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SUMMARY OF FEODUCT CHARACTERISTHCR

1. MAME OF THE MEDICINAL PRODUCT

Capoley Plus 8§ oog'11.5 mg Tohless

Capolev Plus | 6 mg12.5 mg Tahlels

Capoley Plus 33 mg'12.5 mg Tables

Capoley Plus 32 msg 25 g Taldis

LOUALITATIVE ANy QL-&."‘TH'.-’I.‘“."E COMPOSTTION

Foir Mmg T 23 g gt
Fals mabbel counnss § mg ol candesartan cileseisl and 125 g of hydrpchbomihisenli.

Fior B wegrd 25 wp atrengeth o
Fach tabilet conlains 16 mg of cindesarmn cilegetiland 12:5 g of bydrochlanothiazide

Foe A2 aapd T2 5 orp iy
Each hlet containg 32 my of camdesuran elleverll and 125 mg of hnfochlomthinode

For 33 g 25 ag pavvmigin )
Each mbler quntaing 32 sig of candesarian cibexeail and 23 mg of Bydrochloro hszide

Foor o Tl sk oo ecipiemis. soe seotin b. |

A PHARMACELUTICAL FORM
Table

For Bme/ 125 me stengih: .
W it Lo T whine, cwall bectivees (9.5 ¥ L5 mmd, ungabil tnhlets, with o badak ling o Crwe gide

For 1hmgHl 2.5 my ssengtls
Peach, oval Bconvex (=93 5 4.5 mmi), uscomed mbleis, with a break ling anone skis

Far 32 mg'12.5 mg strenpif ) N
Wil uaal, Dloonyvex =12 % 6 mmj, unseabzd bk, with s hroak Fne o ome side,

For 32 g2 5 g Slhsiigi! : .

Pesch, oal, biconves {~12 5 & mm), uncoated tablets, wiil 8 beeak line on one side, debossed with ihe leitery
7 and “H”

L ELINICAL PARTICULARS

41 Thernpewti imlications

Cageodey Plus iz nadipnied for the: y A

«  Tremmeat of prasary hypenessian in sdubl paiients whese Blood pressune &oom n-p'l.i'rrn.ﬂ-r woptroikal with
candesartan cibexelil o hsdrocklorothizide monotberapy {siv aions 4.5, 4.4, 4.5 m.l‘“!.__,-h
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4.2 PMoaalasgy amil methend of milmsinisirasion

The recommedienl dise ol Capoley Flus is one whin oo daily

s titration  with the  ndividusl componenis  (Candesanan cilemeii] amd  hdrechlosnhioesde) s
recommemled, When clinically appropriste n direct change fromn monotbserapy to Capoley Phe may be
coneidared, D titrtion of eandecartan cibxetil is recommended when switching from bydrochlomohiseide
mmmatherapy. Capalik Plis may be administered in patiems shoss lood pressure is nob optimalby coniioled
with candesarian cilesetil ar hydrochbomthiszide monotherapy oe Cogealey’ Flus at lower. doses {see sectinm
45 44 S5%and 5.1).

Sont of the antdypenensive affest is usaally atmined within 4 weoks of initistionh ol iresment
Special populaiees
Efvterty popalsnim

Ferelose ad|ustveni is neesssary i eldody patseins

Poverte with dtren e ifor vl clopaelion

[hise iliwtion of candesartam cilexetil w seesmmended in paticsts of risk for hypolension, suzh m pasenis with
prsihle vihane depletion fan initid dose of candesstan cilexmtil of 4 mg may be considered o those
pEithenis)

Poatbetr Wil renpnd fanprodtareanl

in patienis with mild in sderate renal impairnent {ereafinime clearence 30-80 mliman/ |73 m' BSA1 8 dose
Fileatiim is recommendod.

Copoley Plus is costraindicatod @ patients with severe renal imperment (crestinioe clammee < M
miiein' 1, 7% " BSA] (e section 43}

Fuwivney with-hapsitic: e
e pitradion of candeaandan cileweil is recommended m patients aath mild i modemie bepmic impaimsni
Capaley Plus is contreindizand n paticn s with severs hepatic impairment seddor cholesissis (see secion 131,

Pagdistmia populion

The sadety asd elficmcy of Capoley Mus in childeen sged Between bith aml LE sear have non bees
paiphlished. W data are avallnble

Itethod of admanistetion

€l (me

i ppolew Flus can bo saken with or without feod.

It bivavailabidity of candesarion i alTected by food,

[here is o chaeally stgnificant interaction betwesn halrchlorothiside and Foed

4.3 Centmimdications

Hypeesonsiiivity b the sclive subimncs or i0 any of the excipists lired Im seclion 6.1 or o slfeamide
derrveil neiive subsianoes, Hydreehomdiazide is & salfommide derived setive subssance. -
Sewond and thind irimesters of prograncy {sse seciions 44 and 4.40)

Severe el impairmend (erealinivs clernes < 3 mlimin' 73 m B5A) £

Severs hpatis impairme and'or cholastasis

Refrosory bypokalormis and hypercalceemia
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cuil

Th -ormcomitant s of Capaley Ples with sliskires-canimining prodects is cortramdicaied in paibenis. witly
dinbetes medlins or renal impasment (GFR < 6 mlmind' |73 o'} [wee gocibons 4.5 sed 30 )

LA Sprcinl warmings and precaotions ko e

emun sparraen?
M with otber agenls inhibitsg e renii-angioensin-aldosieons sysiem, ckanges in renal fusction may be
nigaied in nisceptible patienas trexied with Capokos Plus (s section 4.3).

I ichrey e il . 5
There & limsed chinssal evidese reganding Capoles Plus use in patients wha kave undergone nenal irnsplan

MEAT TR STEAsES

sledicuinl products thai affect the remis-angiciensin-shlistenme svitem, mebalmg anglodensin [ recepior
amtngeaias {AITRAS) mey mcrease bload urea ond senom creabtmine in patlenes with bilaeral renal anery
aligrenals or siesoais of the artery 1o 8 solitory kideey.

Ibravesenduar s deplinkon

I paticnts wih mrvascolar volume and'ar sodmm depletkm symplomalic Byposeision mey. oecr,
doscribed B uiher mienty scting om e renimanghotenséneald osterons . systom, Therefom, the we of Capoduy
Plus is not regnpmendad watd ghis condition bas Been cormected,

Anuesdieris awl swegery

Hy patetsion mey cecur during nsaesthesia and sepery o patieits et with AJNBAS due 1o blsolnde of th
renin-ingloierain sysem Yery mrely. hypobension may be severe seh hat 0 may waram the o of
ingrmvenis fulis o v snpessos.

Fleadic dnywwirament

Thinzies dwoekl be vsed with caution m patsmis with tmpeined bepeiis usEion or progressive Huer disese,
sange minor akermicas of Aeid and elestrolyte blanee may presipitale hepatiz goma, These is 3o clnicnl
experivce with candesartin cilevetilhydrochdorceheeide in pebienes with hepatic mpainmeii

Avertie ammd mutvad mahee afssonis sohstrssnive dnyerrenps oo ol
Aot athur vasscilsinr, specis] caution & indicesed in parients suffering from hemechaamecally nelevan
motis g il valve swenosls, o abaructive bypertrophic cardicernyopathy.,

Frimvary inpreraiohaiterosiio

FPeviens wieh primary hyperakBosenminm prierily will sol nespond o giniipeitemsdve apeses aciisg throagh
srchibri o o the renim-angiotensin-phlosares motem. Theredore tha dee o Capley Flus is nol recommehibed
wn this popaloiinn

vy daadvaloscy

Toncdie determingtion of swnwm ¢lecirolites shoubd be performed b apprpriste intervels, Thizides.
incledimg fysrochlomilsizide. s cowss Moid o chouolyie Gstalance (hypercakosmis, hypokaloende
by posuirmermia, hypomagressemio asd bypos hlerasmes alkalasis)

Ihigzide diureties sy decresse the wrinary cebam excretion aod may coese miomemen sed sligliky
inoressed  senim  calcimm  comcenirabions.  Morked  hypercalesemin omay Bro&  sipn ol hidies
Iy perpmmuihy reidinm. Thiuzides should be disomeinued before carmyving ot 1ests Jor paratioemd funaien,

Hydrochlorothinode  dosc-dependently  [pireises  uringy  potisslom  excretion  which | may “resrl =
irypokalaemin. This efect of bydrochlirothimesly seams o be less evldem when conh I-e-‘l-ﬂ'l- candrsarniss
.-| ¥

T
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ailxsiil, The #hk for hypokalsersis moy be increased in patients with girhoss of the liver, w0 pa
experienceng hrisk divsesis, in patiests with an inadequan: cusl intake of electrolytes and in patients receiv
concamitom thirmpy with corticostemoils of adrenacoicom pi Bnemone (ACTH]

Tocwimenl with cardusartan adexetil may canse hyperkalnemia, especially in the mreseses of hean filure
skt penal impairment, Concomitant use of Cagoley’ Plus and ACE inliigors, nlisdanen, OEAEITEparing
diureies, poinssium: supplements ot sall subsitices or other mwdicingl products ihat may lneease e
patisaium levels feg. begurin sodwam. ge-trmanzale ain knowe s trimeboprim/ssiamehsaasoke) nay
pead o increascs In seram prtnesium. B osltonng of potaidien shoakl he wmlertalien ns appropring

[liiasdes. Bave heen shown Bo increass the wrnary gacretian of magmesim, which may nesll o
by pomagneaenis

Merafuntic el pdecriee effechy

[reatment witly & fhiaeide diunte may imper glucoss ooloance. Doss adjustmend of amidishetic medicinal
proehicis, Including insilin, may be reguined. Latent dishetes mellifis may become manilizs during thizzide
therspy. Increases in chokaternl and trigheoeride kvels have been ssnzimied wath tiadide dinreti thempy. A
the derses comiuimed M candesanan cilkexetiblydrochiorathiande, only mimimal offeie wee chaervedl.
Thisagids dliumetics iwcronss serum uric acid coneesration and mey precipiime gous in susceptible plkis

Taesensfiniy

Cases af phatpensliieity seaciion have bedn repored during dis al thinside diveetics (see section LEL T4
phrekaepivity reaction oocers. i is roemamended 1o siop trestment, 1F readwminskation of restmend s
wxsenlial, it & recomsminded 10 prolect arcas exposed bl sun or o amliinl UYA mdistion

Daiey! Bfockele & ihe remisramrgiotens e okioerony sysrem (RAAS)

[lhese is cvidence (hal the coscomital e of ACE-inhibiom anglmensin 11 seceptor blockers or aliskinen
incresses the ridk of yposension, hyperkalaemis and decreased reeal function {indbuding asste sl failur
Dusd blockade of RAAS through the combmed v of ACE-mhibiwors, angmteisen 11 recopanr hlmkers o
aliskiscn (& therefam ool eeemmended (see speions 4.5 and 5.0}

I ohail Blecknde therapy |5 considered sboobocly secessary, Hhis shauld caby reear undes spezinlist
supervision and Auhject 10 frequent close meiiioning of reml funciion, elecorolyies aed blovd pressure. ATE-
inhibigges b angiobensm (] roceplor bioakars shcald not e vmad caneenitanily in patiens wigh didketic

neplopathy.

Meagr myplivnss BRI COIPT

At imcrensed fisk af san-melonoma skin cancer {NMSC] [basal cedl carcinoem (BCCT and - squimssns. ol
chrcinnma {500 wih ncreasing comulative dose of Bydruoehloro hizmeide {HICTAY expomre bk Bavii
chasivird in two epidesninlogical stodics based qin ghe Dl Mationad Cancer Regiary. Pheosensiicieg
dtiens of I TE el aoas 1 poxsible mieckism for MMSC

Paticins aking |HOTE should be mformed of the nsk of WAMSET and advised to regubcly ebeck their skin fo
arry e lesions s premgtly repon any suspiciniiz dos Jesioms. Fassiale prevensive masmsures sach as limited
paperiire b somlight and U mys oo, in cass of exposure, adugic proteciicn should ke advised 1o g
patierrs fn order 1o minievieg the risk of skin cincer, Suspicious skin Kzioms should be prompiiy exenined
potentially iscluding histalogical eximinalioes of blopsies. The ust of HOTE may alse nesl o b
reconsidered i plents sho have expericnoed provices MMSE {see sl seciion 4 X

¢ Wersidel affiurinn, acrte sipekn o seenidary aple-closere v

Sulinamide oo sxlfonamide defvative drigs can coe an idssancriie reaction resaltimg inechoroidal

olTusion wiils visunl Feld @efect, mnsien miyofio and scute seghe-cloar: glincoma. Sympranss inchede noaim

ansg af docreased vissl seuity or ooulir gin an rypacally accor within beisrs i weeks-of drif initiation

Linreated neve angle-clhisure glaieams cin lesd o pemsanent vision loes, [t primary feilmein - 5 1o

diseontioe deup Infake 0s rapidly as possible. Prompt medical or segical ireiments miy mood L he
L

i
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viigedered (i the miraogular pressury roeams ancomirollel. Risk feeees For I’E""th'mlnﬂ meiie a.rlqh:rcll:rnn:'
gluicomn may include a history of sulfonzmide or penicilla allergy.

L TR

I pticnts whose véstular tone sad ronal fungiion depend pevdominastly om the setivity of the s
angictensie-alikalenome syaiem (e, patients will severe congestive Bean Tailen or underlying remal discase,
mehiding senal arery stencsis), Femment with medicinal products that afTect this sislem ineliading ALRAS,
has been nssociated with acite bypotenston, someimia, ofiguria or, mrely, acuie renal Tailune As with ey
amdihyperiensive agont, gxeossive blool presurg decrease in patens wil lscheemic bean disense o
atheraeciarmic cemebrovaseular diseme oonld resull moa mryocardial wmianstiom aF dnsle.

Hypersemsiivily resction in ydiochlormthinzide may cocer in paibents with or withost @ hisiory of allergy or
hronehinl mshma, bt are moee likely in patiers with such & history.

Exacerhatinn & setivazion of systemic lupns erythemaioses has beun seporiad with the s of thizaile
linrgtize

I'hie anfibsperenese offect of Capoley Flug may be enhseed b ches Hﬂih}'Pﬂ'l!nS.'l.‘-E'l

ﬂ'l‘l.:luluhh'd'

AllR A imuli et he mitinled during pregnancy, Unless coatinued AIRLA therapy (& comsidered esental,
ity planning pregnancy shoald be chnged 8o alierstive ancibypenensive resimems which have an
exlalalishisd seley prolile for use i pregnancy. When preprsy i dlisgressd, iraiment wigi ALIRAs shoukl
he sopped immedzanely. anid, if Gpprepre, akernative therapy should be saried {sew sectiors 4.3 and 4.6)

4.2 Imteraction with stler medicinal product: aml elber o of infersction

Conpouncs which have been investigated i clinical phamuacokinetic pradies include warfarn, digoxin, om
commcepthes (e ciliinylesimdiolbevonorgestrel),  glilwslamide and mifcdipse. o phanmadoh e
imterstives ol elinical ajgnificance were identilled in these sudies.

Tl petwssinm dephetmg effeot of hdrochloronhiaride cauld be expeceed to be poteriated by olher medicmal
producs pssocinled with patpsivae loss and bypokalezmia jeg other lalurstic dwretics, laatives,
amphoterikin, carbenooolone, peascillin 3 s, sbeadic oo derivases, siermids, ACTHE

Cascomitanl use of Capolev Plus s potassimn-sparing diiretivs, potssium aupplemests oo salt subsinoes
e other medicansd products that may increese senim podassiom levels (e, baparin saldinm, co-inmosnssd:
alan kot pa trismetdsoprem sulinmethoxazole) may lead o increases i serum potacsinn, Miamiteeling ol
portass i sl be ussderinken a5 approprisie (see section 4.4),

Darvle-imducsd hypolilnesis and hypomageesasmin predisposes 1o the poiemtial cordbotosic et of

digitnlis glyecsides aml mriimrhyifimic. Poomds numistorng of serum potasssam s recammended wheo

Crpoley Plos s admimisioned with mch mmbicial producs, and with the fellowdng medicimal preducts that

eisilil ddice ramades de potmes:

o Class In amtiorhstumics de.g. quinding, byvdbsoquinsding, disoprmamide)

= Class 11 sstisrhyihisies de.g, asmiodarcne, sotalol, dedetilide, ibulide)

& Boep snlipsvchotios (e g. thioridaine, chicrpromasing. livom promaioe, Wnlluopeame, cynrenagin.
sulginide, sullogride, smisulpride, tiapride. penoside, baloperided, dropgricdol)

o Oihees ey bepeidll, clsapride, diphemanil, snvtheramyein v, halofinrin, ketnneem,  aizalodie,
pertammding, sparlloxscing iofesadne, vinmmiee iv)

Riversibie increases |nosenan Bthium coscemmations and tomaciy have been reporded domng caseoiinant
sdminisirngion of Hihium with Angidemin Convening Exgyme [ACE) nkhibitors or hpdiechlorathipeide A
sertdlar et hos aleo been repored with AlRAz Use af candecmtas and hydrochlorcalieide il Tkium &
ind necomiended. B the combinmion peoves necessary, carclid monivonmg of s Eheay: kevels =
restnmmended A - i
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When AllRAs are admimisiered smmulanossdy wiih seo-siermdal ans-miammaicey dugs (N5ALDs)
sedective C01%-2 mbibitors. aoctyvisalicydié acid (= 3 giday) and mon-selective NEAIDS] afiemaiion of il
mtiliypenenive effecy may ocoar

As with ACE inhibitces, concamitani wse of AURAs and WSAIDE may lesd to an mereased ridk ol wersssing
of rensl leweton, iehiding possible some remal failure, and an incmedsr in serum potaseaum, specadly in
paticats with poor pre-gxisring senal fuecrios. The combinstion should be sdminissred with coion
cepeially in the alderdy. Petisnts should be adequaely bydmted srd conodetation should e gives 1o
manitorisg sesal function after initiation of concomdtet thersy, and penadically thereafiern,

The diuretic, narivretic and antilyperensioe offinct of hydrochlonmhlazide s blunted by NSAIDs

The: ahseogion of frvérochlorothiozide s oreducopd by eodestipal o cholestyrmnine

The elfect ol pondepsladsing skeleinl mascle relnsans feg fubocwarined may he poentaicd by
hydrochiorothiesk:

Thinnde divreiscs may iHeEase aenem caldmy Eevels dee 1o decreased exoreton. I Gfam suppléments o
Witnmie 0 mnst be priscriball ssum aleiui levels shoald Be manliveed amil thy dose adjosied accordmply

The kvperglycammnie effect of hatn-biackers and diaseaide oy be enhsrced by thingdes

Amsholinengie ageots {e g moping, hiperden) may incrense the hinavallability of shisssle-type diunetics by
depri e wastrmintesimal moaility and ssomach empiying rate,

Thiaxede may incressa tha risk of sbvene s cused by enaoladin,

Mimrkls mey reduce (ke wenal eemwisn of eyioionis medicieal prodecis g cxclophosphamile,
pmuilsirenate) and potemiate their myvelcsupprossive effects

Tosiural hvpotenssan miy become aggmyvited by mmilaneoss insks of alcohis, barbiluraes or macshoics

lrcatmen with & thisride diungtie may imper glicose oxleeance. Dose adjustment of onfidaabets mislicmsl
peoducs, inchiding insulm, may be rogainsd, Metfieemin should be ssed with caution because of the risk al
lausibe weidosis induced by passhie Functional fensl failure linked o hydeochlarethisride.

Hydeeditorcibiiszide may muse the anerml responss 10 pressor apeimes 2 g adrenaling] o decrease bt mol
enough 3 exciude o pressos eliecl

Hydepohlorothimeide may increass the risk ol sewne remal insofTiciency especially with high doses of anlmated
enittrag media.

Concomiinn treatment with cvcleepostig men  nerease the risk of hypeuricaemin ssd  pout-ype
cosl | s

Cincammitanl Ireatment wih heclofes, amifosin, mevelic ontidepressasts or peumlegtios may fead
mibancemen of the nnthygeriensive effec and may induce bypolension.

Clinical mriad dam Fas skown (e dual ocksde of the reninsangioensis-alioserom-sysism (RAAS) terough
ihe cambingd se of ACE-nhibiors, ingosensin [ eeepior blocker or aliakini i associoied witle a higher
frequency of advorse everts mch s hypotension, hyperkalaemio ond decreased renal funstion {milisding
peute renal Bihee) compared o the use of o single RAAS-acting agend [ sectioos 4544 amd 3107

1 L

46 Fentility, pregnaney and lactatiss S
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Lresmmiy:
Angristerniee I Meceptor dnkaganing (AT

Epideninligics] evifence regarding the nisk of lemegeniciny following exposure o ACE inhibitars during the
i trimastor of pregnascy hios not been conclusive; howevar o small incresde in risk cansot by excladed
Whilst there i no conbeflkd epldeminloghcal data on ihe risk witk AURA simiar ks may mist For thic
chiss ol dnegs. Unbess contisued A ITRA therapy is considered exsential, patienns plamisg prognancy should e
changed to ahernmive ontibvpenensive ireaimsenls which heve sn estahlicied cifity profile for use @
pregranc. When pregningy i disgiosal, trestmemt with AURAs should be swpped somediately and, i
approprsie. alicmative Serapy should besmred.

Exyposure ta ALIEA therapy during the second and thinl erimesters is Enown 8o induce B futnxicity
fiberesered ol fmction, oligobydmmnics, skall cssificatson netardmtion} and neonsssdl iosiciey (renal Gailure,
ey polension. hyperkaloomia) {see section 5.3),

Fhould wposmny 1o ANIRAS have cocarred [rom the second rimester of pregnancy, ulemsound check of renl
Fiwsctiom amd skull is moommended.

I=fpmits whose mothers have aken AlRAL should be oloscly otserved fior hypiension {see =ections 4.3 and
CELR

Hraleogibarntiiorids

Pt is linibed experience with hydrechbreaihisde during pregnency, especally during (e el trimester
Aniral swedivs are isuiflcien.

Hydrochloruthiaride coosses the placenin, Dased on ile phormecoicgicsl mechonism of ocison af
hadrochdorosikszide e use durng the weond and thivd tismestes sty curppromiss foolo-plocemis] perfision
ond may eawss fetal and neosaml effects like (oteus dishahance of elecerodyie habases and
thrmmhecysipent,

Hyctmechlorathiazide should not be osed fior gestational cedema, gestalional hypenension of peevibingsia doe
1o bl i ol dgwrgmsed plasra volume sng phaseinil hypoperfision, without a benelbinl ellest on e ooarse
uf the dimanse

Hkrmchlarosfiazide shoild nod be wsed for exanial hypemenseos in pregnist weamn sseepl in mie somn o
it e her trestiment coald he wead

Doy

dagriewereadn i Revapsor danipoa i (AL

Becasas o information & avalleble reganding te wee of sandessron ellesetlydmchlorothinids dering
brrstfruding, Capoley' Plus i mod recommended and alicraative tremmests with baitr sstablished safery
profiles ddaring beeasi-Feeding are peeferabbe, expevially while sursing a newhoms oe preserm infun.

iyt ffarodaaziae

Hydrechlorothioside i exgreted i bumen milk s smalk amooms, Thiszides in bgh doses cousing imense
iitires gan inhikit the milk production. The ke sl Capoln Plos dharng bresse-feeding & oot recammendsd,
4.7 Effects om ahility ie drive il use machines

b wtnsdien om che elfiets on the ability e drive and wse mochdees have been performed, When driving sehicies
ar operabing sachings, i@ should be taken into scooent thet acessionally dizriness or wisiriness miy aeeur
diing brestmznt wikh Cagealey Pus, ’

AF Unslusirably effects i,
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In eodrelied elinical suelics with candesstan ciexetilhvdochlonothiseids siverse pocsions were mild
transigit  Willdrawsls fram  eanmeni due b sdverse  events wern  pimilar Wik cssdesrtm
s beptibhyre kot ineide 12325, 3% and placeba (2,7-4.53%4)

e climical Irigls with eandesamn cilexetilhydrochlvrethingide, adverse reactions were limisad fo Sess that
were reported pray sty with candesartan cilesetil andfor hipdechiorethlackde

Th table below presents pdverse resctions with condesartns cilexetil from <lmical trinls aed pest merketing
cxperieree, |5 & pooled anabvsis of chnkal pial dan of hyperensive patsnls, sdverse reactises with
candesatan cllexstil were defined based on gn cidence of adverse events with cindesaman cliexetll ot deas
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Kpaiivaas
Aasied oo pharmacological considerations, the main masilestabion of g overdone of eondesarim cileweti
Ikl b be saenpanmanic hypoienslion asd dizeiness, [n individeal cnse reports of averdine: (off gy 1o 672 my
candesarinn cilaxetil] patiot récovery wis ueventful.

The mam manifesatios of aa cverdoss of hdroclorcehiazide is acwe bess of Mual amd elesrndyies
Sympsoms such as dizsnees, hypoeesséan, thirst, mohycardia, veniricolar arigthemie, sedasosfimpainesan of
comistbonemess and musche cramps can afso be observed.

ALmaprmpa
Mo specilic indormotion b5 anllshle  omo the  tremtmimt ol owenbese  wERy candesaran
cilesetil hydeshlermbinzide. The fnllowing messures are. however, sugpesied m Gise oF ierdoss,

When imdicated, imdmetiom ol vomiling e gasivic vage shoald he omsidered. I sympiomatic bapotension
showdid cceir, symptomatic tremment shoubd b instiured and viled gigns monditored. The patiest should |
ploced sspine with the lops clevased, IF fhhs i nol sufficient, plassn valume should be incresed by mfusion
of femoale saling salution, Senm electrolyie and acd balince should be checked ond cormected, i needed.
Samnparteenimetic. medicimal producs. may ke adnsinistered IF the alsive-mentosed mewsoes ae 1ol
milfficsenl

Candossrinn can met he removed by hoemodialysis, It is not known to whar extent hydrochlmmhinmde s
resved by haemesdmlysis

5 PHARMACOLOGICAL FHOPERTIES

1 Fharmpcedy namic properibes

Phammaice-therapeutic oy Angioteasin 1] meagonists + dioretics, ATC odes CTALAG

Mexhawam ol acxion

Angaieasin 11 s the pranany vasegetlve heemeens of the renin-angi i-alilalerose pyanens and ploys o rmle
in the pathaphsiolegy of hypenemsion and ether carioveseifer disonders. B plso has @ role B the
mihemenesis of crgmn hypertrophy sad eid organ damage. The mapar physiclogical effeces of anglosensin 1.
such as vasseonsireelion, aldesierone simaslasion, rezalatson of sall and vt Romscstazhs and stenilation of
cull grovwsh, are mwadeired vin the fvpe | (AT receptar,

Plianmmagodsmmis gffests
Candssamae cilexitil & a prodrug which & mpidly converted 10 fhe notive drug. cendesmrman, hy ester
Indrodysis during abserption from the. gastroiniestinal tract, Casedesertan (s s AlIRA. selecuve for AT

reeptors, wdlh ght blading to and slow dssociation from thi recepton. I s f agoasd vy,

Candesartan does sl infloence ACE or ather enzyme systems osually sssoctated with the we of ALCE
inhitminr. Since there % no elfeel n e degmdmion of binins, or on the metabodism of gdwr sibsesces, sch
e sibsance 1 ANKAS are andikely 10 be asaockined with cough. In conimlbsl dinigal wials comparieg
candesmtun cilesetd with ACE inhibiiors, the incidimco af cosgh was onwer i gathents recedving candesanan
cilesetil, Camdesnrmn does nid bind o o block other hormone meceptons o (68 choneels Bnown 0 e
anpectant in eaedicvasealar cepolotion. The amtagonism of the AT, necophers resilis b dose relaied increases
m plesma mnin bevels, sngssensin | mnd angioiensin 11 Izmh. ard @ ileirnic i nlﬁahn allimaeiaie
cangeniration

i inical efficncy and safery
e efficts of candesanan cilexetl 816 meg (mam dose 12 mpl osce daily on -nh‘d1 'f: morhiity ged
mioriakiy wére evalimizd m a rapdomised clinkal irial with 4937 elderly thﬂﬂhm B yeaps, 2%

[\ =
) - 1




CAPOLEV PLUS 16/12.5, 32/12.5
(Candesartan cilexetil/HCT 16/12.5 mg, 32/12.5 mg Tablets) @ DELORBIS

4 or abawa] with mild 0 sederste bypenension folleoed for o mean of 3.7 vewrs (Siudy eo COpmilion
ol Progresis i the Elderly) Palinis recenved candesarian or placeba with oiher meihyperensive nalment
adided at meeded, The blood pressure was peduced from 16690 ba I45/E0 mmH g in the casdbesartan groep, and
fram LATA0 w0 149942 mmllg v i contol greup. There was no sdatistally sigialiant difference s e
primary endpoiil, major cardlovascular ovenis (enkiovasedlar momality, won-fetal siroke e nos-fiesl
yoeandinl infnctionl, There were 26.7 events per 1000 patignt-venrs §o the candesaran provp verses 300
eyvrts per | DO patieni-vears 0 the comrol proap (rebalive sk 0.8, G5% C1LOTS to |04, pe=0. 19

Hydrochloroihimendy wnhibis he active resbsorpron of sodium, mainly m i distal kidney. nialas, sl
prommutes ihe gxcretion of sodiem, cliloride and witer. The rensl excretion of polassiee ard magresisn
ineriiears dose-deperdenty, while calcinm (& reabsorbed o & greater extent. Fvdrochiorethiazide decreases
plisme volume mnd evircellular Tuid and reduces tardise autput snd blood pressine. Duning barg-term
Thiprapy, reduced peripbers] resistance conbriboies o the blood pressun: reduction

Lmpe clinical sufics hinve shown that loag-termn treabment with. bydrechioeoihiazide reduges the ridk lix
cardipvascular morkadity amil menalicy.

Candeanss and kydrochlanothinesde hive additive pmihyperrensme Givcs

In hypertensive patients, candesstan cilewétifhydrochlorotbiande nesults in @ dose-dependent sl Hosg
Rastiny seduction (m arerial bhood pressore without refles Indrease in beart s, There 0 ne indication of
serions or waapgeraled firgl dose hypotession or rebond effect afber cesmtion of tabment. Ader
almimistrativm of o single dose of candesartan cilexsilidochlorothiazide, ooset of the mihypertensive
effeo penerally coows witlion 3 hows. With contisucas teatmun, most of the redaciion in blood presun 5
amgined  within | four  weeks  snd |5 swinined  during  leeg-leem  breofment.  Candesirton
cilexetilfodrochlorathiadde onee doily peovides effective and smooth blood pressore jediction over 24
Iwiizs, wink like diiTrence bovwgun mazinmm and wough oflizos during the dosing intsrval In o doule-béed
kot sudy, condesadon cilestilhydrochirothiaside 16 mg'113 mp orce daily sechicod blaod
prassure  saguabicnnily meep, and conmalled  sipnificamily  mese  petienis, tham the comlbinsism
Insartan bydrochloroinaide 50 mg!l 2. mg ance daily.

le danbleblind, randvenised sedles, the neidence of adverse eveats, especially cosgh, was lower during
treviment with candesarzn cilepetllvd rochlorothinride than during Irenimen) weh combinaions of ACE
Ininknors and hydrochiomthizede,

In twei clinbiul studies frandomised. douhle-hiisd, placeho commalled. parullel group) incslag 275 and 1524
pamibcenised paieats, respectively, the cindesiin &levesilydrochlorofingide combingtions 32 mp/12.5 myg
and 12 mp/2% ey resulved in blood pressune reductions of 2205 mmHg and 2174 mmbg respeatively, and
were significantly mon: effective than the respective manosompoiens.

I & randomised, dovble-blind, pamilcl group clingal stody ingluding 1975 nmdamised paticnts wot optimalby
coatrulled o 33 my condesartan cexetil ance duily, the nddition of 125 mg or 25 oy hydrochbsohiaride
resulled i mdditional hicod prossure redections. The cindesanm dlexetiVhydrochlorsthiadidy combanaiion 32
25 g was significantly moee effective than 1he 32 nag'12.5 mg combimation, s the everall mean blood
pressure rediscticns wers |600 mmilg and 139 mmHE, respactively.

[ large randomised, sontiofled wisks (ONTARGET (OMgeing Telmisoria Alons snd in combiation with
Fmmipril Cilobal Endpodm Trial) ard VA MEPHRON-I3 (The Versraee Affnire RMephropathy im Drabesesii
hirve examined ihe use af the cambiatinn of @ ACE-inhisitor with @ anpictendis [ reeepoor blocker
OMTARGET was a sndy condocted im patenis with & kiaony of candiovascolar or cerebronasicales iisease, o6
ivpe 2 dubeies metlius pcoompanied by eviderce of end-orgem damags. YA NEPHEOR-D was a study-in
partignis with type 2 dinbetes melFitus and disbets: nephropathy, ik
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These studies have shown no significant beselicial effect on renal amlior cedicvnsealsr ol
artality, whale an ancreasedd sisk of byperkalacmin, acme kidney imjury fmedlor bypotesrieon as qompa
mannihermpy was ohseropd. (Even (heir simiar pharmecodynensic propenies. tlese resulis are also releyan
fiar ot r ACE-inhikine sad angiotensin |1 recepor hlockers.

A E-nhihitors snd angiotnam [ neeepior blockers should therefore not ba used concomitanily &= pilents
with diahetic nephrogpathy

ALTITUE {Aliskiren Trinl in Tvpe 2 Diabetes Usieg Cardipvascular and Fenal DHseae Endpoims) sos o
stuch designed S0 tesl the benefn of sdding aliskiren 1o & vasdard therapy of an ACE-inhilitor o an
giniersin 1 recepior blocker in patienes with ivpe 7 disheses mellites ond chronic kidney disense.
cirilioviseidur lsemse, or bods. The smdy was terminmied garly becaws of an dnerestsed risd of sdvere
ntcomes. Cardicvasculer death sl sinoke were both numerically more frequent in the aliskiven groop an m
the placzhe groop and sdverse events and serioe sdverse cvents of mierest (hypekalesmas, Bypocension and
renal dysfunetiom) wene more egquently segoned in e gliskires group than in the plagebo proup.

Candeaartmn cilesctilfdrechloraihi izl is simibarly elfcive in paiicsts mespestve ol npe avd gemler

Ciarrently thore are no data em dhe e ol candessrtan ciflexetil®ydmchlorachineide in patients with reml
dissse'sephropathy. nafoced lefl veniriculas funetian/congestive heant fadlure asd post mzvcandial infirction

Hon-melanoma skin cancer: Basisd on asailable: &in Ivom epideniplogizsl sudies, comilative dose
dependem essociabion beeween HOTE and MMSC kas been obssved. One study Inchuded & popsibitaon
somprised of 71,532 ceses ol BOC and of 8.62% coses. of BOC marched (o 410,813 anil 1 72462 popaliton
sonirale, rinpactively. High HBOTE use (23000000 mg curmlativel was associsted wiih on adjusted CR ol 1.2%
(5% Tl 1231 35 e BOC mnd 398 (95% O 5684300 for SOC. A clear conislilive doas respanss
seletionship was obsereed For bot BOC and 500, Anether srody showed & possible zssociatsan beween bp
cancer {SCC) and expreure b HOTE: 633 éases of lip-coneer wene maiched with 63067 papalsson controb,
weing o risk-se sampding stmiepy. A cemalative dose-reepdnss relationship wRs demonsineed Wit o
aljimted OF 21 (95% 1 17260 becreasing to OR300 3,049 for high uee (~-25 000 sh and OR 7.7 (5.7
10 5} For the highest cumulitive dose {= 1000000 mg (see nlsp seclion 443

A3 Pharmocakinetic properiics

Congoeratant admasistration of casshesanan @ilexen] and hydrochloroihaazide bas oo dinically segwificing
effect an the pharmcekinstics of either imedicinal produc,

Aot e intios.

Comifeapeim eilivwi!

Frllmwing oral sdesinisimion, omdemrss cilexetil & corverted 10 the &tive subsianie candesanan. The
bmobuie Ricuvalability of candesastan |s approsdmaveds 40% ofter-an oral sotosm of anidesartan cileatil.
hie refative bimwilohiliy of o whia Teemulation of ceadesartan cibexetil compared with thy e orsl
sahion s appaocimmzly 54% with very little varabalily, The mess peak serum concenbstion (Cmixh 5
misched 3 hours following tebles imoke. The candesarisn serim concemirations. merease linearly with
incrossing deses o the therapessie dose raage. Mo gender related Sfferendes m e phamoeckaetics of
candmearinn have bevn ohscrved The area umler the =emam concestralion versus bime surve (ALY of
wniomacipn is vl sigmifesmily alfeted b:ll e, .

Candesarim is ighly bouid 1o plesss proicis (eone than 9% The apparent volume of distribmion
candesartan is 0. | Pkg. =

= &
Ry gt i

=



CAPOLEV PLUS 16/12.5, 32/12.5
(Candesartan cilexetil/HCT 16/12.5 mg, 32/12.5 mg Tablets) ® DELORBIS

wiror il

Hydeochlorathiarkde 15 repidly absicbed (ro the gastroiniesiinal tract with e sheolute bisavailabilitg of
spprosimvaicly 0%, Concamilanl iniske of Tood incresses ihe thserption by approsiimels 15% The
bigavatlshility may decreas i patienis with cardise Bilue md pronounced oedene

The plasna pressie bindmng of hydroohloeothinzide = spgoosmaicly 0%, The spparent valume o
distribution g approvimadely 0.8 g

Lo frmuon: gl eftwersanpn

vl oo & e idl!

Canidlearan s maisdy el mimaed sachanged vie wrine and bile sd oy 160 minee weien elimeraied by
hepar metabolism (CYP2O9L Available imeraction siudies iedicse po elfoa o CYPIC0 and CYP2AA
Hased an i siter data, no interaction would be expectad o oecur & wiv with midicing] products whose
mezstidism % depeidont mpon cytochrome PASE iscenmymes CYPIAZ, CYPIAG, CYPIOR, CYFICI9,
TP, CYPRET or CYPRAA. The wominal halE1ifc {15 of candgsane is approximaiely % hoos: Then:
i pemlation fellowing muliple doses, The bali-lifs of candesaninm resmabns unclimged {appresimately 9
hy afier admimistragion of candemrae cilogtil in combimrion with hydrochioriblazide. Mo sl
acoumidstion of candesnman o cisrs aller repiested doses of the combsnabon emmpared e s oy

latal ples clesmonee of candesanen i abowt 037 mbmindkg, wih 4 reeal Slearance of about @19
enlinkekg. The renal efimisnion of candesarn is boch by glomensdar Tiestion amd aclive fubuler secreiion
Falloraing an aral dose off [4C-fabelled candesanan cifexctil, approximutly 26% of ibedise (s excoetod in tie
isrine ns comdesartan wnd T a8 an insciive metakolie while approximately S8 of the dose (& recoverad in
the faeces as cendesarman and |0% @ e inacieo metabalie.

Hvobrad vl

Hidreohlorathiazde is 8ol metabolsed md s excreted almost enirely 05 wchanged dug by plomenslss
Biltestion and active whokr seonticn, The serminal 1% of dodidaehiaeile is approximmely § hours
Apprecmuatbaly 0 of = ooml dose 6 eliminsted b the wnne within 48 hoors The halflil ol
hydrchlorathinzide remaing weelmsgesd (mproasssiiely 5 b ofter sdwimisirstion of hydrachicribsiazide m
combination with candesanan elléwtl, Mo alditomi sccumelation of hydrochlorehiselde coiurs aller
nepeated doses of the combinmion eomparsd be nsnistbermpy.

Pl sincudkiacrics i il popialinio

ek rileredd

In elderly netyects {over 63 veurs), Cmax aid AUC of candesarisn we moreased by sppevsibemiely. 5096 and
B, nespectively in compirison 1 vomng subgects, However, the hlood pressure respanse amd the Incihmie
of advwrse events are siniiler afler o ghven dose of candesartan cilexesilVigdrochlorohineidy in young and
elderly palens (soe section 4.2

In pettets with salid 1o maodvrate renal mpaimment, Cmisan] AU of casdocinan incmeassd during repeited
disisy by approximalely 30% and T0%, respectively, bt the terminal 1% was not aliered. comparsd 10
patients with neemal remal function. The comespanding changes in patients with severe rensl impainssn wene
apprasimalels SRS and |10, respectively, The erminal 1% of candesarion was approsisacely doubled i
patiems with severe reeal painment. The phamscokineilics. in patlents underpoing hacmodalves: werg
similar io thowe i paticnis sath ssvéne remal smpaimmeni

In o siudies; both inchading patiens with mild 1o moderate hepatie smpatrment, ey was an inérease in the
mein AUC of cendesaman of approvimately 20% in one study and B0 in the other study (see section 4.2),
Phare ix nd esperienos: m patents with wvers bepatic impeimmani | v

o ibivarhivesioby ' '-.
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Thi sermisal 1 of hydrochikorotiazide i prodonged = paissmns swith renal impaimsent,

3.3 I'relimical safety datn
There wens oo guilisstive new e findings: with the combinmion compared 1o the observed foe ench
component. In preclinical safety sudies candesarizn iteezll had effecis on the kidneys and on red cell
parameters ot high doses in muce, rois, dogs and monkeys. Candesintan causmed & reduction of red biood ol
paramelers {enibrooyies, inemogiabin, haemasocrit). Effecis on the kidmeys {sach as regeneration, dikmmicn
| Badophibie in Pubales inercased plms consentrations of e bsd crenleane] were indiced by
ndesaeian which could b sccondary %0 the Bypoteniive effoct leading 10 alerntions ol renal porfimien.
Additien aof bydrodhlirothinade potmmiztes the nepleotocmeiy of camdesaman. Furthermore, cardesartan
indeced kvperphzivBypartrapky of the justglomerular cell These chanpes were consaderad 1o he caused by
the pharmacoiogmal action of candesanan mnd f0 be of tiale chncal rebevance,

Froatiomiomy has been ohserved b line prepnasey swith candecanon. The sddition of hydrocklaoisieele did
tiol cigrificasaly wifect the aurpome of foerad developmest studies fn rats, mice or rlbdbies {eee section 4.8

Unndesamas amil edvositbrcavazide boih show gesenigie agiiviny an very hgh concsmeatongidoses, Dara
Truems e vétrw el I vive geoieiny wssting imEicate v candesaran and hydrochiarehiseidy me unlikely 0
EREr any matagemic or clmiagemic netivity under conditions of glimical use.

There was no evidence thal either compound = corcinogensic.

L PFHARMACEUTICAL PARTICULARS

B Lisi of excipiemis

Fear ¥ T2 5 amg srewgili:
tasnianl, madze starch. copovidonz, glyeenal, megnesiom stearae

Fove 18 e TEF g ity aandd e 32 g F g v il
Mgmninl, muire starch, sopovidone, velkow ferric codide, red Tennic oxide, ghseral, magnsmm sicarsie

Foar 32 orgr T2, 5 g Mirenie:
Manmital, matm alanch, copevidone, vellow formio coddle, phvoenl, magnesion dearan

Frar 12 ang 24 oy mévevegrh
Wlamnigol, madee stanch, copowidone, vellow ferric coode. red femlo oide. glyoenal, magsesm siearse

12 Incompatibilities
Mol applicable

il Shell lide

10 mantha

il Special precamtions for sorage
This medicoml product does st regquire any specml sioemge condilicns.

6% Mature anil eontenis of contminer ) T .

4




CAPOLEV PLUS 16/12.5, 32/12.5
(Candesartan cilexetil/HCT 16/12.5 mg, 32/12.5 mg Tablets)

w8 23 weg, ASTLF ag, I2VI2F rog oomd IETF o vy
At Wisers

Blicter packs of 7, 10, B4, 15 28 uind 30 1ablets

Mot all pack sizes oy by markehed,

by Bpecial precampiens For disposal asd ather hen@ling

M special meguinenments
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