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Summary of Product Characteristics

1 NAME OF THE MEDICINAL PRODUCT

Sitagliptin/MetforminhydrochlorideRowa50mg/1000mgfilm-coatedtablets

2 QUALITATIVE AND QUANTITATIVE COMPOSITION

Eachtabletcontainssitagliptinhydrochlorideequivalentto50mgsitagliptinand1000mgofmetforminhydrochloride.

 

Forthefulllistofexcipients,seesection6.1.

3 PHARMACEUTICAL FORM

Film-coatedtablet(tablet).

 

Oval-shaped,biconvex,film-coatedtabletsapproximately21.5mmx10.0mm,brown,debossedwith"S477"ononesideand

plainontheother.

4 CLINICAL PARTICULARS

4.1 Therapeutic indications

Sitagliptin/Metformin hydrochloride Rowa is indicated as an adjunct to diet and exercise to improve glycaemic control in

patientsinadequatelycontrolledontheirmaximaltolerateddoseofmetforminaloneorthosealreadybeingtreatedwiththe

combinationofsitagliptinandmetformin.

 

Sitagliptin/MetforminhydrochlorideRowaisindicatedincombinationwithasulphonylurea(i.e.,triplecombinationtherapy)as

an adjunct to diet and exercise in patients inadequately controlled on their maximal tolerated dose of metformin and a

sulphonylurea.

 

Sitagliptin/MetforminhydrochlorideRowaisindicatedastriplecombinationtherapywithaperoxisomeproliferator-activated

receptor gamma (PPARγ) agonist (i.e., a thiazolidinedione) as an adjunct to diet and exercise in patients inadequately

controlledontheirmaximaltolerateddoseofmetforminandaPPARγagonist.

 

Sitagliptin/MetforminhydrochlorideRowaisalsoindicatedasadd-ontoinsulin(i.e.,triplecombinationtherapy)asanadjunct

todietandexercisetoimproveglycaemiccontrolinpatientswhenstabledoseofinsulinandmetforminalonedonotprovide

adequateglycaemiccontrol.

4.2 Posology and method of administration

Posology

ThedoseofantihyperglycaemictherapywithSitagliptin/MetforminhydrochlorideRowashouldbeindividualisedonthebasis

ofthepatient'scurrentregimen,effectiveness,andtolerabilitywhilenotexceedingthemaximumrecommendeddailydoseof

100mgsitagliptin.

 

Adults with normal renal function (GFR ≥ 90 mL/min)

 

For patients inadequately controlled on maximal tolerated dose of metformin monotherapy

Forpatientsnotadequatelycontrolledonmetforminalone,theusualstartingdoseshouldprovidesitagliptindosedas50mg

twicedaily(100mgtotaldailydose)plusthedoseofmetforminalreadybeingtaken.

 

For patients switching from co-administration of sitagliptin and metformin

Forpatientsswitchingfromco-administrationofsitagliptinandmetformin,Sitagliptin/MetforminhydrochlorideRowashould

beinitiatedatthedoseofsitagliptinandmetforminalreadybeingtaken.
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For  patients  inadequately  controlled  on  dual  combination  therapy  with  the  maximal  tolerated  dose  of  metformin  and  a

sulphonylurea

Thedoseshouldprovidesitagliptindosedas50mgtwicedaily(100mgtotaldailydose)andadoseofmetforminsimilarto

thedosealreadybeingtaken.WhenSitagliptin/MetforminhydrochlorideRowaisusedincombinationwithasulphonylurea,a

lowerdoseofthesulphonylureamayberequiredtoreducetheriskofhypoglycaemia(seesection4.4).

 

For  patients  inadequately  controlled  on  dual  combination  therapy  with  the  maximal  tolerated  dose  of  metformin  and  a  PPARg

agonist

Thedoseshouldprovidesitagliptindosedas50mgtwicedaily(100mgtotaldailydose)andadoseofmetforminsimilarto

thedosealreadybeingtaken.

 

For patients inadequately controlled on dual combination therapy with insulin and the maximaltolerated dose of metformin

Thedoseshouldprovidesitagliptindosedas50mgtwicedaily(100mgtotaldailydose)andadoseofmetforminsimilarto

thedose alreadybeing taken.WhenSitagliptin/MetforminhydrochlorideRowa is used in combinationwith insulin, a lower

doseofinsulinmayberequiredtoreducetheriskofhypoglycaemia(seesection4.4).

 

Forthedifferentdosesonmetformin,Sitagliptin/MetforminhydrochlorideRowaisavailableinstrengthsof50mgsitagliptin

and850mgmetforminhydrochlorideor1000mgmetforminhydrochloride.

 

Allpatientsshouldcontinuetheirrecommendeddietwithanadequatedistributionofcarbohydrateintakeduringtheday.

 

Special populations

 

Renal impairment

Nodoseadjustmentisneededforpatientswithmildrenalimpairment(glomerularfiltrationrate[GFR]≥60mL/min).AGFR

should be assessed before initiation of treatment withmetformin- containing products and at least annually thereafter. In

patientsatincreasedriskoffurtherprogressionofrenalimpairmentandintheelderly,renalfunctionshouldbeassessedmore

frequently,e.g.every3-6months.

 

Themaximumdailydoseofmetforminshouldpreferablybedividedinto2-3dailydoses.Factorsthatmayincreasetheriskof

lactic acidosis (see section 4.4) should be reviewed before considering initiation of metformin in patients with GFR < 60

mL/min.

 

IfnoadequatestrengthofSitagliptin/MetforminhydrochlorideRowaisavailable,individualmono-componentsshouldbeused

insteadofthefixed-dosecombination.

 

GFR mL/min Metformin Sitagliptin

60-89
Maximum daily dose is 3000 mg. Dose reduction may be considered in relation 

to declining renal function.
Maximum daily dose is 100 mg.

45-59
Maximum daily dose is 2000 mg.

The starting dose is at most half of the maximum dose.
Maximum daily dose is 100 mg.

30-44
Maximum daily dose is 1000 mg.

The starting dose is at most half of the maximum dose.
Maximum daily dose is 50 mg.

< 30 Metformin is contraindicated. Maximum daily dose is 25 mg.

 

Hepatic impairment

Sitagliptin/MetforminhydrochlorideRowamustnotbeusedinpatientswithhepaticimpairment(seesection5.2).

 

Elderly

As metformin and sitagliptin are excreted by the kidney, Sitagliptin/Metformin hydrochloride Rowa should be used with

cautionasageincreases.Monitoringofrenalfunctionisnecessarytoaidinpreventionofmetformin-associatedlacticacidosis,

particularlyintheelderly(seesections4.3and4.4).

 

Paediatric population

ThesafetyandefficacyofSitagliptin/MetforminhydrochlorideRowainchildrenandadolescentsfrombirthto<18yearsof

agehavenotbeenestablished.Nodataareavailable.
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Method of administration

Sitagliptin/MetforminhydrochlorideRowashouldbegiventwicedailywithmealstoreducethegastrointestinaladverse

reactionsassociatedwithmetformin.

4.3 Contraindications

Sitagliptin/MetforminhydrochlorideRowaiscontraindicatedinpatientswith:

 hypersensitivitytotheactivesubstancesortoanyoftheexcipientslistedinsection6.1(seesections4.4and4.8);

 anytypeofacutemetabolicacidosis(suchaslacticacidosis,diabeticketoacidosis);

 diabeticpre-coma;

 severerenalfailure(GFR<30mL/min)(seesection4.4);

 acuteconditionswiththepotentialtoalterrenalfunctionsuchas:

o dehydration,

o severeinfection,

o shock,

o intravascularadministrationofiodinatedcontrastagents(seesection4.4);

 acuteorchronicdiseasewhichmaycausetissuehypoxiasuchas:

o cardiacorrespiratoryfailure,

o recentmyocardialinfarction,

o shock;

 hepaticimpairment;

 acutealcoholintoxication,alcoholism;

 breast-feeding.

4.4 Special warnings and precautions for use

General

Sitagliptin/MetforminhydrochlorideRowashouldnotbeusedinpatientswithtype1diabetesandmustnotbeusedforthe

treatmentofdiabeticketoacidosis.

 

Acute pancreatitis

UseofDPP-4inhibitorshasbeenassociatedwithariskofdevelopingacutepancreatitis.Patientsshouldbeinformedofthe

characteristicsymptomofacutepancreatitis:persistent,severeabdominalpain.Resolutionofpancreatitishasbeenobserved

afterdiscontinuationofsitagliptin(withorwithoutsupportivetreatment),butveryrarecasesofnecrotisingorhaemorrhagic

pancreatitisand/ordeathhavebeenreported.Ifpancreatitisissuspected,Sitagliptin/MetforminhydrochlorideRowaandother

potentially suspect medicinal products should be discontinued; if acute pancreatitis is confirmed, Sitagliptin/Metformin

hydrochlorideRowashouldnotberestarted.Cautionshouldbeexercisedinpatientswithahistoryofpancreatitis.

 

Lactic acidosis

Lactic acidosis, a rare but serious metabolic complication, most often occurs at acute worsening of renal function or

cardiorespiratoryillnessorsepsis.Metforminaccumulationoccursatacuteworseningofrenalfunctionandincreasestherisk

oflacticacidosis.

 

In case of dehydration (severe vomiting, diarrhoea, fever or reduced fluid intake), metformin should be temporarily

discontinuedandcontactwithahealthcareprofessionalisrecommended.

 

Medicinalproductsthatcanacutelyimpairrenalfunction(suchasantihypertensives,diureticsandNSAIDs)shouldbeinitiated

with caution in metformin-treated patients. Other risk factors for lactic acidosis are excessive alcohol intake, hepatic

insufficiency,inadequatelycontrolleddiabetes,ketosis,prolongedfastingandanyconditionsassociatedwithhypoxia,aswell

asconcomitantuseofmedicinalproductsthatmaycauselacticacidosis(seesections4.3and4.5).

 

Patientsand/orcaregiversshouldbeinformedoftheriskoflacticacidosis.Lacticacidosisischaracterisedbyacidoticdyspnoea,

abdominal pain,muscle cramps, asthenia and hypothermia followed by coma. In case of suspected symptoms, the patient
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shouldstoptakingmetforminandseekimmediatemedicalattention.DiagnosticlaboratoryfindingsaredecreasedbloodpH

(<7.35),increasedplasmalactatelevels(>5mmol/L)andanincreasedaniongapandlactate/pyruvateratio.

 

Renal function

GFR should be assessed before treatment initiation and regularly thereafter (see section 4.2 Sitagliptin/Metformin

hydrochloride Rowa is contraindicated in patients with GFR < 30 mL/min and should be temporarily discontinued during

conditionswiththepotentialtoalterrenalfunction(seesection4.3).

 

Hypoglycaemia

PatientsreceivingSitagliptin/MetforminhydrochlorideRowaincombinationwithasulphonylureaorwithinsulinmaybeatrisk

forhypoglycaemia.Therefore,areductioninthedoseofthesulphonylureaorinsulinmaybenecessary.

 

Hypersensitivity reactions

Post-marketing reports of serious hypersensitivity reactions in patients treated with sitagliptin have been reported. These

reactions include anaphylaxis, angioedema, and exfoliative skin conditions including Stevens-Johnson syndrome. Onset of

thesereactionsoccurredwithinthefirst3monthsafterinitiationoftreatmentwithsitagliptin,withsomereportsoccurringafter

the first dose. If a hypersensitivity reaction is suspected, Sitagliptin/MetforminhydrochlorideRowa shouldbediscontinued,

otherpotentialcausesoftheeventshouldbeassessed,andalternativetreatmentfordiabetesshouldbeinstituted(seesection

4.8).

 

Bullous pemphigoid

There have been post-marketing reports of bullous pemphigoid in patients taking DPP-4 inhibitors including sitagliptin. If

bullouspemphigoidissuspected,Sitagliptin/MetforminhydrochlorideRowashouldbediscontinued.

 

Surgery

Sitagliptin/Metformin hydrochloride Rowa must be discontinued at the time of surgery under general, spinal or epidural

anaesthesia.Therapymayberestartednoearlierthan48hoursfollowingsurgeryorresumptionoforalnutritionandprovided

thatrenalfunctionhasbeenre-evaluatedandfoundtobestable.

 

Administration of iodinated contrast agent

Intravascular administrationof iodinatedcontrast agentsmay lead to contrast-inducednephropathy, resulting inmetformin

accumulationandanincreasedriskoflacticacidosis.Sitagliptin/MetforminhydrochlorideRowashouldbediscontinuedprior

tooratthetimeoftheimagingprocedureandnotrestarteduntilatleast48hoursafter,providedthatrenalfunctionhasbeen

re-evaluatedandfoundtobestable(seesections4.3and4.5).

 

Change in clinical status of patients with previously controlled type 2 diabetes

A patient with type 2 diabetes previously well controlled on Sitagliptin/Metformin hydrochloride Rowa who develops

laboratory abnormalities or clinical illness (especially vague and poorly defined illness) should be evaluated promptly for

evidence of ketoacidosis or lactic acidosis. Evaluation should include serumelectrolytes and ketones, bloodglucose and, if

indicated, blood pH, lactate, pyruvate, andmetformin levels. If acidosis of either form occurs, treatmentmust be stopped

immediately,andotherappropriatecorrectivemeasuresinitiated.

 

Vitamin B12 Deficiency

MetforminmayreducevitaminB12serumlevels.TheriskoflowvitaminB12levelsincreaseswith

increasingmetformindose,treatmentduration,and/orinpatientswithriskfactorsknowntocause

vitaminB12deficiency.IncaseofsuspicionofvitaminB12deficiency(suchasanaemiaor

neuropathy),vitaminB12serumlevelsshouldbemonitored.PeriodicvitaminB12monitoringcould

benecessaryinpatientswithriskfactorsforvitaminB12deficiency.Metformintherapyshouldbe

continuedforaslongasitistoleratedandnotcontra-indicatedandappropriatecorrectivetreatmentfor

vitaminB12deficiencyprovidedinlinewithcurrentclinicalguidelines.

 

Sodium

Thismedicinalproductcontainslessthan1mmolsodium(23mg)pertablet,thatistosayessentially'sodium-free'.

4.5 Interaction with other medicinal products and other forms of interaction

Co-administration of multiple doses of sitagliptin (50 mg twice daily) and metformin (1,000 mg twice daily) did not

meaningfullyalterthepharmacokineticsofeithersitagliptinormetformininpatientswithtype2diabetes.
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PharmacokineticdruginteractionstudieswithSitagliptin/MetforminhydrochlorideRowahavenotbeenperformed;however,

suchstudieshavebeenconductedwiththeindividualactivesubstances,sitagliptinandmetformin.

 

Concomitant use not recommended

Alcohol

Alcoholintoxicationisassociatedwithanincreasedriskoflacticacidosis,particularlyincasesoffasting,malnutritionorhepatic

impairment.

 

Iodinatedcontrastagents

Sitagliptin/Metformin hydrochloride Rowamust be discontinued prior to or at the time of the imaging procedure and not

restarteduntilatleast48hoursafter,providedthatrenalfunctionhasbeenre-evaluatedandfoundtobestable(seesections

4.3and4.4).

 

Combinations requiring precautions for use

Some medicinal products can adversely affect renal function, which may increase the risk of lactic acidosis, e.g. NSAIDs,

including selective cyclo-oxygenase (COX) II inhibitors, ACE inhibitors, angiotensin II receptor antagonists and diuretics,

especially loop diuretics. When starting or using such products in combination with metformin, close monitoring of renal

functionisnecessary.

 

Concomitant use of medicinal products that interfere with common renal tubular transport systems involved in the renal

eliminationofmetformin(e.g.,organiccationictransporter-2[OCT2]/multidrugandtoxinextrusion[MATE]inhibitorssuchas

ranolazine,vandetanib,dolutegravir,andcimetidine)couldincreasesystemicexposuretometforminandmayincreasetherisk

forlacticacidosis.Considerthebenefitsandrisksofconcomitantuse.Closemonitoringofglycaemiccontrol,doseadjustment

within the recommended posology and changes in diabetic treatment should be considered when such products are

co-administered.

 

Glucocorticoids(givenbysystemicandlocalroutes)beta-2-agonists,anddiureticshaveintrinsichyperglycaemicactivity.The

patientshouldbeinformed,andmorefrequentbloodglucosemonitoringperformed,especiallyatthebeginningoftreatment

withsuchmedicinalproducts.Ifnecessary,thedoseoftheanti-hyperglycaemicmedicinalproductshouldbeadjustedduring

therapywiththeothermedicinalproductandonitsdiscontinuation.

 

ACE-inhibitorsmaydecreasethebloodglucoselevels.Ifnecessary,thedoseofthe

anti-hyperglycaemic medicinal product should be adjusted during therapy with the other medicinal product and on its

discontinuation.

 

Effects of other medicinal products on sitagliptin

In vitro andclinicaldatadescribedbelowsuggestthattheriskforclinicallymeaningfulinteractionsfollowingco-administration

ofothermedicinalproductsislow.

 

In vitro  studies indicated that the primary enzyme responsible for the limited metabolism of sitagliptin is CYP3A4, with

contributionfromCYP2C8.Inpatientswithnormalrenalfunction,metabolism,includingviaCYP3A4,playsonlyasmallrolein

theclearanceofsitagliptin.Metabolismmayplayamoresignificantroleintheeliminationofsitagliptininthesettingofsevere

renal impairment or end-stage renal disease (ESRD). For this reason, it is possible that potent CYP3A4 inhibitors (i.e.,

ketoconazole,itraconazole,ritonavir,clarithromycin)couldalterthepharmacokineticsofsitagliptininpatientswithsevererenal

impairmentorESRD.TheeffectsofpotentCYP3A4inhibitorsinthesettingofrenal impairmenthavenotbeenassessedina

clinicalstudy.

 

In vitro  transport studies showed that sitagliptin is a substrate for p-glycoprotein and organic anion transporter-3 (OAT3).

OAT3 mediated transport of sitagliptin was inhibited in vitro  by probenecid, although the risk of clinically meaningful

interactionsisconsideredtobelow.ConcomitantadministrationofOAT3inhibitorshasnotbeenevaluated in vivo.

 

Ciclosporin:  A study was conducted to assess the effect of ciclosporin, a potent inhibitor of p-glycoprotein, on the

pharmacokineticsofsitagliptin.Co-administrationofasingle100mgoraldoseofsitagliptinandasingle600mgoraldoseof

ciclosporinincreasedtheAUCandCmaxofsitagliptinbyapproximately29%and68%,respectively.Thesechangesinsitagliptin

pharmacokinetics were not considered to be clinically meaningful. The renal clearance of sitagliptin was not meaningfully

altered.Therefore,meaningfulinteractionswouldnotbeexpectedwithotherp-glycoproteininhibitors.
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Effects of sitagliptin on other medicinal products

Digoxin:Sitagliptinhadasmalleffectonplasmadigoxinconcentrations.Followingadministrationof

0.25mg digoxin concomitantly with 100mg of sitagliptin daily for 10 days, the plasma AUC of digoxin was increased on

averageby11%,andtheplasmaCmaxonaverageby18%.Nodoseadjustmentofdigoxinisrecommended.However,patients

atriskofdigoxintoxicityshouldbemonitoredforthiswhensitagliptinanddigoxinareadministeredconcomitantly.

 

In vitro  data suggest that sitagliptin does not inhibit nor induce CYP450 isoenzymes. In clinical studies, sitagliptin did not

meaningfully alter the pharmacokinetics ofmetformin, glyburide, simvastatin, rosiglitazone,warfarin, or oral contraceptives,

providing in vivo evidence of a low propensity for causing interactions with substrates of CYP3A4, CYP2C8, CYP2C9, and

organiccationictransporter(OCT).Sitagliptinmaybeamildinhibitorofp-glycoproteinin vivo.

4.6 Fertility, pregnancy and lactation

Pregnancy

Therearenoadequatedatafromtheuseofsitagliptininpregnantwomen.Studiesinanimalshaveshownreproductivetoxicity

athighdosesofsitagliptin(seesection5.3).

 

A limited amount of data suggests the use of metformin in pregnant women is not associated with an increased risk of

congenitalmalformations.Animalstudieswithmetformindonotindicateharmfuleffectswithrespecttopregnancy,embryonic

orfoetaldevelopment,parturitionorpostnataldevelopment(seealsosection5.3).

 

Sitagliptin/MetforminhydrochlorideRowashouldnotbeusedduringpregnancy.Ifapatientwishestobecomepregnantorifa

pregnancyoccurs,treatmentshouldbediscontinued,andthepatientswitchedtoinsulintreatmentassoonaspossible.

 

Breast-feeding

Nostudiesinlactatinganimalshavebeenconductedwiththecombinedactivesubstancesofthismedicinalproduct.Instudies

performed with the individual active substances, both sitagliptin andmetformin are excreted in themilk of lactating rats.

Metformin is excreted in human milk in small amounts. It is not known whether sitagliptin is excreted in human milk.

Sitagliptin/MetforminhydrochlorideRowamustthereforenotbeusedinwomenwhoarebreast-feeding(seesection4.3).

 

Fertility

Animaldatadonotsuggestaneffectoftreatmentwithsitagliptinonmaleandfemalefertility.Humandataarelacking.

4.7 Effects on ability to drive and use machines

Sitagliptin/MetforminhydrochlorideRowahasnoornegligible influenceontheability todriveandusemachines.However,

when driving or usingmachines, it should be taken into account that dizziness and somnolence have been reported with

sitagliptin.

 

Inaddition,patientsshouldbealertedtotheriskofhypoglycaemiawhenSitagliptin/MetforminhydrochlorideRowaisusedin

combinationwithasulphonylureaorwithinsulin.

4.8 Undesirable effects

Summary of the safety profile

There have been no therapeutic clinical trials conducted with Sitagliptin/Metformin hydrochloride Rowa tablets however

bioequivalence of Sitagliptin/Metformin hydrochloride Rowa with co-administered sitagliptin and metformin has been

demonstrated(seesection5.2).

Seriousadverse reactions includingpancreatitisandhypersensitivity reactionshavebeenreported.Hypoglycaemiahasbeen

reportedincombinationwithsulphonylurea(13.8%)andinsulin(10.9%).

 

Tabulated list of adverse reactions

Sitagliptin and metformin

Adverse reactions are listed below as MedDRA preferred term by system organ class and absolute frequency (Table 1).

Frequenciesaredefinedas:verycommon(≥1/10);common(≥1/100to<1/10);uncommon(≥1/1,000to<1/100);rare(≥

1/10,000to<1/1,000);veryrare(<1/10,000)andnotknown(cannotbeestimatedfromtheavailabledata).
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Table 1. The frequency of adverse reactions identified from placebo-controlled clinical studies of sitagliptin and 

metformin alone, and post-marketing experience

 

Adverse reaction Frequency of adverse reaction

   

Blood and lymphatic system disorders  

thrombocytopenia Rare

   

Immune system disorders  

hypersensitivityreactionsincludinganaphylactic

responses*, †
Frequencynotknown

   

Metabolism and nutrition disorders  

hypoglycaemia† Common

VitaminB12decrease/deficiency†  Common

Nervous system disorders  

somnolence Uncommon

   

Respiratory, thoracic and mediastinal disorders  

interstitiallungdisease* Frequencynotknown

   

Gastrointestinal disorders  

diarrhoea Uncommon

nausea Common

flatulence Common

constipation Uncommon

upperabdominalpain Uncommon

vomiting Common

acutepancreatitis*,†,‡ Frequencynotknown

fatalandnon-fatalhaemorrhagicandnecrotizingpancreatitis*,† Frequencynotknown

   

Skin and subcutaneous tissue disorders  

pruritus* Uncommon

angioedema*,† Frequencynotknown

rash*,† Frequencynotknown

urticaria*,† Frequencynotknown

cutaneousvasculitis*,† Frequencynotknown

exfoliativeskinconditionsincludingStevens-Johnsonsyndrome*,† Frequencynotknown

bullouspemphigoid* Frequencynotknown

   

Musculoskeletal and connective tissue disorders  

arthralgia* Frequencynotknown

myalgia* Frequencynotknown

paininextremity* Frequencynotknown

backpain* Frequencynotknown

arthropathy* Frequencynotknown

   

Renal and urinary disorders  

impairedrenalfunction* Frequencynotknown

acuterenalfailure* Frequencynotknown

*Adversereactionswereidentifiedthroughpost-marketingsurveillance.

† Seesection4.4.

‡ SeeTECOS Cardiovascular Safety Studybelow.

 

Description of selected adversereactions



HealthProductsRegulatoryAuthority

17January2024 CRN00DZ5F Page8of17

Someadversereactionswereobservedmorefrequentlyinstudiesofcombinationuseofsitagliptinandmetforminwithother

anti-diabeticmedicinalproductsthaninstudiesofsitagliptinandmetforminalone.Theseincludedhypoglycaemia(frequency

very commonwith sulphonylurea or insulin), constipation (commonwith sulphonylurea), peripheral oedema (commonwith

pioglitazone),andheadacheanddrymouth(uncommonwithinsulin).

 

Sitagliptin

In monotherapy studies of sitagliptin 100 mg once daily alone compared to placebo, adverse reactions reported were

headache,hypoglycaemia,constipation,anddizziness.

 

Amongthesepatients,adverseeventsreportedregardlessofcausalrelationshiptomedicinalproductoccurringinatleast5%

includedupperrespiratorytractinfectionandnasopharyngitis.Inaddition,osteoarthritisandpaininextremitywerereported

withfrequencyuncommon(>0.5%higheramongsitagliptinusersthanthatinthecontrolgroup).

 

Metformin

Gastrointestinal symptoms were reported very commonly in clinical studies and post-marketing use of metformin.

Gastrointestinal symptoms such as nausea, vomiting, diarrhoea, abdominal pain and lossof appetiteoccurmost frequently

duringinitiationoftherapyandresolvespontaneouslyinmostcases.Additionaladversereactionsassociatedwithmetformin

includemetallictaste(common);lacticacidosis,liverfunctiondisorders,hepatitis,urticaria,erythema,andpruritus(veryrare).

 

FrequencycategoriesarebasedoninformationavailablefrommetforminSummaryofProductCharacteristicsavailableinthe

EU.

 

Paediatricpopulation

InclinicalstudieswithSitagliptin/MetforminhydrochlorideRowainpaediatricpatientswithtype2diabetesmellitusaged10to

17years,theprofileofadversereactionswasgenerallycomparabletothatobservedinadults.Inpaediatricpatientsonornot

onbackgroundinsulin,sitagliptinwasassociatedwithanincreasedriskofhypoglycaemia.

 

TECOS Cardiovascular Safety Study

TheTrialEvaluatingCardiovascularOutcomeswithSitagliptin(TECOS)included7,332patientstreatedwithsitagliptin,100mg

daily(or50mgdailyifthebaselineeGFRwas≥30and

<50mL/min/1.73m2), and 7,339patients treatedwith placebo in the intention-to-treat population. Both treatmentswere

addedtousualcaretargetingregionalstandardsforHbA1candCVriskfactors.Theoverallincidenceofseriousadverseevents

inpatientsreceivingsitagliptinwassimilartothatinpatientsreceivingplacebo.

 

Intheintention-to-treatpopulation,amongpatientswhowereusinginsulinand/orasulfonylureaatbaseline,theincidenceof

severe hypoglycaemiawas 2.7% in sitagliptin-treatedpatients and 2.5% in placebo-treatedpatients; amongpatientswho

werenotusinginsulinand/orasulfonylureaatbaseline,theincidenceofseverehypoglycaemiawas1.0%insitagliptin-treated

patients and 0.7 % in placebo-treated patients. The incidence of adjudication-confirmed pancreatitis events was 0.3 % in

sitagliptin-treatedpatientsand0.2%inplacebo-treatedpatients.

 

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It allows continued

monitoringof thebenefit/riskbalanceof themedicinalproduct.Healthcareprofessionalsareaskedtoreportanysuspected

adversereactionsviaHPRAPharmacovigilance;website:www.hpra.ie

4.9 Overdose

During controlled clinical trials in healthy subjects, single doses of up to 800 mg sitagliptin were administered. Minimal

increasesinQTc,notconsideredtobeclinicallyrelevant,wereobservedinonestudyatadoseof800mgsitagliptin.Thereis

noexperiencewithdosesabove800mginclinicalstudies.InPhaseImultiple-dosestudies,therewerenodose-relatedclinical

adversereactionsobservedwithsitagliptinwithdosesofupto600mgperdayforperiodsofupto10daysand400mgper

dayforperiodsofupto28days.

 

Alargeoverdoseofmetformin(orco-existingrisksoflacticacidosis)mayleadtolacticacidosiswhichisamedicalemergency

andmustbetreatedinhospital.Themosteffectivemethodtoremovelactateandmetforminishaemodialysis.

 

In clinical studies, approximately 13.5 % of the dose was removed over a 3- to 4-hour haemodialysis session. Prolonged

haemodialysismaybeconsideredifclinicallyappropriate.Itisnotknownifsitagliptinisdialysablebyperitonealdialysis.

http://www.hpra.ie/
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Intheeventofanoverdose,itisreasonabletoemploytheusualsupportivemeasures,e.g.,removeunabsorbedmaterialfrom

the gastrointestinal tract, employ clinical monitoring (including obtaining an electrocardiogram), and institute supportive

therapyifrequired.

5 PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Medicinal products used in diabetes, Combinations of oral blood glucose loweringmedicinal

products,ATCcode:A10BD07

 

Sitagliptin/Metformin hydrochloride Rowa combines two antihyperglycaemic medicinal products with complementary

mechanisms of action to improve glycaemic control in patients with type 2 diabetes: sitagliptin phosphate, a dipeptidyl

peptidase4(DPP-4)inhibitor,andmetforminhydrochloride,amemberofthebiguanideclass.

 

Sitagliptin

Mechanism of action

Sitagliptinphosphateisanorally-active,potent,andhighlyselectiveinhibitorofthedipeptidylpeptidase4(DPP-4)enzymefor

thetreatmentof type2diabetes.TheDPP-4 inhibitorsareaclassofagents thatactas incretinenhancers.By inhibitingthe

DPP-4 enzyme, sitagliptin increases the levels of two knownactive incretin hormones, glucagon-likepeptide-1 (GLP-1) and

glucose-dependent insulinotropic polypeptide (GIP). The incretins are part of an endogenous system involved in the

physiologic regulationof glucose homeostasis.Whenbloodglucose concentrations are normal or elevated,GLP-1 andGIP

increaseinsulinsynthesisandreleasefrompancreaticbetacells.GLP-1alsolowersglucagonsecretionfrompancreaticalpha

cells,leadingtoreducedhepaticglucoseproduction.Whenbloodglucoselevelsarelow,insulinreleaseisnotenhancedand

glucagonsecretionisnotsuppressed.SitagliptinisapotentandhighlyselectiveinhibitoroftheenzymeDPP-4anddoesnot

inhibittheclosely-relatedenzymesDPP-8orDPP-9attherapeuticconcentrations.Sitagliptindiffersinchemicalstructureand

pharmacological action from GLP-1 analogues, insulin, sulphonylureas or meglitinides, biguanides, peroxisome

proliferator-activatedreceptorgamma(PPAR)agonists,alpha-glucosidaseinhibitors,andamylinanalogues.

 

In a two-day study in healthy subjects, sitagliptin alone increased active GLP-1 concentrations, whereas metformin alone

increasedactiveandtotalGLP-1concentrationstosimilarextents.

Co-administration of sitagliptin and metformin had an additive effect on active GLP-1 concentrations. Sitagliptin, but not

metformin,increasedactiveGIPconcentrations.

 

Clinical efficacy and safety

Overall,sitagliptinimprovedglycaemiccontrolwhenusedasmonotherapyorincombinationtreatment.

 

In clinical studies, sitagliptin as monotherapy improved glycaemic control with significant reductions in haemoglobin A1c

(HbA1c)andfastingandpostprandialglucose.Reductioninfastingplasmaglucose(FPG)wasobservedat3weeks,thefirsttime

pointatwhichFPGwasmeasured.Theobservedincidenceofhypoglycaemiainpatientstreatedwithsitagliptinwassimilarto

placebo.Bodyweightdidnotincreasefrombaselinewithsitagliptintherapy.Improvementsinsurrogatemarkersofbetacell

function, including HOMA-β (Homeostasis Model Assessment-β), proinsulin to insulin ratio, and measures of beta cell

responsivenessfromthefrequently-sampledmealtolerancetestwereobserved.

 

Studies of sitagliptin in combination with metformin

Ina24-week,placebo-controlledclinicalstudytoevaluatetheefficacyandsafetyoftheadditionofsitagliptin100mgonce

daily toongoingmetformin, sitagliptinprovided significant improvements inglycaemicparameters comparedwithplacebo.

Changefrombaselineinbodyweightwassimilarforpatientstreatedwithsitagliptinrelativetoplacebo.Inthisstudytherewas

asimilarincidenceofhypoglycaemiareportedforpatientstreatedwithsitagliptinorplacebo.

 

Ina24-weekplacebo-controlledfactorialstudyofinitialtherapy,sitagliptin50mgtwicedailyincombinationwithmetformin

(500 mg or 1000 mg twice daily) provided significant improvements in glycaemic parameters compared with either

monotherapy.Thedecrease inbodyweightwith thecombinationof sitagliptinandmetforminwas similar to thatobserved

with metformin alone or placebo; there was no change from baseline for patients on sitagliptin alone. The incidence of

hypoglycaemiawassimilaracrosstreatmentgroups.

 

Study of sitagliptin in combination with metformin and a sulphonylurea
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A24-weekplacebo-controlledstudywasdesignedtoevaluatetheefficacyandsafetyofsitagliptin(100mgoncedaily)added

toglimepiride (aloneor in combinationwithmetformin). Theadditionof sitagliptin toglimepirideandmetforminprovided

significantimprovementsinglycaemicparameters.

 

Patientstreatedwithsitagliptinhadamodestincreaseinbodyweight(+1.1kg)comparedtothosegivenplacebo.

 

Study of sitagliptin in combination with metformin and a PPAR agonist

A26-weekplacebo-controlledstudywasdesignedtoevaluatetheefficacyandsafetyofsitagliptin(100mgoncedaily)added

to the combination of pioglitazone and metformin. The addition of sitagliptin to pioglitazone and metformin provided

significantimprovementsinglycaemicparameters.Changefrombaselineinbodyweightwassimilarforpatientstreatedwith

sitagliptinrelativetoplacebo.Theincidenceofhypoglycaemiawasalsosimilarinpatientstreatedwithsitagliptinorplacebo.

 

Study of sitagliptin in combination with metformin and insulin

A24-weekplacebo-controlledstudywasdesignedtoevaluatetheefficacyandsafetyofsitagliptin(100mgoncedaily)added

toinsulin(atastabledoseforat least10weeks)withorwithoutmetformin(at least1500mg). Inpatientstakingpre-mixed

insulin,themeandailydosewas

70.9U/day. In patients taking non-pre-mixed (intermediate/long-acting) insulin, themean daily dosewas 44.3U/day.Data

fromthe73%ofpatientswhoweretakingmetforminarepresentedinTable2.Theadditionofsitagliptintoinsulinprovided

significant improvements inglycaemicparameters.Therewasnomeaningful change frombaseline inbodyweight ineither

group.

 

Table 2. HbA1c results in placebo-controlled combination therapy studies of sitagliptin and metformin*

 

 

Study
Mean baseline HbA1c (%)

Mean 

change 

from 

baseline 

HbA1c 

(%)

Placebo-corrected mean change in HbA1c (%) (95 %CI)

Sitagliptin

100mg

oncedaily

addedto

ongoing

metformin

therapyǁ

(N=453)

 

8.0

 

-0.7†

 

-0.7†,‡

(-0.8,-0.5)

Sitagliptin

100mg

oncedaily

addedto

ongoing

glimepiride

+metformin

therapyǁ

(N=115)

 

 

8.3

 

-0.6†

 

-0.9†,‡

(-1.1,-0.7)

Sitagliptin

100mg

oncedaily

addedto

ongoing

pioglitazone

+metformin

therapy¶

(N=152)

 

8.8

 

-1.2†

 

-0.7†,‡

(-1.0,-0.5)

Sitagliptin

100mg

 

8.7

 

-0.7§
 

-0.5§,‡
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oncedaily

addedto

ongoing

insulin+

metformin

therapyǁ

(N=223)

(-0.7,-0.4)

Initial

Therapy

(twicedaily)ǁ:

Sitagliptin

50mg+

metformin

500mg

(N=183)

 

 

8.8

 

-1.4†

 

-1.6†,‡

(-1.8,-1.3)

Initial

Therapy

(twicedaily)ǁ:

Sitagliptin

50mg+

metformin

1,000mg

(N=178)

8.8 -1.9†
-2.1†,‡

(-2.3,-1.8)

*AllPatientsTreatedPopulation(anintention-to-treatanalysis).

†Leastsquaresmeansadjustedforpriorantihyperglycaemictherapystatusandbaselinevalue.

‡p<0.001comparedtoplaceboorplacebo+combinationtreatment.

ǁHbA1c(%)atweek24.

¶HbA1c(%)atweek26.

§ Least squaresmean adjusted for insulin use at Visit 1 (pre-mixed vs. non-pre-mixed [intermediate- or long-acting]), and

 baselinevalue

 

In a 52-week study, comparing the efficacy and safety of the addition of sitagliptin 100 mg once daily or glipizide (a

sulphonylurea)inpatientswithinadequateglycaemiccontrolonmetforminmonotherapy,sitagliptinwassimilartoglipizidein

reducingHbA1c(-0.7%meanchangefrombaselinesatweek52,withbaselineHbA1cofapproximately7.5%inbothgroups).

Themeanglipizidedoseused inthecomparatorgroupwas10mgperdaywithapproximately40%ofpatientsrequiringa

glipizidedoseof 5mg/daythroughoutthestudy.However,morepatientsinthesitagliptingroupdiscontinuedduetolackof

efficacy than in theglipizidegroup. Patients treatedwith sitagliptin exhibited a significantmeandecrease frombaseline in

bodyweight (-1.5 kg) compared to a significantweight gain in patients administered glipizide (+1.1 kg). In this study, the

proinsulintoinsulinratio,amarkerofefficiencyofinsulinsynthesisandrelease,improvedwithsitagliptinanddeterioratedwith

glipizide treatment. The incidenceofhypoglycaemia in the sitagliptingroup (4.9%)was significantly lower than that in the

glipizidegroup(32.0%).

 

A24-weekplacebo-controlledstudyinvolving660patientswasdesignedtoevaluatetheinsulin-sparingefficacyandsafetyof

sitagliptin(100mgoncedaily)addedtoinsulinglarginewithorwithoutmetformin(atleast1500mg)duringintensificationof

insulintherapy.Amongpatientstakingmetformin,baselineHbA1cwas8.70%andbaselineinsulindosewas37IU/day.Patients

were instructed to titrate their insulin glargine dose based on fingerstick fasting glucose values. Among patients taking

metformin,atWeek24, the increase indaily insulindosewas19 IU/day inpatientstreatedwithsitagliptinand24 IU/day in

patientstreatedwithplacebo.ThereductioninHbA1cforpatientstreatedwithsitagliptin,metformin,andinsulinwas-1.35%

comparedto-0.90%forpatientstreatedwithplacebo,metformin,andinsulin,adifferenceof-0.45%[95%CI:-0.62,-0.29].

Theincidenceofhypoglycaemiawas24.9%forpatientstreatedwithsitagliptin,metformin,andinsulinand37.8%forpatients

treatedwithplacebo,metformin,andinsulin.Thedifferencewasmainlyduetoahigherpercentageofpatientsintheplacebo

groupexperiencing3ormoreepisodesofhypoglycaemia(9.1vs.19.8%).Therewasnodifferenceintheincidenceofsevere

hypoglycaemia.

 

Metformin

Mechanism of action

Metformin isabiguanidewithantihyperglycaemiceffects, loweringbothbasalandpostprandialplasmaglucose. Itdoesnot

stimulateinsulinsecretionandthereforedoesnotproducehypoglycaemia.
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Metforminmayactviathreemechanisms:

- byreductionofhepaticglucoseproductionbyinhibitinggluconeogenesisandglycogenolysis

- inmuscle,bymodestlyincreasinginsulinsensitivity,improvingperipheralglucoseuptakeandutilisation

- bydelayingintestinalglucoseabsorption

 

Metformin stimulates intracellular glycogen synthesis by acting on glycogen synthase. Metformin increases the transport

capacityofspecifictypesofmembraneglucosetransporters(GLUT-1andGLUT-4).

 

Clinical efficacy and safety

In humans, independently of its action on glycaemia,metformin has favourable effects on lipidmetabolism. This has been

shownattherapeuticdosesincontrolled,medium-termorlong-termclinicalstudies:metforminreducestotalcholesterol,LDLc

andtriglyceridelevels.

 

Theprospectiverandomised(UKPDS)studyhasestablishedthelong-termbenefitofintensivebloodglucosecontrolintype2

diabetes.Analysisoftheresultsforoverweightpatientstreatedwithmetforminafterfailureofdietaloneshowed:

 asignificantreductionoftheabsoluteriskofanydiabetes-relatedcomplicationinthemetformingroup(29.8

events/1000patient-years)versusdietalone

(43.3events/1000patient-years),p=0.0023,andversusthecombinedsulphonylureaandinsulinmonotherapygroups(40.1

events/1000patient-years),p=0.0034

 asignificantreductionoftheabsoluteriskofanydiabetes-relatedmortality:metformin

7.5events/1000patient-years,dietalone12.7events/1000patient-years,p=0.017

 asignificantreductionoftheabsoluteriskofoverallmortality:metformin

13.5events/1000patient-yearsversusdietalone20.6events/1000patient-years,(p=0.011),andversusthecombined

sulphonylureaandinsulinmonotherapygroups

18.9events/1000patient-years(p=0.021)

 asignificantreductionintheabsoluteriskofmyocardialinfarction:metformin11events/1000patient-years,diet

alone18events/1000patient-years,(p=0.01).

 

TheTECOSwasarandomisedstudyin14,671patientsintheintention-to-treatpopulationwithanHbA1cof≥6.5to8.0%with

establishedCVdiseasewhoreceivedsitagliptin(7,332)100mgdaily(or50mgdailyifthebaselineeGFRwas≥30and<50

mL/min/1.73m2)orplacebo(7,339)addedtousualcaretargetingregionalstandardsforHbA1candCVrisk factors.Patients

withaneGFR<30mL/min/1.73m2werenottobeenrolledinthestudy.Thestudypopulationincluded2,004patients≥75

yearsofageand3,324patientswithrenalimpairment(eGFR<60mL/min/1.73m2).

 

Overthecourseofthestudy,theoverallestimatedmean(SD)differenceinHbA1cbetweenthesitagliptinandplacebogroups

was0.29%(0.01),95%CI(-0.32,-0.27);p<0.001.

 

The primary cardiovascular endpoint was a composite of the first occurrence of cardiovascular death, nonfatal myocardial

infarction, nonfatal stroke, or hospitalization for unstable angina. Secondary cardiovascular endpoints included the first

occurrence of cardiovascular death, nonfatal myocardial infarction, or nonfatal stroke; first occurrence of the individual

componentsoftheprimarycomposite;all-causemortality;andhospitaladmissionsforcongestiveheartfailure.

 

After a median follow up of 3 years, sitagliptin, when added to usual care, did not increase the risk of major adverse

cardiovasculareventsortheriskofhospitalizationforheartfailurecomparedtousualcarewithoutsitagliptininpatientswith

type2diabetes(Table3).
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Table 3. Rates of Composite Cardiovascular Outcomes and Key Secondary Outcomes

 

 
Sitagliptin 

100 mg
 Placebo 

Hazard 

Ratio 

(95% 

CI)

p-value†

 N (%)

Incidence

rate per

100

patient-

years*

N (%)

Incidence

rate per

100

patient-

years*

 

Analysis in the Intention-to-Treat Population      

Number of patients 7,332  7,339 

0.98

(0.89–1.

08)

<0.001

Primary Composite Endpoint (Cardiovascular

death,nonfatalmyocardialinfarction,nonfatal

stroke,orhospitalizationfor

unstableangina)

839(11.4) 4.1 851(11.6) 4.2  

Secondary Composite Endpoint (Cardiovascular

death,nonfatalmyocardialinfarction,ornonfatal

stroke)

745(10.2) 3.6 746(10.2) 3.6

0.99

(0.89–1.

10)

<0.001

Secondary Outcome      

Cardiovasculardeath 380(5.2) 1.7 366(5.0) 1.7

1.03

(0.89-1.

19)

0.711

Allmyocardialinfarction(fatalandnon-fatal)
 

300(4.1)

 

1.4

 

316(4.3)

 

1.5

 

0.95

(0.81–1.

11)

 

0.487

Allstroke(fatalandnon-fatal) 178(2.4) 0.8 183(2.5) 0.9

0.97

(0.79–1.

19)

0.760

Hospitalizationforunstableangina
 

116(1.6)

 

0.5

 

129(1.8)

 

0.6

 

0.90

(0.70–1.

16)

 

0.419

Deathfromanycause 547(7.5) 2.5 537(7.3) 2.5

1.01

(0.90–1.

14)

0.875

Hospitalizationforheartfailure‡ 228(3.1) 1.1 229(3.1) 1.1

1.00

(0.83–1.

20)

0.983

*Incidencerateper100patient-yearsiscalculatedas100×(totalnumberofpatientswith≥1eventduringeligibleexposure

periodpertotalpatient-yearsoffollow-up).

†BasedonaCoxmodelstratifiedbyregion.Forcompositeendpoints,thep-valuescorrespondtoatestofnon-inferiority

seekingtoshowthatthehazardratioislessthan1.3.Forallotherendpoints,thep-valuescorrespondtoatestofdifferencesin

hazardrates.

‡Theanalysisofhospitalizationforheartfailurewasadjustedforahistoryofheartfailureatbaseline.

 

Paediatric population
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The European Medicines Agency has waived the obligation to submit the results of studies with Sitagliptin/Metformin

hydrochlorideRowainallsubsetsofthepaediatricpopulationintype2diabetesmellitus(seesection4.2forinformationon

paediatricuse).

5.2 Pharmacokinetic properties

Sitagliptin/Metformin hydrochloride Rowa A bioequivalence study in healthy subjects demonstrated that the

Sitagliptin/Metformin hydrochloride Rowa (sitagliptin/metformin hydrochloride) combination tablets are bioequivalent to

co-administrationofsitagliptinphosphateandmetforminhydrochlorideasindividualtablets.

 

The followingstatements reflect thepharmacokineticpropertiesof the individualactive substancesofSitagliptin/Metformin

hydrochlorideRowa>.

 

Sitagliptin

 

Absorption

Following oral administration of a 100-mg dose to healthy subjects, sitagliptin was rapidly absorbed, with peak plasma

concentrations(medianTmax)occurring1to4hourspost-dose,meanplasmaAUCofsitagliptinwas8.52mM•hr,Cmaxwas950

nM.Theabsolutebioavailabilityofsitagliptinisapproximately87%.Sinceco-administrationofahigh-fatmealwithsitagliptin

hadnoeffectonthepharmacokinetics,sitagliptinmaybeadministeredwithorwithoutfood.

 

PlasmaAUCofsitagliptinincreasedinadose-proportionalmanner.Dose-proportionalitywasnotestablishedforCmaxandC24hr

(Cmaxincreasedinagreaterthandose-proportionalmannerandC24hrincreasedinalessthandose-proportionalmanner).

 

Distribution

Themeanvolumeofdistributionatsteadystatefollowingasingle100-mgintravenousdoseofsitagliptintohealthysubjectsis

approximately198litres.Thefractionofsitagliptinreversiblyboundtoplasmaproteinsislow(38%).

 

Biotransformation

Sitagliptinisprimarilyeliminatedunchangedinurine,andmetabolismisaminorpathway.Approximately79%ofsitagliptinis

excretedunchangedintheurine.

 

Followinga [14C]sitagliptinoraldose,approximately16%of the radioactivitywasexcretedasmetabolitesofsitagliptin.Six

metabolites were detected at trace levels and are not expected to contribute to the plasma DPP-4 inhibitory activity of

sitagliptin.InvitrostudiesindicatedthattheprimaryenzymeresponsibleforthelimitedmetabolismofsitagliptinwasCYP3A4,

withcontributionfromCYP2C8.

 

In vitro datashowedthatsitagliptinisnotaninhibitorofCYPisoenzymesCYP3A4,2C8,2C9,2D6,1A2,2C19or2B6,andisnot

aninducerofCYP3A4andCYP1A2.

 

Elimination

Following administration of an oral[14C] sitagliptin dose to healthy subjects, approximately 100 % of the administered

radioactivitywaseliminatedinfaeces(13%)orurine(87%)withinoneweekofdosing.Theapparentterminalt½followinga

100-mgoraldoseofsitagliptinwasapproximately12.4hours.Sitagliptinaccumulatesonlyminimallywithmultipledoses.The

renalclearancewasapproximately350mL/min.

 

Eliminationofsitagliptinoccursprimarilyviarenalexcretionandinvolvesactivetubularsecretion.Sitagliptinisasubstratefor

human organic anion transporter-3 (hOAT-3), which may be involved in the renal elimination of sitagliptin. The clinical

relevanceofhOAT-3 insitagliptintransporthasnotbeenestablished.Sitagliptin isalsoasubstrateofp-glycoprotein,which

mayalsobeinvolvedinmediatingtherenaleliminationofsitagliptin.However,ciclosporin,ap-glycoproteininhibitor,didnot

reduce the renal clearance of sitagliptin. Sitagliptin is not a substrate for OCT2 or OAT1 or PEPT1/2 transporters. In vitro ,

sitagliptin did not inhibit OAT3 (IC50=160 mM) or p-glycoprotein (up to 250 mM) mediated transport at therapeutically

relevantplasmaconcentrations. Inaclinical studysitagliptinhada smalleffectonplasmadigoxinconcentrations indicating

thatsitagliptinmaybeamildinhibitorofp-glycoprotein.

 

Characteristics in patients

Thepharmacokineticsofsitagliptinweregenerallysimilarinhealthysubjectsandinpatientswithtype2diabetes.
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Renal impairment

Asingle-dose,open-labelstudywasconductedtoevaluatethepharmacokineticsofareduceddoseofsitagliptin(50mg)in

patientswithvaryingdegreesofchronic renal impairmentcomparedtonormalhealthycontrolsubjects.Thestudy included

patientswithmild,moderate,andsevere renal impairment,aswellaspatientswithESRDonhaemodialysis. Inaddition, the

effectsofrenalimpairmentonsitagliptinpharmacokineticsinpatientswithtype2diabetesandmild,moderate,orsevererenal

impairment(includingESRD)wereassessedusingpopulationpharmacokineticanalyses.

 

Comparedtonormalhealthycontrolsubjects,plasmaAUCofsitagliptinwasincreasedbyapproximately1.2-foldand1.6-fold

inpatientswithmildrenalimpairment(GFR≥60to<90mL/min)andpatientswithmoderaterenalimpairment(GFR≥45to<

60mL/min),respectively.Becauseincreasesofthismagnitudearenotclinicallyrelevant,dosageadjustmentinthesepatientsis

notnecessary.

 

PlasmaAUCofsitagliptinwasincreasedapproximately2-foldinpatientswithmoderaterenalimpairment(GFR≥30to<45

mL/min),andapproximately4-foldinpatientswithsevererenalimpairment(GFR<30mL/min),includingpatientswithESRD

on haemodialysis. Sitagliptin was modestly removed by haemodialysis (13.5 % over a 3- to 4-hour haemodialysis session

starting4hourspost-dose).

 

Hepatic impairment

Nodoseadjustmentforsitagliptinisnecessaryforpatientswithmildormoderatehepaticimpairment(Child-Pughscore ≤9).

Thereisnoclinicalexperienceinpatientswithseverehepaticimpairment(Child-Pughscore>9).However,becausesitagliptin

isprimarilyrenallyeliminated,severehepaticimpairmentisnotexpectedtoaffectthepharmacokineticsofsitagliptin.

 

Elderly

Nodoseadjustment is requiredbasedonage.Agedidnothaveaclinicallymeaningful impacton thepharmacokineticsof

sitagliptinbasedonapopulationpharmacokineticanalysisofPhaseIandPhaseIIdata.Elderlysubjects(65to80years)had

approximately19%higherplasmaconcentrationsofsitagliptincomparedtoyoungersubjects.

 

Paediatric population

Thepharmacokineticsofsitagliptin(singledoseof50mg,100mgor200mg)wereinvestigatedinpaediatricpatients(10to17

yearsofage)withtype2diabetes.Inthispopulation,thedoseadjustedAUCofsitagliptininplasmawasapproximately18%

lowercomparedtoadultpatientswithtype2diabetesfora100mgdose.Nostudieswithsitagliptinhavebeenperformedin

paediatricpatients.

 

Other patient characteristics

No dose adjustment is necessary based on gender, race, or bodymass index (BMI). These characteristics had no clinically

meaningfuleffectonthepharmacokineticsofsitagliptinbasedonacompositeanalysisofPhaseIpharmacokineticdataandon

apopulationpharmacokineticanalysisofPhaseIandPhaseIIdata.

 

Metformin

Absorption

Afteranoraldoseofmetformin,Tmaxisreachedin2.5h.Absolutebioavailabilityofa500mgmetformintabletisapproximately

50-60%inhealthysubjects.Afteranoraldose,thenon-absorbedfractionrecoveredinfaeceswas20-30%.

 

After oral administration, metformin absorption is saturable and incomplete. It is assumed that the pharmacokinetics of

metforminabsorptionisnon-linear.Attheusualmetformindosesanddosingschedules,steadystateplasmaconcentrations

arereachedwithin24-48handaregenerallylessthan1 µg/mL.Incontrolledclinicaltrials,maximummetforminplasmalevels

(Cmax)didnotexceed5 µg/mL,evenatmaximumdoses.

 

Fooddecreasestheextentandslightlydelaystheabsorptionofmetformin.Followingadministrationofadoseof850mg,a

40% lower plasma peak concentration, a 25 % decrease in AUC and a 35 min prolongation of time to peak plasma

concentrationwasobserved.Theclinicalrelevanceofthisdecreaseisunknown.

 

Distribution

Plasmaproteinbindingisnegligible.Metforminpartitionsintoerythrocytes.Thebloodpeakislowerthantheplasmapeakand

appearsatapproximatelythesametime.Theredbloodcellsmost likelyrepresentasecondarycompartmentofdistribution.

ThemeanVdrangedbetween63–276L.
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Biotransformation

Metforminisexcretedunchangedintheurine.Nometaboliteshavebeenidentifiedinhumans.

 

Elimination

Renal clearanceofmetformin is>400mL/min, indicating thatmetformin is eliminatedbyglomerular filtrationand tubular

secretion. Following anoral dose, the apparent terminal eliminationhalf-life is approximately 6.5 h.When renal function is

impaired,renalclearanceisdecreasedinproportiontothatofcreatinineandthustheeliminationhalf-lifeisprolonged,leading

toincreasedlevelsofmetformininplasma.

5.3 Preclinical safety data

NoanimalstudieshavebeenconductedwithSitagliptin/MetforminhydrochlorideRowa

 

In16-weekstudiesinwhichdogsweretreatedwitheithermetforminaloneoracombinationofmetforminandsitagliptin,no

additionaltoxicitywasobservedfromthecombination.TheNOELinthesestudieswasobservedatexposurestositagliptinof

approximately6timesthehumanexposureandtometforminofapproximately2.5timesthehumanexposure.

Thefollowingdataarefindingsinstudiesperformedwithsitagliptinormetforminindividually.

 

Sitagliptin

Renaland liver toxicitywereobserved in rodentsatsystemicexposurevalues58 times thehumanexposure level,while the

no-effectlevelwasfoundat19timesthehumanexposurelevel.Incisorteethabnormalitieswereobservedinratsatexposure

levels67timestheclinicalexposurelevel;theno-effectlevelforthisfindingwas58-foldbasedonthe14-weekratstudy.The

relevanceofthesefindingsforhumansisunknown.Transienttreatment-relatedphysicalsigns,someofwhichsuggestneural

toxicity,suchasopen-mouthbreathing,salivation,whitefoamyemesis,ataxia,trembling,decreasedactivity,and/orhunched

posturewereobservedindogsatexposurelevelsapproximately23timestheclinicalexposurelevel.Inaddition,veryslightto

slight skeletal muscle degeneration was also observed histologically at doses resulting in systemic exposure levels of

approximately23 times thehumanexposure level.Ano-effect level for these findingswas foundatanexposure6-fold the

clinicalexposurelevel.

 

Sitagliptinhasnotbeendemonstratedtobegenotoxicinpreclinicalstudies.Sitagliptinwasnotcarcinogenicinmice.Inrats,

there was an increased incidence of hepatic adenomas and carcinomas at systemic exposure levels 58 times the human

exposure level. Since hepatotoxicity has been shown to correlatewith inductionof hepatic neoplasia in rats, this increased

incidenceofhepatic tumours in ratswas likely secondary to chronichepatic toxicity at thishighdose. Becauseof thehigh

safetymargin(19-foldatthisno-effectlevel),theseneoplasticchangesarenotconsideredrelevantforthesituationinhumans.

 

Notreatmentrelatedeffectsonfertilitywereobservedinmaleandfemaleratsgivensitagliptinpriortoandthroughoutmating.

 

Inapre-/post-nataldevelopmentstudyperformedinratssitagliptinshowednoadverseeffects.

 

Reproductive toxicity studies showed a slight treatment-related increased incidence of foetal rib malformations (absent,

hypoplasticandwavyribs)intheoffspringofratsatsystemicexposurelevelsmorethan29timesthehumanexposurelevels.

Maternal toxicitywasseen inrabbitsatmorethan29timesthehumanexposure levels.Becauseofthehighsafetymargins,

thesefindingsdonotsuggestarelevantriskforhumanreproduction.Sitagliptinissecretedinconsiderableamountsintothe

milkoflactatingrats(milk/plasmaratio:4:1).

 

Metformin

Preclinical data formetformin reveal no special hazard for humans based on conventional studies of safety pharmacology,

repeateddosetoxicity,genotoxicity,carcinogenicpotential,toxicitytoreproduction.

6 PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Tablet core:

CelluloseMicrocrystalline

Povidone

SodiumLaurilsulfate
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SodiumStearylFumarate

 

Film coating:

Polyvinylalcohol

Macrogol/Polyethyleneglycol

Talc

TitaniumDioxide(E171)

IronOxideRed(E172)

BlackIronOxide(E172)

6.2 Incompatibilities

Notapplicable.

6.3 Shelf life

2years

6.4 Special precautions for storage

Donotstoreabove30°C.

6.5 Nature and contents of container

Sitagliptin/MetforminhydrochlorideRowa50mg/1000mgfilm-coatedtabletsarepackagedin

 BlisterscomposedbyOpaquePVC/PVdC-Aluminium14,28,30,56,60,196and210Tablets

 WhiteHDPEbottlewithsilicageldesiccantcontainerinthelid100Tablets&196tablets.

Notallpacksizesmaybemarketed.

6.6 Special precautions for disposal

Anyunusedmedicinalproductorwastematerialshouldbedisposedofinaccordancewithlocalrequirements.

7 MARKETING AUTHORISATION HOLDER

RowaPharmaceuticalsLimited

Newtown

Bantry

Co.Cork

Ireland

8 MARKETING AUTHORISATION NUMBER

PA0074/090/002

9 DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Dateoffirstauthorisation:22ndApril2022

10 DATE OF REVISION OF THE TEXT

January2024


