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Summary of Product Characteristics

1NAME OF THE MEDICINAL PRODUCT
Perindopriltert-butylamine/Indapamid&lenmark2 mg/0.625mg Tablets

2QUALITATIVE AND QUANTITATIVE COMPOSITION

Ead tabletcontans 2 mg perindopriltertbutylamine sdt, equivalent to 1.669mg perindopriland0.625mg
indapamide.
Excipient:eachtabletcontans 58.47mgof lactosemonohydrag

For afull listof excipients,seesection6.1.

3PHARMACEUTICAL FORM

Tablet

White, rod shapedabletshaving‘P’ and‘l’ engravedon eithersideof scoe line on onesideandscoreline onthe other

side.
Thetabletcanbedividedinto equalhalves.

4 CLINICAL PARTICULARS
4.1 Therapeutic Indications

Hypertension
Treatmet of essentiahypertensn for paientswhoseblood pressures not adequatelycontrolledon petindopiil aone.

4.2 Posology and method of administration

Routeof admnistration:Oraluse

It is recommendethatonePerindopril tert-butylamine/IndgpamideGlenmak 2 mg/0.625mg Tabletis takendally,
preferablyin the morningbeforea meal. The doseshouldbe adjustedaccording to the patientprofile andblood
pressuraesponself bloodpresureis notadequatly contolledthedosemay beincreasedo oneerindopril tert-
butylaminelndapamideGlenmark4 mg/1.25mg Tabld daily.

Whenclinically appropriatedirectchangerom monoterapywith perindopril to Perindopriltert-
butylaminelndapamideGlenmarkmay be consdered.Individual dosetitration with the componentsnay berequired.

Eldelly (See4.4)
Treatmat shouldbeinitiatedat a doseof 2 mg/0.625mg daly with consderaton of theblood pressireresponseand
renal function.

Patientswith renalimpairment(See4.3& 4.4)
In sevee renalfailure, (creatinne clearancéodow 30m/min) treament is contraindicated.

In patientswith moderataenalimpairment(creatnine clearance30 to 60ml/min), it is recommendetb starttreatment
with theadequatedosaye of the free combinaion. It is notneessay to changethe dosewhencredinine clearancas
greaterthanor equalto 60ml/min. Usual medcal follow-up will include frequentmonitoringof creatinineand
potassiunievels.
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Patientswith hepatc impairment (See4.3& 4.4)
In sevee hepaic impairmenttreatmentis contrandicaed.
In patientswith moderatenepaic impairment, no dosemodificationis required.

Childrenandadolescats
Perindopriltert-butylamineindapamideGlenmarkis not recomnendedfor usein children andadolescatsasthe sakety
and efficacy of perindoprilin childrenandadoks@nts,aloneor in combinaion hasnot beenestadlished.

4.3 Contraindications
Theuseof Perindopriltertbutylamine/Indapandie Glenmark is contrandicatedin patientswith:
¢ Hypersensitivy to perindopril,indapamideor any of the exdpients.
Linked to Perndopril:
Hypersensitivy to anyotherACE inhibitors.
History of angioedem#&Quincke'soedemapssocidedwith previousACE inhibitor therapy

Hereditay idiopathicangioedema
Secondandthird trimedersof pregnancyseesedion 4.4and4.6)

Linkedto Indapamide:

Hypersensitivy to anyothersulphonamides

Severrenalimpairment(creatinineclearancdelow 30 ml/min)

Hepaticencephalpathy

Severehepaic impaiment

Hypokalaema

As agenerarule, this medicineis inadvisabk in combinaton with nonaniarrhythmicagentsausingorsadesie
pointes(seesectbn 4.5)

o Lactation(seesection 4.6)

Dueto thelack of sufficienttherapeutiexperiene, Perindopriltertbutylamine/Indapanide Glenmark shouldnotbe
usedin:

o Dialysispatients
¢ Patientswith untreateddecompenratedheartfailure.

4.4 Special warnings and precautions for use

Special warnings
Commonto perindopril andindapamide

Lithium:
Thecombinaton of lithium andthe combinaion of perindoprilandindgpamideis usuallynotrecommendegsee
section4.5).

Linked to Perindopril:

Risk of Neutropenia/ Agranulocytosis in Immuno-suppressed patients:

Therisk of neutropeniappeardo bedoseand type-relaedandis depenénton patient'sclinical statuslt isrardy seer
in uncompicated patiens but mayoccurin paientswith somedegreeof renalimpaimentespecidly whenit is
asscciatedwith collagenvasculadiseasee.g.systanic lupuserythenatosussderodermaandthergy with
immunosuppressivagentslt is reversilbe after discontnuationof the ACE inhibitor.
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Strict compliancewith the predeterrmed doseseens to bethe bestway to preventthe onsetof thes eventsHowever,
if anangiotensircornvertingenzyne inhibitor is to be administered to this type of patient,therisk/benefitratio should
be evaluaed carefully.

Angioedema (Quincke's oedema)

Angioedemaof theface, extrenities, lips, mucousmembranes,tongue glottis and/or larynx hasbeenreportedrarely in
patientstreatedwith ACE inhibitors including Perindoprl. In such casestreatmentwith perindoprilshouldbe stopped
immediatelyandthe paient shouldbe monitoreduntil the oedemahas disgppearedin thoseinstancesvhereswelling
wasconfinedto thefaceandlips, the condtion generdly resolved withouttreament,althoughantihistamines

have beenusefulin relievingsymptoms

Angioedemaassociaté with laryngealoedemamay befatal. Involvement of thetongue glottis or larynxmayleadto
an obgructionof theairways.A subcutaneousjecion of adrenalineat 1:1000(0.3ml to 0.5ml) shouldbe
administeredquickly andotherappropratemeasuresaken.

Theprescripion of anangioensn convertng enzymeinhibitor shoutl be subsegentlybe consideredn thesepatients
(seesection 4.3).

Patientswith a previoushistory of Quinkés oedemawhich wasnot linkedto takinganangiotensirconveting enzyme
inhibitor haveanincreasedisk of Quincke'soedemawith anangiotensin convertingenzymeinhibitor.

Anaphylactic reactions during desensitisation

Therehavebeenisolatedrepors of patientsexperencing sustaned,life-threateninganahylactoidreactionswvhile
receving ACE inhibitorsduringdesensisation treatmentwith hymenoptea (beeswasps)venom.ACE inhibitors
should beusedwith cautionin allergic patients treated with desensisdion, and avoidedin thoseundegoingvenom
immunotherapyHowever thesereactionscould be preventedby temporay withdrawal of ACE inhibitor for atleast 24
hoursbeforetreatrmentin patientswho require both ACE inhibitorsand desensitisation.

Haemodialysis patients. Anaphylactoid reactions during membrane exposure

Therehavebeenreportsof patientsexpeiencing sustanedlif e-thredaening anaylactoidreactionswhile receiving
ACE inhibitorsduringdialysiswith high flux membraesor low density lipoproten apheresisvith dextansulphate
adsoption. ACE inhibitorsshouldbe avoided in sud patients.Howeve, thesereactionscouldbe preventedy
temporarywithdrawalof ACE inhibitor for atleast 24 hoursbefore treament in patientswho requireboth ACE
inhibitorsandLDL apheress.

Potassium-sparing diuretics, potassium salts:

Thecombinaton of perindoprilandpotassim-sparng diuretics, potassiunsals is usuallynot recommende@see
section4.5).

Pregnancy

ACE inhibitorsshouldnotbeinitiatedduring pregnang. UnlessconinuedACE inhibitor therapyis consideed
essertial, patiens planningpregnancyshouldbe changedo alternative anihypersensitivédreatmentsvhich havean
establishedsafay profile for usein preghancy.Whenpregnancyis diagnosel, treatmentvith ACE inhibitors shouldbe
stoppedimmediatly, andif appropriatedternativethergy shouldbe started(seesectionst.3and4.6).

Linked to Indapamide:
Whenliver functionis impaired,thiazidediureticsandthiaziderelated diureics may causehepaticenephalopathy.
Administraton of the diuretic-containingprodud, shouldbe stoppedimmedatdy if this occurs
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Sultopride:
Thecombinaton of indapamile andsultoprdeis usualy notrecommended(seesection4.5)
Special precautionsfor use

Linked to Perndopril tertbutylamine/Indapamid&lenmark

Renal impairment
In casef sevee renalimparment(creatnine clearance < 30 ml/min), treamert is contraindicated.

In certainhypertensiveatientswithout pre-existing apparentenallesionsandfor whomrenalbloodtestsshow
functionalrenalinsufficiency treatmentshouldbe stoppedand possiby restared eitheratalow doseor with one
constituentonly. In thesepatientsusualmedicd follow-up include frequent monitoringof potassiumandcreatinine,
after two weeksof treatmentandthenevery two monthsduringthergeutic stability period.Renalfailure hasbeen
reportedmainly in patients with severenheat failure or undelying renalfailure includingrenalartery stenosis.

Thedrugis usuallynotrecommendeth caseof bilataal rend artery stenosir a singlefunctioningkidney.
Hypotension and water and el ectrolyte depl etion:

Thereis arisk of sudderhypotensbnin the presaceof pre-existing sodiumdepletion(in particularin individualswith
reral arterystenosis)Thereforesysematictestingshouldbe carried out for clinical signsof waterandelectolyte
depletion,which mayoccurwith anintercurrentepisodeof diarrhoe or vomiting. Regularmonitoringof plasma
electrolytesshouldbe carriedoutin suchpatients.

Marked hypotensiormayrequiretheimplementaton of anintravenousnfusionof isotonicsaline.

Transienthypoensionis not a contraindi@tion to continuaion of treatment. After re-establishmaet of a satisfactory
blood volumeandblood pressuretreatnentcanbe started againeither atareduceddoseor with only oneof the
constituents.

Potassium levels:

Thecombinaton of perindoprilandindapamile doesnot preventthe onsetof hypokalaemigatticularly in diabetic
patientsor in patientswith renalfailure. As with anyanihypertensive agent in combinationwith a diuretic,regular
monitoring of plasmapotassiumlevelsshoutl be carriedout.

Excipients:
This product containdactosemonohydate.Patentswith rare herediary conditionssuchasgalactosentolerarce, Lapp
lactasaleficiencyor glucosegalactosemalabsorpion shouldnot usethis medicinalproduct.

Linked to Perindopiril:
Cough

A dry coughhasbeenreportedwith the useof ACE inhibitors. It is chaactkerisedby its persistencand by its
disappearancerhentreatmentis withdrawn.An iatrogenicaetiology shouldbe consideedin the eventof this
symptom. If the prescripton of anangidensinconvering enzymne inhibitor is still preferred, continuationof treatment
may be consdered.

Children:
Theefficacyandtolerability of perindoprilin children andadoleseents,aloneor in acombinationhavenot been
established
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Risk of arterialhypotension andbr renalinsufficiency(in case®f cardacinsufficiency,waterandeledrolyte
depletion).

Marked stimulaion of thereninangiotensiraldosteroneysten hasbeenobsened patticulady duringmarkedwater
and electrolyte depletons(strict sodiumfree diet or prolongeddiurdic treamert), in patientsvhosebloodpressure
wasinitally low, in case®f renalartely stenosis congestie heartfailureor cirrhosiswith oedemandascities.

Theblocking of this systemwith anangibtensionconvering enzyme inhibitor maythereforecause patticularly atthe
time of thefirst administationandduringthefirst two weeksof treatnent a sudderdropin blood pressureand/oran
increasg in plasmadevelsof creatinine showinga functiond renalinsufficiency.Occagonaly this canbe acutein
onset,althoughrare,andwith avariabletime to onse.

In such casesthetreatmenshouldthenbeinitiated at alower doseandincreaedprogressively.

Eldety:

Renalfunctionandpotassiumlevels shauld betestal beforethe start of thetreatment.Theinitial doseis susbequently
adjustedaccordingo blood pressureesponsgespeialy in casesof water and electolyte depletion,in orderto avoid
suddenonsetof hypotenson.

Patients with known atherosclerosis:
Therisk of hypotensiorexistsin all patiens but paricular care shoutl betakenin patientswith ischaemicheartdiseae
of cerebralcirculatoryinsufficiency, with treatnentbeng started atalow dose

Renovascular hypertension

Thetreatmentfor renovasculahypertensions revascuhrisaton. Nongheless,angiotensirconvertingenzyme
inhibitors canbebereficial in paientspresenting with renovasculahypertexsionwho areawating corredive surgery
or whensucha surgeryis not possible.

If Perindopriltertbutylamnelindapamie Glenmarkis prescibedto paientswith knownor suspectedenalartery
stenosisreatmentshouldbe startedin a hospitalsdting atalow doseand renalfunctionandpotasiumlevelsshould
be monitored,sincesomepatientshavedevelopeda functionalrend insufficiencywhich wasrevesedwhentreatment
wasstopped.

Other populatonsatrisk:

In patientswith severecardiac insufficiency (grade IV) or in paients with insulin dependat diabetesmellitus
(spantaneoudenderty to increasedevels of potassiun), treatmentshoutl be startedundermedicalsupevision with a
reducedinitial dose.Treatmentwith betablockersin hypertensivepaientswith coronaryinsufficiency shouldnot be
stopped:the ACE inhibitor shouldbe addel to the beta-blocker.

Anaemia:

Anaemiahasbeenobservedn patientswho havehadakidneytransplat or have beenundegoingdialysis.The
reductionin haenoglobin levelsis moreapparenssinitial valueswerehigh. This effect doesnot seemto bedose
deperdent but may be linked to the mechaism of action of angioensinconveting enzymeinhibitors.

This reductionin haemoglobins slight, occurswithin 1 to 6 months,and thenremainsstable.lt is revesible wher
tredmentis stopped.Treatmentanbe continuedwith regula haenatologicd testing.

Surgery

Angiotensinconvertng enzymeinhibitors can causehypotensionn casef anaesthesiagspeciallywhenthe
anaestheti@ministereds anagentwith hypotensivepotentid.
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It is thereforerecommendethattreatmentwvith long-acting angiotensirconvertingenzymeinhibitorssud as
perindopril shouldbe discontinuedwherepossble oneday beforesurgery.

Aortic stenosis/ hypertrophic cardiomyopathy
ACE inhibitorsshouldbe usedwith cautionin patientswith an obstrudion in the outflow of theleft venticle

Hepatic failure:

Rarely, ACE inhibitorshavebeenas®ciatedwith a syndrone thatstartswith cholestaticjaundiceandprogresseso
fulminanthepaic necross and(sometimesyleah. The mechansm of this syndiomeis notunderstoodPatients
receving ACE inhibitorswho developjaundiceor markedelevaionsof hepaic enzymeshoulddiscontinughe ACE
inhibitor andreceve appropriatemedrcd follow-up (see secton 4.8).

Hyperkalaemia:

Elevationsn serumpotasiumhavebeenobservedn somepatientstreadedwith ACE inhibitors,including perindopril.
Patientsat risk for thedevelopmenobf hypeikalaenia includethosewith rend insufficiency, uncontrolleddiabetes
mellitus, or thoseusingconcomitanpotassum-sparng diuretics, potassiunmsuppementsor potassiurrcontainingsalt
substitutes; or thosepaientstaking otherdrugsassocated with increasesn serumpotassiuni{e.g.heparin).If
concamitantuseof the abovementionedagentsis deemed appropriag, regular monitoringof seum potassiumis
recanmendedThedrugis usually notrecomnendedn caseof raisedplasmaevelsof potassium.

Linkedto Indapamide:
Water and electrolyte balance:

¢ Sodiumlevels:

Theseshouldbetestedbeforetreatmentis started,thenatregularintervds. All diuretictreatmentancauseareduction
in sadium levels,which may haveseriols consequeres.Reducton in sodiumlevelscanbeinitially asymptomati@and
reqular testingis thereforeessential. Testingshouldbe more frequentin elderly andcirrhotic patients(seesectons4.8
and 4.9).

e Potassiumevels:

Potasiumdepleton with hypokalaerra is a majorrisk with thiaade diureticsandthiaziderelateddiuretics. The risk of
onsetof loweredpotassiunevels(<3.4mmol/l) shouldbe prevente in somehigh risk populationssuchaselderly
and/or malnourishedubjectswhetheror notthey aretaking multiple medicaions, cirrhotic patientswith oedemaand
ascites,coronarypatientsandpatientswith heartfailure.

In such caseypokabhemiaincreaseshe cardiactoxicity of cardiacglycosidesandtherisk of rhythmdisorders.

Subjectspresentingvith along QT intervalarealso atrisk, whethe the origin is congenitalor iatrogenic.
Hypokalaenm, aswith bradycardiaacs as a factorwhich favoursthe onsetof severerhythmdisorders,in paricular
torsadesle pointes,which maybefatal.

In all casesnore frequenttestingof potassiumlevelsis necessary.Thefirst measurenentof plasmapotassiumnievels
should be carriedout duringthefirstweekfollowing the stat of treament.

If low potassiunevelsaredetectedgcorrectionis required.

Calciumlevels. Thiazidediureticsandthiazade-related diuretics may reduceurinary excretionof calciumandcausea
mild andtransientincreag in plasmacalcium levds. Markedly raised levds of calcium mayberelaed to undiagnosed
hyperparathywidism.In suchcassthetreatment shout be stoppedoeforeinvestigatingthe parathyoid function.

Blood gluco: Monitoring of bloodglucoseis important in diabetic patents, particulaly whenpotassiunievelsare
low.
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Uric acid Tendencyto goutattacksmaybeincreasedn hyperurcaemic patients

Renalfunctionanddiuretics Thiazidediureics andthiaziderelaeddiureticsareonly fully effectivewhenrenal
functionis normalor only slightly impaired(creainine levels lower thanapproxmately 25 mg/l, i.e. 220 umol/l for an
adult).

In theelderlythe valueof plasmacreaininelevels shouldbe adjustedto takeaccountof theage,weightandsexof the
patient,accordng to the Cockroftformula

clcr = (140- age)x body weight/ 0.814x plasmacredininelevel

with: ageexpressedh years

bodyweightin kg

plasmacreatninelevel in micromol/l

Thisformulais suitablefor anelderlymale andshouldbe adapte for women by multiplying theresultby 0.85.

Hypovolaemia,resuting from the loss of water and sodiumcausedby the diuretic at the stat of treatment,causes
reduction in glomerularfiltration. It may resultin an increasein blood urea and creatininelevels. This transitory
functionalrenal insufficiencyis of no adverseconsequerein patientswith nomal renal functon but may howeve
worsena pre-existing renalimpairment.

Athletes:
Athletesshouldnotethatthis productcontans anactive substacewhich may causea positivereactionin dopingtests.

4.5 Interaction with other medicinal productsand other forms of interaction

Linked to Perndopril tert-butylamine/Indapamid&lenmark

Combinationswhich are not recommended:

Lithium

Reversibleincreasesn serumlithium concentationsandtoxicity havebeenrepotedduringconcomitant
administrationof lithium with ACE inhibitors. Concomtantuseof thiazde diureticsmay furtherincreasdithium levels
and enhanceherisk of lithium toxicity with ACE inhibitors. Useof perindopri combined with indapamde with
lithiumis notrecommendedyutif thecombinaton provesnecessary;areful monitoringof seum lithium levels
should be performed (seesection4.4).

Combinationswhich require special care:

Baclofen

Concomitantreatmenof anti-hypertensivesvith badofenis likely to causancreasedhypotensionthedosage

of Perindqril tert-butylamine/Indapandie Glenmarkshouldbe adjustedaccordinglyandclosemonitoiing of blood
pressureandrenalfunctionis recommended.

Nonr-steroidal antrinflammatorymedicinalproduds (including aceylsalicylic aad at high doses) theadministraion
of anonsteroidalantrinflammatorymedicinal productmayreducethe diuretic, natriuretic andantinypertensive effects
in same patents.In elderly patientsandpatientswho may be dehydraedthereis arisk of acuterenalfailure, therefore
monitoring of renalfunctionat theinitiation of treatmentis recommended Paientsshouldbewell hydrated.

Combinations, which require some care:

I mipramine-like antidepressants (tricyclics), neuroleptics
Increasd anthypertensg/e effectandincreasedrisk of orthosatic hypotension (addtive eff ect).

Corticosteroids, tetracosactide
Reductionin antihypertensivesffect(salt andwater retenion dueto corticosteroids).

Other antihypertensive agents. use of otherantihypertensive medcind productswith perindopril/indapamideould
resultin additional blood pressurdowering effect
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Linked to Perndopril:

Combinations which are not recommended:

Potassium-sparing diuretics (spironolactone, triamterene, alone or in combination), potassium salts

ACE inhibitorsattenuatediureticinducedpotasium loss.Potassiumspaing diuretics e.g.spironolactongtriamterene,
or amiloride, potassiunsupplementspr potassiurrcontaning saltsubsttutes mayleadto significantincreasesn
serum potassiim (potentiallylethal). If concomiantuseis indicated becauseof documentedhypokalaemiaheyshould
be usedwith cauton andwith frequentmonitoringof serumpotassim andby ECG.

Combinations which require special care:

Antidiabetic agents (insulin, hypoglycaemic sulphonamides): Repatedwith captgril andenalapril

Theuseof angioensinconvertng enzymeinhibitorsmay increasethe hypoglycaemiceffed in diabdics receiving
treamentwith insulin or with hypoglycamic sulphonanides. The onsé of hypoglycaemicepisodess veryrare
(improvenentin glucos tolerancewith aresulting redudion in insuin requrements).

Combinations which require some care:
Anaesthetic drugs

ACE inhibitorsmay enhancehe hypotensivesffectsof certain anaesthgc drugs Thereforethe combinationof
perindopril/indapamideshouldbe avoidedduringthis time.

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

Diuretics (thiazide or loop diuretics): Priortreatmentwith high dosediureticsmayresutlt in volumedepletion andin a
risk of hypoenson wheninitiating therapywith perindopri.

Linked to Indapamide

Combinations which are not recommended:
Sultopride: Increasedisk of ventriculararrhythma, espe@@lly torsadesle pointes(hypokahemiafavoursthe
occurrenceof this adverseevent)(seesecton 4.4).

Combinationswhich require special care:

Torsades de pointes inducing drugs. Dueto therisk of hypokalamia indapanide should be administeredvith caution
whenassocatedwith medicinalproducs tha inducel torsadesle pointessud asclasslA antiarhythmicagents
(quinidine, hydroquindine,disopyramie); classlll aniarrhythmic agents(amiodaione,dofetiide, ibutilide, bretylium,
sotaldl); someneurolgtics (chlorpromazinegyamemnmazine,levomepromaine, thioridazine trifluoperazine),
benzamidegamisulpride sulpiride,tiapride), butyrophenonegdroperido] halogeridol), otherneuroleptic{pimozde);
other subsancessuchasbepridil, cisapridediphemani, IV erythromydn, halofantine, mizolasting moxifloxacin,
pentamidine,sparfloxacin]V vincamine methadoneastemizole, terfenaline. Preventiorof low potassiunievelsand
correctionif necessary. monitoringof the QT intervd.

Potassium-lowering drugs: amphotericirB (IV route), glucoarticoids and mineralocoticoids (sydemicroute),
Tetracosaatle, stimulantlaxatives
Increasd risk of low potassiumevels(additive effeq).

Monitoring of potassim levels andcorrecton if neessay; particular consideratiomequiredin cases of treatmentwith
cardac glycosis.Non-stimulantlaxativesshoutl be used.

Cardiac Glycosides
Low potassum levelsfavourthetoxic effeds of cardiacglycosides.
Potasiumlevelsandelectrocarddgram shouldbe monitoredandtreatmentreconsideedif necessar.
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Combinations, which require some care:

Metformin

Metformin cancausgoossble renalimpairmentwhich in effect can lead to lactic acidosis.Linked to diuretics andin
particularto loop diuretics.

Do not useMetformin whenplagnacreatninelevds exceed 15mg/I(135miaomol/l) in menand12mg/I
(200miaomol/l) in women.

lodinated contrast media

In casesf dehydratiorcausedy diuretics, thereis anincreasedisk of acuterend insufficiency, particulaty when
high doses of iodinatedcontrag mediaareused.Rehydraion shouldbe carried out beforetheiodinatedcompounds
administered.

Calcium (salts)
Risk of increasedevek of calciumdueto reduceddimination of calcium in theurine

Ciclosporin
Risk of increasedreatnine levels with no changdn circulating leveds of ciclosporin, even whenthere is no saltand
waterdepktion.

4.6 Fertility, pregnancy and lactation

Pregnancy
Theuseof ACE inhibitorsis notrecommendedduring thefirsttrimester of preghancy(seesectiord.4). The useof
ACE inhibitorsis containdicatedduringthe secondandthird trimester of pregrancy(seesections4.3and4.4).

Epidemiologicakevidencaegardingtherisk of teratogenicity following exposureto ACE inhibitorsduringthefirst
trimesterof pregnacy hasnot beenconclusive however asmal increasen risk cannotbe excluded Unlessconinued
ACE inhibitor therapyis considereags®nial, paients planningpregnacy shouldbe changedo alternative
antihypertensiveareatmentsvhich havean estiblishedsafey profile for usein pregnancyWhen pregnacy is
diagnosel, treatmenwith ACE inhibitors shouldbe stoppedmmedatdy, and,if approprate,alternativetherapy
should bestarted.

Exposureo ACE inhibitor therapyduringthe semndandthird trimestersis known to inducehumanfetotoxicty
(decreasdrenalfunction, oligohydrammos, skull ossification retarddion) and neonatatoxicity (renalfailure,
hypotensionhyperkalaemia)(Seesection5.3.) Shouldexposurego ACE inhibitor haveoccurredirom the second
trimesterof pregnany, ultrasoundcheckof renalfunction and skul is recommendedinfantswhosemothershave
takenACE inhibitors shouldbe closelyobservedor hypotensior(seesections4.3and4.4).

Asindapamideis a chlorosulphamoytliuretic its admnistraion to pregnat women mustbe avoided. Diureticsshould
never begivenastreatmenfor physological oedenaof pregnacy (which doestherdore notrequre treatment)
Exposureo thiazidediureticsduringthethird trimeste canleadto reduction of maternaplasmavolumeand
uteroplacentabloodflow, which may causefeto-placentl ischemia, with arisk of imparedfetal growth.

Moreover rarecasef hypoglycemiaand thrombocytopaiain neonates have beenrepotedfollowing exposurenear
term.

Lactation

Becauseno informationis availableregading the useof perindopri duringbreastfeding,Perindopriltert-
butylaminelndapamideGlenmarkTablets is notrecommendedandalternativetreament with better estdlishedsafey
profiles duringbreastfeedingarepreferableespeially while nurshganewbornor preterminfant.

Indapamides contraindica¢d duringlactaton. Indapanide is exaeted in humanmilk. Thiazidediureticshavebeen
asscciated,during breastfeeding,with decreaeor evensuppessionof lactation. Hypersensitivityto sulfonamide
derived drugs,hypokalaemiandnuclearicterus might ocaur.

As sefousadversaeactionsmight occurin breastfd infants,a decisionshouldbe madewhetherto discontinue
breastfeedig or to discontinugherapytakingacounttheimportanceof this therapyfor the mothe.
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4.7 Effects on ability to drive and use machines

Perindopriltert-butylamine/Indapamid&lenmarkhas minor or moderae influenceon the ability to drive and use
machnes. Neitherof thetwo acive substanesaffect alertnessbut individualreadionsrelatedto low blood pressue
may occu in sone patients patticularly atthe stat of thetreatmentor in combinationwith anotherantihypertensive
medcation As aresult,theability to drive or opgatemadinesmaybeimpared.

4.8 Undesirable effects

Theadministraion of perindoprilinhibits therenin-angbtensinaldoseroneaxis andtendsto reducethe potassiunioss
causeduy indapamideApproximatelyfour percent of the patientson treamentwith Perindopriltert-
butylaminelndapamideGlenmarkmay experiace hypokalamia (potassiumlevel <3.4mmol/1).

Thefollowing undesirablesffectshavebeen observedduring treament with pelindopiil/indapamideandrankedunde
thefollowing frequency:

Very common(>1/10);common(>1/100 to <1/10) uncommon>1/1000to <1/100) rare (>1/10000to <1/1000);very
rare(<1/10000);not known (cannotbe esimatedfrom theavaiable datg.

Vasculadisorders
Uncanmon:Hypotensionwhetherorthostaic or not.

Blood andlymphaticsystemdisorders

Veryrare Thrombocytopenid,eucopers, agranubcytosisaplastic anaema, haenolytic anaemia,
Anaemia(seesedion 4.4) hasbeenrepatedwith angbtensinconveting enzymeinhibitorsin spedfic circumsances
(patientswho havehad kidneytransplats, patiens undegoing haenodialysis).

Nervoussystemdisorder
Uncanmon:Headacheastheniafeelingsof dizziness,mooddisturbanceand/or sleepdisturbancesyaresthesia.

Respiratorythoracicandmediastinadisorders
Common:Dry coughhasbeenreportedwith the useof angioensinconveting enzymeinhibitors.

Gastointestnal disorders
Common:Congipation,dry mouth,nauseaepigastrigpain,anorexia, abdomind painstastedisturbance

Veryrare Pancreatis, in the ca® of hepatc insufficiency,thereis a possibilty of onsetof hepaticencephalopathy.
(seesectimms4.3and4.4)

Skin andsubaitaneougissuedisorders
Uncanmon:Hypersengivity reactionsmainly dermamlogical, in subjectswith a predispositiorto allergicasthmatic
reactons.

Maculopapulaeruptions purpura,possble aggravabn of pre-existing aaute disseminatedupuserythematosus.
Skin rash

Veryrare
AngioedemaQuinckes oedena) (seesedion 4.4)

Musculoskettalandconnedive tissuedisorders
Uncanmon:Cranps

Invedigations:

- Potassiundepleton with patticularly seiousredudion in levek of potassumin someat risk populationgseesection
4.4).
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- Reducedsodiumlevelswith hypovolaemiacausng dehydraibn andorthostaic hypotension
- Increasein uric acidlevel andin bloodglucos levelsduringtreatment.

- Slightincreasen ureaandin plasmacreainine levek, reversble whentreatmentis stopped. Thisincreaseis more
frequentn caseof renalartery stenosis arteral hyperenson treaedwith diuretics,renal insufficiency.

- Increasedlevelsof potassum, usually transtory.
Rare( > 1/10,000< 1/1,000):
- raisedplasnacalcium levels.

4.9 Overdose

Themostcommonadverseesventin the caseof anoverdoseas hypotension. This canbelinked to thefollowing:
Nauseayomiting, cramps sleepinessmentl confusion,oliguria which could progresgo anuia (dueto
hypovolaema), electrolyteimbalanceglow sodiumandpotassiumevek)

Thefirst measureso betakenconsst of rapidly eliminating the produc{s) ingestedy gastic lavageand/or
administrationof activatedcharcoalthenrestoringfluid and electrolyte bdancae in a specialiseatentreuntil theyretumn
to normal

If markedhypotensioroccurs this canbetreatedby placing the paientin a supinepositionwith theheadlowered.If
necesary anlV infusionof isotonicsaline maybe given,or any otha mehodof volaemicexpansiormaybeused.
Perindoprilat the activeform of perindopri| canbedialysed(see secton 5.2).

5PHARMACOLOGICAL PROPERTIES
5.1 Phar macodynamic properties

Pharmacotherapeutigroup: ACE inhibitor andDiuretic
ATC code:C09BA04

Perindopriltert-butylamine/Indapamid&lenmarkis a combindion of perindopril tert-butylaminesalt andindapamide
to treatessentiahypertensionn patientsvhoseblood pressue is notadequatdy controlledby perindopril alone.
Perindopriltert-butylaminesalt is anangbtensinconvering enzyne inhibitior. Indapamidas a chlorosulphamoyl
diuretic. Its pharmacologicabropertiesarederived from thoseof each of the componatstakensepaately,in addition
to thosedueto theadditivesynergc action of the two productswhen combned.

Phar macological mechanism of action
Perindopriltert-butylamine/Indapamid&lenmarkproducesan addedsynergyof the antihypertensiveeffects of thetwo
componens.

Linked to Perndopril

Perindoprilis aninhibitor of the angiotensinconveting enzyme(ACE inhibitor) which convets angiotensin to
angiotensinll, avasoondricting substancegin addtion theenzyne stimulatesthe secretiorof aldosteoneby the
adrenalcortexandstimulatesthe degraction of bradyknin, a vasodiatory substancento inactiveheptgpeptides.
Thisresultsin:

- A reductionin aldoseronesecretbn,

- An increasean plasnarenninactivity, sincealdoseroneno longe exergésesnegdive feedbak.

- A reductionin total peripheal regstancewith a preferantial acion on thevasalar bedin muscleandthekidney,with
no accompanyingaltandwaterretentionor reflex tachycardig with chronic treatment.

Theantihypertasive action of perindoprilalsooccursin paientswith low or normal reninconcentations.
Perindoprilactsthroughits activemetabolie, perindoprila. The othermetabolitesare inactive.

Perindoprilreduceghework of the heart
- By avasodilatoy effecton veins probaly causedy changesin the metabolismof prostaglandinsieductionin pre-
loac
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- By reductionof thetotal peripherakesistane: redudion in afterload
Studiescarriedout on patientswith cardacinsufficiencyhaveshown:

- A reductionin left andright venticular fil ing pressures,

- A reductionin total peripheal vasularresistane,

- An increasen cardiacoutputandanimprovemenin the cardia index,
- An increasen regionalbloodflow in musck.

Exercisetestresultsalso showedmprovemat.

Linked to Indapamide

Indapamides a sulphonamidelerivativewith anindolering, pharmaologically relatedto thethiazidegroupof
diuretics.Indapamidenhibits the re-absorptiorof sodiumin the cortical dilution segmentlt increasesrine outputand
in effectincrease®xcretionof sodiumandchlorideandto alesse extent, the excretionof potassiunand magnesium,
so havingananihypertensiveaction.

Characteisticsof Antihyperensve acion

Linked to Perndopril tert-butylamine/Indapamid&lenmark

In hypertensiveatentsregardles®f age, Paindopril tert-butylamine/IndgppamideGlenmak exeat adosedependent
antihypertensiveeffecton diastolic andsystolc arteial pressurevhilst supne or standing.This anihypertensiveeffect
lastsfor 24 hours. Thereductionin blood pressures obtanedin lessthanonemonthwithouttachyphylaxis; stopping
treamenthasno reboundeffect. During clinicd trials, the concomiantadministration of peiindopil and indapamide
producedantihypertensie effectsof a synergicnaturein relation to eachof the productsadminiseredalone.

Linked to Perndopril

Perindoprilis actve in all gradesof hypetension:mild to severeA reduction in systolicanddiastolicarterial pressure
has beenobservedn thelying andstandingpostion.

Theantihypert@sive actvity afterasingle doseis at its maximumbetwea 4 and6 hoursandremainsconsistent
during the courseof 24 hours.

At 24 hours,thereis a high degreeof resdualblocking of angioteasin convering enzyme(80%)

In patientswvho respondvell to treatmentplood pressures stabiisedafter onemonthwithout any signsof
tachyphylaxis.

Withdrawalof treamenthasno reboundeff ecton hypertesion.

Perindoprilhasvasodilatompropertiesand resores elasticity of the man arterid trunks,corrects histomorphometc
changesin resistancerteriesandproducesaredudion in left ventricular hypertrophy.

If necessairy,theaddtion of athiazidediureic leadsto anaddtive synegy. Thecombinationof anangiotensin
convertingenzymeinhibitor with athiazidediuretic decrases the hypokabemarisk associatedvith thediureic alone.

Linked to Indapamide

Indapamideasmonotherapyhasanantihypetensie effed, which lastsfor 24 hours,this effectoccursat dosesat
whichthediuretic propertesareminimal. Its antihypertensivecion is proportionalto animprovemenin arterial
complianceandareductionin total andarteriolar periphea vascuér resistaice.

Indapamideeducedeft ventricularhypeatrophy.

Whena doseof thiazidediureticandthiazide-relaieddiuretics is exceedd, the anthypetensiveeffectreachesa
plateau,whereagheadverseeffectsconinueto increae If thetreatmentisineffective, thedoseshouldnotbe
increasd.

Furthermore it hasbeenshownthatregardlessof theduraion of treatmentin hypetensivepatiens, indapamide:
- Has no effecton lipid metabolismtriglyceride,LDL -cholesterolndHDL -cholesterol.
- Hasno effect on carbohydatemetabolismeven in diabetichypertesive patients.
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5.2 Phar macokinetic properties

Linked to Perndopril tert-butylamine/Indapamid€&lenmark
Thereis no significantdifferencebetweerthe phamaamkinetic chaacterisctcsof perindoprilandindapamideco-
administeredandthoseobtainedirom perindopri andindapamile administered separately.

Linked to Perndopril
After oraladministrationthe absorptiorof perindopril is rapid andthe peakconcentationis achievel within 1 hour.
Theplasmahalf-life of perindoprilis equalto 1 hour.

Perindoprilis a prodrug.Twenty sevenpercentof theadmnisteredperindopril dosereacheshe bloodstreanasthe
active metabolite perindoprilat.n addiion to active perindopriat, perindopri yieldsfive metabolitesall inactive.The
peak plasmaconcentratiorof perindoprild is achiezedwithin 3 to 4 hours.

Asingestionof food decreasesonversiorto perindopriat, hencebioavalability, pelindopiil arginineshouldbe
administeredoraly in a singledaily dose in the morningbefore ameal.

It hasbeen denonstraedalinearrelationshp betweerthe doseof perindopri and its plasmaexposue.

Thevolumeof distributionis approximatdy 0.21/kg for unboundperindoprild. Proteinbindingof perindoprilatto
plasmaproteinsis 20%, principaly to angbtensh convering enzyne, butis concentratiordependentPerindopiilat is
eliminatedin theurineandtheterminalhalf-life of theunboundfraction is approximatelyl7 hours resultingin steady
statewithin 4 days.Eliminationof perindoprild is decreasedn theeldaly, andalsoin patientswith heartor renal
failure.Dosageadjusimentin renalinsufficiencyis desirabledependingon the degreeof impairment(creatinine
clearane).

Dialysis clearanceof perindoprihatis equalto 70 ml/min. Perindoprilkinetics aremodified in patientswith cirrhosis:
hepaic clearancef the parentmoleculeis reduced by half. However the quantiy of petindopiilat formedis not
reducedand thereforeno dosageadjustments requred (seesectons4.2and4.4).

Indapamide
Absorption

Indapamides absorbedrom the digestivetract rapidly andconpletely.

Thepeakplasmalevel reachedn humangs approximatly onehour after ord administratiorof the product.Plasna
proteinbindingis 79%.

Elimination

Theelimination half-life is between14 and24 hours(averagel8 hours).Repeatedadministationdoesnot produce
accumuldion. Eliminationis mainly in the urine (70% of the dose)andfaeces (22%) in theform of inactive
metabolites.

Special population
Renalinsufficiency:
Thepharmacokineticsf patientswith rend failure is unaffeced.

5.3 Preclinical safety data
Perindoprilandindapande in combination has slightly increasedoxicity thanthatof its components.
Renalmanifestationsdo not seemto be potentiatedin rats.Howeve, the combiration producesgyadro-intestinal

toxicity in thedogandthetoxic effectson themothe seemto beincreasedn therat (compaedto perindoprilalong.

Nonethelesstheseadvere effectsareshownat doselevelsgiving avery marked saféy margin in comparisorto the
therapeutidosesused.
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Preclinical studesperformedseparatelywith perindopril and indapande did not showgenotoxic,carcinogenior
teradogenicpotential.

6 PHARMACEUTICAL PARTICULARS

6.1 List of excipients
Silica hydrophobc colloidal
Cellulose, microcrystalline

Lactosemonohydrate
Magnesiunttearate

6.2 Incompatibilities
Not applicabl

6.3 Shelf life

2years
2 monthsafterfirstopeningthe laminatedoouchcontining the blister strip of tablets

6.4 Special precautionsfor storage

Storein the original packageo protectfrom moisture.

Whenunopenedthis medicinalproductdoes notrequire any spedal temperatire storagecondiions.
Oncethelaminaied pouchis openedblister stripsshoutl be storedin the oute box below30°C.

6.5 Nature and contents of container

The tabletsare packedin PVC / PVdC — Aluminium blisters within a protective aluminium pouch, including a
desiccantprotectingthetabletsfrom moisture.The desicantshouldnot be swallowed.

Pack Szes

10, 30,90and100
Not all packsizesmaybemarketec

6.6 Special precautionsfor disposal

No specialrequirement
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GlenmarkPharmaceutals EuropeLimited

Laxmi House

2B Drayoott Avenue
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Middlesex HA3 0BU
UnitedKingdom
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