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JANUV］AThl（Sjtagliptinphosphate）Tablets  
lnitialU．＄．Approval：2006  

一岬－・－－－－ 」NDICA¶ONSANDUSAGE－－－…－－－－－  
JANUV［Aisindicated as an adjunctto dietand exercISe tOImPrOVe  
glycemic（X）ntrOlin patients with type2diabetes me”itus（type2  

diabetes）．JANUVIAisindicatedfor：  

・Monotherapy（1．1）  

・Combjnation therapywith metformin or a peroxisome proliferator－   

activatedreceptorgamma（PPARγ）agonist（e・g・・thiazo［idinediones）   
Whentheslngleagentdoesnotprovideadequateg］ycemiccontrol．   

（1．2）  
lmportantLimitationsofUse：JANUVIAshould notbeusedinpatients  
WithtypeldiabetesmelIitus（typeldiabetes）orforthetreatmentof  
diabeticketoacjdosis．（1．3）  

＿＿椰 【 ＿DOSAGEANDADMIHISTRAT10N・ニエーー  
The recommended dose ofJANUVIAislOOmg once daily as  
monotherapy orascornbination therapy with metformin ora PPAR†  
agonist（e，g．，thiazolidinediones）．（2．1）   

JANUV［A．遍nbetakenwithorwjthoutfood．（2．1）  

ー  mGEFORHSAHDSlllEllGTHさ  
TabIets：100mg，50m9，and25mg（3）  

ニニーーー・－－－－－－ CONTRAINDJCAT10NS－  
None．（4）  

M－一 仙一鵬WARNINGSANDPRECAUT10NS－－－－－－－－－－－  

Adosageadjustmentisrecommendedinpatientswithmoderaterenal  
insufFiciency andin patients with severe renaIinsu作ciency or with  
ESRD requi「lng hemodiaIysIS Or Peritonealdialysis．Assessment of  
renalfunctionis recommended pnor toinitiation ofJANUVIA and  
PenOdica”y therea代er．Creatinine c［earance can be estirTlated from  
SerumCreatinineusingtheCockcro允－Gaultformula．（2．2．5）  

－－－－・一－－一一ADVERSEREACT10日Sニ∵－＝－  
The most common adverse reactions，rePOnedin≧5％of patients  
treatedwithJANUVIAandmorecommon［ythaninpatientstreatedwith  
Placebo are：UPPer reSPlratOry traCtinfection，naSOPharyngitis，and  
headache．（6．1）   

To reportSUSPECTEDADVERSE REACT10NS，COntaCtMerck＆  
Co．，lnc．atl－8丁7・888■2310r FDA atl■00・FDA－1088 0r  

WW．†da．govJmodwatch．  

－－－－－ふ－ US∈州SPECIFICPOPULAT10NS＝－－－－  
Safetyande侮ctivenessofJANUV］Ainchildrenunder18yearshave  
notbeenestablished．（8．4）   

Se0 1T for PA¶ENT COUNSELING 州FORl一ÅT101」 and  
FDA－aPprOVedpatientlakling．  

RモVised：10J2006  

！Adjustmen＝nPatientsWithModerate，SevereandEndStage   
RenalDisease（ESRD）（2．2）   

5（1mgoncedajlv   25mgoncedailY   
Moderate   Severe and ESRD 

Cl≧30to＜50mUmin   CrC】く30mUmin   
∋mmCrlevels【mg／dL】   ーSerumCr［evels［mg／dL］   

Men：＞1．7－≦3．0；   Menニ＞3．0；   

W〔叩¶en：＞1．5－≦2．5   Ⅵbmen：＞2．5：  
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l lND］CAT10NSANDUSAGE  

l．1 Monotherapy   
JANUVIAlisindicatedasanadjuncttodietandexercisetoimproveglycemiccontrolinpatientswith  
type 2 diabetes mellitus. 
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1．2 CombinationTherapy   
JANUVLAisindicatedin patients with type2diabetes mellitus toimprove glycemic controIin  
COmbinationwith metforminoraPPAR†agOnjst（e．g．，thiazoJidinediones）whenthesingleagenta10ne，  
Withdietandexercise，doesnotprovideadequategJycemiccontror．  
1．3）mportantLimitationsofU＄e   
JANUVIA should not be usedin patients with typeldiabetes or for the treatment of diabetic  
ketoacjdosis，aSitwouldnotbeeffectiveinthesesettings．   

2  DOSAGEANDADMIN］STRAT10N  

2．1 RecommendedDo＄ing   
The recommended dose ofJANUVIAislOOmg once daily as monotherapy or as combination  
therapy with metformin ora PPAR†agOnist（e．g．，thiazolidinediones）．JANUVIA can betaken with or  
Withou＝00d．  

2，2 PatientswithRena］［nsufficiency   
For patients with mild renaIinsufRciency（Creatinine cIearance［CrCl］≧50mLJmin，aPPrOXimately  
COrreSPOndingtoserum creatjninelevelsof≦1．7mg／dLin menand≦1．5mg／dLinwomen），nOdosage  
adjustmentforJANUVrAisrequired．   
ForpatientswithmoderaterenalinsufRciency（CrCL≧30to＜50mL／min，aPPrOXimatelycorresponding  
toserumcreatinineJevelsof＞1．7to≦3．Omg／dLinmenand＞1．5to≦2．5mg／dLinwomen）．thedoseof  
JANUVJAis50mgoncedaily．   
Forpatientswithsevererenalinsufficiency（CrCl＜30mL／min，aPPrOXimatelycorrespondingtoserum  
Creatininelevels of＞3．Omg／dLin men and＞2．5mg／dLin women）or with end－Stage renaldisease  
（ESRD）requiringhemodiatysi＄OrPeritonealdialysis，thedo＄eOfJANUVIAis25mgoncedaily．JANUVIA  
maybeadministeredwithoutregardtothetimlngOfhemodialysis．  
Because thereis a need for dosage adjustment based upon renalfunction，aSSeSSmentOfrenal  
functionisrecommendedpnortoinitiationofJANUVIAandperiodicallytherea代er．Creatinineclearance  
CanbeestimatedfromserumcreatinineusingtheCockcro微－Gaultformula．LSeeClinicalPharmaco／Ogy  
「丁2．胡．J   

3  DOSAGEFORMSANDSTRENGTHS  

・100mgtabletsarebeige，rOund，film－COatedtablet＄Withd27rononeside．  
・ 50mgtabletsarelightbeige．round，fi［m－COatedtabletswith“112”ononeside．  
・ 25mgtabJetsarepink．round，firm－COatedtabJetswithu221”ononeside．   

4  CONTRAINDICATtONS  

None．  

5  VVARNINGSANDPRECAUT10NS  

Usein Patjbnts wkh Rena／Insufncienqy：A dosage adjustmentis recommendedin patients with  
moderateorsevererenalinsufFiciencyandinpatientswith ESRDrequiring hemodia［ysisorperitoneal  
dialysis．PeeDosageandAdmk7istrationP．？）；Clk7itaIPham7aCO10gy（12，3）］  
UsewithMedicationsKnowntoCause伽Og少Cemia：lnclinicaltriaIsofJANUVIAasmonotherapy  
andJANUV）A as part ofcombination therapy with metformin or p10glitazone．rates of hypoglycemia  
reported withJANUVIA were simjlar to ratesin patients taking placebo．The use ofJANUVIAin  
COmbinatjonwith medicationsknowntocausehypogIycemia，SuChassuIfonylureasorinsulin，hasnot  
beenadequate）ystudied．   

6  ADVERSEREACT10NS   

Becauseclinicaltria［sareconductedunderwide）yvaryingconditions．adversereactionratesobserved  
intheclinicaltria［sofadrugcannotbedirectlycomparedtoratesinthecIinicaltria［sofanotherdrugand  
maynotrefIecttheratesobseNedinpractice．  

2   
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6．1 Clinica（Trial＄Experience   
Incontro”edclinicalstudiesasbothmonotherapyandcombinationtherapy，theoverar＝ncidenceof  
adversereactionswithJANUV［AwassimilartothatreportedwithpIacebo・Discontinuationoftherapydue  
toclinicaIadversereactionswasalsosjmirartoplacebo．   
Two placebo－COntrOHed monotherapy studies．one of18－and one of24－Week duration．included  
Patients treated withJANUVIAlOOmg daily，JANUVLA200mg daily，and placebo．Two24－Week，  
Placebo－COntrO”ed combjnation studies．one with metformin and one with p［Og［itazone．were also  
COnducted・In additiontoastabledoseofmetねrminorp10glitazone，Patientswhosediabeteswasnot  
adequately contro”ed were glVen eitherJANUV］AlOOmg daily or p［acebo．The adverse reactions．  
reported regardJess ofinvestigatorassessmentofcausalityin≧5％ofpatients treated withJANUVIA  
lOOmgdailyasmonotherapyorincombinationwithpiogJitazoneandmorecommonIythaninpatients  
treatedwithplacebo，areShowninTabIel．  

Tablel  
PIacebo・ControlledClinicalStudie＄OfJANUVIAMonotherapyorCombinationwithPioglitazone：  
AdverseReactionsReportedin≧5％ofPatientsandMoreCommonlythaninPatient＄  

GivenPlacebo，Regard■e＄＄Of．nve＄tigatorAsse＄＄mentOfCausaIity†  

Numbor01Pationts（％I   

OnOthorapy   JANUⅥA，100mg   PIacobo  

N＝443   N＝363   
Nasophaけngitis   23（5．2）   12（3．3）   

JANUⅥAlOOmg＋   Placebo＋  
01nbinationw仙Pioglitazono  円oglitazone   Piogllbzono  

N＝175   N＝178   
UpperRespiratoryTrac＝nfection   11（6．3）   6（3．4）   

Headache   9（5．1）   7（3．9）   

TJntenttotreatpopulation  

In patients receivlngJANUVIAin combination with metformin，there were no adverse reactions  
reportedregardlessofinvestigatorassessmentofcausalityin≧5％ofpatientsandmorecommonlythan  
lnPatientsglVenPlacebo．   
The overallincidence ofhypoglycemiain patients treated withJANUVIAlOOmg was similarto  
Placebo（1・2％vsO・9％）・Theincidenceofselectedgastrointestinaladversereactionsinpatientstreated  
WithJANUVJAwasasfo＝ows二abdominaIpain（JANUVIAlOOmg．2．3％；Placebo，2．1％），nauSea（1．4％，  
0．6％），anddiarrhea（3．0％，2．3％）．   
Noclinica”ymeaningfuJchangesinvitaIsignsorinECG（incIudinginQTcinterval）wereobservedin  
PatientstreatedwithJANUVIA．  
」∂bo帽foγTb5b   

TheincidenceofIaboratoryadversereactionsinpatientstreatedwithJANUVIAlOOmgwas8・2％  
COmParedto9．8％inpatientstreatedwithp（acebo．Acrossclinicalstudies，aSmallincreaseinwhitebJood  
Ce”c？unt（approximately200ceLIs／microL differencein WBC YS Placebo；mean baseline WBC  
approヂ■mately6600cells／microL）wasobservedduetoanincreaselnn？UtrOPhiJs・Thisobservation 

． 

relevant・In a12－Weekstudyof91patientswithchronicrenalinsufFiciency，37patientswithmoderate  
renaIinsufRciencywererandomizedtoJANUVIA50mgdaily．whiJe14patientswiththesamemagnitude  
Of renalimpairment were randomized to pIacebo．Mean（SE）increasesin serum creatinine were  
Observedin patients treated withJANUVIA（0．12mg／dL（0．04）】andin patients treated with pIacebo  
【0・07mg／dL（0・07））・Theclinica［significanceofthisaddedincreaseinserumcreatininerelatjvetoplacebo  
isnotknown．  

7 DRUGINTERACT10NS  

7．1 Digoxin   
There was a sJightincrease 

． 

recelV［ng digoxin should be monitored appropriately．Nodosageadjustmentofdigoxin orJANUVIAis  
recommended．  

3   
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8  USEINSPECIF］CPOPULAT10NS  

9762700  

8．1 Prognancy  
P帽卯∂〃q／C∂ねgoJγβニ   

ReproductionstudieshavebeenpeHormedinratsandrabbits．Dosesofsitag［iptinupto125mg／kg  
（approximately12timesthehumanexposureatthemaximumrecommendedhumandose）didnotimpair  
fertiIity or harm the fetus・There are，however，nO adequate and welトCOntrO‖ed studiesin pregnant  
WOmen．Becauseanima（reproduction studies are notalways predictiveofhuman response，thisdrug  
Shouldbeusedduringpregnancyonlyifclearlyneeded．Merck＆Co．，lnc．maintainsaregistrytomonitor  
the pregnancy outcomes ofwomen exposed toJANUVIA while pregnant・Hea［th care providers are  
encouragedtoreportanyprenatalexposuretoJANUVIAbyca”ingthePregnancyRegistrYat（800）986－  
8999．   

Sitagliptin administered to pregnant female rats and rabbits from gestation day 6 to 20  
（OrganOgeneSis）was notteratogenicatoraldoses upto250mg／kg（rats）and125mg／kg（rabbits）．or  
approximately30－and20－timeshunlaneXPOSUreattherT？aXimumrecommendedhumandose（MRHD）of  
lOOmg／daybasedonAUCcomparlSOnS・HigherdosesJnCreaSedtheincidenceofribmaJformationsin  
OfFspringatlOOOmg／kg．orapproximatelylOOtimeshumanexposureattheMRHD．   
Sitagliptin administered to female rats from gestatjon day6tolactation day21decreased body  
Weightinmaleandfemaleo触pringatlOOOmgIkg．Nofunctiona10rbehavjoraItoxicitywasobservedin  
OfFspringofrats．   
Placentaltransferofsitagliptinadministeredtopregnantratswasapproximately45％at2hoursand  
80％at24hours postdose．Placenta［transfer of sitag［iptin administered to pregnant rabbits was  
approximately66％at2hoursand30％at24hours．  
8．3 Nursin9Mothors   
Sitagliptinissecretedinthe milkof［actating ratsatamilktoplasma ratioof4：1．1ti＄nOtknown  
Whethersitagliptinisexcretedinhumanmilk・BecausemanydrugsareexcretedinhumanmiIk，Caution  
ShouldbeexercisedwhenJANUVIAisadministeredtoanurslngWOman．  
8．4 PodiatricUso   

SafbtyandefFectivenessofJANUVIAinpediatricpatient＄havenotbeenestabJished・  
8．5 GoriatricU＄0   

0fthetotalnumberofsuPjects（N＝3884）in c［inicalsafetyand efFicacy studie＄OfJANUVIA，725  
Patientswere65yearsandover，While61patientswere75yearsandover・Nooveralldiqerencesin  
Safetyorefftctivenesswereobservedbetweensubjects65yearsandoverandyoungersu叫ects・While  
this and other reported clinicalexperience have notidentified di鞄rencesin responses between the  
elder（yandyoungerpatients，greaterSenSjtivityofsomeolderindividualscannotberuIedout・   
Thisdrugisknownto besubstantia］lyexcreted bythekidney・Because elder［y patientsaremore  
］ike［ytohavedecreasedrenalfunction，CareShouldbetakenindoseselectionintheelderly，anditmay  
beusefultoassessrenalfunctioninthesepatientspriortoinitiatingdosingand periodicallythere；而er  
匝ee上）osa9e∂〃dノqdm〟l鹿什a〟0〃仔．礼C伽血∂JP／ほJmaCO／0の／（丁2．3〃．   

10  0VERDOSAGE  

During contro＝ed cIinicaJtria［sin hea］thy suPjects，SlngIe doses ofup to800mgJANUVIAwere  
administered．MaximaImeanincreasesin QTcof8．O msecwereobservedinonestudyatadoseof  
800mgJANUVIA・ame？nefFectthatisnotconsideredclinical）yimportantL5eeCNnjta／PharmacoIogy  
（12．？〃．Thereisnoexpenencewithdosesabove800mginhuman＄．   
1ntheeventofanoverdose，itisreasonabletoempIoytheusualsupportivemeasures．e．g．，remOVe  
unabsorbed materialfrom the gastrointestinaltract，emP10y Clinicalmonitoring（including obtaining an  
electrocardiog？m）・andinstitutesupponivetherapyasdictatedbythepatient■sclinicaIstatus・   

SitagliptinISmOdestlydialyzabIe．lnclinicalstudies．approximately13．5％ofthedosewasremoved  
OVer a3－tO4－hour hemodialysis session．ProIonged hemodialysrs may be consideredif cJinically  
appropriate．1tisnotknownifsitagliptinisdja［yzab［ebyperitonealdialysJS．   

11 DE＄CRIPT10N   

JANUVtATabletscontainsitagliptjnphosphate．anorally－aCtiveinhibjtorofthedipeptidylpeptidase－4  
（DPP－4）enzyme．  
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SitagIiptinphosphateisdescribedchemica”yas7－［（3R）－3－amino－1－OXO－4－（2，4，5－trif］uorophenyl）buty［］－  

5．6．7，8－tetrahydro－3－（trifluoromethyl）－1，2，4－triazo10［4，3－a］pyrazinephosphate（1：1）monohydrate・   
TheempiricaJformuJaisC16H15F6N50・H3PO4・H20andthemolecularweightis523・32・Thestructural  

fo「mulais：  
F  

H3PO4・H20   

SitagIiptinphosphateisawhitetoo仔・White，CrySta］line，nOn－hygroscop．cpowder・ltissolubleinwater  
andN，N・dimethylformamide；SlightJysoLubleinmethanol；VerySlightlysoIubleinethano［，aCetOne．and  
acetonitrile；andinsolubleinisopropanolandisopropylacetate・   
Each fiIm－COated tablet ofJANUVIA contains32．13．64．25，Or128．5mg of sitagliptin phosphate  
monohydrate，Whichis equivaJentto25，50，OrlOOmg，reSPeCtively，Offree baseandthefol10Wlng  
inactive．ngredients＝microcrysta”ine ceJlulose，anhydrous dibasic ca］cium phosphate，CrOSCarme”ose  
SOdium－magneSium stearate，andsodium stearylfumarate・lnaddition7thefi［mcoating containsthe  
fol10Wlng．naCtivelngredients‥POJyv■nylalcohol，POlyethyleneglycol，talc，titaniumdjoxide．redironoxide－  
andye＝owironoxide・   

12  CLINLCALPHARMACOLOGY   

12．1MechanismofAction   

SitagliptinisaDPP－4inhibitor．whichisbelievedtoexertitsactionsinpatientswithtype2diabetesby  
SJowlngtheinactivationofincretinhormones．Concentrationsoftheactiveintacthormonesareincreased  
byJANUVIA，therebyincreas－ng and pro10ng■ng the action of these hormones・hcretin hormones，  
including glucagon－1ikepeptide－1（GLP－1）andglucose－dependentinsulinotropicpolypeptide（GIP），are  
released bytheintestinethroughouttheday，andlevelsareincreasedin responsetoa meal・These  
hormonesarerapidlyinactivatedbytheenzyme，DPP－4．Theincretinsarepa止Ofanendogenoussystem  
invo［vedinthephysio10glCreguLationofglucosehomeostasis．WhenbloodgIucoseconcentrationsare  
norma10relevated，GLP－1andGIPincreaseinsulinsynthesisandreleasefrompancreaticbetace＝sby  
intrace［lular signaling pathwaysinvoIvlng CyClic AMP．GLP－1also10WerS glucagon secretion from  
PanCreatic aJpha celLs，leading to reduced hepatic glucose production・Byincreaslng and pro10nglng  
activeincretinJevels，JANUVJAincreasesinsulinreleaseanddecreasesglucagonJeve］sinthecirculation  
in a glucose－dependent manner・SitagJiptin demonstrates seJectivity for DPP－4and does notinhibit  
DPP－80rDPP－9activityinv抒roatconcentrationsapproximatingthosefromtherapeuticdoses・  
12．2 Phamacodynamics  
Ge〃e帽／  

lnpatientswithtype2diabetes．administrationofJANUVIALedtoinhibitionofDPP－4enzymeactivity  
fora24－hourperjod・A代eranoralglucose10adorameal，thisDPP－4inhibitjonresultedina2－tO3－fold  
increasein cjrculatingleve（s of active GLP，1and GIP，decreased glucagon concentrations，and  
increased responsiveness ofinsu［in reJease to g［ucose，reSulting．n higher C－PePtide andinsulin  
concentrations．The riseininsulin wjth the decreasein gIucagon was associated with10Werfasting  
glucoseconcentrationsandreducedgIucoseexcursionfo”ow●nganOralgLucose［oadorameal・  
lnstudieswithhealthysubjects，JANUVIAdjdnotlowerb100dgLucoseorcausehypoglycemia・  

C∂血由C亡／ecr和卯」作わb馴／  

lnarandomized，Placebo－COntrOIJedcrossoverstudy．79healthysubjectswereadministeredaslngIe  
OraldoseofJANUVIAlOOmg．JANUVIA800mg（8timestherecommendeddose），andplacebo・Atthe  
recommended doseoflOOmg．therewasnoeffectontheQTcinterva10btained atthe peakplasma  
COnCentration，OratanyOthertimeduringthestudy．Fo［Iowlngthe800mgdose．themaximumincrease  
intheplacebo－COrreCtedmeanchangeinQTcfrombaselinewasobservedat3hourspostdoseandwas  
8．Omsec．ThisincreaseisnotconsideredtobeclinicaIlyslgnificant・Atthe800mgdose．peaksitagliptin  
Plasma concentrations were approximatelyll－fold higher than the peak concentrations fol10Wing a  
lOOmgdose．  
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lnpatientswithtype2diabetesadministeredJANUVIAlOOrng（N＝81）orJANUVIA200mg（N＝63）  
daily，therewere no meaningfulchangesin QTcintervalbased on ECG dataobtained atthetime of  
expectedpeakp］asmaconcentration．  
12．3 Phamacokino胡C＄   

The pharmacokinetics of sitagliptin has been extensjveけCharacterizedin hea肘Iy SUbjects and  
PatientswMltyPe2diabetes・Af（eroraladministrationofalOOmgdosetoheaMlySubject＄．S始gliptin  
WaSraPid［yabsorbed・dthpeakpLasmaconcentranons（medianTrTW）oc㌣rhnglto4hourspostdose・  
PlasmaAUCofsitagIiptinincreasedinadose－PrOPO止ionalmanner．Fo”owIngaSingFeora1100mgdose  

tohea肘IyVOlunteers，meanPlasmaAUCof＄itagliptinwas8．52pM・hr，Cmaxwas950nM，andapparent  
terminalharトIWe（tlI2）was12・4hours・PlasmaAUCofs旭gliptinincreasedapproximately14％fol10血ng  
lOOmgdosesatsteady－StateCOmParedtothefirstdose．Theintra－Subjectandinter－SuPjectcoefRcients  
OfvahationforsitagliptinAUCweresmall（5．8％and15．1％）．The pharmacokinetics ofsitagJiptinwas  
general吋SimilarinheaMlySuPjectsandinpatientsw柑1tyPe2djabetes．  
肋0叩血椚   

Theabsolutebioavai［abilq（Ofsitagljptinisapproximately87％．Becausecoadministrationofahigh－fat  
mealw仙JANUVIA had no e侮ct on the pharrTuCOkinetics，JANUVIA may be administered wM10r  
Withoutfbod．  

D血仙〃   

The mean voIume ofdistributk）n at Steady state fbl10Wng a SlnglelOOmgintravenous do＄e Of  
S旺agliptintoheaMlySuPjectsisapproximately198眠ers．Thefractionofs旭gliptinreversiblyboundto  
PJasrTlaPrOteinsjsJow（38％）．  
Mefabo飴m   

Approximately79％ofs旭gljptinisexcretedunchangedintheurinewjthmetabolismbeingamjnor  
Pathwayofelimination．   
Folk）Wing a【14c］sitagliptin oraldose，aPPrOXimately16％ofthe radioact雨y was excreted as  
metabolitesof＄itagliptin・Sixmetabolitesweredetectedattracelevelsandarenotexpectedtocontribute  
tothep］a＄maDPP－4inhi肌OryaCtMtyofs他gliptin，／nvkrDStudiesindicatedthattheprimaryenzyme  
respon＄ibleforthelimitedmetabolismofsitagliptinwasCYP3A4，WithcontributionfromCYP2C8．  
ExcJ℃伽   

Fo”0血ngadministradonofanoral［14c］sitagliptindosHetOhealthysubjects，aPPrOXimatdylOO％of  
theadministeredradioactiv吋WaSeliminatedinfeces（13％）orurine（87％）withinoneweekofdosing．  
TheapparentterminaItlI2fb”0血ngalOOmgora［doseofsjtag［iptinwasapproxirTlateJy12．4hour＄and  
renalcrearancewasapproximately350mL／min．   
Elimination ofsitagJiptin occurs primari～via renaIexcretion andinvohIeSaCtjvetubularsecretion．  

S旺agliptinisasubstratefbrhumanorgank：aniontranspo止er－3（hOAT－3），WhichmaybeinvoIvedinthe  

renaIelimination ofsitagJiptin．The clinicalrelevance ofhOAT－3in s他gliptin transport has not been  
established・SitagliptinisalsoasubstrateofpogけCOPrOtein，WhichrTほyalsobeinvorvedinmediatingthe  
renaleliminationofs始gliptin・However，CyCJo＄POrine，aPTglycoproteininhibitor，didnotreducetherena】  
Clearanceofsitagliptin．  
師C由JP叩U／a馳〃5  
尺即∂JJ〃5U伽由〃Cγ   

AsingJe－dose，OPen－1abelstudywasconductedtoevaluatethepharmacokineticsofJANUVIA（50mg  
dose）inpatientsw肋varyingdegreesofchronicrenalinsufRciencycomparedtonorrTu［heaMlyCOntrOI  
Subjects・The studyincJuded patients with renalinsufficjency classified on the basis of creatinine  
Clearanceasmild（50to＜80mL／min）．moderate（30to＜50mL／min），andsevere（＜30mL／min），aSWellas  
Patjents w仙ESRD on hemodia吋Sis．hladdition，the efFects of renalinsufRciency on sitagliptin  
Pharrnacokinenc＄nPa“entSWithtype2diabetesandmildormoderaterenalinsufRciencywereasse警ed  
us］ng POPuIation pharmacokinetic anaJyses．Creatinine clearance was measured by24－hour unnary  
Creatinine clearance measurements or estimated from serum creatinine based on the Cockcrof（－Gault  

fomula：  

CrCl＝ r140－aqe（VearS11xweiQht（kQl（XO．85forfemalepatients）  
r72xserumcreatinine（mg／dL）】   

Comparedtonormalhea”hycontroIsuPjects・anaPPrOXiヮーatel・1－tOl・6－foldincrea＄einpIasma  

AUC ofs始gIiptin was observedin patients with mild renalJnSUfFiciency，Becauseincreases of this  
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magnitudearenotclinicaIIyrelevant．dosageadjustrnentinpatientsw仙mildrenaJinsu冊ciencylSnOt  
necessary．PlasmaAUCleversofsjtagliptinwereincreasedapproximateIy2－foldand4－foLdinpa“ents  
WithmoderaterenalinsufFiciencyandinpatientswithsevererenalinsufficiency．incJuding patientsw仙  
ESRDonhemodiaIysis．respectively．Sitagliptinwasmodes町removedbyhemodialysis（13・5％overa3－  
to4－hour hemodi叫Sis s？SSion staning4hours postdose）・To achieve p（asma concentrations of  
Sitagliptin similartothoseln Patientswith normalrenalfunction，10Werdosages are recommendedin  
Patients wnh rnoderate and severe renalinsufRciency，aS Wellasin ESRD patients requlnng  
hemodialysis．LSeeDosageandAdminjitration（2．2）］  
〃ep∂〟cJ〃5〟触〃Cy   

ln patientswith moderate hepaticinsu打iciency（Child－Pughscore7to9），meanAUCand Cmaxof  
SitagIiptinincreased approximately21％and13％，reSPeCtjve吋，COmParedto healthy matchedcontroIs  
fo”owlngadministrationofas］ng］elOOmgdoseofJANUVIA・ThesedifFerencesarenotconsideredtobe  
Clinicallymeaningful．NodosageadjustmentforJANUVIAisnecessaryforpatientswithmjldormoderate  
hepaticinsufRciency．   
ThereisnoclinicalexperienceinpatjentswMISeVerehepatjcinsufficiency（Child－Pughscore＞9）・  

β0（ル〃∂5ざ血deズ（β〃〃   

Nodosageadjustmentisnecessarybasedon BMl．Bodymassindexhad noclinica）吋meanjngful  
effectonthepharmacokineticsofsnagliptinbasedonacompos圧eanalysISOfPhaselpharmacokinetic  
dataandonapopulationphamlaCOkineticanalysisofPhaselandPhaselldata・  
Ge〃der   

Nodosageadjustmentisnecessarybasedongender．Genderhadnoclinica”ymeaningfule仔ecton  
thepharmacokjneticsofsitagJiptinbasedonacompositeana吋SisofPhaselpharmacokineticdataand  
OnaPOPuIationpharmacokineticanalys［SOfPhaselandPhaselldata・  
GeJ由析c   

NodosageadjustmentisrequiredbasedsoJe吋Onage・Whentheeffectsofageonrenalfunctionare  
takenintoaccount7agealonedidnothaveacljnica”yme？ningfuIimpactonthepharmacokineticsof  
S旭gLiptin based on a popu［ation pharmacokinetic analysIS．ElderLy subjects（65to80years）had  
approximately19％higherpLasmaconcentrationsofsitagIiptincomparedtoyoungersubjects・  
Ped由f血   

Studies characterizing the pharmacokinetics of sitagliptin in pediatric patients have not been 
Pe血med．  
尺∂Ce   

Nodosageadjustmentisnecessharybasedonrace・Racehadnoclinicarlymeaningfuleffectonthe  
Pharmacokinetics of s始gliptin based on a compos旺e analysIS Of available phamlaCOkirTetic data，  
indudingsubjectsofwhne，Hispanic，b［ack，Asian，andotherracialgroups・  
Dm9／〃始帽C〟0〃5  

／〃し付和A5SeS5〝博〃rO′Dmg／〃始帽Cfわ〃S   

S伯gliptinisnotaninhibitorofCYPisozymesCYP3A4．2C8，2C9．2D6，1A2－2C190r2B6．andisnot  
an jnducer of CYP3A4．S他gliptinis a prglycoprotein substrate，but does notinhibit pdgけCOPrOtein  
mediated transport of digoxin．Based on these resuJts，Snagliptjn js considered unlikely to cause  
interactionswithotherdrugsthatutilizethesepathways・   
S他gliptinisnotextensivelyboundtopJasmaprotejns，Therefore，thepropensityofs始gliptintobe  
至nvoLvedinclinic釧ymeaningfu［drugJruginteracdonsmediatedbyplasmaproteinbindingdisplacement  
】SVeけlow．  

J〃∨ルOAssesぶme〃forDm9／〃fe帽dわ〃S  
E触ofSitaq［iptjnonOtherDruqs   
lncrinicalstudies，aSdescribedbeIow，SitagJiptindidnotmeaningfu”yarterthepharmacokineticsof  
meげormin，glyburjde，Simvastatin．rosig‖azone，Warfarin．or oralcontraceptives－ PrOViding k7Vivo  
evidenceofalow 

． 

Digoxk7：SitagIiptinhadaminimaleffectonthephamacokineticsofdigoxin・Fol10Wmgadministration  
OfO・25mgdigoxinconcomitantlywithlOOmgofJANUVJAdaiJyforlOdays，theplasmaAUCofdigoxin  
WaSjncreasedbyll％，andtheplasmaCmaxby18％．   
Metfbm7k7：Co－administration of multiple twiceJaiけdoses of sitag［iptin with metformin，an OCT  
Substrate・didnotr？aningfu”ya”erthepharmacokjnebcsofmetformininpa再entswithtype2diabetes・  
Therefore，SitagIiptinISnOtaninhibitorofOCTィ¶ediatedtransport・  
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SuNbnyIureas：SingleJose pharracokinetics of g（ybuhde，a CYP2C9 substrate，WaS nOt  

meaningfuL吋arteredinsubjectsreceivlngmu帖Predosesofs他gliptin．Clinica”ymeaningfuLinteractions  
WOuIdnotbeexpectedwithothersulfonylureas（e．g．，glipizide，tOlbutamide，andgJimepiride）which，like  
g吋buride，are Primarily eliminated by CYP2C9．However，the risk of hypogJycemia from the  
CO－administrationofsitagliptinandsuげonylureasisunknown．  
Sk77VaStatk7：SingleJose pharmacokinetics of simvastatin．a CYP3A4 substrate，WaS nOt  
meaningfulけarteredinsubjectsreceivingmukipledai吋dosesofs血gliptin．Therefore，S旭gliptinisnotan  
inhib旺OrOfCYP3A4－mediatedmetabolism．   

Thibzolidk7edibnes：SingleJosepharmacokineticsofrosiglitazonewasnotmeaningfu”yarteredin  
Su叫ects recelVrng mu柑pre daily doses of sitagliptin，indicating thatJANUVrAis not aninhibitor of  
CYP2C8－mediatedmetabolism．   

t4匂′ねrjn：MuMple daily dose＄Of sjtagliptin did not meaningfu”y arter the pharmacokinetics，aS  
assessedbymeasurementofS（－）orR（＋）warfannenantiomers・OrPharmacodynamics（asaヲSeSSedby  
measurement of prothrombinlNR）of a single dose ofwarfarin．Because S（－）wahrinIS Prima州y  
metaboIizedbyCYP2C9，thesedataalso＄uPPOrttheconc［usionthatsitagliptinisnotaCYP2C9inhibitor．   
OraIContracepbes：Co－administratjon with sitagIjptjn did not meaningfuI吋arterthe steady－State  

Pharmacokineticsofnorethindroneorethinylestradiol．  
E触ctsofOtherDrucISOnShc［IiD   
Clinicaldata described bebwsuggestthats他g［jptinis notsuscep“bleto cljnicalけmeaningfur  

interactionsbyco－administeredmedications：   
Metbm7h7：Co－administration of muMpIe twice－dai［y doses of metfomlin wMISjtagliptin did not  
meaningful吋arterthepharmacokirTeticsofsitagliptininpatientswMltyPe2diabetes．   
CycJbspo血e：Astudywasconductedtoasse＄Sthee侮ctofcycJospo9ne，aPOtentinhibitorof  

PTgけCOPrOtein，Onthephamacokineticsofs旭gliptin．Co－administrationofasln91elOOmgoraldoseof  
JANUVIAandasing［e600mgoraIdoseofcyc10SPOrineincreasedtheAUCandCrTmXOfs始gIiptinby  
approximately29％and68％，reSPeCtiveIy．ThesemodestchangesinsjtagFiptinpharmacokineticswere  
rTOtCOnSideredtobec［inica”ymeaningful・TherenaIc［earanceofsitagliptinwasalsonotmeaningful吋  
artered・Therefore，meaningfuJinteractionswouldnotbeexpectedwithotherp－glycoproteininhibitors．   

13  NONCLIN）CALTOXICOLOGY  

1311Carcinogenesis，Nlutagonosis，lmpairmentofFertility   
A two－year CarCinogenic吋Study was conductedin male and female rats given oraldoses of  
Sitagliptin of50，150．and 500mg此g／day．There was an jncreasedincidence of combinedJiver  
adenoma／carcinomainmalesandfemaIesandoflivercarcinomainfemalesat500mg化g・TTlisdose  
reSu他inexposuresapproximat叫60nme＄thehumanexposur？atthemaximumrecommendeddai～  
adulthumandose（MRHD）oflOOmg／daybasedonAUCcompanson＄．Livertumorswerenotobsen／ed  
at150mgn（g・aPPrOXimate～20“me＄thehuman戸XPOSureattheMRHD・Atwo－yearCarCinogenicity  
Studywas conductedin maJe and female mice glVen Oraldoses ofsitagliptin of50，125．250，and  
500mg此g／day・There was noincrease jn theincidence oftumorsin any organ up to500mg／鴫，  
approximateけ70timeshumanexposureattheMRHD．SitagliptinwasnotmutagenicorcLastogenicwith  
OrWithoutmetabo］icactivationjntheAmesbacterialmutagenic吋assay，aChjnesehamsterovary（CHO）  
Chromosomeaberranonassay，ank7VHrocytogenedcsassayinCHO・ank7VHrorathepatocyteDNA  

alkalineelutionassay，andanlnVivomicronucJeusassay・   
lnratfertjli吋Studieswithoralgavagedosesof125，250，andlOOOmg化g，malesweretreatedfor4  
Weeks priortomating，during mating，UPtOSCheduledtermination（approximately8weekstotal）and  
femalesweretreated2weeksprk）rtOmatjn9throughgestationday7．Noadversee侮ctonfe州叫WaS  
Observedat125mg此g（approximatdy12timeshumanexposureattheMRHDoflOOmg／daybasedon  
AUCc？mPanSOnS）・Athigherdoses・nOndose－relatedincreasedresQrPt血Sinfema［eswereobserved  
（approxtmateJy25andlOOtimeshumanexposureattheMRHDbasedonAUCcomparison）．   

14  CLJNICALSTUDIES   

Therewere2316patientswith～pe2diabetesrandomizedinfourdouble－bJind，Placebo－00ntrOIJed  
Crinica（safetyandefRcacystudiesconductedtoevaJuatethee侮ctsofsitagliptinongけCemiccontrol．1n  
thesestudies，themean ageofpatientswas54．8years，and62％ofpatientswerewhke，18％were  
Hispanic，6％wereblack，9％wereAsian，and4％wereofotherracialgroups・  
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lnpatientswithtype2diabetes，treatmentWithJANUVIAproducedclinicaLlysignificantimprovements  
inhemog10binAIC，fastingpIasmaglucose（FPG）and2－hourpost－PrandiaJgLucose（PPG）comparedto  
Placebo．  
14．1Mono什帽raPy   
Atota10f1262patients with type2diabetes participatedin two double－b（ind，Placebo－COntrO”ed  
studies，OneOf18－Weekandanotherof24－Weekduration，tOeValuatetheefficacyandsafetyofJANUVIA  
monotherapy．1n both monotherapy studies，Patients currently on an antihyperglycemic agent  
discontinuedtheagent，and underwentadiet，eXerCise，anddrugwash－OutPeriodofabout7weeks・  
PatientswithinadequategIycemiccontroJ（AIC7％tolO％）a代erthewash－OutPeriodwererandomized  
aftercompletinga2－Weeksingle－blindplaceborun－inperiod；PatientsnotcurrentlyonantihypergIycemic  
agents（Offtherapyforatleast8weeks）withinadequateglycericcontrol（AIC7％tolO％）were  
randomizedaftercompletingthe2－Weeksingle－blind placeborun－（n Period・lnthe18－Weekstudy，521  
Patientswererandomizedtop（acebo，JANUVIAlOOmg，OrJANUVIA200mg－andinthe24－Weekstudy  
741patientswererandomizedtoplacebo，JANUVIAlOOmg，OrJANUVIA200mg・Patientswhofailedto  
meetspecificglycemicgoaIsduringthestudiesweretreatedwithmetforminrescue，addedontoplacebo  
O「JANUVIA．   

TreatmentwithJANUVIAatlOOmgdailyprovidedsignificantimprovementsinAIC7FPG．and2－hour  
PPGcomparedtoplacebo（Table2）．lnthe18－Weekstudy，9％ofpatientsreceivingJANUVIAlOOmg  
and17％whoreceivedplaceborequiredrescuetherapy・lnthe24－Weekstudy，9％ofpatientsreceiv［ng  
JANUVIAlOOmgand21％ofpatientsreceiv■ngPlaceborequiredrescuetherapy・Theimprovementin  
AICwasnotafFectedbygender．age，raCe，OrbaseJineBMt・Asistypicalfortrialsofagentstotreattype  
2diabetes，meanreSPOnSetOJANUVIAinAIC10WenngaPPearStOberelatedtothedegreeofAIC  
elevationatbaseline．Overa‖，the200mgdai［ydosedidnotprovidegreaterglycemicefRcacythanthe  
lOOmgdai［ydose．Thee鮎ctofJANUVJAonIipidendpointswassimilartoplacebo・Bodywei9htdidnot  
increasefrombaselinewithJANUVIAtherapylneitherstudy．comparedtoasma”reductioninpatients  
glVenPlacebo・  
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Table 2 
GlycemicParametersin18・and24」WeekPlacebo－ControJledStudiesofJANUV］AinPatients  

WithType2DiabetesT  
¶H〃別旺5tudy  2■・W以北5tudy  

JAllUVIAl00mg  Placobo  JANUVIAlOOmg   PlさCebo   

AIC（％）   N＝193   N王103   N≡229   N＝244   

BaseIine（mean）   8．0   8．1   8．0   8．0   

Changefrombaseline（adjustedmean‡）   －0．5   0．1   －0．6   0．2   

D俺rencefromplacebo（adjustedmean‡）   ＿0．6§  ＿0．8§  

（95％Cl）   （－0．8．一0．4）  （－1．0，－0．6）   

Patients（％）achievingAIC＜7％   69（36％）   16（16％）   93（41％）   41（17％）   

FPG（m！lJdL）   N＝201   N；10丁   N買23▲   N＝24丁   

Baseline（mean）   180   184   170   176   

Change什ombaseline（adjustedmean‡）   －13   7   －12   5   

Difb帽nCe什omplacebo（a功UStedme8∩‡）   －20§  ＿17§  

（95％Cり   （－31．－9）  （－24．－10）   

2・hourPPG（mgJdL）   N＝201   N＝20l   

Base伽e（mean）  257   271   

Change什ombaseline（adjustedmean‡）  －■9   －2   

Diffbrencefrt）mPlacebo（adjustedmean‡）  ■7§  

（95％Cけ  （－59，一34）   

TlntenttoTreatPopulationus．nglastobservationonstudypnortometforminrescuetherapy・ ‡ 
Leastsquaresmeansadjustedforpr10rantihyper91ycemictherapystatusandbaselinevalue． S 
pく0・00－00mParedtop■acebo・  
州Datanotavailable．  

Ad朗わ〃∂／朋b〃0納e帽〝5山（少   

AmuItinational．randomized，double－b（ind，Placebo－COntrO‖ed studywasaJsoconductedtoassess  
thesafetyandtolerabilityofJANUVIAin91patientswithtype2diabetesandchronicrenaIinsufRciency  
（Creatinineclearance＜50mL／mjn）・PatientswithmoderaterenarinsufRciencyr？Ceived50mgdailyof  
JANUVIAandthosewithsevererenalinsufRciencyorwithESRDonhemodialysJSOrPeritoneaJdialysIS  
received25mg daiJy・lnthjsstudy，the safety and tolerabilityofJANUVIAwere generalIysimiJarto  
Placebo・Asma（lincreaseinserumcreatininewasrepo止edinpatientswjthmoderaterena＝nsufRciency  

treatedwithJANUVIA relativetothose on p（acebo．ln addition，the reductionsinAIC and FPGwith  
JANUVJAcomparedtoplaceboweregenera”ysimiJartothoseobservedinothermonotherapystudjes・  
βeeC伽ぬa／P舶m∂CO／0！Ⅳ〔†2．即．J  

14・2 CombinationTherapy  
Com上血∂fわ〃me帽py〝肋〃eぬ〝¶血   

Atotarof701patientswith type2diabetes panicipatedin a24－Week．randomized，double－blind，  
Placebo－COntrO”ed＄tudy designedto assesstheefFicacy ofJANUVIAin combinationwith metformin．  
Patientsalreadyonmetformjn（N＝431）atadoseofatleast1500mgperdaywererandomizedaQer  
COmPleting a 2－Week sjngle－blind placebo run－in period・Patients on metbrmJn and another  
antihyperglycemicagent（N＝229）andpatientsnotonanyantihyperg［ycemicagents（OfFtherapyforat  
least8weeks，N＝41）wererandomizedaf（erarun－inperiodofapproximate［ylOweeksonmetformin（at  
adoseofatleast1500mgperday）inmonotherapy．Patientswererandomizedtotheadditionofeither  
lOOmgofJANUVIAorpJacebo，admjnisteredoncedaily・PatientswhofaiLedtomeetspecificglycemic  
goalsduringthestudiesweretreatedwithpiogIitazonerescue・   
Jncombinationwithmeげbrmin，JANUVIAprovidedsignificantimprovementsjnAIC，FPG．and2－hour  
PPGcomparedtopIacebowithmetformin（Table3）・RescuegFycemictherapywasusedin5％ofpatients  
treatedwithJANUV［AlOOmgand14％ofpatientstreatedwith placebo・Asimirardecreasein body  
Weightwasobservedforbothtreatmentgroups．  
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JAl一∪ⅥAl00mg＋   Placebo＋  
Ⅳleげomin  Me廿ormin   

AICl％l   N＝45ユ   N＝224   

Baseline（meanl   8．0   8．0   

Chanqefrombaseline（adiustedmean‡】   －0．7   －0．0   

DifFerence什omplacebo＋me欣）rmin（adjustedmean‡）   ●0．7§  

（95％Cl）   ト0且－0．5）   

Patients（％lachievinqAIC＜7％   213147％l   41（18％l   

FPGlmqJdい   N芸4糾   N＝226   

Baseline（meanl   170   174   

ChanQe什ombaseline（adiustedmean‡l   －17   9   

DifFerencefromplacebo＋metbrmin（adjustedmean‡）   ＿25§  

（95％Cl）   ト31，－20）   

2＿hourPPGlm（】JdLl   N＝387   N＝182   

BaseIine（mean）   275   272   

Chanclefrombasdine（adiustedmean‡l   －62   －11   

D穐rencefrompLacebo＋metformin（adjustedmean‡）   ＿51§  

（95％Cll   （づ1．－41）   

†lntenttoTreatPopu［ationusInglastobservationonstudypr．ortop．oglitazonerescuetherapy・  
‡LeastsquaresmeansadjustedforpnorantjhypergIycemictherapyandbaselinevalue．  
§p＜0・001comparedtop■acebo＋metformin・  

CoJ血血∂fわ〃meJ叩y〝肋Pわ9躍∂ZO〃e   

Atota10f353patientswith type2diabetes paTlicipatedin a24－Week，randomized，double－blind．  
Placebo－COntrO‖edstudydesignedtoassesstheefFicacyofJANUVIAincombinationwithpioglitazone・  
Patients on any oralantihyperglycemic agentin monotherapy（N＝212）or on a PPAR†agentin  
COmbinationtherapy（N＝106）ornoton an antihypergIycemicagent（0什therapyforatleast8weeks，  
N：34）wereswitchedtomonotherapywithpiogIitazone（atadoseof30－45mgpFrday）・andcompleteda  
run－inperiodofapproximately12weeksinduration・A代ertherun－inperiodonp10glitazonemonotherapy，  
PatientswererandomizedtotheadditionofeitherlOOmgofJANUVIAorplacebo，administeredonce  
daily．Patientswhofailedtomeetspecificg］ycemicgoalsduringthestudiesweretreatedwithmetformin  
rescue．GlycemicendpointsmeasuredincludedAICandfastingglucose・   
ln combination with pioglitazone，JANUVIA provided significantimprovementsin AIC and FPG  
COmParedtoplacebowithpioglitazone（TabIe4）．Rescuetherapywasusedin7％ofpatientstreatedwith  
JANUVIAlOOmgand14％ofpatientstreatedwithplacebo・Therewasnoslgnificantdifferencebetween  
JANUVIAandp［aceboinbodyweightchange．  
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JAllUⅥAlOOm！，◆   円acebo＋  

Pioqlltazone  Pio！川bzono   

AICl％I   N＝163   N＝17■   

Baseline（meanl   8．1   8．0   

ChanqefrombaseIineLadiustedmean‡l   －0．9   －0．2   

DifFerence什omplacebo＋Piogljlazone（adjustedmean‡）   ．0．7§  

（95％Cl）   ト0β，－0．5）   

Patients－％lachievinqAICく7％   74（45％l   40（23％l   

FPGlmgJdLI   N壬163   N三1丁■   

Base】ine（meanl   168   166   

Chanqe打OmbaseIine（adiustedmean‡）   －17   

DifFbrence什omplacebo＋pioglitazone（adjustedmeanf）   ＿18S  
（95％CII   ト24．－11）   

TlntenttoTreatPopuIationusinglastobservationonstudypriortometforrTIinrescuetherapy．  
‡Leastsquaresmeansadjustedforpriorantihyperglycemictherapystatusandbaselinevalue．   
§p＜0・001comparedtop■acebo＋piog‖ねZOne・  

16  HOWSUPPuED／STORAGEANDHANDLING   

No．6737－TabletsJANUVrA，25mg，are Pink．round，fiJm－COatedtabIetswith“221”on oneside．  
Theyaresuppliedasfol10WS：  
NDCOOO6－0221－31unit－Of－uSebottlesof30  

NDCOOO6－0221－54unit－Of－uSebottJesof90   

NDCOOO6－0221－28unitdoseblisterpackagesoflOO．  

No．6738－TabletsJANUVIA，50mg，are［ightbeige，rOund，firm－COatedtablet＄With“112”onone  
Side．TheyaresuppIiedasfoI10WS：  
NDCOOO6－0112－31unit－0トusebottlesof30  
NDCOOO6－0112－54unit－Of－uSebottFesof90   

NDCOOO6－0112－28unitdosebIisterpackagesoflOO．  

No．6739－TabletsJANUVJA，100mg．arebeige，rOund，fiIm－COatedtabletswith“27rononesjde．  
TheyaresuppIiedasfo”ows：  
NDCOOO6・0277－31unit－0トusebottJe＄Of30  

NDCOOO6－0277－54uniトOf－uSeboⅧesof90   

NDCOOO6－0277－28unitdosebIisterpackagesoflOO  
NDCOOO6－0277－74bottlesof500  
NDCOOO6－0277－82bott始SOflOOO．  

Sわ招ge   

Storeat20－250C（68－77OF）．excursionsperm岨edto15－300C（59－860F），【seeUSPContro”edRoom  
Temperature］．   

17 PATlENT COUNSELlNG lNFORMATlON 

鰐eeFDA－AppJPVedPatientLabeIing（17．3）］  
1丁．1 lnstructions   

PatientsshouldbeinformedofthepotentiaIrisksandbenefitsofJANUVIAandofaJternativemodes  
Oftherapy．PatientsshourdalsobeinformedabouttheimportanceofadherencetodietarylnStrUCtions，  
regularphysicalactivity，PeriodicbIoodglucosemonitoringandAICtesting，reCOgnitionandmanagement  
OfhypogJycemiaandhyperglycemia，andassessmentfordiabetescompIications・Duringperiodsofstress  
SuChasfever，trauma，infection，OrSurgery，medicationrequ［rementSmayChangeandpatientsshouIdbe  
advjsedtoseekmedicaladvicepromptly．  
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JANUVIATM  
（Sitag（iptinphosphate）Tablets  9762700   

PhysiciansshouldinstructtheirpatientstoreadthePatientPackagelnsertbeforestartingJANUVIA  
therapyandtorereadeachtimetheprescriptionisrenewed．Patientsshouldbeinstructedtoinformtheir  
doctororpharmacistiftheydeve10PanyunuSualsymptom，Orifanyknownsymptompersistsorworsens．  
17．2 LaboratoryTests   
PatientsshouIdbeinformedthatresponsetoaIIdiabetictherapleSShouldbemonitoredbyperiodic  
measurements ofb100d glucose and AIC（eveIs，With a goa10fdecreasing theseIevelstowardsthe  
normalrange・AICis especia”y usefuJforevaluating10ng－term gJycemiccontrol・Patients should be  
informedofthepotentialneedtoadjustdosebasedonchangesinrenaIfunctiontestsovertime．  

Manufacturedfor：  

OMERCK＆CO．，lNC．′WhitehouseStation，NJO8889，USA  

Manufacturedby：   

MerckSharp＆Dohme（Jtalia）S．p．A．  
ViaEm‖ia，21  

27100－Pavia，ltaly   

Printed in USA 

9762700   

USPatent．No．：6，699，871   

17．3 FDA・ApprovedPatientLabeling  

1TrademarkofMERCK＆CO・．Inc・，WhitehouseStation，NewJerseyO8889USA  
COPYRIGHT◎2006MERCK＆CO．．1nc．  
Allrightsreserved  
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