbllowinga  

12weekcorestudy（add－Ontherapytometfbrmin，Study2204），bothdesignedtoshowefricacyoverl  
year（Fig．3）．Theproportionofcompletersafter52weeksinthemonotherapystudywas72％of780  
randomisedpatientsandthusthisstudyprovidelyearefficacydatafbrviIdagliptlnaSmOnOtherapyln  
asubstantialgroupofpatients．Theresultsachievedafter24weeksinthisstudywerelesspronounced  
attheweek52fblIow－uP，butstillclinicallyrelevant（meanreductionofHbAIc＝0．96％）．   

Fig・3MeanHbAIcovertimeinloJtg－termCOntrOl）edstudies（lyear）（monotherapyandadd－On  

tomethrmin）  
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During the MAA procedure，data has been provided丘om alyear extension ofthe52week  

monotherapystudy（2309El）．At2years，al．0％reductioninHbAIcWaSObservedinthevildagliptin  

50rngbidtreatmentgroupcomparedtoal・5％reductioninthemetfbrmin1000mgbidtreatment  
group（Tab・2，Fig・4）・However，thedurabilityoftheefncacyofvildagliptinwil）beformallyassessed  
inan ongoing appropriately powered time to failure analysisintended to assess sustainabilityof  
glycaemiccontrol．   

Tab・5：ChangeinHbAIc（％）frombaseIinetoendpoint（ITTandextensionITTpopulations；  

LOCF）afterlyear（2309）andaf（eranadditiona）1yeareXtenSion（2309El）  
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Mean  
di什brenceto  

Met 1OOO mg 
bid（SE）  

Adjusted  
meanchange   

（SE）  

BaseliIle  

n  mean（SE）  95％CI  Treatment  

vilda50mgbid  511   8．71（0．05）  ，0．96（0．07）   0．48（0．10） （0・28，0・67）  

met l000 mg bjdd 249   8・75（0・07）   －1・44（0・09）  

2309El  

Vilda 50 mg bitl 243   8・43（0・06）  －0・98（0・09）   0・51（0・13） （0・25，0・78）  

MetlOOOmgbid  136  8・78（0・09）   －1・49（0・12）  

Endpointisthefinalavailablepost－randomizationassessmentuptothelastregularscheduledvisit  
（2309）orthelastavailablepost－Week52assessmentbefbreoratthestartofrescuemedicationorup  
tothelastregularscheduledvisitfbrpatientsnotonrescuemedication（2309El）・  

nisthenumberofpatientswithobservationsatbothcorebaselineandcorestudyendpoint（2309）or  
atbothcorebas・elineandextensionstudyendpoint（2309El）．  

Fig．4：MeanHbAIcovertimeinlong－termCOntrOIIedstudyover2years（monotherapy，  
COmParedtometbrmin，Study2309El）  
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Long－termefficacydatafbrvildagliptlnaSadd－OntherapylSmOrelimited・Only32patientstreated  
withvi1dagliptlnPlusmetfbrmincompletedtheextensionstudyandthesepatientswerenottreated  
withtherecommendeddose50mgbid．Long－termeXtenSionstudiesareon－gOlngandtheApplicant  
hascommittedl［oprovideresultsasFUM・  

Clinicalsafety   

・ Patientexposure   

Safetydatawasobtainedfrom3784patientswithT2DMinphaseIIorIIltrialsof≧12weeks  
treatmentduratjon，With2264patientsrecelVlngVildagliptlnaSmOnOtherapyand1520patients  
rece）VlngVildagliptlnincombinationwithanothermedicinalproduct・ThetargetdoseoflOOmg  
vildagliptlnWaSglVentO2682patients・274patientshavebeenexposedtovildagliptinfor≧52weeks  
asmonotherapywhichisconsideredassufficientaccordingtoguidelines・  
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OveralJ，theratiosofcompletersweresufficientlyhighthroughoutstudies．Thenumberofpatients  
discontinuingduetoadverseeventsdidnotdi穐rbetweenvildagliptlnandplacebogroupsexceptfbr  
anincreasedproportioninthevildagliptm＋insuIingroupcomparedtoplacebo＋insulingroupdueto  
gastrointestinalsideefftcts．   

●  Adverseevents   

．一日l・l・′・．、l・し・、川／．ヾ血J′…〝′血・′叩ミ＝J抽／／し・・ヾ  

Theoveral＝ncidencesofAEsinthethreevildagliptindosinggroupsinthemonotherapystudieswere  
Iargelycomparabletothoseintheplacebogroups．Adversedrugreactionsreportedatanincreased  
frequencycomparedtoplaceboinc）udeddizziness，headache，Peripheraloedema，COnStlpation，  
nasopharyngltlS，uPperreSP］ratOrytraCtinfectionandarthralgia．  
Severeeventsinthevildagliptin50mgbidgroupweredrivenbyinftctionsandinfbstations  
（influenza，bronchitis，naSOpharyngitis），OCCurringinl．4％ofpatientsversusO・3％onp】acebo，and  
nervOuSSyStemdisorders（0．9％ofpatients）versusO・6％onplacebo．   

d（んer∫egVe〃わ∫〃CO椚占加αJわ〃∫J〟de∫  

AdversedrugreactionsreportedinpatientswhoreceivedGalvuslOOmglnCOmbinationwith  
metfbrmin（n＝208）includedtremor，headache，dizziness，fatigueandnausea．  

Tremor，headache，dizziness，aSthenia，naSOpharyngltlSandconstlPationweremorecommonwhen  
glimepiridewascombinedwithvildagliptin（n＝170）comparedtoplacebo．  
Whenvildagliptin100mgwascombinedwithpioglitazone45mgdai1y（n＝158），the什equencyof  
Peripheraloedemawashighercomparedtopioglitazoneplusplacebo（7．0％versus2．5％），andthe  
absoJuteweightincreaseswithplacebo，Galvus50mgdai1yandGalvuslOOmgdailywerel．4，1，5and  
2．7kg，reSPeCtively．Headacheandastheniawerealsomorecommonthanwithplacebo．Theincidence  
OfoedemawhenvildagliptinlOOmgwascombinedwithpioglitazone30mgdailyasdualinitial  
therapyindrugnaTvepatientswashoweverlessthanforpioglitazonealone（6．1％vs9．3％）．  
TheapplicanthascommitedtofurthercharaCterizethecardiacsafbtyofthecombinationof  
vi1dagliptlnandTZDasapostauthorisationfo1low－uPmeaSure．  

Intheclinicalpharmacologystudiestheadverseeventsdidnotdifftrfromthoseseenintheclinical  
trials．Withhighdosesofvildagliptin（400mgand600mg），Peripheraloedema，paininextremities，  
myalgiaandparesthesiaemergedasdose－dependentAEs・   

加gわe滋椚α  

RarecasesofangioedemahavebeenreportedonvildagliptlnataSimilarratetocontroIs・Thesecases  
appearmorefrequentwhenvi1dagliptlnisadministeredincombinationwithanACEl，Angioedema  
wi11befbllowedaspartoftargetedpost－marketingactivities．lnfbrmationconcernlngangioedemais  
includedinsection4．80ftheSPC．  

Cα化ガαCαdl／gr∫eeVe〝ね  

Sinceearlystudieshadshownsuddendeathsindogsathighdosesofvi1dagliptln，andalatertelemetry  
Studyin dogs had shown an efftctoncardiac conduction atpeakconcentrations ofhighdoses of  
vi1dagliptin，SpeCialfocuswasplacedonthepotentialfbrconductiondisturbancesinhumansu切ects・  
ECG measurements during exposure to high dosesin healthy volunteers sllOWed no efftct of  
VildagliptinonQT／QTcorQRSintervalswithdosesfromlOOmgdailyupto400mg・Intheclinical  
Studies，therewasahigherincidenceof丘rstdegreeAVblockinpatientstreatedwithvildagliptlnaS  
de爪nedbytheproportionofpatientswithPR＞200msec・Am年iorityofthepatientswith石rstdegree  
AVblockhadonlymoderatelyincreasedPRlengths．Atthisstagetheassociationbetweenvildagliptln  
andfirstdegreeAVbIockcanbeneitherconfirmednorexcluded・Conductiondisorderandcardiac  
events of hypoxic and／orischemic orlglnwi11be evaluated as part oftargeted post－marketing  
actlVltleS．   

伽ogケc（7e∽ね  

Inthemonotherapystudiesthenumberofpatientswithhypoglycaemiceventswaslowinalltreatment  
groups．However，theproportionofpatientswhoreportedhypoglycaemiceventsinthevildagliptln  
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groupswashigherwithvildagliptinmonotherapy（0・4％onvildagliptin100mgdaily）ascomparedto  
Placebo（0％），but similar compared to some active controIs（0・4％in both the metfbrmin and  
rosiglitazonegroupsandO％inthepioglitazonegroup）   

Withtheexcep－tlOnOfvildagIiptlnPlusinsulincombination，thiswasalsothecasewithvildagliptln  

add－Ontherapylnparticular，theproportionofhypoglycaemiceventsinthevi1dagliptlnPlus  

glirnepiridegroupwashigherinadose－dependentmannercomparedtoplaceboplusglimepiride．  
Becausetherewasalsonoadditionalefficacydemonstratedfbrvildagliptin100mgdailyIn  
COmbinationwjthglimepiride，alimitationofthedoseofvildaglipt］ntO50mgoncedai1yistherefbre  

recommendedlbrthisindicatior），aSdescribedintheSPC．   

Noseverehypoglycaemiceventswerereportedonvildag）iptln．   

放∫〃ゐor（ねr∫  

Duetothefindjingsofskjnlesionsinmonkeys，theApplicanthasperformedareviewofreportedskin  
disordersintheclinica】studyprogramfbrvildagliptin・Overa11，thecaseswereratherftwandofmild  

SeVerlty．Then10Stftequentlyreporteddisorderswerethoseofrashandrash－relatedevents・However，  
rash－relateddisorderswerenotsimilartotheskinlesionsobservedinthemonkeytoxicitystudy．  

Adverseeventssuchasskinlesions，blisterandskinu】cercouldpotentiallyprovidetheclosestclinical  

COrrelationtothetypeSOflesionsobservedinthemonkeystudy・Theincidenceratesofselectedskin－  
relatedevents（blister，Skinlesion，eXfbliation，ulceranddiabeticfbotcomplications）observedfbr  

Vildagliptin50rngQDand100mgdailyweresimi1artotheplaceboincidence・Theredidnotseemto  
bearelationshipbetweenthevildagliptindoseandskinevents・  
Toalertprescriberstonoticepotentialskindisordersandtoprovideinfbrmationconcern1ngthe  
limitedexperienceinpatientswithskincomplications，aWaminghasbeenincludedinSPCsection  
4．4．Skineventswi11bepartoftargetedpost－marketingactivities   

OJ力erクOJ印ぬJrf∫b  

Potentialrisksassociatedwithvildagliptinduetohypotheticalmechanisticconsiderationsornon  
Clinicalfindingsincludeinfbctions，muSCleevents，gaStrOintestinalhaemorrhageandsevere  
hypoglycaemia・Thesepotentialriskswi11bemonitoredinthePSURsand／orintheplannedpost  
authorisationsaf叫Study（angioedema，fbotulcer，hepatictoxicity，Seriousinftctions，  
hypoxic／ischemiccardiacevents，peripheraIoedema）・   

●  Seriousadverseeventsanddeaths   

SAEwereuncommoninallstudiesandtherewasnoclusterlngOfspecincadventsassociatedwith  
vi1dagliptlntreatment・lntotal，includingongolngStudies，therewere50SAEswithanoutcomeof  
death．Ofthesecases，26（6fbmaleand20male）patientswereexposedtovi1dagliptinmono－Oradd－  

OnCOmbinationtherapy．A11260fthesecaseswereconsiderednotsuspectedtoberelatedtostudy  
drug．Thecausesofdeathincludedavarietyofdif詣rentconditionsandwerelargelysimilarinpatients  
treatedwithvildagliptlnandinpatientsinothertreatmentgroups・  

・ Safヒtyinspecialpopulations   

Gender：  

lnbothmonotherapyandadd－OnStudiestheovera11AEratesinfbmaleswerehigherthaninmales  
whichwasnotl：hecaseintheplacebogroups．Thereisnoevidentexplanationtothisdif托rence．The  
applicanthascommittedtomonitorthisaspartasroutinepharmacovlgilanceacivities・   

Elderly＝  
Elderlypatients・，inparticularthosewithmoderaterenaldysfunction，haveanotablyhigherincidence  
ofAEsrelativetocardiacdisordersandeyedisordersalthoughcautionisneededininterpretationof  
thesedifftrenceduetothelowpatientnumbersinthisrenalcategory・Safヒtydataregardingthis  

POPulationwillbemonitoredspeciflcally・  
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RenaJlnsufriciency：  
Thenumberofsu句ectswithMDRDestimatedrenalimpalrmentfbrthemonotherapyandadd－On  
therapydatasetswas1870patients．Ofthese198vildagliptlnrtreatedpatientshadmoderaterenal  
impalrmentinbothdatasetscombined．Inthemonotherapystudiestherewereindicationsofan  
increasedincidenceofoveral1AEandofgastrointestinalandnervoussystemdisordersinpatientswith  
moderaterenalinsufnciency．Concernlngtheadd－OnStudies，thereweretoofbwpatientswith  
moderaterenalimpairmentineachtreatmentgroupfbranadequateevaluationofsafヒty．However，the  
OVerallincidenceofAEinpatientswithmoderaterenalimpalrmenttendedtobehigherwhen  
vi1dagliptlnWaSCOmbinedwithmetfbrminandpioglitazonecomparedtoplacebo．Untilmoredatain  
thispatientgroupISaVai1able，VildagliptinshouIdnotberecommendedtopatientswithmoderateand  
SeVererenalimpairment（mentionedintheSPCinsection4．2aswellas4．4）．TheApplicantwill，aSa  
FUM，PrOvideadditionalinfbrmationinpatientswithmoderateandsevererenalfhilure．   

CongestiveHeartFailure：  
Alimitationofthevildagliptindatabaseisthatcardiacfunctionwasnotproactivelyassessedat  
baseline；thereforethepatientswereonlycategorizedashavingCHFiftheyvolunteeredthis  
infbrmationaspartofthebaselinepastmedicalhistory．Furthermore，Patientswithheartfailure  
NYHAHI－TVwerelargelyexcluded丘omtheclinicalstudies．Upontheconcemsexpressedbythe  
CHMP，theapplicanthasidentified43patientswithaCHFhistorytreatedwithvildagliptlninthe  
CurrentmOnOtherapyandadd－Ondatasets．Inaddition，Cardiovascularsafbtydatafromadditional19  
patientswithCHFtreatedwithvildagliptin100mgdaily什omanongolngStudyhasbecomeavailable・  
Inaddition，apOPulationwithpossiblesystolicdysfunction（CHFhistoryatbaseline，myOCardial  
infarctionhistory，Cardiacbypasssurgeryhistory，ECG貞ndingindicativeofmyocardialinfarction，  
treatmentwitheitherdigoxin／digitoxin，treatmentwithacombinationofarenin－ang10tenSion－SyStem  
blockingagentandaloopdiuretic）andhighcardiacrisk（criteriaasaboveandcoronaryarterydisease  
historyorQRS＞120msecatbaseline）hasbeenident浦ed（n＝6290nVildagliptinlOOmgdaily）・Even  
thoughtheincidenceofcardiacadverseeventswereratherlow，therewasnoapparentlydifftrent  
pattemofcardiacAEinthisgroupofpatientscomparedtopatientstreatedwithothercomparators・  
AlthoughthedatainpatientswithCHFclassNYHAトIIpatientsisthereforelimited（CurrentlyN＝62），  
SuChpatientswereincludedintheclinicaltrialsandtheirsafttyprofilewasnodifftrentfromthatin  
PatientswithoutCHF．IntheSPC，SeCtion4．2，Cautionisthereforeadvisedfbrtheuseinpatientswith  
CHFstageNYHA classI－II，andtheuseisnotrecommendedatallforNYHAclassIII－IV．Further  
infbrmationinthispopulationwi11begeneratedaspartofthepost－authorisationfo1low－upmeaSureS・  
TheappIicantproposedinitiallytheuseofvildagliptlninpatients，inwhommetfomlincouldnotbe  
used（e・g・becauseofintoleranceorcontraindications）・OfconcerntOtheCHMPwithre！ardtothis  

indicationwasthefact，thatcontraindicationsfbrmetfbrminlargelyoverlapwithrestrictlOnSOfusage  
forvildagliptin，i．e．impairedcardiacfunction（ClassHトIV）andmoderatetosevererenalfunction・  
ThiswouldhavelimitedtheusageofvildagliptlnWithregardtothissecond－1inemonotherapy  
indicationlargeJytopatientsintoleranttometformin，rePreSentlngpreSumablyasmallsubgroup・The  
applicantwithdrewthispartoftheproposedindicationon5．July2007，upOntheconcernSbythe  
CHMP．   

・ Laboratory坑ndings  

Asma11numericalimbalanceofreportsofgenerallyasymptomaticelevatedtransaminaseswas  
reportedinpatientstreatedwithvildagliptinlOOmgdailylnCOntrOlledclinicaltrials・Therefore，itis  
recommendedinsection 4．40ftheSPCthatliverfunctiontestsbeperformedpriortotheinitiationof  
treatmentwithGalvusandperiodical1ythereafter．Galvusshouldnotbeusedinpatientswithsevere  
hepaticimpalrment・  

5． Pharmacovigilance   

DetaileddeseriptionofthePharmacovigilancesystem   

TheCHMPconsidersthatthePharmacovigilanceSystemasdescribedbytheapplicantfuIfilsthe  
legislativerequlrementSandprovidesevidencethattheapplicanthastheservicesofaqualinedperson  
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responsiblefbrpharmacovlgi1anceandhasthenecessarymeansfornotincationofanyadverse  
reactionsuspectedofoccumngeitherinthecommunltyOrinathirdcountry．  

Risk Management Plan 

TheMAAsubmittedariskmanagementplan．   

TableSummaryoftheriskmanagementplan  

Proposed pharmacovigilance Proposedriskminimisationactivities  
activities  

RoutinePhVincludingtargeted  WamlnglnSeCtion4．4：Asma】1numerical  
questionnaire   imbalance of reports of generally 

asymptomaticelevatedtransaminaseswas  
reported in patients treated with 
vi1dagliptinlOOmgdailylnCOntrOlled  
Clinicaltrials（SeeSeCtion4．8）．Therefbre，  
asperroutineclinicalpractice，itis  
recommendedthatliverfunctiontestsbe  

Perfbrmedpriortotheinitiationof  
treatment with Galvus and periodically 
thereafter．PatientswhodeveloplnCreaSed  
transaminase levels should be monitored 

withasecondliverfunctionevaluationto  

COnfirmthefindingandbemonitored  
untiltheabnormality（ies）returntO  
normal. Should an increase in aspartate 
aminotransfbrase（AST）oralanine  
aminotransfbrase（ALT）of3xULNor  
greaterpersist，Withdrawaloftherapywith  
Galvusisrecommended．  

GALVUSshouldnotbeusedinpatients  
withseverehepaticimpalrment．   

i・【h  RoutinePhVincludingtargeted  PrecautionSPCsection4．4，tVithacross  

questionnaire．   reftrencetononclinicalnndingsinthe  
汀na  Skinlesionstobeacomponentof  SPCsection5．3．Thepatientleanetwill   
i：SOrder  postmarketingepidemiologlC   includelaylanguageonobservlngSkin  

Study．   fbrpotentiallyrelatedmanifもstations．   

手iver  RoutinePhVincludingtargeted  WaminglnSeCtion4．40ftheSPC  
questionnaire・  regardingtransaminaserise．  

Drug－inducedlivertoxicitytobe  
acomponentofpostmarketing  
epidemi0loglCStudy．  

RoutinePhVincludingtargeted  
questionnaire．RoutinePVGand  
epidemiologystudy．Angioedema  
tobeacomponentofpost－  
marketingepidemiologlCStudv．   

（：tion  RoutinePhVincludingtargeted  
questionnaire．RoutinePVG．   

・With  RoutinePhVincludingtargeted  nOne   

S浦和issue  

Transaminase  

eJevation  

and without 

concurrentede  

andvasculard  

Drug－induced  
l叫ury  

Angioedema  

Cardiac condu 

disturbances  

Muscleevents   
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Sa飴けissue   Proposed pharmacovigilance Proposedriskminimisationactivities   
activities  

and without questionnaire．RoutinePVG．  
concurrentstatinuse  

Hypoglycemia   RoutinePhVG．   LabellingSPCsection4・8．   

NeurotoxIClty   RoutinePhV．   nOne   

Seriousinftctions   RoutinePhVincludingtargeted  
questionnaire．RoutinePVGand  
epidemiologystudy．Serious  
inftction，aSWe11asthosewithan  
OutCOmeOfdeath，wiJlbe  
includedinthematchedcohoJl  
Observationalstudy．   

Gender  RoutinePhV．   nOne   

incidence／diffbrences  

Patients≧75yearsof  RoutinePhV，   PrecautionSPCsection4．4wi）1statethat   

age  thereislimitedinfbnnationconcernlng  
useofvi1dagliptlninpatients≧75years  
Ofageandthatcautionshouldbe  
exercisedwhenprescribingtothisgroup  
（SeCtion4．4）   

Patientswith   Postmarketingclinicalstudiesin  PrecautionSPCsection4．4．SPCwi11state   
moderateandsevere  moderateandsevererenal   thatthereislimitedinfbrmation   

renalimpalrment   impalrment．RoutinePhV   COnCemlnguSeOfvildagliptlninpatients  
includingtargetedquestionnaire．  withmoderateandsevererenal  

impalrmentandthatvi1dagliptinshould  
notbeprescribedinthesepatients（SeCtion  
4．4）   

Patientswithsevere  RoutinePhVincludingtargeted  PrecautionSPCsection4．4wilJstatethat   
hepaticimpalrment  questionnaire”   thereislimitedinformationconcemlng  

useofvi1dagliptininpatientswithsevere  
hepaticimpalrmentandthatvildagliptin  
Shou）dnotbeprescribedtothisgroup  
（SeCtion4．4）   

Patientswith   RoutinePhV   PrecautionSPCsection4．4fbrNYHF   
COmprOmised   ThematchedcohortobservationaJ  classesIII－IVwillstatethatthereis   
cardiacfunction   Studywi11monitordetailed   limitedinfbrmationconcemlnguSeOf  

COnCOmitanttreatments，in   vildagliptlninpatientswithheartfailure  
particularcardio－depressantdrugS  C）assI－IIandthatthereforevildagliptln  

（includingdefbtolide）inthe   Shouldbeusedcautiouslyinthese  
COhortstudiesoftheRMP．   patients．SPCwillalsostatethatthereis  

noexperienceofvildagliptlnuSein  
PatientswithheartfailureclassIII－IVand  
thatthereforeuseofvi1dagliptlnisnot  
recommendedinthisgroup（SeCtion4・4）   

TheCHMP，havingconsideredthedatasubmittedintheapplication，isoftheoplnlOnthatno  
additionalriskminimisationactivitiesarerequiredbeyondthoseincludedintheproductinfbrmation・  
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6． Overalll：OneIusions，risk／benefitassessmentandrecommendation   

quality   

Thequalityofthisproductisconsideredtobeacceptablewhenusedinaccordancewiththeconditions  
definedin the SPC・Physicochemicaland biologlCalaspects relevant to the unifbrm clinical  
Performanceoftheproducthavebeeninvestlgatedandarecontrolledinasatisfactoryway・  
TherearenounresoJvedqualitylSSueSWhichmaya舵cttheBenent／Riskbalance．   

Non－Clinicalpharmaco）ogyandtoxicology   

Overall，theprLmary Pharmacodynamic studiesprovided adequateevidenceofaglucose－lowerlng  

efTtctofvildagLiptlninanimalmodelsofdiabetes・VildagliptlnWaSShowntoactinvitroandinvivo  
asaninhibitoroftheenzymeDPP－4，thusmodulatlngglucosemetabolism・Thegeneralpharmacology  

Studiesshowedlittlesafttyconcerns・Cardiovascularchangesathighconcentrationsindogswere  
furtherinvestlgatedinhumansandaretakenintoaccountwithintheRMP・Fromthepharmacokinetic  
POintofview，vi1dagliptinshowedhighbioavailabilityandsimi1arkineticsinal1speciesandinman・  

Overall，thetoxicologyprogrammeraisedlittleconcern；therewere，however，Skin－lesionsobservedin  
Vildagliptln－treatedcynomolgusmonkeys・Theclinicalrelevanceofthesefindingsisunknown，butno  
equivalentwasfbundinclinicalsafttyStudies．Nevertheless，thisissueisaddressedintheSPC，aS  

Wellasinfo1low－upmeaSureS．   

Efficacy 

Vildagliptinbelongstoanewclassoforalanti－diabeticdrugSandactsasaninl1ibitorofDPP－4，thus  

increaslngthelevelsofincretinhormoneswhichisthoughttobetheprlnClpalmechanismof  
improvementofglucosehomeostasisbyvildagliptin・Dataestablishingtheclinicale用cacyof  
Vildagliptlnarebasedonaseriesofsuf吊cientlylargecorestudies：   

StudieswithvildagliptingivenaloneinT2DMpatientsshowedareductionofHbAIc（～1％）andFPG  
（～1mmol／l）after24weeks・Incomparatormonotherapystudies，Vildagliptin 

． 

rosiglitazone8mgqdwasshowninanlTTanalysis，butfailedinaper－PrOtOCOIanalysis．Vildagliptln  
treatmentasmonotherapywaslargelylipidandweightneutral・  

Asecondlinemonotherapyindication，aSinitia11ysoughtbytheapplicant，WaSOfconcemtothe  
CHMPwithregardtothefhct，thatcontraindicationsfbrmetfbrmin，Whichisthenrstline  

monotherapy，largelyoverlapwithcontraindicationsforvi1dagliptln，i・e・impairedcardiacandrenal  
hmction・Thiswouldhavelimitedtheusageofvildagliptlnwithregardtothissecond－1ine  
monotherapyindicationlargelytopatientsintoleranttometformin，rePreSentlngpreSumablyasmall  
Subgroup・Theapplicantwithdrewthispartoftheproposedindicationon5July2007・   

Theusageasapprovedislargelybasedon3pivotaladd－OnPlacebo－COntrOlledstudieseachwith  
metfbrmin，plOglitazone，andglimepirideasabasetreatment・Thepopulationsstudiedherebyre丑ected  
Sufncientlythepopulationsindicatedfbruse，i・e・fbranadd－Ontherapywithvildagliptlninpatients  
With：insufncientglycaemiccontroldespltemaXimaltolerateddoseofmonotherapywithmetfbrmin，  
Or‥inpatientswithinsu用cientglycaemiccontroldespitemaximaltolerateddoseofasulphonylurea  
andfbrwhommetfbrminisinapproprlateduetocontraindicationsorintolerance，Or：inpatientswith  
insu用cientglycaemiccontrolandfbrwhomtheuseOfathiazolidinedioneisapproprlate・  
Add－OntherapyofvildagliptlntOinsulinwasalsostudiedbytheapplicant・Uponconcemsbythe  
CHMP，amOngthemtherelativelysmalldecreaseofHbAICvalues（meanreductionofO．27％），the  

applicantwithdrewtheindicationofacombinedusageofvildagIiptlnandinsulinduringthe  
evaluationoftheMAA．  

The3add－Ontherapystudiesincludedpatientswithinadequateglucosecontrolonmonotherapyand  

achievedclinicaJLlyrelevantreductionsofHbAIc（meanreductionsofO・5ト0．97％onthe50mgbid  

dose）andFPG（meanreductionsofO・44－1・13mmol／1）comparedtoplacebo，Whenvildagliptinwas  
addedtoeithermetformin，P10glitazone，Orglimepiride．  
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VildagliptlnWaSlargelyweightneutralincombinationwithmetfbrminandgIimepiride，butthe  
COmbinationwithpioglitazoneresultedinadose－dependentincreaseinweight．Nocomparisonshave  

beenmadewithothero氏enusedadd－Onalternativessuchasmetfbrmincombinedwithasulfbnylurea．   

Therecommendeddoseis100mgdailyadministeredeitheroncedailyordividedintotwodosesof50  
mgglVeninthemomlngandeveningfbruseincombinationwithmetfbrminorathiazolidinedione．  
Theproportionofhypoglycaemiceventsinthevi1dagliptlnPlusglimepiridegroupwashigherina  
dose－dependentmannercomparedtoplaceboplusglimepiride．Becausetherewasalsonoadditional  
efncacydemonstratedfbrviIdagliptin100mgdai1ylnCOmbinationwithglimepiride，alimitationofthe  
doseofvildagliptinto50mgoncedailyisthereforerecommendedforthisindication・  

Nostudyinthepaediatricpopulationwasperfbrmedandtherefbretheuseinthispopulationisnot  
recommended．  

Experienceinpatientsaged75yearsando）derislimitedandcautionshouldbeexercisedwiththeuse  
inthispopulation．   

Satもけ   

Safttydatawasbasedonasu用cientlylargenumberof3784patientswithT2DMexposedfbr≧12  
Weeks，bothasmonotherapyorincombinationwithanotherantidiabeticproduct．274patientshave  
beenexposedtoviJdagliptinfbr≧52weeksasmonotherapywhichwasconsideredassufncient  
accordingtoguideIines．   

TheoverallincidencesofAEsfbrmonotherapywithvildagliptinwerelargelycomparabletoplacebo．  
Adversedrugreactionsreportedatanincreased什equencycomparedtoplaceboincludeddizziness，  
headache，peripheraloedema，COnStipation，naSOPharyngltlS，upPerreSpiratorytractinfbctionand  

arthralgia．．  
Incombinationwithmetformin，adversedrugreactionswerereportedtoincludetremor，headache，  
dizziness，fatigueandnausea．  

Similarly，tremOr，headache，dizziness，aSthenia，naSOpharyngltlSandconstipationweremorecommon  
Whenglimepiridewascombinedwithvildagliptin，COmParedtoplacebo．  
Combinedwithpioglitazone45mgdaily，the丘equencyofperipheraloedemawashighercomparedto  
pioglitazonealone（7．0％versus2．5％）．Therewasalsoadose－dependentweightincreasesofl・4，1．5，  
and2．7kg，Withplacebo，Galvus50mgdai1y，andGalvuslOOmgdaily，andheadacheandasthenia  
WeremOreCOmmOn．Theapplicanthascommitedtofurthercharacterizethecardiacsafttyofthe  
COmbinationofvi1dagliptinandTZDaspartofthepost－marketingfo1low－upmeaSureS・   

Rarecasesofangioedemaandasmallnumericalimbalanceofreportsofelevatedtransaminaseshave  
beenreported，bothofwhichhavebeenadressedapproprlatelyintheSPC・   

Sinceearlystudieshadshownsuddendeathsindogsathighdosesofvildagliptin，SpeCialfocuswas  
placedonthepotentialfbrconduction disturbancesin human su叫ects．ECG measurementsduring  

exposuretohighdosesinhealthyvolunteersshowednoefftct，however，intheclinicalstudies，there  
WaS a higherincidence offirst degree AV blockin patients treatedwithvildagliptin．Thus，an  
associationbetweenvildagliptinandnrstdegreeAVblockcanneitherbeconnrmednorexcluded，and  
theApplicanthascommittedtoperformappropriatefo1low－upmeaSureS．   

Inthemonotherapystudiesthenumberofpatientswithhypoglycaemiceventswaslowinalltreatment  
groups．TheproportionofpatientsreportinghypoglycemiawasO・4％inthevildagliptinlOOmgdaily  
group，andsimilartosomeactivecontroIs．Withtheexceptionofvi1dagliptlnPlusinsulincombination  
andvi1dagliptlnPlusplOglitazonecombination，thiswasalsothecasewithvildagliptinadd－Ontherapy  
Inparticular，theproportionofhypoglycaemiceventsinthevildagliptlnplusglimepiridegroupwas  
higherinadose－dependentmannercomparedtoplaceboplusglimepiride．Consequently，adoseof  
Vildagliptin1imitedto50mgoncedailylSreCOmmendedfbrthislatterindication・   

Preclinicalstudieswithvildagliptinfbundskinlesionsinmonkeys．NoclinicalequlValenthasbeen  
detectedintheclinicalstudies，however．Awarenessfbrpossibleskinalterationsisraisedbyawarnlng  
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intheSPC．Additionalfbllow－uPmeaSureS，includingplannedmechanisticpreclinicalstudies，address  

theseconcerns．   

SAEwereuncommoninallstudiesandtherewasnoclusterlngOfspeciflcadvents associatedwith  
ViIdagliptlntreatment・   

FromvildagliptlnmOnOtherapystudiescamesomeevidenceofanincreasedincidenceofovera11AEin  
Patientswithrnoderaterenalinsufficiency，Withinconclusiveresults什omadd－OnStudies・Therefbre，  
VildagliptlnShouldnotberecommendedinpatientswithmoderateandsevererenalimpalrmentuntil  
moredataisavailable，Whichisexpectedftomapost－aPPrOValstudy・   

Vildagliptinsa］FttyisnotsufncientlyassessedinpatientswithCHF・Therefore，Cautionisurgedfbr  
PatientswithCHFclassNYHAl－1T，andtheuseisnotrecommendedatallfbrthoseinNYHAclass  
IIトLV，aSadvisedintheSPC．ToresoIvetheseuncertainties，theapplicanthascommittedtoundertake  
appropriate follow up measure. 

Fromthesafttydatabasealltheadversereactionsreportedinclinicaltrialshavebeenincludedinthe  
SummaryofProductCharacteristics・   

Havingconsideredthesafbtyconcemsintheriskmanagementplan，theCHMPconsideredthatthe  
PrOpOSedactivitiesdescribedinsection3・5adequatelyaddressedthese・   

●  Usercons111tation   

TheApplicantperfbrmedauserCOnSultationtestlngOnthepackageleanet・Thedesignofthetest  
formedthebasisofanadequateandcompetenttestlngOfthePILinregardtonnding，diagnoslngand  
amendingpossibleweaknesses・Thepresentreadabilitytestwaswelldesignedtomeetitsmain  
O切ectives．TheresultsoftheusertestingdescribedintheusertestlngrepOrtSuPPOrtthechangesmade  
tothePTL．  

Risk－bene爪ta5；SeSSment   

Benentsofvildaglipt］naSadd－Ontherapytometfbrmin，glimepirideandpioglitazoneinclude  
ClinicallyrelevantandsignificantreductionsofHbAIcandFPGcomparedtoplacebo・Vildagliptln  
treatmentisalsolargelylipidandweightneutralincombinationwithmetforminandglimepiride，and  
efncacy（asmonotherチPy）hasbeenshownforupto2yearstreatment・However，thevildagliptinadd－  

OntherapytorTletfbrmln，plOglitazoneandglimepiridehasnotbeencomparedtootheradd－On  
alternativesandlong－termefncacydatafbrvildagliptin（asadd－Ontherapy）islimited・Both  
uncertaintiesarleaddressedinongolngStudies，theresuLtsofwhichwi11beevaluatedasfb1low－uP－  
meaSureS．  

Risksoftheuseofvildagliptlnareanincreaseinweightandperipheraloedemawhenusedwith  
Pioglitazone（45mgperday）・Cornbinedwithsulfbnylureas，theriskofhypoglycemiaisincreased・  
Rarecasesofangioedema，andelevationsoftransaminaseshavebeenreported・Thefindingsofskin  
lesionsinmonkeyshadnoclinicalequlValentsofhrandisaddressedinfbllow－uPmeaSureS・  
Forpopulation5・WithCHFandrenalinsufficiency，thereisinsufncientsafbtydata，Orthepossibilityof  
anincreasedrateofAE，reSpeCtively．Forbothpopulations，theuseofvildagliptlniseitherrestricted  
OrnOtreCOmme：nded．Bothpopulationsareinvestlgatedwiththisregardinstudiesaspost－apprOVal  

commitments．   

Ariskmanagementplanwassubmitted・TheCHMP，havingconsideredthedatasubmitted，WaSOfthe  
OplnlOnthat：   
－ Routinepharmacovlgilancewasadequatetomonitorthesafetyoftheproduct・   
・Noadditionalriskminimisationactivitieswererequiredbeyondthoseincludedintheproduct  

information．  

Recommendation  
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Based on the CHMP review ofdata on quality，Safttyand efficacy，the CHMP considered by  
COnSenSuSthattherisk－benentbalanceofGalvusinthetype2diabeteswasfavourableandtherefbre  
recommendedthegrantlngOfthemarketingauthorisation．  
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