
Summary of Product Characteristics

1 NAME OF THE MEDICINAL PRODUCT

Perindopriltert-butylamine/IndapamideGlenmark2 mg/0.625mgTablets

2 QUALITATIVE AND QUANTITATIVE COMPOSITION

Each tabletcontains2 mgperindopriltert-butylaminesalt, equivalent to 1.669mgperindopriland0.625mg
indapamide.
Excipient:eachtabletcontains58.47mgof lactosemonohydrate

For a full li st of excipients,seesection6.1.

3 PHARMACEUTICAL FORM

Tablet

White, rodshapedtabletshaving‘P’ and‘I ’ engravedoneithersideof score line ononesideandscoreline on theother
side.
Thetabletcanbedividedinto equalhalves.

4 CLINICAL PARTICULARS

4.1 Therapeutic Indications

Hypertension
Treatment of essentialhypertension for patientswhosebloodpressureis not adequatelycontrolledonperindopril alone.

4.2 Posology and method of administration

Routeof administration:Oral use
It is recommendedthatonePerindopril tert-butylamine/IndapamideGlenmark 2 mg/0.625mgTablet is takendaily,
preferablyin themorningbeforeameal.Thedoseshouldbeadjustedaccording to thepatientprofile andblood
pressureresponse.If bloodpressureis not adequately controlled thedosemay beincreasedto oneerindopril tert-
butylamine/IndapamideGlenmark4 mg/1.25mgTablet daily.

Whenclinically appropriate,directchangefrom monotherapywith perindopril to Perindopriltert-
butylamine/IndapamideGlenmarkmaybeconsidered.Individual dosetitration with thecomponentsmayberequired.

Elderly (See4.4)
Treatment shouldbeinitiatedata doseof 2 mg/0.625mgdaily with consideration of thebloodpressureresponseand
renal function.

Patientswith renalimpairment(See4.3& 4.4)
In severe renalfailure,(creatinineclearancebelow 30ml/min) treatment is contraindicated.

In patientswith moderaterenalimpairment(creatinineclearance30 to 60ml/min), it is recommendedto starttreatment
with theadequatedosageof thefreecombination. It is not necessary to changethedosewhencreatinineclearanceis
greaterthanor equalto 60ml/min. Usual medical follow-upwil l includefrequentmonitoringof creatinineand
potassiumlevels.
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Patientswith hepatic impairments(See4.3& 4.4)
In severe hepatic impairmenttreatmentis contraindicated.
In patientswith moderatehepatic impairment, nodosemodification is required.

Childrenandadolescents
Perindopriltert-butylamine/IndapamideGlenmarkis not recommendedfor usein children andadolescentsasthesafety
and efficacyof perindoprilin childrenandadolescents,aloneor in combination hasnot beenestablished.

4.3 Contraindications

Theuseof Perindopriltert-butylamine/IndapamideGlenmark is contraindicatedin patientswith:

� Hypersensitivity to perindopril,indapamideor any of theexcipients.

Linked to Perindopril:

� Hypersensitivity to anyotherACE inhibitors.
� Historyof angioedema(Quincke'soedema)associatedwith previousACE inhibitor therapy
� Hereditary idiopathicangioedema
� Secondandthird trimestersof pregnancy(seesection 4.4and4.6)

Linked to Indapamide:

� Hypersensitivity to anyothersulphonamides
� Severrenalimpairment(creatinineclearancebelow30ml/min)
� Hepaticencephalopathy
� Severehepatic impairment
� Hypokalaemia
� As ageneral rule, this medicineis inadvisable in combination with nonantiarrhythmicagentscausingtorsadesde

pointes(seesection4.5)
� Lactation(seesection 4.6)

Dueto thelackof sufficienttherapeuticexperience,Perindopriltert-butylamine/IndapamideGlenmark shouldnot be
usedin:

� Dialysispatients
� Patientswith untreateddecompensatedheartfailure.

4.4 Special warnings and precautions for use

Special warnings
Commonto perindopril andindapamide

Lithium:
Thecombinationof lithiumandthecombination of perindoprilandindapamideis usuallynot recommended(see
section4.5).

Linked to Perindopril:

Risk of Neutropenia/ Agranulocytosis in Immuno-suppressed patients:
Therisk of neutropeniaappearsto bedoseand type-relatedandis dependentonpatient'sclinical status.It is rarely seen
in uncomplicatedpatients but mayoccurin patientswith somedegreeof renal impairmentespecially whenit is
associatedwith collagenvasculardiseasee.g.systemic lupuserythematosus,sclerodermaandtherapy with
immunosuppressiveagents. It is reversible afterdiscontinuationof theACE inhibitor.
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Strict compliancewith thepredetermined doseseems to bethebestway to preventtheonsetof theseevents.However,
if anangiotensinconvertingenzyme inhibitor is to beadministered to this typeof patient,therisk/benefitratioshould
beevaluatedcarefully.

Angioedema (Quincke's oedema)

Angioedemaof theface,extremities, lips,mucousmembranes,tongue,glottis and/or larynx hasbeenreportedrarely in
patientstreatedwith ACE inhibitors, includingPerindopril. In such cases,treatmentwith perindoprilshouldbestopped
immediatelyandthepatient shouldbemonitoreduntil theoedemahas disappeared.In thoseinstanceswhereswelling
wasconfinedto thefaceandlips, thecondition generally resolved withouttreatment,althoughantihistamines
have beenusefulin relievingsymptoms.

Angioedemaassociated with laryngealoedemamaybefatal. Involvement of thetongue,glottis or larynxmayleadto
an obstructionof theairways.A subcutaneousinjection of adrenalineat 1:1000(0.3ml to 0.5ml) shouldbe
administeredquickly andotherappropriatemeasurestaken.

Theprescription of anangiotensin convertingenzymeinhibitor should besubsequentlybeconsideredin thesepatients
(seesection 4.3).

Patientswith a previoushistory of Quinke'soedemawhichwasnot linkedto takinganangiotensinconverting enzyme
inhibitor haveanincreasedrisk of Quincke'soedemawith anangiotensin convertingenzymeinhibitor.

Anaphylactic reactions during desensitisation

Therehavebeenisolatedreports of patientsexperiencingsustained,li fe-threateninganaphylactoidreactionswhile
receiving ACE inhibitorsduringdesensitisation treatmentwith hymenoptera (bees,wasps)venom.ACE inhibitors
should beusedwith cautionin allergic patients treated with desensitisation, andavoidedin thoseundergoingvenom
immunotherapy.However,thesereactionscouldbepreventedby temporary withdrawalof ACE inhibitor for at least 24
hoursbeforetreatmentin patientswho requireboth ACE inhibitorsanddesensitisation.

Haemodialysis patients: Anaphylactoid reactions during membrane exposure

Therehavebeenreportsof patientsexperiencingsustainedlif e-threateninganaphylactoidreactionswhile receiving
ACE inhibitorsduringdialysiswith high flux membranesor low density lipoprotein apheresiswith dextransulphate
adsorption.ACE inhibitorsshouldbeavoided in such patients.However, thesereactionscouldbepreventedby
temporarywithdrawalof ACE inhibitor for at least 24hoursbefore treatment in patientswho requirebothACE
inhibitors andLDL apheresis.

Potassium-sparing diuretics, potassium salts:

Thecombinationof perindoprilandpotassium-sparingdiuretics,potassiumsalts is usuallynot recommended(see
section4.5).

Pregnancy

ACE inhibitorsshouldnot beinitiatedduringpregnancy. UnlesscontinuedACE inhibitor therapyis considered
essential, patients planningpregnancyshouldbechangedto alternativeantihypersensitivetreatmentswhichhavean
establishedsafety profile for usein pregnancy.Whenpregnancyis diagnosed, treatmentwith ACE inhibitors shouldbe
stoppedimmediately, andif appropriate,alternativetherapy shouldbestarted(seesections4.3and4.6).

Linked to Indapamide:
Whenliver functionis impaired,thiazidediureticsandthiazide-related diuretics maycausehepaticencephalopathy.
Administration of thediuretic-containingproduct, shouldbestoppedimmediately if this occurs.
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Sultopride:

Thecombinationof indapamideandsultoprideis usually not recommended(seesection4.5)

Special precautions for use

Linked to Perindopril tert-butylamine/IndapamideGlenmark

Renal impairment

In casesof severe renalimpairment(creatinineclearance< 30ml/min), treatment is contraindicated.

In certainhypertensivepatientswithoutpre-existingapparentrenallesionsandfor whomrenalbloodtestsshow
functionalrenalinsufficiency,treatmentshouldbestoppedandpossibly restartedeitherat a low doseor with one
constituentonly. In thesepatientsusualmedical follow-up includefrequent monitoringof potassiumandcreatinine,
after two weeksof treatmentandthenevery two monthsduringtherapeutic stabilityperiod.Renalfailurehasbeen
reportedmainly in patients with severeheart failureor underlying renal failure includingrenalarterystenosis.

Thedrugis usuallynot recommendedin caseof bilateral renal arterystenosisor asinglefunctioningkidney.

Hypotension and water and electrolyte depletion:

Thereis a risk of suddenhypotension in thepresenceof pre-existingsodiumdepletion(in particularin individualswith
renal arterystenosis).Thereforesystematictestingshouldbecarried out for clinical signsof waterandelectrolyte
depletion,whichmayoccurwith anintercurrentepisodeof diarrhoeaor vomiting. Regularmonitoringof plasma
electrolytesshouldbecarriedout in suchpatients.

Markedhypotensionmayrequiretheimplementation of anintravenousinfusionof isotonicsaline.

Transienthypotensionis not acontraindication to continuation of treatment.After re-establishment of asatisfactory
bloodvolumeandbloodpressure,treatmentcanbestarted againeither at a reduceddoseor with only oneof the
constituents.

Potassium levels:
Thecombinationof perindoprilandindapamidedoesnotpreventtheonsetof hypokalaemiaparticularly in diabetic
patientsor in patientswith renalfailure.As with anyantihypertensiveagent in combinationwith adiuretic,regular
monitoringof plasmapotassiumlevelsshould becarriedout.

Excipients:
This product containslactosemonohydrate.Patientswith rarehereditaryconditionssuchasgalactoseintolerance,Lapp
lactasedeficiencyor glucose-galactosemalabsorption shouldnotusethis medicinalproduct.

Linked to Perindopril:
Cough

A dry coughhasbeenreportedwith theuseof ACE inhibitors.It is characterisedby its persistenceandby its
disappearancewhentreatmentis withdrawn.An iatrogenicaetiologyshouldbeconsideredin theeventof this
symptom.If theprescriptionof anangiotensinconverting enzyme inhibitor is still preferred,continuationof treatment
maybeconsidered.

Children:
Theefficacyandtolerability of perindoprilin children andadolescents,aloneor in acombination,havenot been
established.
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Risk of arterialhypotensionand/or renalinsufficiency(in casesof cardiacinsufficiency,waterandelectrolyte
depletion).

Markedstimulation of therenin-angiotensin-aldosteronesystem hasbeenobservedparticularly duringmarkedwater
and electrolytedepletions(strict sodium-freediet or prolongeddiuretic treatment), in patientswhosebloodpressure
wasinitally low, in casesof renalartery stenosis, congestive heartfailureor cirrhosiswith oedemaandascities.

Theblockingof this systemwith anangiotensionconverting enzyme inhibitor maythereforecause,particularly at the
time of thefirst administrationandduringthefirst two weeksof treatment, asuddendropin bloodpressureand/oran
increase in plasmalevelsof creatinine,showinga functional renalinsufficiency.Occasionally this canbeacutein
onset,althoughrare,andwith a variabletime to onset.

In suchcases,thetreatmentshouldthenbeinitiatedat a lowerdoseandincreasedprogressively.

Elderly:

Renalfunctionandpotassiumlevels should betested beforethestart of thetreatment.Theinitial doseis susbequently
adjustedaccordingto bloodpressureresponse, especially in casesof waterandelectrolyte depletion,in orderto avoid
suddenonsetof hypotension.

Patients with known atherosclerosis:
Therisk of hypotensionexistsin all patients butparticular careshould betakenin patientswith ischaemicheartdisease
of cerebralcirculatoryinsufficiency,with treatmentbeing started at a low dose.

Renovascular hypertension
Thetreatmentfor renovascularhypertensionis revascularisation.Nonetheless,angiotensinconvertingenzyme
inhibitors canbebeneficial in patientspresentingwith renovascular hypertensionwhoareawaiting corrective surgery
or whensucha surgeryis not possible.

If Perindopriltert-butylamine/IndapamideGlenmarkis prescribedto patientswith knownor suspectedrenalartery
stenosis,treatmentshouldbestartedin a hospitalsettingat a low doseand renalfunctionandpotassiumlevelsshould
bemonitored,sincesomepatientshavedevelopeda functionalrenal insufficiencywhichwasreversedwhentreatment
wasstopped.

Other populationsat risk:
In patientswith severecardiac insufficiency (grade IV) or in patients with insulin dependent diabetesmellitus
(spontaneoustendency to increasedlevels of potassium), treatmentshould bestartedundermedicalsupervision with a
reducedinitial dose.Treatmentwith beta-blockersin hypertensivepatientswith coronaryinsufficiencyshouldnot be
stopped:theACE inhibitor shouldbeadded to thebeta-blocker.

Anaemia:

Anaemiahasbeenobservedin patientswhohavehadakidneytransplant or have beenundergoingdialysis.The
reductionin haemoglobin levelsis moreapparentasinitial valueswerehigh.This effect doesnot seemto bedose-
dependent but maybe linked to themechanismof action of angiotensinconverting enzymeinhibitors.

This reductionin haemoglobinis slight, occurswithin 1 to 6 months,and then remainsstable.It is reversible when
treatmentis stopped.Treatmentcanbecontinuedwith regular haematological testing.

Surgery

Angiotensinconvertingenzymeinhibitors cancausehypotensionin casesof anaesthesia,especiallywhenthe
anaestheticadministeredis anagentwith hypotensivepotential.
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It is thereforerecommendedthattreatmentwith long-actingangiotensinconvertingenzymeinhibitorssuch as
perindopril shouldbediscontinuedwherepossibleoneday beforesurgery.

Aortic stenosis / hypertrophic cardiomyopathy

ACE inhibitorsshouldbeusedwith cautionin patientswith an obstruction in theoutflow of theleft ventricle

Hepatic failure:
Rarely, ACE inhibitorshavebeenassociatedwith asyndrome thatstartswith cholestaticjaundiceandprogressesto
fulminanthepatic necrosis and(sometimes)death. Themechanismof thissyndromeis not understood.Patients
receiving ACE inhibitorswhodevelopjaundiceor markedelevationsof hepatic enzymesshoulddiscontinuetheACE
inhibitor andreceiveappropriatemedical follow-up (seesection 4.8).

Hyperkalaemia:

Elevationsin serumpotassiumhavebeenobservedin somepatientstreatedwith ACE inhibitors,includingperindopril.
Patientsat risk for thedevelopmentof hyperkalaemia includethosewith renal insufficiency,uncontrolleddiabetes
mellitus, or thoseusingconcomitantpotassium-sparingdiuretics,potassiumsupplementsor potassium-containingsalt
substitutes; or thosepatientstakingotherdrugsassociated with increasesin serumpotassium(e.g.heparin).If
concomitantuseof theabovementionedagentsis deemed appropriate, regularmonitoringof serum potassiumis
recommended.Thedrugis usually not recommendedin caseof raisedplasmalevelsof potassium.

Linked to Indapamide:
Water and electrolyte balance:

� Sodiumlevels:

Theseshouldbetestedbeforetreatmentis started,thenat regularintervals. All diuretictreatmentcancausea reduction
in sodium levels,which mayhaveserious consequences.Reduction in sodiumlevelscanbeinitially asymptomaticand
regular testingis thereforeessential.Testingshouldbemorefrequentin elderlyandcirrhoticpatients(seesections4.8
and 4.9).

� Potassiumlevels:

Potassiumdepletionwith hypokalaemia is a majorrisk with thiazide diureticsandthiazide-relateddiuretics.The risk of
onsetof loweredpotassiumlevels(<3.4mmol/l) shouldbeprevented in somehigh risk populationssuchaselderly
and/or malnourishedsubjects, whetheror not they aretakingmultiplemedications,cirrhotic patientswith oedemaand
ascites,coronarypatientsandpatientswith heartfailure.
In suchcaseshypokalaemiaincreasesthecardiactoxicity of cardiacglycosidesandtherisk of rhythmdisorders.

Subjectspresentingwith a longQT intervalarealsoat risk,whether theorigin is congenitalor iatrogenic.
Hypokalaemia, aswith bradycardia,acts as a factorwhich favourstheonsetof severerhythmdisorders,in particular
torsadesdepointes,whichmaybefatal.

In all casesmorefrequenttestingof potassiumlevelsis necessary.Thefirst measurementof plasmapotassiumlevels
should becarriedout duringthefi rstweekfollowing thestart of treatment.

If low potassiumlevelsaredetected,correction is required.

Calcium levels: Thiazidediureticsandthiazide-related diureticsmayreduceurinaryexcretionof calciumandcausea
mild andtransientincrease in plasmacalcium levels. Markedly raised levels of calcium mayberelated to undiagnosed
hyperparathyroidism.In suchcasesthetreatment should bestoppedbeforeinvestigatingtheparathyroid function.

Blood glucose: Monitoringof bloodglucoseis important in diabetic patients,particularly whenpotassiumlevelsare
low.

Irish Medicines Board

______________________________________________________________________________________________________________________

Date Printed 14/05/2014 CRN 2143762 page number: 6



Uric acid: Tendencyto goutattacksmaybeincreasedin hyperuricaemic patients.

Renalfunctionanddiuretics: Thiazidediuretics andthiazide-relateddiureticsareonly fully effectivewhenrenal
functionis normalor only slightly impaired(creatinine levels lower thanapproximately25mg/l, i.e. 220µmol/l for an
adult).

In theelderlythevalueof plasmacreatininelevels shouldbeadjustedto takeaccountof theage,weightandsexof the
patient,according to theCockroftformula:
clcr = (140- age)x bodyweight/ 0.814x plasmacreatininelevel
with: ageexpressedin years
bodyweight in kg
plasmacreatininelevel in micromol/l
This formulais suitablefor anelderlymaleandshouldbeadapted for womenby multiplying theresultby 0.85.

Hypovolaemia,resulting from the loss of water andsodiumcausedby the diuretic at the start of treatment,causesa
reduction in glomerularfiltration. It may result in an increasein blood urea and creatininelevels. This transitory
functional renal insufficiency is of no adverseconsequence in patientswith normal renal function but may however
worsenapre-existing renalimpairment.

Athletes:
Athletesshouldnotethatthis productcontainsanactive substancewhich maycauseapositivereactionin dopingtests.

4.5 Interaction with other medicinal products and other forms of interaction

Linked to Perindopril tert-butylamine/IndapamideGlenmark

Combinations which are not recommended:
Lithium
Reversibleincreasesin serumlithium concentrationsandtoxicity havebeenreportedduringconcomitant
administrationof lithium with ACE inhibitors.Concomitantuseof thiazide diureticsmayfurtherincreaselithium levels
and enhancetherisk of lithium toxicity with ACE inhibitors.Useof perindopril combined with indapamidewith
lithium is not recommended,but if thecombinationprovesnecessary,careful monitoringof serum lithium levels
should beperformed(seesection4.4).

Combinations which require special care:
Baclofen
Concomitanttreatmentof anti-hypertensiveswith baclofen is likely to causeincreasedhypotension;thedosage
of Perindopril tert-butylamine/IndapamideGlenmarkshouldbeadjustedaccordinglyandclosemonitoring of blood
pressureandrenalfunction is recommended.

Non-steroidal anti-inflammatorymedicinalproducts (includingacetylsalicylic acid at highdoses): theadministration
of a non-steroidalanti-inflammatorymedicinal productmayreducethediuretic, natriuretic andantihypertensive effects
in somepatients.In elderlypatientsandpatientswhomaybedehydratedthereis a risk of acuterenalfailure, therefore
monitoringof renalfunctionat theinitiation of treatmentis recommended.Patientsshouldbewell hydrated.

Combinations, which require some care:
Imipramine-like antidepressants (tricyclics), neuroleptics
Increased antihypertensive effectandincreasedrisk of orthostatic hypotension (additive effect).

Corticosteroids, tetracosactide
Reductionin antihypertensiveeffect(salt andwater retention dueto corticosteroids).

Other antihypertensive agents: use of otherantihypertensivemedicinal productswith perindopril/indapamidecould
resultin additional bloodpressurelowering effect.
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Linked to Perindopril:

Combinations which are not recommended:
Potassium-sparing diuretics (spironolactone, triamterene, alone or in combination), potassium salts
ACE inhibitorsattenuatediureticinducedpotassium loss.Potassium-sparing diureticse.g.spironolactone, triamterene,
or amiloride,potassiumsupplements,or potassium-containing saltsubstitutesmayleadto significantincreasesin
serumpotassium (potentiallylethal). If concomitantuseis indicatedbecauseof documentedhypokalaemiatheyshould
beusedwith caution andwith frequentmonitoringof serumpotassium andby ECG.

Combinations which require special care:
Antidiabetic agents (insulin, hypoglycaemic sulphonamides): Reportedwith captopril andenalapril.
Theuseof angiotensinconvertingenzymeinhibitorsmay increasethehypoglycaemiceffect in diabetics receiving
treatmentwith insulinor with hypoglycaemic sulphonamides.Theonset of hypoglycaemicepisodesis very rare
(improvementin glucose tolerancewith a resulting reduction in insulin requirements).

Combinations which require some care:
Anaesthetic drugs

ACE inhibitorsmayenhancethehypotensiveeffectsof certain anaesthetic drugs. Thereforethecombinationof
perindopril/indapamideshouldbeavoidedduringthis time.

Allopurinol, cytostatic or immunosuppressive agents, systemic corticosteroids or procainamide
Concomitantadministrationwith ACE inhibitorsmay lead to anincreasedrisk of leucopenia.

Diuretics (thiazide or loop diuretics): Prior treatmentwith highdosediureticsmayresult in volumedepletion andin a
risk of hypotensionwheninitiating therapywith perindopril.

Linked to Indapamide:

Combinations which are not recommended:
Sultopride: Increasedrisk of ventriculararrhythmia,especially torsadesdepointes(hypokalaemiafavoursthe
occurrenceof this adverseevent)(seesection 4.4).

Combinations which require special care:
Torsades de pointes inducing drugs: Dueto therisk of hypokalaemia, indapamideshouldbeadministeredwith caution
whenassociatedwith medicinalproducts that induced torsadesdepointessuch asclassIA antiarrhythmicagents
(quinidine,hydroquinidine,disopyramide); classIII antiarrhythmic agents(amiodarone,dofetilide, ibutilide, bretylium,
sotalol); someneuroleptics(chlorpromazine,cyamemazine,levomepromazine, thioridazine,trif luoperazine),
benzamides(amisulpride,sulpiride,tiapride),butyrophenones(droperidol, haloperidol),otherneuroleptics(pimozide);
othersubstancessuchasbepridil, cisapride,diphemanil, IV erythromycin, halofantrine,mizolastine, moxifloxacin,
pentamidine,sparfloxacin,IV vincamine,methadone,astemizole,terfenadine.Preventionof low potassiumlevelsand
correctionif necessary: monitoringof theQT interval.

Potassium-lowering drugs: amphotericinB (IV route), glucocorticoidsandmineralocorticoids(systemicroute),
Tetracosactide,stimulantlaxatives
Increased risk of low potassiumlevels(additiveeffect).

Monitoring of potassium levels, andcorrection if necessary; particular considerationrequiredin cases of treatmentwith
cardiac glycosis.Non-stimulantlaxativesshould beused.

Cardiac Glycosides
Low potassium levelsfavourthetoxic effects of cardiacglycosides.
Potassiumlevelsandelectrocardiogram shouldbemonitoredandtreatmentreconsideredif necessary.
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Combinations, which require some care:
Metformin
Metformin cancausepossible renalimpairmentwhich in effect can lead to lactic acidosis.Linked to diuretics andin
particular to loopdiuretics.
Do not useMetformin whenplasmacreatininelevels exceed15mg/l(135micromol/l) in menand12mg/l
(100micromol/l) in women.

Iodinated contrast media
In casesof dehydrationcausedby diuretics,thereis anincreasedrisk of acuterenal insufficiency,particularly when
high doses of iodinatedcontrast mediaareused.Rehydration shouldbecarried out beforetheiodinatedcompoundis
administered.

Calcium (salts)
Risk of increasedlevels of calciumdueto reducedelimination of calcium in theurine.

Ciclosporin
Risk of increasedcreatinine levels with nochangein circulating levels of ciclosporin, even whenthere is nosaltand
waterdepletion.

4.6 Fertility, pregnancy and lactation

Pregnancy
Theuseof ACE inhibitorsis not recommendedduring thefi rst trimesterof pregnancy(seesection4.4).Theuseof
ACE inhibitorsis contraindicatedduringthesecondandthird trimesterof pregnancy(seesections4.3and4.4).

Epidemiologicalevidenceregardingtherisk of teratogenicity following exposureto ACE inhibitorsduringthefirst
trimesterof pregnancy hasnot beenconclusive; howevera small increasein risk cannotbeexcluded.Unlesscontinued
ACE inhibitor therapyis consideredessential, patients planningpregnancyshouldbechangedto alternative
antihypertensivetreatmentswhichhavean establishedsafety profile for usein pregnancy.When pregnancy is
diagnosed, treatmentwith ACE inhibitors shouldbestoppedimmediately, and,if appropriate,alternativetherapy
should bestarted.

Exposureto ACE inhibitor therapyduringthesecondandthird trimestersis known to inducehumanfetotoxicty
(decreasedrenalfunction,oligohydramnios,skull ossification retardation) andneonataltoxicity (renalfailure,
hypotension,hyperkalaemia).(Seesection5.3.)Shouldexposureto ACE inhibitorhaveoccurredfrom thesecond
trimesterof pregnancy, ultrasoundcheckof renalfunctionandskull is recommended.Infantswhosemothershave
takenACE inhibitors shouldbecloselyobservedfor hypotension(seesections4.3and4.4).

As indapamideis a chlorosulphamoyldiuretic its administration to pregnant women mustbeavoided.Diureticsshould
neverbegivenastreatmentfor physiological oedemaof pregnancy (whichdoestherefore not require treatment).
Exposureto thiazidediureticsduringthethird trimester canleadto reductionof maternalplasmavolumeand
uteroplacentalbloodflow, whichmaycausefeto-placental ischemia, with a risk of impairedfetal growth.

Moreover,rarecasesof hypoglycemiaand thrombocytopenia in neonateshavebeenreportedfollowing exposurenear
term.

Lactation
Becauseno informationis availableregarding theuseof perindopril duringbreastfeeding,Perindopriltert-
butylamine/IndapamideGlenmarkTablets is not recommendedandalternativetreatments with betterestablishedsafety
profilesduringbreast-feedingarepreferable, especially while nursinganewbornor preterminfant.
Indapamideis contraindicatedduringlactation. Indapamide is excreted in humanmilk. Thiazidediureticshavebeen
associated,duringbreast-feeding,with decreaseor evensuppressionof lactation. Hypersensitivityto sulfonamide-
deriveddrugs,hypokalaemiaandnuclearicterusmight occur.
As seriousadversereactionsmight occurin breastfed infants,adecisionshouldbemadewhetherto discontinue
breastfeeding or to discontinuetherapytakingaccounttheimportanceof this therapyfor themother.
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4.7 Effects on ability to drive and use machines

Perindopriltert-butylamine/IndapamideGlenmarkhas minor or moderate influenceon theability to driveanduse
machines. Neitherof thetwo active substancesaffect alertnessbut individualreactionsrelatedto low bloodpressure
mayoccur in somepatients,particularly at thestart of thetreatmentor in combinationwith anotherantihypertensive
medication. As a result,theability to drive or operatemachinesmaybeimpaired.

4.8 Undesirable effects

Theadministration of perindoprilinhibits therenin-angiotensin-aldosteroneaxis andtendsto reducethepotassiumloss
causedby indapamide. Approximatelyfour percent of thepatientson treatmentwith Perindopriltert-
butylamine/IndapamideGlenmarkmayexperiencehypokalaemia (potassiumlevel <3.4mmol/1).

The following undesirableeffectshavebeenobservedduring treatment with perindopril/indapamideandrankedunder
thefollowing frequency:
Verycommon(>1/10);common(>1/100 to <1/10); uncommon(>1/1000to <1/100); rare (>1/10000to <1/1000);very
rare(<1/10000);not known (cannotbeestimatedfrom theavailabledata).

Vasculardisorders
Uncommon:Hypotensionwhetherorthostatic or not.

Blood andlymphaticsystemdisorders
Very rare: Thrombocytopenia,Leucopenia, agranulocytosis,aplastic anaemia, haemolytic anaemia,
Anaemia(seesection 4.4)hasbeenreportedwith angiotensinconverting enzymeinhibitorsin specif ic circumstances
(patientswhohavehad kidneytransplants,patients undergoinghaemodialysis).

Nervoussystemdisorders
Uncommon:Headache,asthenia,feelingsof dizziness,mooddisturbanceand/orsleepdisturbances,paresthesia.

Respiratory,thoracicandmediastinaldisorders
Common:Dry coughhasbeenreportedwith theuseof angiotensinconverting enzymeinhibitors.

Gastrointestinal disorders
Common:Constipation,dry mouth,nausea, epigastricpain,anorexia, abdominal pains,tastedisturbance

Very rare: Pancreatitis, in thecaseof hepatic insufficiency,there is apossibility of onsetof hepaticencephalopathy.
(seesections4.3and4.4)

Skin andsubcutaneoustissuedisorders
Uncommon:Hypersensitivity reactions,mainly dermatological, in subjectswith a predispositionto allergicasthmatic
reactions.

Maculopapulareruptions,purpura,possible aggravation of pre-existing acutedisseminatedlupuserythematosus.

Skin rash

Very rare:
Angioedema(Quincke's oedema) (seesection 4.4)

Musculoskeletalandconnective tissuedisorders
Uncommon:Cramps

Investigations:
- Potassiumdepletion with particularly seriousreduction in levelsof potassium in someat risk populations(seesection
4.4).
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- Reducedsodiumlevelswith hypovolaemiacausingdehydration andorthostatic hypotension.
- Increasein uric acidlevels andin bloodglucose levelsduringtreatment.
- Slight increasein ureaandin plasmacreatinine levels, reversiblewhentreatmentis stopped.This increaseis more
frequentin casesof renalarterystenosis,arterial hypertension treatedwith diuretics,renal insufficiency.
- Increasedlevelsof potassium,usually transitory.
Rare( > 1/10,000,< 1/1,000):
- raisedplasmacalcium levels.

4.9 Overdose

Themostcommonadverseeventin thecaseof anoverdoseis hypotension.This canbelinked to thefollowing:
Nausea,vomiting, cramps,sleepiness, mental confusion,oliguria which couldprogressto anuria (dueto
hypovolaemia),electrolyteimbalance(low sodiumandpotassiumlevels)

Thefirst measuresto betakenconsist of rapidly eliminating theproduct(s) ingestedby gastric lavageand/or
administrationof activatedcharcoal,thenrestoringfluid andelectrolyte balance in aspecialisedcentreuntil theyreturn
to normal.

If markedhypotensionoccurs,thiscanbetreatedby placing thepatient in asupinepositionwith theheadlowered.If
necessaryanIV infusionof isotonicsalinemaybegiven,or anyother methodof volaemicexpansionmaybeused.
Perindoprilat, theactiveform of perindopril, canbedialysed(see section 5.2).

5 PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeuticgroup:ACE inhibitor andDiuretic
ATC code:C09BA04

Perindopriltert-butylamine/IndapamideGlenmarkis a combination of perindopril tert-butylaminesalt andindapamide
to treatessentialhypertensionin patientswhosebloodpressure is notadequately controlledby perindopril alone.
Perindopriltert-butylaminesalt is anangiotensinconverting enzyme inhibitior. Indapamideis achlorosulphamoyl
diuretic. Its pharmacologicalpropertiesarederived from thoseof eachof thecomponentstakenseparately,in addition
to thosedueto theadditivesynergic actionof thetwo productswhen combined.

Pharmacological mechanism of action
Perindopriltert-butylamine/IndapamideGlenmarkproducesanaddedsynergyof theantihypertensiveeffectsof thetwo
components.

Linked to Perindopril
Perindopril isaninhibitor of theangiotensinconverting enzyme(ACE inhibitor) whichconverts angiotensinI to
angiotensinII, a vasoconstricting substance; in addition theenzymestimulatesthesecretionof aldosteroneby the
adrenalcortexandstimulatesthedegradationof bradykinin, a vasodilatorysubstance,into inactiveheptapeptides.
This resultsin:
- A reductionin aldosteronesecretion,
- An increasein plasmarenninactivity, sincealdosteroneno longer exercisesnegative feedback.
- A reductionin totalperipheral resistancewith apreferential action on thevascularbedin muscleandthekidney,with
no accompanyingsaltandwaterretentionor reflex tachycardia, with chronic treatment.

Theantihypertensiveactionof perindoprilalsooccursin patientswith low or normal reninconcentrations.
Perindoprilactsthroughits activemetabolite,perindoprilat. Theothermetabolitesare inactive.

Perindoprilreducesthework of theheart:
- By avasodilatory effectonveins, probably causedby changes in themetabolismof prostaglandins:reductionin pre-
load
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- By reductionof thetotal peripheralresistance: reduction in afterload.
Studiescarriedout onpatientswith cardiacinsufficiencyhaveshown:
- A reductionin left andright ventricular fil lingpressures,
- A reductionin totalperipheral vascularresistance,
- An increasein cardiacoutputandanimprovementin thecardiac index,
- An increasein regionalbloodflow in muscle.
Exercisetestresultsalso showedimprovement.

Linked to Indapamide
Indapamideis asulphonamidederivativewith anindolering,pharmacologically relatedto thethiazidegroupof
diuretics.Indapamideinhibits there-absorptionof sodiumin thecortical dilutionsegment.It increasesurineoutputand
in effectincreasesexcretionof sodiumandchlorideandto a lesser extent, theexcretionof potassiumandmagnesium,
so havinganantihypertensiveaction.

Characteristicsof Antihypertensive action

Linked to Perindopril tert-butylamine/IndapamideGlenmark
In hypertensivepatientsregardlessof age,Perindopril tert-butylamine/IndapamideGlenmark exert adose-dependent
antihypertensiveeffectondiastolic andsystolic arterial pressurewhilst supineor standing.This antihypertensiveeffect
lastsfor 24hours.Thereductionin blood pressureis obtainedin lessthanonemonthwithouttachyphylaxis; stopping
treatmenthasno reboundeffect.Duringclinical trials, theconcomitantadministrationof perindopril and indapamide
producedantihypertensive effectsof a synergicnaturein relation to eachof theproductsadministeredalone.

Linked to Perindopril
Perindopril isactive in all gradesof hypertension:mild to severe. A reduction in systolicanddiastolicarterial pressure
has beenobservedin thelying andstandingposition.
Theantihypertensiveactivity afterasingledoseis at its maximumbetween 4 and6 hoursandremainsconsistent
during thecourseof 24hours.
At 24 hours,thereis ahighdegreeof residualblockingof angiotensin converting enzyme(80%)

In patientswho respondwell to treatment,bloodpressureis stabilisedafter onemonthwithout anysignsof
tachyphylaxis.

Withdrawalof treatmenthasno reboundeffectonhypertension.

Perindoprilhasvasodilatorpropertiesand restores elasticity of themain arterial trunks,correctshistomorphometric
changesin resistancearteriesandproducesa reduction in left ventricularhypertrophy.

If necessary, theaddition of a thiazidediuretic leadsto anadditive synergy. Thecombinationof anangiotensin
convertingenzymeinhibitor with a thiazidediuretic decreases thehypokalaemia risk associatedwith thediuretic alone.

Linked to Indapamide
Indapamide,asmonotherapy,hasanantihypertensiveeffect, which lastsfor 24hours,this effectoccursatdosesat
which thediuretic propertiesareminimal. Its antihypertensiveaction is proportionalto animprovementin arterial
complianceanda reductionin total andarteriolarperipheral vascular resistance.

Indapamidereducesleft ventricularhypertrophy.

Whenadoseof thiazidediureticandthiazide-relateddiuretics is exceeded, theantihypertensiveeffectreachesa
plateau,whereastheadverseeffectscontinueto increase. If thetreatmentis ineffective, thedoseshouldnot be
increased.

Furthermore,it hasbeenshownthatregardlessof theduration of treatmentin hypertensivepatients, indapamide:
- Has noeffecton lipid metabolism:triglyceride,LDL-cholesterolandHDL-cholesterol.
- Hasnoeffect oncarbohydratemetabolism, even in diabetichypertensivepatients.
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5.2 Pharmacokinetic properties

Linked to Perindopril tert-butylamine/IndapamideGlenmark
Thereis nosignificantdifferencebetweenthepharmacokinetic characteriscticsof perindoprilandindapamideco-
administeredandthoseobtainedfrom perindopril andindapamideadministeredseparately.

Linked to Perindopril
Afteroraladministration,theabsorptionof perindopril is rapid andthepeakconcentrationis achieved within 1 hour.
Theplasmahalf-li fe of perindoprilis equalto 1 hour.

Perindopril isa prodrug.Twentysevenpercentof theadministeredperindopril dosereachesthebloodstreamasthe
active metabolite perindoprilat.In addition to activeperindoprilat, perindopril yieldsfive metabolites,all inactive.The
peakplasmaconcentrationof perindoprilat is achievedwithin 3 to 4 hours.

As ingestionof fooddecreasesconversionto perindoprilat, hencebioavailability, perindopril arginineshouldbe
administeredorally in a singledaily dose in themorningbefore ameal.

It hasbeen demonstrateda linearrelationship betweenthedoseof perindopril and its plasmaexposure.

Thevolumeof distribution is approximately 0.2 l/kg for unboundperindoprilat. Proteinbindingof perindoprilatto
plasmaproteinsis 20%,principally to angiotensin converting enzyme,but is concentration-dependent.Perindoprilat is
eliminatedin theurineandtheterminalhalf-life of theunboundfraction is approximately17hours, resultingin steady-
statewithin 4 days.Eliminationof perindoprilat is decreasedin theelderly, andalsoin patientswith heartor renal
failure.Dosageadjustmentin renalinsufficiencyis desirabledependingon thedegreeof impairment(creatinine
clearance).

Dialysis clearanceof perindoprilat is equalto 70ml/min. Perindoprilkinetics aremodified in patientswith cirrhosis:
hepatic clearanceof theparentmoleculeis reducedby half. However,thequantity of perindoprilat formedis not
reducedand thereforenodosageadjustmentis required(seesections4.2and4.4).

Indapamide
Absorption
Indapamideis absorbedfrom thedigestivetract rapidly andcompletely.

Thepeakplasmalevel reachedin humansis approximately onehourafter oral administrationof theproduct.Plasma
proteinbindingis 79%.

Elimination
Theeliminationhalf-life is between14and24hours(average18hours).Repeatedadministrationdoesnot produce
accumulation. Eliminationis mainly in theurine(70%of thedose)andfaeces (22%) in theform of inactive
metabolites.

Special population
Renalinsufficiency:
Thepharmacokineticsof patientswith renal failure is unaffected.

5.3 Preclinical safety data

Perindoprilandindapamide in combinationhas slightly increasedtoxicity thanthatof its components.
Renalmanifestationsdonot seemto bepotentiatedin rats.However, thecombinationproducesgastro-intestinal
toxicity in thedogandthetoxic effectson themother seemto beincreasedin therat (comparedto perindoprilalone).

Nonetheless,theseadverseeffectsareshownat doselevelsgiving averymarked safety margin in comparisonto the
therapeuticdosesused.
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Preclinical studiesperformedseparatelywith perindopril and indapamidedid not showgenotoxic,carcinogenicor
teratogenicpotential.

6 PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Silica hydrophobic colloidal
Cellulose,microcrystalline
Lactosemonohydrate
MagnesiumStearate

6.2 Incompatibilities

Not applicable

6.3 Shelf life

2 years
2 monthsafterfi rstopeningthelaminatedpouchcontaining theblister stripof tablets

6.4 Special precautions for storage

Storein theoriginal packageto protectfrom moisture.

Whenunopened,this medicinalproductdoes not requireany special temperaturestorageconditions.
Oncethelaminatedpouchis opened,blister stripsshould bestoredin theouter boxbelow30̊ C.

6.5 Nature and contents of container

The tabletsare packedin PVC / PVdC – Aluminium blisters within a protectivealuminium pouch, including a
desiccantprotectingthetabletsfrom moisture.Thedesiccantshouldnot beswallowed.

Pack Sizes
10, 30,90and100
Not all packsizesmaybemarketed.

6.6 Special precautions for disposal

No specialrequirements

7 MARKETING AUTHORISATION HOLDER

GlenmarkPharmaceuticalsEuropeLimited
Laxmi House
2B Draycott Avenue
Kenton,Harrow
MiddlesexHA3 0BU
UnitedKingdom

8 MARKETING AUTHORISATION NUMBER

PA 1462/5/1
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Dateof first authorisation:11November2011
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