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Summary of Product Characteristics

1NAME OF THE MEDICINAL PRODUCT
Zesbretic10mg/12.5mgrablets
2 QUALITATIVE AND QUANTITATIVE COMPOSITION

Zesbretic10mg/12.5mg Tabletcontainlisinopril dihydrae equivdentto 10 mg anhydrousisinopril and
hydrochlorothiazidel2.5mg.

For afull listof excipients,seesection6.1
3PHARMACEUTICAL FORM
Tablets

Product imported from the UK:
Round, biconvex,peachuncoatedablets.Thetabletshave'Zt' and '10'on oneside.

4 CLINICAL PARTICULARS

4.1 Therapeutic Indications

In the managemenf hypertension

Q) After appiopriatestabiisationof paienton aregimen in which each of the activeingredientss administered
separately.
2 Where the patientis unresponsivéo monotheapy with lisinopril 20mg.

4.2 Posology and method of administration
Essential hypertension

Theusualdosagas onetablet,adninisteredoncedaly. As with all othermedicationtakenoncedally, Zestoetic
should betakenat approximatelythe sametime eachday.

In generaljf thedesiredtherapeutidosecannotbe achievedin a period of 2 to 4 weeksat this doselevel, the dosecan
be increasedo two tabletsadmhnisteredoncedaily.

Renal I nsufficiency
Thiazidesmay not be appropriatediureticsfor usein patientswith rend impairmentandareineffectiveat creatinine
clearane valuesof 30 ml/min or below(i.e. modeaateor sevee rend insufficiency).

Zesbreticis notto beusedasinitial thempyin any paientwith renalinsufficiency.In patientswith creatinine
clearane of >30and<80ml/min, Zestoréic maybe used butonly aftertitration of theindividualcomponentsThe
recanmendednitial do<e of lisinopril, whenused alone in mild renalinsufficiency,is 5 to 10 mg.

Prior Diuretic Therapy

Symptomaic hypotensiormay occurfoll owing theinitial doseof Zestoreic; thisis more likely in patientswho are
volumeard/or saltdepleedasareault of prior diureic therapy.Thediureic thergy shouldbe discontinuedfor 2—
3 daysprior to initiation of therapywith Zesbretic If thisis not possble, treament shouldbe startedwith lisinopril
alone,in a5 mgdose
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Elderly
No adjusmentof dosageis requiredin theelderly.

In clinical studiesthe efficacyandtolerability of lisinopril and hydrochlorohiazide adminsteredconcomitanty, were
similar in bothelderlyandyoungerhyperensve patients.

Lisinopril, within adaly dosageangeof 20to 80 mg, wasequdly effective in theelderly (65 yearsor over)andnon
elderly hypertensivepaients, monotherapyvith lisinopril wasaseffedive in reducingdiastolicblood pressureas
monotherapywith eitherhydrochlorothiaie or atenolol In clinical studies,agedid not affectthetolerability of
lisinopril.

Paediatric Use
Safetyandeffectiveressin childrenhavenot beenestablished.

4.3 Contraindications

Hypersasitivity to lisinopril, to anyof the exdpients or any otherangibtensinconveting enzyme(ACE) inhibitor.
Hypersasitivity to hydrochlorothiazider othersulphonanide-derived drugs.

History of angioedemavith previousACE inhibitor therapy.

Hereditaryor idiopathicangioedema.

Secad andthird trimestersof pregnancyseesec¢ions4.4and4.6).
Severerenalimpairment(creatininecleaance< 30 ml/min).

Anuria.

Severehepaticimpairment.
4.4 Special warnings and precautions for use

Symptomatic hypotension

Symptomaic hypotensions rarelyseenin uncompicated hyperensivepatients, butis morelikely to occurif the
patienthasbeenvolumedepletede.g.by diuretic therapy dietary sat restriction, dialysis,diarhoeaor vomiting, or
has severaennindependanhypertensia (seesedions4.5and4.8). Regubr determinatiorof seum electolytes
should be performedat appropria¢ intewvalsin sud patients.In patientsatincreasedisk of symptomatichypotension,
initiation of therapyanddo< adjustnentshouldbe monitoredunderclosemedical supevision. Particularconsideation
appliesto patients with ischaemideartor ceréorovasaular diseae becaisean excessivdall in blood pressurecould
resultin amyocardialinfarctionor cerebrovasculaaccident.

If hypotensioroccurs the patientshouldbe placedin the supineposiion and,if neessaryshouldreceivean
intravenousnfusionof normalsaline.A transienthypotensiveesponses not a contraindicationfor furtherdoses.
Following restoratbn of effectiveblood volumeand pressurgreinstitution of therapy at reduceddosagemay be
possible;or eitherof the componentsnaybeusedappropratdy alone

Aswith othervasodlators, lisinopril/hydrochlorothazide shoutl be given with cautionto patientswith aottic stenosis
or hypertrophiacardiomyopathy.

Renal function impairment
Thiazidesmaynotbe appropriatediureticsfor usein patientswith rend impairmentandareineffectiveat creatinine
clearane valuesof 30 ml/min or below(correspond$o moderag or severaenal insufficiency).
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Lisinopril/hydrochloothiazideshouldnot be administeredto patientswith renal insufficiency (creatnine clearane less
thanor equalto 80 ml/min) until titration of theindividualcomponenthasshownthe needfor thedoses presentin the
combinationtablet

In same patientswith bilateralrenalarterystenosior stenoss of the artery to a solitarykidney,who havebeentreated
with angioensi convering enzymeinhibitors, increasesn blood ureaandserumcreatinine usuallyrevessible upon
discontinuatiorof therapy havebeensee. Thisis especialy likely in patientswith renalinsufficiency. If renovascular
hypertensions alsopresenthereis anincreasedisk of severenypoensionandrenalinsufficiency.In thesepatients,
treamentshouldbe startedunderclose medial supervisiorwith low dosesandcarefuldosetitration. Sincetreatnent
with diureics maybea contributoryfactorto theabove rend functon shouldbe monitoredduring the firstfew weeks
of lisinopril/hydrochlorohiazidetherapy.

Somehypertensiveatientswith no apparenpre-existing rend diseaehavedevelopedisuallyminor andtransient
increassin bloodurea andserumcreatninewhen lisinopril hasbeengivenconcomitantlywith adiuretic. If this occurs
during therapywith lisinopril/hydrochlorothizide, the combination shoutl be discontinued.Reingitution of therapy at
reduceddosagemay be possibleor eitherof thecomponend may be usedappropiately alone.

Prior diuretic therapy
Thediuretic therapyshouldbe discontiruedfor 2-3 days prior to initiation with lisinopril/hydrochlorothiazidelf thisis
not possble, treamentshould be startedwith lisinopril alone,in a5 mgdose.

Renal transplantation
Shouldnot beused sincethereis no experiencewith paientsrecently transplatedwith akidney.

Anaphylactoid reactionsin haemodialytic patients

Theuseof lisinopril/hydrochlorothiazides notindicated in patientsrequring dialysisfor renalfailure.Anaphylactoid
reactonshavebeenreportedn patientsundergoingcertan haenodialysis procedurege.g. with the high-flux
membrane®\N 69 andduringlow-densty lipoprotans (LDL) aphersis with dextransulphateandtreated
concamitantly with an ACE inhibitor. In thesepatientsconsideationshouldbe given to usinga differenttype of
dialysis membraner adifferentclassof anihypertensive agent

Anaphylactoid reactionsrelated to low-density lipoproteins (LDL) aphaeresis

In rare occasionspaientstreatedwith ACE inhibitorsduringlow-densiy lipoprotein(LDL) apheresisvith dextran
sulfate have shownlife threateninganaylacic reactions. Thesesymptomscouldbeavoidedby temporary
discontinuatiorof thetreatmentwith ACE inhibitorsbeforeeachapheesis.

Hepatic disease

Thiazidesshoul be usedwith cautionin paientswith impaired hepatic function or progressiveliver diseasesince
minor dterationsof fluid andelectolyte balancemay predpitate hepatic coma(seesedion 4.3). Rarely, ACE inhibitors
have beenassocatedwith a syndromehatstats with cholestatic jaundice or heptitis and progressesto fulminant
necross and(sonetimes)death.The medanismof this syndrone is not undestood.Patientsreceiving
lisinopril/hydrochlorothiazidevho devdop jaundice or marked elevationsof hemtic enzymesshoulddisoontinue
lisinopril/hydrochlorothiazidendreceve appropride medicd foll ow-up.

Surgery/anaesthesia

In patientsundergoingmnajor surgeryor duringanasthesiawith agentstha producehypotensionlisinopil may block
angiotensinll formationsecondaryo compensatoryenin release If hypotension occus andis considerd to be dueto
this mechanism,it canbe correctedoy volume expansion.

M etabolic and endocrine effects

ACE inhibitor andthiazide therapymayimpairglucosetolerance .Dosageadjustmentof antidiabeticagentsjncluding
insulin,mayberequired.In diabeic patientstreakedwith ora antidiabeic agentsor insulin, glycaemialevelsshouldbe
closelymonitoredduringthefir st monthof treatment with an ACE inhibitor. Latentdiabetesnellitus maybecome
manfest during thiazidetherapy.

Increassin choleserol andtriglyceridelevelsmaybe assocted with thiazide diuretictherapy
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Thiazidetherapymay precipitatehyperuicaenia and/orgoutin certan patents. However lisinopil may increase
urinary uric acidandthusmay attenuatehe hyperuri@emc effect of hydrodlorothiazide.

Electrolyte imbalance
Asfor any patientreceving diuretictherapy periodic determination of serum electolytesshouldbe performed at
approprige intervals.

Thiazidesjncluding hydrochlorothazide,can causef uid or electrolyte imbaklnce(hypokalamia,hyponataemia,and
hypochloreme alkalosis) Warningsignsof fluid or electrolyte imbalanceare drynessof mouth,thirst, weakness,
lethargydrowsinessmuscle painor crampsmusallar fatigue, hypotension ollgurla tachycardiaandgastointestinal
disturbancesuchasnausear vomiting. Dilutiond hyponataemia may occurin oedematoupatientsn hotweather.
Chloride deficit is generallymild anddoesnotrequiretreaiment. Thiaadeshavebeenshownto increasehe urinary
excretionsof magnesiumwhich mayresultin hypomanesaend.

Thiazidesmaydecreaserinary calciumexaetionand may causeintermittentandslight elevationof serumcalcium.
Marked hypercal@emiamay be evidenceof hiddenhypeparathyrodlism. Thiazidesshouldbe discontinual before
carryingouttestsfor parathyroidfunction.

Hyper sensitivity/angioedema

Angoedemaof theface, extrenties, lips,tongue glottis and/orlarynx hasbeenrepoteduncommonlyin patients
treadedwith angotensinconvering enzyme inhibitors,including lisinopril. This mayoccuratanytime during therapy.
In such caseslisinopril shouldbediscontnuedpromptly andapproprige treamentandmonitoringshouldbe instituted
to ersureconmpleteresolutionof symptomsprior to dismissingthe patient. Evenin thoseinstane@swhereswdling of
only thetongueis involved, without reiratory distress patientsmay require prolongedobservatiorsincetreatment
with anthistaminesandcorticosteraids may not be sufficient.

Veryrardy, fatalitieshavebeenreporteddueto angioelemaassocated with laryngea oedemaor tongueoedema.
Patientswith involvenmentof thetongue glottis or larynx, arelikely to experenceairway obstruction especiallythose
with ahistory of airway surgery.In suchcaseemerg@acy thergy shoutl be administeregpromptly. Thismayinclude
theadministraibn of adrenalineand/orthe maintenaceof a patentairway. The patient shouldbe unde closemedical
supewision untl completeandsustinedresolution of symptomshasoccurrel.

Angiotensinconvertng enzymeinhibitors causea higherrate of angbedenain black patientsthanin non-black
patients.

Patientswith a history of angioedemainreldedto ACE inhibitor therapymay be atincreasedisk of angioedemavhile
receving an ACE inhibitor (seesection4.3).

In patientsreceiving thiazideshypersensivity reag¢ionsmay occur with or withouta history of allergy or bronchial
asthma.Exacerbabn or acivation of systenic lupuserythemabdsushasbee repotedwith the useof thiazides.

Desensitisation

Patientsreceving ACE inhibitorsduringdesengisaion treatment(e.g.hymenopterasenom)havesustained
anaplhylactoid reactionsIn the samepaients,thesereacionshave been avoided whenACE inhibitorsweretemporarily
withheldbuttheyreappearedponinadvetentrechallenge.

Neutr openia/agranulocytosis

Neutropeniadgranulocytos, thrombocytopaia andanamia havebeenreportal for paients receivingACE inhibitors.
In patientswith normalrenalfuncton andno otherconplicating factorsneutopeniaoccursrarely. Neutropaia and
agranulocytosisarereversibleafter discantinuation of the ACE inhibitor. Lisinopril shouldbe usedwith extreme
cautionin patientswith collagenvasculadiseag,immunosupprssanthergy, treatmentith alloputinol or
procainamidepr a combinationof thesecomplicaing factors,especlly if there is pre-existing impairedrenalfunction.
Someof thesepaients developedseriousinfections,which in afew instancesdid notrespondo intensiveantibiotic
therapy.If lisinoprilis usedin such patientsperiodicmonitoring of white blood cell countsis advisedandpatients
should beinstructedo reportany signof infection.
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Race
Angiotensinconvertng enzymeinhibitors causea higherrate of angbedenain black patientsthanin non-black
patients.

Aswith other ACE inhibitors, lisinopril maybelesseffective in lowering blood pressuren black patientshanin non
black patients possiblybecaus®f a higherprevaknceof low-renin staesin theblack hypertensivgopulation.

Cough

Cough has beenreportedwith theuse of ACE inhibitors.Charateristically, the coughis nonproductive persistenand
resolvesafterdisconinuationof therapy. ACE inhibitor-induced coughshouldbe consideedaspat of thedifferential
diagnosisof cough.

Lithium
Thecombinaton of ACE inhibitorsandlithiumis geneally notrecommendel (seesectiord.5).

Anti-doping test
Thehydrochbrothiazidecontainedn this medicaion could producea postive analyticresultin anantrdopingtest.

Pregnancy

ACE inhibitorsshouldnotbeinitiatedduring pregnang. UnlessconinuedACE inhibitor therapyis consideed
essertial, patiens planningpregnancyshouldbe changedo alternative ani-hypetensivetreatmentsvhich havean
establishedsafey profile for usein pregnancy.Whenpregnancyis diagnosel, treatmentvith ACE inhibitors shouldbe
stoppedimmediatly, and,if appropriatealternaive thergy shouldbe started(seesectionst.3and4.6).

4.5 Interaction with other medicinal productsand other forms of interaction

Lithium

Reversibleincreasesn serumlithium concentationsandtoxicity havebeenrepotedduringconcomitant
administrationof lithium with ACE inhibitors. Diuretic agentsand ACE inhibitors reducetherenalclearancef lithium
and po<e a highrisk of lithium toxicity. The combindion of lisinopril and hydrochbrothiazide with lithiumis therebre
not recommendedndcarefulmonitoringof serumlithium levels shouldbe performedf thecombnationproves
necessary (seesecton4.4).

Potassium supplements, potassium-sparing diuretics or potassium-containing salt substitutes.
Thepotassiumosingeffectof thiazidediureicsis usudly attenudedby the potassiunconservingeffed of lisinopril.
Theuseof potassiunsupplementgpotassim-sparng agens or potassiumcontainingsaltsubstitutesparticularlyin
patientswith impairedrenalfunctionor diabetesndli tus,mayleadto a significantincreasein seum potassiumlf
concamitantuseof lisinopril/hydrochlopbthiazde andany of theseagentsis required they shouldbe usedwith caution
and with frequentmonitoring of serumpotassium(seesection4.4).

Torsades de pointes-inducing medicinal products

Becausef therisk of hypokalaerra the concomiintadministraion of hydrodlorothiazideandmedicinalproductstha
inducetorsadegle pointes.e.g.someaniarrhythmcs, sone anti-psydiotics and otherdrugsknownto inducetorsades
de pointes,shouldbe usedwith cauton.

Tricyclic antidepressants antipsychotics /anaesthetics
Concomitantuseof certain anaetheticmedrcinal productsfricyclic anidepressantandantipsychoticsvith ACE
inhibitors may resultin furtherlowering of blood pressuréseesecton 4.4).

Non-steroidal anti-inflammator y/anti-rheumatic drugs (NSAID)

Chronicadmnistrationof NSAID (seledive COX-2 inhibitors,acetylsdicylic acid>3 g/dayandnon-sdective
NSAIDs) mayreducetheantihypertensie anddiureic eff ectof ACE inhibitorsandthiazidediuretics.NSAID and
ACE inhibitorsexertanadditiveeffectontheincreaein serumpotassiumandmayresultin a deterioratiorof renal
function. This effect is normallyreversitbe. Rarely, acue rend failuremay occur, especidly in patientswith
compromisedenalfunctionsuchastheelderly anddehydraed
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Gold

Nitritoid reactons(symptomsof vasodilatabn including flushing, nauseadizzinessandhypotensionyhich can be
very severe) following injectablegold (for example sodiumaurothomakte havebeenrepored morefrequentlyin
patientsreceving ACE inhibitor therapy.

Sympathomimetics
Sympathommetics canreducethe antihyperénsiveeffed of ACE inhibitors.

Other antihypertensives
Concomitantuseof theseagentamayincreasethe hypoensiveeffect of lisinopril/hydrotlorothiazide. Concomitant
useof glyceryltrinitrateandother nitratesor othervasodibtorsmayfurtherredwethe blood pressure.

Antidiabetics

Epidemiologicaktudesindicak thatconcomiantadministation of ACE inhibitorsandantidiabett medicinad products
(insulins,oral hypoglycaemiagents)may causeanincreasedlood glucosdowering effectwith risk of
hypoglycaemiaThis phenomenomppeard to be morelikely to ocaur duringthe first weeksof combinationtreatment
and in patientswith renal impairment.

Amphotericin B (parenteral), carbenoxolone, corticosteroids, corticotropin (ACTH) or stimulant laxatives
Hydrochlorthiazde may intensify electrolte imbalance,paticularly hypokdaemia.

Calcium salts
Increasd serumcalciumlevelsdueto deaeasedexcrdion may occurwhenadministereaoncurently with thiazide
diuretics.

Cardiac glycosides
Thereis increasedisk of digitalis toxicity associgedwith thiazde inducedhypokalaemia.

Colestyramine and colestipol
Thesemay delayor reduceabsrptionof hydrochlorothazide Therdore sulphonamideliureticsshouldbetakenat
leastl hourbeforeor 4-6 hours afterintakeof theseagens.

Non-depolarizing muscle relaxants (e.g. tubocurarine chloride)
Theeffed of theseagentanaybe potentided by hydrochbrothiazde.

Trimethoprim
Concomitantadministrationof ACE inhibitors andthiazideswith trimethoprim increasesherisk of hyperkalaemia.

Sotalol
Thiazideinducedhypokabemiacanincreaseherisk of sotdol inducedarrhythmia.

Allopurinol
Concomitantadministrationof ACE inhibitors andallopurinolincreaes therisk of renaldamageandcanleadto an
increasdrisk of leucopoenia.

Ciclosporin
Concomitantadministrationof ACE inhibitors andciclosporinincreasesherisk of renaldamageandhyperkalaemia.

L ovastatin
Concomitantadmnistrationof ACE inhibitors andlovastatin increaes therisk of hyperkalaemia.

Cytostatics, immunosuppr essives, procainamide
Concomitantadministrationof ACE inhibitors canleadto increaseal risk of leucopenia(seesectiord.4)
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Ability to drive and use machines

Lisinopril/hydrochloothiazidecombinationproductsmay have amild to moderateeffect on the ability to drive anduse
machnes(seesection4.7).

4.6 Fertility, pregnancy and lactation

Pregnancy

Theuseof Ace inhibitorsis notrecomnendedduringthefirsttrimesterof pregrancy(seesection
4.4). Theuseof ACE inhibitorsis contra-indicaied duringthe secondandthird trimesterof
pregnancy(seesections4.3and4.4).

Epidemiologicakevidenceegardingtherisk of teratogenicity following exposureto ACE inhibitorsduringthefirst
trimesterof pregnacy hasnot beenconclusive however asmal increasen risk cannotbe excluded Unlessconinued
ACE inhibitorstherapyis consideredssental, patientsplanning pregnang shouldbe changedo aternativeanti
hypertensivdreatnentswhich havean establshedsafdy profile for usein pregnancyWhen pregnaicy is diagnosed,
treamentwith ACE inhibitors should be stoppedmmediaely, and, if approprate,altemativetherapy shouldbe started.

ACE inhibitor therapyexposire duringthe se@mndand third trimestes is knownto inducehumanfoetotoxiaty
(decreasdrenalfunction, oligohydrammos, skull ossification retarddion) and neonatatoxicity (renalfailure,
hypotensionhyperkalaemia)Seealso secton 5.3 Predinical safdy da&' ). Shouldexposurdo ACE inhibitors have
occurredfrom the secondrimeder of pregnancyultrasoundched of renalfunction andskull is recommendednfants
whosemothershave taken ACE inhibitors shouldbe closely observe for hypotenson (seealsosectionst.3and4.4).

Hydrochlorothiazile:
Thereis limitedexperiencevith hydrochbrothiazde during pregnancy especially duringthefirsttrimester Animal
studiesareinsufficient.

Hydrochlorothiazile crosseghe placentaBased on the pharmaological mechaism of action of hydrochlorohiazide
its useduringthe secondandthird trimeser may compromsefoetoplacentl perfusionandmay causdoetaland
neonatal effecs like icterus,disturbancef electrolyte balanceand thrombocybpenia.

Hydrochlorothiazde shouldnot be usedfor gesationaloedema gestationalhypertensioror preeclampsiaueto the
risk of decreaseglasmavolumeandplacental hypopefusion, withouta beneficial effed onthe courseof thedisease.

Hydrochlorothiazile shouldnot be usedfor esserial hypertesionin pregnanivomenexceptin raresituationswhere
no othertreatmentouldbeused.

L actation

Becauseno informationis availableregading the useof lisinopri/hydrodlorothiazideduring breastfeeding,
lisinopril/hydrochlorothiazides notreconmendedandalternaive treamentswith betterestablishedsdety prdfiles
during breastfeeding arepreferablegspeially while nursinga newbornor preeem infant

4.7 Effects on ability to drive and use machines
Aswith otherantihypetensiveslisinoprilhydrodlorothiazidecombnation productsmay havea mild to moderate

effect ontheability to drive andusemachine. Especally atthe start of the treatmentor whenthe doseis modified, and
alsowhenusal in combinationwith alcohol,but theseaffects dgpendon theindividual s suseptibility.

4.8 Undesirable effects

Thefollowing undesirableffectshavebeenobserve andreportal duringtreatmentwith lisinopril and/or
hydrochlorothiazidevith thefollowing frequendges: Very conmon (>10%), common(>1%, <10%),uncommon>0.1,
<1%), rare(>0.01, <0.1%),veryrare(<0.01%),notknown(cannotbe estmatedfrom theavailabledata)
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Themostcommonly reportedADRs arecough,dizziness hypoension,andheadachewhich mayoccurin 1 to 10% of
trededpatents.In clinical studies side effeds have usually beenmild andtransient, andin mostinstance$avenot
requiredinterruptionof therapy.

Lisinopril:

Blood and the lymphatic system disorders:
Rare Deaeasesin haemodpbin, decreases haanabcrit.

Very rare Bonemarmow depressin, anamia, thrombocytopena,
leucopenianeutropeniaagranulocytos (seesedion 4.4),
haemolyticanaema, lymphadenopathygautoinmunediseae

Endocrinedisorders:

Rare Inappropriateantidiuretic hormonesecretion

M etabolism and nutrition disorders:
Very rare Hypoglycaema.

Psychiatric disorders
Uncommot Moodalteraions,depressivesymptoms
Rare Mentalconfusion

Nervous system disor ders

Commor Dizzines, headachesyncope
Uncommon Paraeghesiayvertigo, tastedisturbancesleepdisturbancs.
Rare Olfactory disturbance

Cardiac disorders

Uncommon Myocardialinfarctionor cerebrovascudr acadent possiby
secondaryto excessivéypotensiorin highrisk patients (see
section4.4), palpitations tachycardie

Vascular disorders
Commor Orthostaticeffects(including orthogatc hypotnsion)
Uncommotr Raynau( s syndrome

Respiratory, thoracic and mediastinal disorders

Commor Cough (seesecton 4.4).

Uncommot Rhinitis.

Very rare Bronchopasm sinusits, allergic alveolitis/eosinophik
pneumonia
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Gastrointestinal disorders

Commor Diarrhoe, vomiting.

Uncommot Nausea,abdominalpain andindigestion
Rare Dry mouth

Very rare Parcreatitis,instestinalangioedem:

Hepato-biliary disorders

Uncommotr
Veryrare

Elevatedliver enzymesandbilirubin.

Hepattis - eitherhepatocdular or cholestdic, jaundiceand
hepaticfailure (seesectian 4.4).

Skin and subcutaneoustissue disorders

Uncommor
Rare

Veryrare

Rash,pruritus

Hypersensitrity/angioneuroticoedena: angioneurotc
oedemaof theface,extremities]ips, tongue glottis, and/or
larynx (seesecton 4.4),urticaria, alopeca, psoriasis

Diaphoresispemplhgus,toxic epiderma neaolysis, Stevens
JohnsonSyndromegerythemamultiforme, cutaneus
pseudolymphoma.

**

Renal and urinary disorders

Commor Renaldygunction
Rare Uraemia,acuterenalfailure.
Very rare Oliguria/anurie

Reproductive system and breast disorders

Uncommor
Rare

Impotence.
Gynaecomasta.

General disorders

and administr ation site conditions

Uncommot Astheniafatigue

| nvestigations

Uncommon Increasesn bloodureg increasesn serumcreatnine,
hyperkalaemie

Rare Hyponatraema.

Very rarely, it hasbeenreporedthatin somepaientsthe undesirdle developmentof hepatitishasprogressed
to hepaticfailure. Patientgeceivinglisinoprilhydrochlorohiazde combinaton who developjaundiceor
markedelevationsof hepaticenzymeshould discontnuelisinopril/hydrochlorothiazidecombinationand
receiveappropiatemedicalfollow up.
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*x A symptomcomplexhasbeenreporedwhich may includeoneor moreof thefollowing: fever, vasallitis,
myadgia, arthrabia/arthritis, a posiive aninuclearantibodies (ANA), elevaiedredbloodcell sadimenttion rate
(ESR),eosinopHhia andleucocytosisrash,photosensitiity or othe dermdological manifestationsnayoccur.

Hydrochlor othiazide (frequencesunknown):

I nfections and infestations Sialadenitis.

Blood and lymphatic system Leukopenianeutropenia/agranulocytss

disorders thrombocybpeniaaplasticanaemia,
haemolyticaraema, bonemarrowdepressin.

M etabolism and nutrition Anorexia,hyperglycaena, glycosura,

disorders hyperuricaemiaglectolyte imbalance

(includinghyponatraemiandhypokalaemig
increasesn choleserol andtriglycerides,gout

Psychiatric disorders Restkessnesgjepressin, sleepdisturbance

Nervous system disorders Lossof appette, parasthesialight
headednes

Eyedisorders Xanthopsiatransientlurredvision.

Ear and labyrinth disorders Vertigo.

Cardiac disorders Posturalhypotensior

Vascular disorders Necrotsingangitis (vasauliti s, cutaneus
vasclitis).

Respiratory, thoracic and Respiratorydistress(includingpneunonitis

mediastinal disorders and pulmonaryoedema

Gastrointestinal disorders Gastic irritation, diarrhoeaconstipaion,
pancreatitis

Hepatobiliary disorders Jaurdice (intrahepat cholesatic jaundice).

Skin and subcutaneoustissue | Photo®nsitvity reactons rash, cutaneous

disorders lupuserythenatosuslike reactions,

reactivationof cutaneousupuserythematosus,
urticaria,anaphylacticeactionstoxic
epidemal necrolyss.

Musculo-skeletal, connective Musclespasmmuscleweakness
tissue and bone disorders

Renal and urinary disorders Renal dysfuncton, interstitialnephritits
General disorders Fever,weaknes:

4.9 Overdose

Limited dataareavailablefor overdog in humans.Sympbmsassocated with overdosageof ACE inhibitors may
includehypotenson, circulatoryshock,electrolyte disturbances,renalfailure, hypeventilation,tachycardia,
palpitations,bradycardiadizzinessanxieyy andcough.

Therecommendetreatmenbf overdog is intravenousinfusion of normalsdine solution.If hypotensionoccursthe
patientshould beplacedin the supne pasition. If avalable, treament with angiotensinll infusionand/orintravenous
catecholaminesnayalsobe consdered.If ingestionis recent, takemeaures aimedat eliminaing lisinopril (e.g.
emesis,gastriclavage administratiorof absorbent@ndsodiumsulphde). Lisinopril mayberemovedrom thegeneal
circulationby haemodialys (seesectiond.4). Pacemakertherapyis indicaiedfor therapyresstantbradycardia.Vital
signs,serumelectolytesandcreatinineconcetrationsshouldbe monitored frequently.
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Additional sympomsof hydrochbrothiazde overdoseareincreaed diuresis,depessionof constousnesgincl. coma),
convulsions,paresiscardiacarhythmiasand renalfailure.

Bradycadia or extensivevagalreactionsshouldbe treated by adminsteringatropine.

If digitalis hasalsobeenadministeredhypokdaenia may accentuae cardiec arrhythmias.
5PHARMACOLOGICAL PROPERTIES
5.1 Phar macodynamic properties

ATC Code:C09BAO03.
ACE-inhibitor anddiuretic

Zesboreticis afixeddose combinationproductcontining lisinopril, aninhibitor of angiotensirconvertingenzyme
(ACE) ard hydrochlorohiazide,athiazidediuretic. Both componerg have complementarynodesof actionandexert
an additive antihypertenise effect.

Lisinopril

Lisinopril is a peptidyldipeptidag inhibitor. It inhibits the angiotensinconvertingenzyme(ACE) thatcatalyseshe
conversionof angiotens | to thevasconstri¢or peptde,angioensinll. Angiotensinll alsostimulatesaldosterone
secretionby theadrenalcortex. Inhibition of ACE resultsin decreasd cone@ntrdaionsof angioensinll which resultsin
decreased/asopressoactivity andreducedaldosteonesecreton. Thelatter decreasemayresultin anincreasen
serum potassiim congentration.

While the mechanisnthroughwhich lisinopril lowersblood pressures believed to be primarily suppressiomwnf the
renn-angiotensiraldosteroneystem/isinopril is antinypatensiveevenin patientswith low-reninhypetension. ACE
isidenticalto kininasell, anenzymethatdegrales bradykinin. Whetherincreasedevelsof bradykinin, a potent
vasodilaory peptide play arole in thetherapeut effectsof lisinopri remainsto be elucidated.

Hydrochlor othiazide

Hydrochlorothiazileis adiureticandananihypertensiveagent. It affeds the distalrenaltubularmechaism of
electrolytereabsorptiorandincreasegxcrdion of sodiumandchloridein approximatelyequivalenamounts.
Natriuresismaybeacompaniedoy somelossof potassum andbicarbona¢. The mechanismof theantihypertensive
effect of thethiazidess unknown. Thiazdesdo notusudly affect normal blood pressure.

5.2 Phar macokinetic properties

Concomitantadministration of lisinopril andhydrolorothiazidehaslittle or no effecton the bioavailability of either
drug. Thecombhnationtabletis bioequivaéntto concomtantadministration of the sepaateentiies.

Lisinopril
Absorption
Following oral administrationof lisinopril, peak se'um conentratons occurwithin about7 hours, athowgh therewasa

trendto asmalldelayin time takento reachpeakserumconcentationsin acue myocardialinfarction patients. Based
on urinary recovery the meanextentof absorpton of lisinopril is approximatdy 25%with interpatientvanability of

6-60% overthedoserangestudied(5-80 mg). Theabsolue bioavailabilityis reducedapproximately 16%in patients
with heartfailure

Lisinopril absorpion is not affectedby the presene of food.
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Distribution

Lisinopril doesnotappeato be boundto seum proteinsothea thanto circulating angiotensirconvertingenzyme
(ACE).

Studiesin ratsindicatethatlisinopril crassegheblood-bran barrie poorly.
Elimination
Lisinopril doesnotundergometabolismandis excraedentirely unchangd into theurine.

On multiple dosig lisinopril hasan effecive half-life of accumuhbtion of 12.6hours The cleaianceof lisinopril in
healthy subgctsis approximatet 50 ml/min. Dedining seeum concentraions exhibit a prolongedterminalphase,
which doesnot contiibuteto drugaccumuléion. Thisterminalphaseprobablyrepresergsaturdle bindingto ACE and
isnat proportionalto do<.

Hepatic impair ment

Impairmentof hepaticfunctionin cirrhatic patients resultedin adecrasein lisinopri ab®rption (about30%as
determinedby urinaryrecovery)butanincreasan exposure(@pproximaely 50%)comparedo heathy subjectsdueto
decreasedtlearance

Renal impair ment
Impairedrenalfunctiondecreasselimination of lisinopril, which is excréedvia the kidneys,but this decreasebecome
clinically importantonly whenthe glomerula filtration rate is below 30 ml/min.

Tablel Phar macokinetic parameter s of lisinopril to different gr oups of
renal patients after administration of a multiple 5 mg dose

Renal n Cmax Tmax AUC t1/2
Function (ng/ml) (hr) (0-24 hryg) (hr)

M easur ed by (ng/hr/ml)

creatinine

clearance

>80 ml/min 6 40.2 6 492+/-172 6.0+/-1.1
30-80ml/min | 6 36.6 8 555+£364 11.8++1.9
5-30ml/min | © 106.7 8 2228+-938 19.5+/-5.2

With a creatinineclearancef 30-80ml/min,meanAUC wasincreasedby 13%only, while a4-5 fold increasen mean
AUC wasobservedvith creatinineclearanceof 5-30ml/min.

Lisinopril canberemovedby dialysis. During 4 hoursof haanodialysis, plasmadisinopiil concentrationsdeceasedn
averageby 60%, with adialysisclearane betweern40 and 55 ml/min.

Heart failure

Patientswith heartfailure havea greaterexposureof lisinopril when compaedto healthysubjectganincreasan AUC
on averageof 125%) but basedontheurinaryrecovey of lisinopril, thereis reducedabsorptiorof approximatef 16%
comparedo healhy subjects.

Elderly
Older patientshavehigherbloodlevelsandhighe values for the areaunderthe plasmaconcentraon time curve
(increaseapproximately60%) comparedvith youngersubpecs.
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Hydrochlorothiazide
Whenplasmalevels havebeenfollowedfor atleast 24 hours,the plasmahalf-life hasbeenobsevedto vary between
5.6 and14.8 hours.

At leas 61%of thedoseis eliminaiedundangedwithin 24 hours. After oral hydrochlorothiazideliuresisbegins
within 2 hours,peaksin about4 hoursard lasts6 to 12 hours.

Hydrochlorothiazile crossegshe placentabut notthe blood-brainbarier.

5.3 Preclinical safety data

Lisinopril andhydrochlorothiaziderebothdrugson which extensiveclinicd experiencenasbeen obtaned,both
separatelyandin combination.All relevantinforméion for the prescribe is provided elsevhere in the Summaryof
Product Characeristics

6 PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Calciumhydrogenphoghat dihydrate
Magnesiunstearas

Maizestach

Mannitol

Pregelatinisednaize starch

Rediron oxide

Yellow iron oxide

6.2 Incompatibilities
Not applicabl
6.3 Shelf life

Theshelflife expiry datefor this productshdl bethe dateshownon the Blisterandouterpackageof the productonthe
marketin the countryof origin.

6.4 Special precautionsfor storage

Do not stae above30°C.

Keeptheblisterin the cartonto protectfrom light.
6.5 Nature and contents of container

14 tablets/bliste, 2 blistersperbox.

Packsize: 28tablets.

6.6 Special precautionsfor disposal of a used medicinal product or waste materialsderived from
such medicinal product and other handling of the product

No specialrequirement
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