Health Products Regulatory Authority

Summary of Product Characteristics

1NAME OF THE MEDICINAL PRODUCT
CandesartaMylan 4mgTablets
2 QUALITATIVE AND QUANTITATIVE COMPOSITION

Ead tabletcontans4 mg candesartanilexeti.

Excipientwith known effect
Ead tabletcontans 18.5mg lactosemonohydrae.

For the full list of excipients seesection6.1.
3PHARMACEUTICAL FORM

Tablet.

White to off white, round,biconvextablg debossedvith “C1” ononesideand“M” ononesideof thebreakline onthe
other side.

Thetabletcanbedividedinto equaldoses.
4 CLINICAL PARTICULARS
4.1 Therapeutic I ndications

o Treatmenbf essentiahypertensionn adults.

o Treatmenbf adul patientswith heartfailure andimpared left ventricular sysolic function(left ventricular
gjection fraction < 40%) whenAngiotensinConvertingenzyme (ACE)-inhibitorsarenottolerated or asadd-on
thergpy to ACE-inhibitorsin patientswith synptomaic heartfailure, despiteoptimaltherapy when
mineralocorticoidreceptorantagorstsarenottoleraed (see sectons4.2,4.4,4.5and5.1).

o Treatmenbf hypertensinin childrenandadoleseentsaged6 to < 18 years.

4.2 Posology and method of administration

Posdogy in hypertension

Therecommendedhitial doseandusualmantenancedoseof candesarta is 8 mgoncedaily. Most of the
antihypertensivesffectis attainedwithin 4 weeks. In sone patientswhoseblood pressuras not adequatelygontrolled,
thedose canbeincreagdto 16 mg oncedaly andto amaximumof 32 mg oncedaily. Therapyshouldbe adjusted
accordingto bloodpressireresponse.

Candesartamay alsobe administeredvith otheranihypertensive agents (see sectionst.3,4.4,4.5and5.1). Addition
of hydrodlorothiazidehasbeenshownto haveanadditive anihypertensive effectwith varnousdosesof candesartan.

Elderly population
No initial doseadjustnentis necessaryn elderly patents.

Patients with intravascular volume depletion
An initial doseof 4 mg may beconsideedin patientsatrisk for hypotnsion,suchaspatientswith possiblevolume
depletion(seesectbn4.4).

Renal impairment
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Thestartingdoseis 4 mgin patientswith renalimparment including patientson haemodialysisThe doseshouldbe
titratedaccordingto reponse Thereis limited expaiencein paients with very severeor endstagerend impairment

(Clreginine < 15 ml/min) (seesectiord.4).

Hepatic impairment

Aninitial doseof 4 mg oncedaily is recommendedn paients with mild to moderat hepaticimpairent.Thedose
may be adjustedaccordingto respons. Candesartars contrandicatedin paientswith severehepdic impairment
and/or cholestasigseesections4.3and5.2).

Black patients

Theantihypertasive effectof candeartan is less pronounedin black paients thanin non-blackpatients.
Consequetty, up-titrationof candesart@andconcomianttherapymay be morefrequentlyneededor blood pressue
control in black patientsthannon-black paients (seesedion 5.1).

Paediatric population
Children and adolescents aged 6 to <18 years:
Therecommendedtartingdoseis 4 mg oncedaily.

» Forpatientsweighing< 50 kg: In patiens whoseblood pressureis not adequatelyontrwolled, the dosecan be
increasedo amaximumof 8 mg oncedaily.

» Forpatientsweighing> 50 kg: In paients whoseblood pressures notadejuatdy controled,thedosecanbe
increasedo 8 mg oncedaiy andthento 16 mg oncedaly if neededseesection5.1).

Dosesabove32 mg havenotbeenstudiedin paedidric patients.Most of the anihypertensiveeffed is attainedwithin 4
weeks.

For childrenwith possible intravascularvolumedepktion (e.g.patientstreated with diuretics,particularly those
with impairedrenalfunction). Candeartantreatmet shouldbeinitiated unde closemedial supervsion anda
lower startingdosethanthe generalktating doseaboveshouldbe consideed (seesection4.4).

Candesartahasnot beenstudiedin childrenwith glomerubr filt ration ratelessthan30 ml/min/1.73m? (seesection
4.4).

Black paediatric patients
Theantihypertasive effectof candeartan is less pronounedin black paients thanin non-black patieris
(seesection 5.1).

Children aged below 1 year to <6 years
» Thesdety andefficacyin childrenaged 1 to <6 yearsof age hasnot been establishedCurrently available
dataaredescribedn section5.1 but no recommenddion on a posologycanbe made.
» Candesasdnis contraindicatedn childrenagedbelow 1 year (seesecton 4.3).

Posdogy in heartfailure

Theusualrecommendedhitial doseof candesartanis 4 mgoncedaily. Up-titration to thetargetdoseof 32 mgonce
dally (maximum dose)or to the highes toleraeddoseis doneby doublingthe doseat intervals of atleast2 weeks(see
section 4.4). Evaluaton of patientswith heartfailure shouldalways compriseassessmendf renalfunctionincluding
monitoring of serumcreatinineandpotassim. Candesarta canbeadministeredwith otherheartfailure treatment,
including ACE-inhibitors, betablockess, diureics anddigitalis or acombnation of thesemedicinalproducts.
Candesartamay be co-administeredwith an ACE-inhibitor in paients with symptomaticheat failure despiteoptimal
standardheat failuretherapywhenmineraloorticoid receptor antagonistsarenot tolerated.

Thecombinaton of an ACE-inhibitor, a potassiurspaing diureic and candesatanis notrecommendedndshouldbe
considere only after carefulevaluationof the potental benefis and risks (seesections4.4,4.8and5.1).

Soecial patient populations
No initial doseadjustnentis necessaryor eldely patientsor in paients with intravascularvolumedepletionrenal
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impairment or mild to moderatéhepaticimparment
Paediatric population

Thesafetyandefficacyof candesartam childrenaged betweerbirth and18 yeas havenot beenestablishedn the
treamentof heartfailure. No dataareavaiable.

Methodof adminstration
Oral use
Candesartailexetil shouldbetakenoncedaily with or without food.

Thebioavailability of candesartais not affededby food.
4.3 Contraindications

Hyperseansitivity to theactivesubsanceor to any of the excipientslisted in secton 6.1.

Secad andthird trimesterof pregnancy(seesectons4.4and 4.6).

Severehepaticimpairmentand/orcholestasis.

Childrenagedbelow1 year(seesection5.3).

Theconcanitantuseof Candesartafilexeil with aliskiren-contaning productss contraindicaedin patientswith

diabetesmellitus or renalimparment(GFR< 60 ml/min/1.73 m2) (seesectionst.5and 5.1).
4.4 Special warnings and precautions for use

Dual blockade of the renin-angiotensin-al dosterone system (RAAS)

Thereis evidencethatthe concomitanuseof ACE-inhibitors, angioensinll receptotblockersor aliskirenincreaseshe
risk of hypoenson, hyperkalaemianddecreaedrenal functon (including acuterend failure). Dual blockadeof
RAAS throughthe combineduseof ACE-inhibitors,angioensh Il receptor blockess or aliskirenis therefore not
recanmendedseesectons4.5and5.1).

If dual blockadetherapyis consideredbsolutéy necessary this shouldonly occurunderspecidist supervisiorand
subjectto frequentclose monitoringof renal function, eledrolytesandblood pressure.

ACE-inhibitors andangiotensifl recepor blockersshouldnot be usedconcomitantlyin patientswith diabetic
nephropathy.

Renal impairment
Aswith otheragentdanhibiting thereninangiotensin-aldosteonesysten, changesin renalfunctionmaybe anticipatel
in susceptibk patientstreaedwith candesartan.

Whencandesa#dnis usedin hypertensie patientswith rend imparment, periodic monitoringof seum potassiunmand
creatnine levelsis recommendedlhereis limited experencein patientswith very se\ereor endstagerenal
impairment (Cl o 4inine <15 MI/min). In thesepatientscandeartanshouldbe carefuly titratedwith thorough

monitoring of blood presure.

Evaluationof paients with heartfailure shouldincludeperiodicassesmats of renalfunction,especiallyin eldety
patients75 yearsor older,andpatientswith impared renal function. During dosetitration of candesartamrmonitoringof
serum creatinineandpotassumis reconmendedClinicd trials in heat failure did notincludepatientswith seum

creatnine >265umol/L (>3 mg/dL).

Use in paediatric patients, including patients with renal impairment

Candesartahasnot beenstudiedin childrenwith aglomeular fil tration rate lessthan30 ml/min/1.73m? (seesection
4.2).

Concomitant therapy with an ACE-inhibitor in heart failure
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Therisk of adversaeactionsespeciallyhypotenson, hyperkal@mia anddeaeasedenalfunction(including acute
renal failure), may increasewhencandesartais usedin combindion with an ACE-inhibitor.

Triple combinationof an ACE-inhibitor, a mineraloorticoid recgptor antagonistandcandesartais alsonot
recanmendedUseof thesecombhnationsshouldbe underspecidist supervsion andsubjectto frequentlose
monitoring of renalfunction,electrolytesand blood pressure.

ACE-inhibitors andangiotensifl recepor blockersshouldnot be usedconcomitantlyin patientswith diabetic
nephropathy.

Haemodialysis
During dialysisthe blood pressire may be particularly sensiive to AT ;-receftor blockadeasa reault of reducedplasme

volumeard activationof thereninangidensinaldosteonesysten. Therefore,candesdanshouldbe cardully titrated
with thoroughmonitoringof blood presurein paients on haemodidysis.

Renal artery stenosis

Medicinalproductgthataffectthereninangiotensiraldosteronesystemincluding angiotensifl receptorantagonists
(AlIRASs), mayincreasebloodureaandserumcreatininein paientswith bilateral renalarterystenosior stenosiof the
artery to a solitary kidney.

Kidney transplantation
Thereis limitedclinical evidenceegardng candesagnusein paients who havwe undegonerenaltrarsplant.

Hypotension

Hypotensionmay occurduringtreatmenwith candesarta in heartfailure paients. It may alsooccurin hypertensive
patientswith intravascularolume depldion suchasthoserecaving high dosediuretics.Cautionshouldbe observed
wheninitiating therapyandcorrectionof hypovolaenia shouldbe atempted.

For childrenwith possible intravascularvolumedepktion (e.g.patientstreated with diuretics,particularly thosewith
impairedrenalfunction),candeartantreatrentshouldbeinitiatedunde closemedical supevision anda lower starting
doseshouldbe consideredseesection4.2).

Anaesthesia and surgery

Hypotensionmay occurduringanaesthesiand surgeryin paientstreaedwith angiotensirll antagonistslueto
blockadeof thereninangiotensirsydem.Very rarely, hypotensiommay be severesuchthatit maywarrantthe useof
intravenoudluidsand/orvasopressors.

Aortic and mitral valve stenosis (obstructive hypertrophic cardiomyopathy)
Aswith othervasodlators, specialcautionis indicaedin patientssuffering from haemodynamally relevantaottic or
mitral valve stenoss, or obstructivehypertophiccardiomyopathy.

Primary hyperal dosteronism

Patientswith primary hyperatiosteronisnwill notgeneraly respondo anihypeitensivemedicinalproductsacting
throughinhibition of thereninangiotensi-aldosteronesystem Therefore the useof candesdanis notrecommendd
in this populaton.

Hyperkalaemia

Concomitantuseof candesrtanwith potassiumsparingdiuretics, potassum supplementssaltsubsitutescontaining
potassiumpr othermedicinalproductsha mayincreaseootassiumevds (e.g.heparin)ymayleadto increasesn serun
potassiunin hyperensve patients. Monitoring of potassiunshouldbe undetakenasapproprate.

In heartfailure paientstreatedwith candeartin, hyperkal@mia may occur.Periodicmonitoringof seum potassiums
recanmended.The combinationof an ACE-inhibitor, a potassiurmssparing diuretic (e.g.spironolactone and
candesartars notrecommendedndshouldbe consideed only after careful evaluationof the potentialbendits and
risks.
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General

In patientsvhosevasculartoneandrend functiondependpredomnantly ontheactivity of thereninangiotensin
aldosteronesystem(e.g.patientswith severecongestie heat failure or underying rend diseaseincludingrenalartery
stenosis) freatmentwith othermedcinal producs thataffect this systen hasbeenassociateavith acutehypotension,
azotaemiapliguriaor, rarely,acuterenalfailure. The possibilty of similar effectscannotbe excludedwith AIIRAS. As
with any antihypertensre agent,excessie blood pressuralecreaein paients with ischaemiccardiopathyor ischaemic
cerelyovascudr diseaseouldreailt in amyocardid infarction or stroke

Theantihypertasive effectof candeartan maybe enhance by othermedicind productswith blood pressue lowering
propertieswhetherpresribedasanantihypertensiver prescibedfor otherindications.

Pregnancy

AlIRAs shouldnot be initiated during pregnancy.UnlesscontinuedAlIRA therapyis consideed essentialpaients
planning pregnancyshouldbe changedo alternaive antihypertensivéreaments which haveanestablishd safay
profile for usein pregnancyWhenpregnany is diagnosedireament with AIIRAs shouldbe stoppedmmediately,
and, if appropriatealternaive therapyshoutl be started (seesectons4.3and 4.6).

In postmenarchgatientsthe possibility of pregnancy shouldbe evduated on aregularbasis Appropiate information
should be givenard/or actiontakento preventtherisk of exposureduring pregnancy(seesections4.3and4.6).

Candesartan Cilexetil contains lactose monohydrate
Patientswith rareheraditary problemsof gdactoseintolerance the Lapp lactasedeficiencyor glucosegalactose
malabsrption shouldnot takethis medichne.

4.5 Interaction with other medicinal productsand other forms of interaction

Compound which havebeeninvestigatedn clinical pharmaokineic studesincludehydrochloothiazide warfarin,
digoxin, oral contraceptiveqi.e. ethinylestradiolevonorgetrel), glibenchmide nifedipineandenalapil. No clinically
significant pharmacokinetiinteractionswvith thesemedicineshave bean identified.

Concomitantuseof potassiurrsparingdiureics, potassiunsupplenents,salt substitutecontainingpotassiumor other
medcinal productg(e.g.heparin)mayincreaepotassum leves. Monitoring of potassiunshouldbe undetakenas
appropriae (seesecton4.4).

Reversibleincreasesn serumlithium concentationsandtoxicity havebeenrepotedduringconcomitant
administrationof lithium with ACE-inhibitors.A similar effectmayoccurwith AIIRAs. Useof candeartanwith
lithiumis notrecommendedIf thecombhnaion provesnecessary carefulmonitoing of serumlithium levelsis
recanmended.

WhenAIlIRAs areadmnisteredsimultareousy with non-steroidalantrinflammatorydrugs(NSAIDs) (i.e. selective
COX-2 inhibitors,acetylslicylic acid (>3 g/day)andnonselecive NSAIDs), attenuabn of the anihypertensive effect
may occu.

Aswith ACE-inhibitors concomiaintuseof AlIRAs and NSAIDs mayleadto anincreasd risk of worseningof renal
function,including possble acuterenalfailure,andanincreasen seum potassiumespeally in patientswith poor
pre-existingrenalfunction. The combinaion shouldbe admnisteredwith cauton, especiallyin the elderly.Patients
should beadequatly hydratedandconsiderabn shoutl be givento monitoring renal functionafterinitiation of
concamitanttherapy,and periodicallythereafter.

Clinical trial datahasshownthatdual blockadeof the renin-angiotensinaldostepone system(RAAS) throughthe
combineduseof ACE-inhibitors, angobtensinll receptorblockersor aliskirenis associatedavith a higherfrequencyof
advers evens suchashypotensionhyperkahema anddecreasedenal function (includingacue renalfailure)
comparedo theuseof asingleRAAS-acting agent (seesecions4.3,4.4and5.1).

Paedatric populatior
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Interactionstudieshaveonly beenperformedin aduls.
4.6 Fertility, pregnancy and lactation

Pregnancy

Theuseof AlIRAs is notrecommendedduringthefirsttrimester of pregnacy (seesedion 4.4). Theuseof AlIRAs
is contraindicatedduring the secondandthird trimestersof pregnanyg (see sections4.3and4.4).

Epidemiologicakvidenceegardingtherisk of teratogenicity following exposureto ACE-inhibitors during thefirst
trimesterof pregnary hasnot beenconclusive however asmal increasen risk cannotbe excluded Whilst thereis no
controlled epidemiologicablataon therisk with AlIRAs, similar risksmay existfor this classof drugs.Unless
continuedAlIRA therapyis consderedesserial, patientsplanningpregnancyshouldbe changedo alternative
antihypertensivareatmentsvhich havean estiblishedsafey profile for usein pregnancyWhen pregnacy is
diagnosel, treatmenwith AlIRAs shouldbe stoppedmmedliately and,if appropriatealtemativetherapyshouldbe
started.

Exposureo AlIRA therapyduringthe secondandthird trimestersis knownto induce humanfoetobxicity (deceased
renal function, oligohydramniosskull ossificationretarddion) andneonata toxicity (rend failure,hypotersion,
hyperkalaemiajseesection5.3).

Shouldexposurdo AlIRAs haveoccurredirom the secondtrimesterof pregnancy ultrasoundcheckof renalfunction
and skull isrecommended.

InfantswhosemothershavetakenAllIRAs shout beclosdy obsevedfor hypotensior(seesectionst.3and4.4).

Breastfeedng
Becauseno informationis availableregading the useof candesatanduring breastfeeding,candeartan is not

recanmendedandalternaive treatmentsvith beter estdlishedsafey profiles during breastfeedingarepreferable,
especiallywhile nursinga newbornor preerminfant

4.7 Effects on ability to drive and use machines

No studies onthe effectsof candeartanon the ability to drive andusemachines havebeenperformed. However,it
should betakeninto accounthatoccasiondy dizzinessor wearinessmay occur duringtreatmenwith candesaan.

4.8 Undesirable effects

Treatment of hypertension

In controlledclinical studiesadverseaeactionswere mild andtransient. Theoverall incidenceof adverseevents
showedno associatiorwith doseor age.Withdravals from treament dueto adversesventswere similar with
candesartagilexeti (3.1%)andplacebo(3.2%).

In apooledanalyss of clinical trial data of hyperteasive patients,advesereadionswith candsatancilexetil were
defined basedon anincidenceof adverg eventswith candearancilexetil atleast1% higherthan theincidenceseen
with placebo By this definition, the mostcommonlyreportedadvesereacionsweredizziness/vertigoheadachand
respiratoryinfection.

Thetablebelow preentsadverseaeactiondrom clini cal trials and postmarketng experence.
Thefrequenciesisedin thetablesthroughoutthis sedion are: very common(> 1/10), common (>1/100to <1/10),

uncanmon(>1/1,000to <1/100),rare(>1/10,000to <1/1,000),very rare(<1/10,000)and not known (cannotbe
estimated from theavalable dag):
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System or gan class Frequency Undesirable effect
Infectionsandinfestatons Common Respiratoryinfection
Blood andlymphaticsystemdisorder Veryrare Leucopaia, neutopeniaand
agranulocyosis
Metabolismandnutiition disorder Veryrare Hyperkdaemia,hyponatraenia
Nervoussysemdisader: Common Dizzinesgvertigo,headach
Respiratorythoracicandmediastinal Veryrare Cougr
disorders
Gastointesthal disarders Veryrare Nause
Not knowr Diarrhoe:
Hepatobiliarydisorders Veryrare Increasediver enzymesabnorma
hepdic function or hepattis
Skin andsubcutaneouissuedisorder Veryrare Angioedemarash,urticaria, pruritus
Musculokeletalandconnedtve tissue Veryrare Backpain,arthralga, myalgie
disorder:
Renal andurinarydisorders Very rare Renalimpairnment, includingrenal
failure in susceptiblgatientysee
secton4.4)

Laboratory findings

In generaltherewereno clinically importantinfluencesof candesadanon routine laboratoryvariables As for other
inhibitors of therenin-angiotensiraldosteonesystem small decreaes in haenoglobinhavebeen seenNo routine
monitoring of laboratoryvariabless uswally neessay for patientsrecaving candesartan However in patientswith
renal impaiment,periodicmonitoring of serumpotassiunmand creatnine levels is recommended.

Paedatric population

Thesafetyof candesartanilexetil wasmonitoredin 255 hypetensivechildren andadolescentsaged6 to <18years
old, duringa4 weekclinical efficacystudy anda 1 year openlabel study(seesection5.1).In nearlyall different
systemorganclassesthefrequencyof adverseevensin children arewithin common/uncommorange Whilst the
nature andseverty of theadverg eventsaresimilar to thosein adults (seethetableabove) thefrequency of all advese
evens arehigherin childrenandadolescentgarticularly in:

o Headachedlizzinessandupperregiratory tractinfection, are®“very common (i.e.> 1/10) in childrenand
common(> 1/100to < 1/10)in adults.

e Coughis “verycommori (i.e.> 1/10)in children andvery rare (< 1/10,000)in adults.

¢ Rashis“comnmon’ (i.e.>1/100 to < 1/10)in childrenand“veryraré’ (< 1/10,000)in adults.

o Hyperkdaema, hyponatraemiandabnormaliver function are uncommon (> 1/1,000to < 1/100)in children
andveryrare(< 1/10,000)in adults

o Sinus arrhythma, nasopharyngis, pyrexiaare*commnon’ (i.e.> 1/100to < 1/10)andoropharyngegpainis
“verycomnon’ (i.e.> 1/10) in children;but nonearereportedn aduls. Howeverthesearetemporay and
widespreacthildhodl illnesses

Theoverallsafey profile for candeartancilexetl in paedatric patentsdoesnot differ significantlyfromthe sakety
profile in adults.

Treatment of heart failure

Theadverseexperiencerofile of candesartain adultheartfailure patientswasconsistentvith the phamacology of
thedrug andthe healthstatusof the patientsin the CHARM clinical progranme,compaing candesartam dosesup to
32 mg (n=3,803)to placeba(n=3,796),21.0%o0f the candesasdn cilexeil groupand16.1%of the placebogroup
discontinuedreatrmentbecaus of adverseevents. Themostcommonly reportedadversaeactionswerehypekalaemia
hypotensiorandreral impairment. Theseeventsweremore comnonin paientsover70 yearsof age,diabeticsor
subjectswho receivedothermedicnal productswhich affed the renin-angiotensin-aldosteonesystem,in paticular an
ACE-inhibitor and/orspironolactone.

Thetablebelow preentsadversaeactiondrom clini cal trials and pos-marketing experience
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System or gan class Frequency Undesirable effect
Blood andlymphaticsydemdisorder: | Veryrare Leucopenianeutro@niaand
agranulogtosis
Metabolismandnutrition disorder: Commor Hyperkalaena
Veryrare Hyponatraemi
Nervoussystemdisorder Veryrare Dizzinessheadach
Vasculardisorder Commor Hypotensiol
Respratory, thoracicandmediasinal | Veryrare Couwgh
disorder:
Gastointestinaldisordee Veryrare Nause:
Not knowr Diarrhoet
Hepatobiliarydisorder Veryrare Increasediver enzymesabnormahepaic
functionor hepaitis
Skin andsubcutaneostissue Veryrare Angioedemarash,urticaria,pruritus
disorder:
Musculoskeletahndconnectivetissue| Veryrare Backpain, arthralgia,myalgie
disorder:
Renalandurinarydisorder Commor Renalimpairmentincludingrenalfailure
in susceptiblepaients(seesection4.4)

Laboratory findings
Hyperkalaemiaandrenalimparmentarecommonin paientstreaedwith candesartafor theindicationof heart
failure.Periodicmonitoring of serumcreatinne andpotassiums recomnended(seesection4.4).

Reportingsuspecte@dversaeactions

Reportingsuspecte@adversaeactionsafterauthorisaton of the medicinal productis important.It allowscortinued
monitoring of the bendit/risk balanceof the medidgnal produd. Heathcae professionalsre askedo reportany
sugpectedadversaeactionsvia HPRA Pharnmacovigilance EarlsfortTerrae, IRL —Dublin 2; Tel: +3531 6764971,
Fax: +3531 6762517 Webste: www.hpra.ie E-mai: medsafeg@hpra.ie

4.9 Overdose

Symptoms

Basedon pharmacologicatonsderationsthe main manfestation of anoverdosas likely to be symptomatic
hypotensioranddizzinessin individual casereportsof overdosgof up to 672mg candesartanilexetil) in anadult
patientrecovey wasuneventful.

Management

If symptonaic hypotensiorshouldoccur,symptoméac treament shoutl beinstitutedandvital signsmonitored. The
patientshould be placed supinewith thelegselevaed.If thisis notsufficient, plasmavolumeshouldbeincreasedy
infusionof, for examplejsotonicsalinesolution.Sympahommetic medcind productsmaybeadministeredf the
above-mertionedmeasuregarenot sufficient.

Candesartars notremovedoy haemodialsis.
5PHARMACOLOGICAL PROPERTIES
5.1 Phar macodynamic properties

Pharmacotherapeutigroup:Angiotensinll antagonistsplain, ATC code:C09CAOQ6.

Mechanisnof acion
Angiotensinll is the primaryvasactivehormoneof therenir-angiotensn-aldosteronesystemandplaysarole in the
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pathophysiologyof hypertensionheartfailure andothe cardiovaaular disordes. It alsohasarole in the pathogenesi
of end organhypertrophyanddamage.The majorphysiologcal effects of angiotensinll, suchasvasoconstriction,
aldosteronestimulation,regulationof saltandwater homeostasis and stimulation of cell growth, aremediatedvia the
type 1 (AT,) receptor.

Phamacodynatrit effects

Candesartanilexetil is a prodrugsuitablefor oral use It is rapidly converedto the activesubstancezandesdan, by
ester hydrolysisduring absorptiorfrom the gastrontestnal tract. Candesarta is anangiotensirll receptorantayonist,
selectivefor AT, recepiors,with tight bindingto andslow dissocation from therecepbr. It hasno agonistactivity.

Candesartadoesnotinhibit ACE, which convers angiotensin | to angioensinll anddegrade$®radykinin.Theris no
effect on ACE andno potentiationof bradykinn or substancé. In controlledclinical trials comparingcandesartan
with ACE-inhibitors, theincidenceof coughwaslower in paientsreceving candesarta cilexetil. Candesartadoesnot
bind to or block otherhormonereceptoror ion channes knownto beimportant in cardiovascularegulation.The
antagonismof theangiotensinll (AT1) reaeptorsresultsin doserelated increasesn plasmareninlevels,angiotensin
and angioensinll levds, anda decreasin plagnaadosteroneconcentation.

Clinical effi cacyandsafety

Hypertension

In hypertensiongandeartancauses dosedependat, long-lasting redudion in arterialblood presure.The
antihypertensivectionis dueto decrease systeme peripheralresistance withoutreflex increasen heat rate. Thereis
no indicationof seriousor exaggerateéirst dosehypotensioror reboundeffect aftercessaton of treatment.

Afteradmnistrationof asingle dose of candeartan cilexetl, onsetof antihypetensiveeffect generallyoccurswithin 2
hours.With continuoustreatmentmostof theredudion in blood pressuravith anydoseis generally attainedwithin
four weeksandis sustaineduringlong-termtreatnent. According to a meta-analysis the averageadditionaleffectof a
doseincreasdrom 16 mgto 32 mgoncedaiy was smdl. Takinginto acaountthe inter-individual vanability, amore
thanaverageeffectcanbe expectedn somepaients. Candesatancilexetil oncedaily provideseffectiveandsmooth
blood pressurereductionover24 hours,with little differene betwe& maximumandtrougheffectsduringthe dosing
interval. Theantihypertensiveeffectandtolerabiity of candesartaandlosaranwere comparedn two randomised,
doubleblind studiesin atotal of 1,268patientswith mild to moderae hypetension.Thetroughbloodpresure
reduction (systolc/diagolic) was13.1/10.5mmHgwith candesartancilexetil 32 mgoncedaily and10.0/8.7 mmHg
with losartanpotassiuml00mg oncedailly (difference in blood pressurereduction 3.1/1.8mmHg, p<0.0001/p<0.0001

Whencandesa#ncilexetil is usedtogethemwith hydrochbrothiazde, thereduction in blood pressireis additive An
increasdantihypertensiveffectis alsoseerwhencandesartarmilexetil is combinedwith amlodipne or felodipine.

Medicinalproductgsthatblock the reninangbtensn-aldosteronaysten haveless pronounceanihyperensiveeffectin
black patientg(usuall alow-reninpopulaion) thanin nonblack paients. Thisis alsothe casefor candesdan.In an
openlabd clinical experiencdrial in 5,156paients with diastolc hyperenson, the blood pressue reductionduring
candesartatreatmentvassignificantlylessin blackthannon-blad patients(14.4/10.3mmHgvs. 19.0/12.7/mmHg,
p<0.0001/p<0.0001).

Candesartamcreasesenalbloodflow andeithe hasno effecton or increases glomeuular filtration ratewhile renal
vascularresistancandfil trationfractionarereduced.In a 3-mont clinicd studyin hypetensivepatientswith type 2
diabetesmellitus andmicroalbuminuriaantinypertensive treament with candesaan cilexetil reducedurinaryalbumin
excretion(albumn/creatinneratio, mean30%,95% confidenceintervd 15-42%).Therr is currently no daaonthe
effect of candesartann the progressiorio diabetc nephropahy.

Theeffeds of candesdan cilexetil 8-16 mg (mea dosel2 mg), oncedaily, on cardiovacularmorbidity andmortality
wereevalatedin arandomigd clinical trial with 4,937elderly patients (aged70-89 years;21%agel 80 or above)with
mild to modera¢ hyperenson followedfor ameanof 3.7 years(Studyon COgnitionand Prognosisn the Eldetly).
Patientsreceved candesartanilexetil or placebowith othe antihypeatensivetreatmenaddedasneedd. The blood
pressuravasreducedrom 166/90to 145/80 mmHgin thecandesagngroup,and from 167/90to 149/82mmHgin the
control group.There wasno statigically signifi cantdifferencein the primary endpoint,major cadiovascularevents
(cardiovasculamortality, nor-fatal stroke andnor-fatalmyocadial infarction). Therewere26.7 events per 1000

Date Printed 26/07/2018 CRN 2206741 page number: 9



Health Products Regulatory Authority

patient-yearsin the candesartagroupversus30.0events per 1000paitent-yearsin the control group(relativerisk 0.89,
95% CI1 0.75t0 1.06 p=0.19)

Two largerandonised,controlledtrials (ONTARGET (ONgoingTelmisatan Alone andin combinationwith Ramipril
Global EndpointTrial) andVA NEPHRON-0 (The VeteransAffairs Nephropatly in Diabetes)haveexaminedheuse
of thecombinationof an ACE-inhibitor with an angiotensin 11 recepor blocker.

ONTARGET wasa study conductedn pdients with a history of cardovascula or cerebrovasculadiseaseor type 2
diabetesmellitus acconpaniedby evidene of endorgandamaye.VA NEPHROND wasa studyin patientswith type
2 diabetesnellitus anddiabeticnephropthy.

Thesestudieshaveshownno significantbenefical effect on renal and/orcardiovasculaoutcomesandmortality, while
an increasedisk of hyperkalaemiaacutekidneyinjury and/or hypotensioras comparedo monotherapyvasobserved
Giventheir similar pharmacodynamipropertes,theseresuls are alsorelevant for otherACE-inhibitors and
angiotensinll receptoiblockers ACE-inhibitorsandangitensinll receptorblockersshouldtherefore notbeused
concamitantly in patientswith diabeticnephrop#hy.

ALTITUDE (Aliskiren Trial in Type 2 DiabgesUsing Cardiovascula andRenalDiseaseEndpoints)vasa study
designedto testthe benefit of addingaliskirento a standardtherapyof an ACE-inhibitor or anangiotensirl recepbr
blockerin patientswith type 2 diabetesndlit usandchronickidney diseasecardiovasculadisease,or both. The study
wasterminatedearly becaus of anincreasedisk of adveseoutcomes. Cardiovasalar deathandstroke were both
numericallymore frequentin the aliskirengroupthanin the placebogroupand adveseeventsandseriousadverse
evens of interest(hyperkalaena, hypotensiorandrend dysfundion) weremorefrequentlyrepoted in thealiskiren
groupthan in the placebogroup.

Paedatric population- hypertenson
Theantihypertasive effectsof candesartawereevaluaedin hypetensivechildrenagedl to <6 yeasand6 to <17
yearsin two randomiseddoubleblind multicentre, 4 weekdoserangng studies.

In children agedl to <6 years 93 patierts, 74% of whomhadrenal diseae were randomisedo receiveanoral doseof
candesartagilexeti sugpenson 0.05,0.200r 0.40mg/kg oncedaily. The primary methodof analyss wasslopeof the
change in systolc blood pressurdSBP)asa function of dose.SBPand diastolc bloodpressurgDBP) deceased
6.0/5.2t0 12.0/11.1mmHgfrom baselire acossthethree doses of candesagn cilexetil. However,sincethere wasno
placebogroup,thetrue magnitudeof blood pressureeffect remainsuncetain which makesa condusive assessmertuf
benefit-risk balancedifficult in this agegroup.

In children agedb6 to <17 years,240 patientswererandomisedo receive eitherplaceboor low, medium,or high doses
of candesadncilexetil in aratio of 1: 2: 2: 2. For childrenwho weighed< 50 kg, the dosesof candesdan cilexetil
were2, 8, or 16 mgoncedaily. In children who weighed> 50 kg, the candesagn cilexeti dosesvere 4,16 or 32 mg
oncedaly. Candesaanatpooleddoseseducel SiSBPby 10.2mmHg(P<0.0001)andSiDBP (P=0.0029)y 6.6
mmHg, from thebaseline.In the placelm group,there wasalsoaredudion of 3.7 mmHgin SiSBP(p=0.0074)and
1.80mmHgfor SiDBP (p=0.0992)from the baseine. Despitethe largeplaceboeffect, all individual candesdandoses
(and all dosegpooled)weresignificantly supeior to placebo.Maximum responseén reductionof blood pressurean
childrenbelowandabove50 kg wasreachedit 8 mgand16 mgdosesrespetively andthe effectplateauedfterthat
point.

Of thoseenroled, 47%wereblack patientsand29% were femde; mean age+/- SDwas12.9+/- 2.6 years.In children
aged6 to < 17 yearstherewasatrendfor alesser effed on bloodpressuren black patientscomparedo non-black
patients.

Heartfailure

Treatmet with candesartanilexetil reduce mortality, reduce hospitlisaion dueto heartfailure, andimproves
symptomsin patientswith left ventricularsysblic dysfuncton asshownin the Candesaanin Heartfailure —
Assessmdrof Reductionn Mortality andmorbidity (CHARM) progranme

This placebocontrolled,double-blind studyprogrammaen chronicheartfailure (CHF) patientswith NYHA functiond
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classll to IV consistedf threeseparat studies: CHARM-Alternative(n=2,028)in patientswith LVEF < 40% not
treadedwith an ACE-inhibitor becaus of intolerance(mainly dueto cough,72%), CHARM-Added(n=2,548)in
patientswith LV EF < 40% andtreatdwith an ACE-inhibitor, and CHARM-Preservedn=3,023)in patientswith
LVEF > 40%. Patierts on optimal CHF thergy at baselhewererandomisedo placeboor candesaan cilexetil (titratec
from4 mgor 8 mg oncedaily to 32 mg once daily or the highesttoleraed dose , mean dose24 mg) andfollowed for a
medan of 37.7months After 6 monthsof treatmet 63% of the patientssiill taking candesaancilexetil (89%)were at
thetargetdoseof 32mg.

In CHARM-Alternative,the compositeendpointof cardiovasalar mortality or first CHF hospitalisatiorwas
significantly reducedwith candesartam comparisonwith placebo,hazardratio (HR) 0.77(95%Cl 0.67-0.89,
p<0.001).This correpondsto arelativerisk redudion of 23%. Of candesatan patients33.0%(95%CL 30.1to 36.0)
and of placebopatients40.0%(95%Cl:37.0to 43.1)expeaiencedthis endpont, absoute difference7.0%(95%ClI:11.2
to 2.8). Fourteenpatiens neededo betreated for the duration of the studyto preventonepatientfrom dying of a
cardovascuar eventor beinghoitalisedfor treatmentof heartfailure. The compositeendpointof all-causanortality
or first CHF hospitlisationwasalso significantly reduedwith candesarta, HR 0.80(95%Cl 0.70-:0.92,p=0.001).0f
candesartapatients36.6%(95%Cl:33.7to 39.7)andof placebopatients42.7%(95%CI:39.6t0 45.8)experenced
this endpont, absolutadifference6.0%(95%CI: 10.3to 1.8). Both the mortdity andmorbidity (CHF hospitalisation)
componens of thesecompositeendpoirts contributed to the favourableeffeds of candesdan. Treatment with
candesartawilexeti resultedn improved NYHA functionalclass(p=0.008).

In CHARM-Added,the compositeendpont of cardiovaaular mortality or first CHF hospitalisatiorwassignificantly
reducedwith candesartam comparisorwith placebo,HR 0.85(95%CI 0.750.96 p=0.011).This correspond$o a
relative risk reducton of 15%. Of candesdanpaients 37.9%(95%CI: 35.2to 40.6) andof placebopatients42.3%
(95%Cl: 39.610 45.1)experiencedhis endpoint,absolte difference4.4%(95%CI:8.2to 0.6). Twenty-three patients
neededto betreatdfor the durationof the studyto preventonepatient from dying of a cardiovasculareventor being
hosptalisedfor treatmenof heartfailure. The composte endpont of all-causemortality or first CHF hospitalisation
wasalsosignificantlyreducedwith candesarta HR 0.87(95%Cl 0.780.98,p=0.021). Of candesartapatients
42.2% (95%Cl: 39.5t0 45.0)andof placebopatients46.1%(95%Cl:43.4to 48.9)experencel this endpoint,absolute
difference3.9%(95%CI:7.8t0 0.1). Both themortdity andmorbidity componentsof thesecompositeendpoints
contributedto the favourableeffectsof candsaran. Treatment with candesarta cilexetil resultedn improvedNYHA
functionalclass(p=0.020).

In CHARM-Preservedno statisticallysignificantredudion wasachevedin the compositeendpointof cadiovascular
mortality or first CHF hospitalisationHR 0.89(95%Cl 0.771.03,p=0.118).

All-causemortality wasnot statistically significantwhen examnedsepargely in eachof thethree CHARM studies.
Howeve, all-causemortality wasalsoassessenh poolel popuktions, CHARM-Alternaive andCHARM-Added,HR
0.88(95%Cl 0.79-0.98,p=0.018)andall three studies,HR 0.91(95%CI 0.83-1.00,p=0.055).

Thebeneficialeffectsof candesartawere consstentirrespectre of age genderandconcomitantnedication.
Candesartawaseffectivealso in patientstaking both betablockersand ACE-inhibitors at the sametime, andthe
benefit wasobtanedwhetheror not patientsweretaking ACE-inhibitors at the targetdoserecommendedly treatment
guidelines.

In patientswith CHF anddepressdleft ventricular sysblic function (left ventricular ejection fraction, LV EF <40%),
candesartadecreasesysemicvascularesistanceand pulmonarycapillary wedje pressureincreaseplasmarenin
activity and angiotensinl concentrationanddecreasesaldosterondeves.

5.2 Phar macokinetic properties

Absorptionanddistribution

Following oral administration,candesdancilexeti is converedto theadive substancecandesagn. Thealsolute
bioavailablity of cardesartans approximatdy 40%after anoral soluion of cardesatancilexetil. Therelative
bioavailablity of thetabletformulationcomparedwith the sameord solution is appoximately34%with very little
variability. Theestimatedabsoute bioavailability of thetabletis therdore 14%. The mean peakseium concentation
(C,,a) isreached-4 hoursfollowing tabletintake. The candsatanserumconcentationsincreaselineaty with
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increagg dosesn thetherapeutiadoserange No gende relaeddifferences in the phamaakinetics of candesartar
have beenobservedTheareaunderthe serumconceentrdion versustime curve(AUC) of candesdanis not
significantly affededby food.

Candesartars highly boundto plasmaprotan (morethan99%). The apparentvolumeof distribution of candesartais
0.11/kg.

Thebioavailability of candesartars not affededby food.

Biotransformabn andelimination

Candesartams mainly eliminatedunchangedia urineandbile andonly to a minor extenteliminatedby hepatic
metabolism(CYP2(). Availableinteradion studiesndicaie no effed on CYP2C9 andCYP3A4. Basedonin vitro
data, nointeracton would be expectedo occur in vivo with drugswhosemetabolisn is depenénton cytochrone P45C
isoenzyme€YP1A2,CYP2A6,CYP2C9,CYP2C19,CYP2D6,CYP2EL,or CYP3A4. Theteminal half-life of
candesartars approximatelyd hours.Thereis no accumuhtionfollowing multiple doses.

Total plasmaclearanceof candeartanis about0.37 ml/min/kg, with arenalcleaanceof about0.19ml/min/kg. The
reral elimination of candesartars both by glomerula filt rationand acive tubula secretionFollowing anoral doseof

14c-labelledcandesartanilexetil, approximagly 26% of thedoseis excretedin the urine ascandesartaand7% asan

inactivemetabolie while approximately56% of the doseis recoverd in thefaecesaascandsatanand10%asthe
inactivemetabolie.

Pharmacokneticsin specialpopulations
Intheelderly (over65yearg C_ ., andAUC of candesartaareincreagdby approximatly 50%and80%,

respectivelyin comparisonto youngsubjects. Howeve, the blood pressureresponseandtheincidenceof advese
event aresimilar aftera givendose of candesartain youngandelderly paients (seesection4.2).

In patientswith mild to moderateenalimparmentC_ . and AUC of candesartamcreasediuringrepeateddosingby

approximately50% and70%, respectivelyput t%2 was not altered,comparedto patientswith normal renalfunction.
Thecorrespondingchangesn paientswith sevee rend imparment wereapproximatdy 50% and110%,respetvely.
Theterminaltyz of candeartanwasapproximatey doubledin patientswith severeenalimpairment.The AUC of
candesartam paientsundergoinghaemodiysis wassimilar to tha in patientswith severerenalimpaiment.

In two studes,both includingpatientswith mild to moderag hepaic imparmert, there wasanincreasan themean
AUC of candesadn of approximately20%in onestudyand 80%in the otherstudy(seesection4.2). Thereis no
experiencdn paientswith severehepaticimpairment.

Paedatric population
Thepharmacokinetipropertes of candsartinwere evduated in hyperensivechildrenagedl to <6 yeas and6 to <17
yearsin two single dosePK studies.

In children agedLl to <6 years,10 children weighing 10to <25 kg recaved a single doseof 0.2 mg/kg, oral suspension.
Therewasno correlaton betweerC, . and AUC with ageor weight.No clearane dat hasbeencollecied; therefore

the possibility of a correlationbetweenclearanceandweightagein this populaton is unknown.

In children agedb6 to <17 years,22 children receiveal a singledoseof 16 mg tablet Therewasno correlationbetween

Cnax@nd AUC with age.Howeverweightseemsto significantly corrdate with C,. (p=0.012)andAUC (p=0.011).

No cleaancedat, hasbeencollected,therdore the possibilty of a correldion betweenclearanceandweight/agean this
populationis unknown.
Children>6 yearsof agehadexposuresimilar to adultsgiven the samedose

Thepharmacokineticef candesartanilexeil havenotbee investigéedin paedatric patients<l yearof age.

Date Printed 26/07/2018 CRN 2206741 page number: 12



Health Products Regulatory Authority

5.3 Preclinical safety data

Therewasno evidene of abnormalsystemic or targetorgan toxicity at clinicdly relevant doses. In preclinical sakety
studiescandesartahadeffectson thekidneys andonredcell parameersat high dosesn mice,rats,dogsand
monkeys. Candesartanauseda reductionof redblood cel paraneters(erythrocyteshaenoglobin,haanatocit).
Effectsonthekidneys(suchasinterstitialnephritis, tubular distensionpasophlic tubules;increaseglasma
concentratonsof ureaandcreatinne) wereindued by candesatan, which couldbe seconday to the hypotensivesffect
leadingto alteratonsof renalperfusion. Furthermore candesartainducel hyperplasia/hypémophy of the
juxtaglomerudr cells Thesechangesvereconsideredo becausé by thephamacobgicd adion of candesartarf-or
therapeutidosesf candesartanin humansthe hypeplasiahypertrophyof therenaljuxtaglomerularcellsdoesnot
seemto haveanyrelevance.

In preclinical studiesin normotenste neonathandjuvenile rats, candsatan causedareductionin bodyweightand
heart weight. As in adultanimals theseeffects areconsderedto result from the pharmacologicaéction of candesdan.
At thelowestdoseof 10 mg/kg exposureo candesatanwasbetwed 12 and78 timesthelevelsfoundin childrenaged
1 to <6 whoreceivedcandesasdn cilexetil ata doseof 0.2 mgkg and 7 to 54 timesthosefoundin childrenagedb6 to
<17 whoreceivedcandeartancilexetil ata doseof 16 mg. As ano observe effectlevel wasnotidentified in these
studies,the safeyy marginfor the effectson heat weight and the clinical relevanceof thefinding is unknown.
Foetotoxicity hasbeenobsewedin late pregnancy(seesedion 4.6).

Datafrom in vitro andin vivo mutagenicitytestingindicatesthatcandesagnwill notexertmutagenior clastogenic
activities underconditionsof clinical use.Therewasno evidenceof carcinogenicity.

Thereninangiotensiraldosteronesysem playsa critical role in kidneydevdopmentin utero.Reninangiotensin
aldosteronesystenmblockadehasbeenshownto lead to abnormakidney devebpmentin very youngmice.

Administerng drugsthatactdirectly on the renin-angiotensin-adosteronesystemcanalternormd renaldevelopment.
Thereforechildrenagedlessthanl yearshouldnot receive candasatancilexetil (seesection 4.3).

6 PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Carmellosecalcium
Hydroxypropylcelulose
Lactosemonohydrate
Magnesiunstearag
Mannitol

6.2 Incompatibilities
Not applicable

6.3 Shelf life

2years

Thein-useshelflife of the productwhenstoredin HDPEbottlesis 100days.
6.4 Special precautionsfor storage
Do not stare above25’ C. Storein theoriginal padkagein orde to protect from moistue.

6.5 Natur e and contents of container
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OPA-Aluminium-PVC / Aluminium blistercontanedwithin alaminaed poud, togeherwith adesicantbag, or a
PV C / Aluminium blister: packof 7, 10, 14, 15, 28, 30,50, 56, 60, 84, 90,98 and100tablets.

White opaqueHDPE bottleswith screw capwith desicantandabsorbentotton: packof 30,49,56,90 and98tablets.

Not all packsizesmaybemarketec

6.6 Special precautionsfor disposal

No specialrequirement:
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