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Summary of Product Characteristics

1NAME OF THE MEDICINAL PRODUCT
Istin 10mgTablets
2 QUALITATIVE AND QUANTITATIVE COMPOSITION

Ead tabletcontans Amlodipine besilateequivalat to 10mg Amlodipine

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

Product imported from Italy and United Kingdom
Plain white, emeraldshapedabletswith theimprints“ AML -10" on onesideand” Pfizer’ logo ontheother.

4 CLINICAL PARTICULARS
4.1 Therapeutic I ndications
Hypertension

Chronicstabk anginapectors

Vasospasti¢Prinzmeal' s) angina
4.2 Posology and method of administration

Posdogy

Adults

For bothhypertenson andanginathe usualinitial doseis 5 mg Istin oncedaily which may beincreased to a maximum
doseof 10 mg dependingon theindividual paientsresponse.

In hypertensivepatents Istin hasbeenused in combinaion with athiazide diuretic,alphablocker,betablocker, or an
angiotensinconvertingenzymeinhibitor. For angina,lstin may be usedas monaherapyor in combindion with other
antianginalmedicinal productsin paients with anginathatis refractory to nitratesand/orto adequat@loses of beta
blockers.

No dose adjustrrentof Istin is requiredupon conamitantadministration of thiazidediuretics,betablockers,and
angiotensinconvertingenzymeinhibitors.

Special populations

Eldedy
Istin usedat similar dosedn elderlyor younge paientsis equally well toleraed.Normal dosageaegimensare
recanmendedn theelderly, butincreasef the dosageshouldtake placewith care (see sectionst.4and5.2).

Hepaticimpairment

Dosageecommendatinshavenot beenestabished in paients with mild to modeatehepaticimpaiment;therefore
doseselecion shouldbe cautiousandshouldstartat thelower endof thedosing range(seesections4.4and5.2). The
pharmacoknetics of amodipine havenot beenstudiedin sevee hepdic imparment. Amlodipineshouldbeinitiated at
thelowestdoseandtitratedslowly in patientswith severehepatic imparment.
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Renalimpairment
Changesn amlodipineplasmaconcentrathnsarenot corrdated with degre of renalimpairment,thereforethenormal
dosageds recomnended Amlodipineis notdialysabeé.

Paedatric population

Childrenandadolescatswith hypertensiorirom 6 yearsto 17 yeas of age

Therecommendedntihypertenise oral dosein paedidric paientsagess-17 yeasis 2.5mg oncedaily asa stating
dose,up-titratedto 5 mg oncedaily if bloodpressureyod is notadieved after 4 weeks.Dosesin excesof 5 mgdaily
have not beenstudiedin paediatic patiens (seesectons5.1and5.2).

Dosesof amlodipine 2.5 mg arenot possible with this medicinal product
Childrenunder6 yearsold
No dataare available.

Methodof adminstration
Tabletfor oraladminstration.
Hard capsulefor oraladministration.

4.3 Contraindications

Amlodipineis contraindicatedhn patientswith:

hypersensitivy to dihydropyridinederivatves,amlodipine or to any of the excipients.
severehypotension.

shock(including cardiogenicshock).

obstructionof the outflow tractof theleft ventride (e.g., high gradeaortic stenosis)
haemodynamicdy unstableheartfailure after acute myocardid infarction.

4.4 Special warnings and precautions for use
Thesafetyandefficacy of amlodipinein hypatensivecrisis has not beenestablished.

Patientswith cardiacfailure

Patientswith heartfailure shouldbetreatel with caution. In along-term, placebocontmwlled studyin patientswith
severeheartfailure (NYHA 11l andlV), thereporteal incidenceof pulmonaryoedenawashigherin theamlodpine
treadedgroupthanin the placebogroup(see section 5.1).

Calciumchanneblockers includingamodipine,shouldbe usedwith cauton in patientswith congestie heartfailure,
astheymayincreaseherisk of future cardiovasailar eventsandmortality.

Usein patientswith impairedhepaticfunction

Thehalf life of amlodipineis prolongedandAUC valuesarehighe in paients with impairedliver function;dosage
recanmendatnshavenot beenestablishedAmlodipine shouldtherdore beinitiatedat thelower endof the dosing
range andcautionshoutl be used bothoninitial treamentandwhen increasingthe dose.Slow do<e titration and
carefulmonitoring may berequiredin patientswith severenepatic impairment.

Usein elderly paients
In theelderlyincrea® of the dosageshouldtake place with care(seesedions4.2and5.2).

Usein renalfailure
Amlodipinemaybeusedin suchpatientsatnormd dosesChangesin amlodipine plasmaconcentrationsarenot
correlatedwith degreeof renalimpairment Amlodipineis not dialysabeé.
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4.5 Interaction with other medicinal productsand other forms of interaction

Effectsof othermedicinalproductson amlodipine

CYP3A4inhibitors: Concomitanuseof amlodipinewith strongor moderae CYP3A4 inhibitors (proteasenhibitors,
azoleantifungalk, maaolideslike erythromycn or clarithromychn, verapanil or diltiazem) maygive riseto significant
increas in amlodipine exposue. Theclinical translaton of thesePK variaions maybe morepronouncedn theeldety.
Clinical monitoring anddoseadjustmentnay thusberequired.

CYP3A4inducersThereis no dataavaileble regardng the effect of CYP3A4inducerson amlodipine.The
concamitantuseof CYP3A4 inducers(e.g.,rifampicin, hypericumperforaim) may give alower plasmaconcentration
of amlodipine. Amlodipine shouldbe usel with cautiontogetierwith CYP3A4inducers.

Administraton of amlodipinewith grapefuit or grapefrut juice is notrecommendedasbioavailablity maybe
increasdin sone patiens resultingin increaseal blood pressuréowering effects.

Dantrolenginfusion):In animals lethalventicularfibrillationand cardiovasalar collapseare obsrvedin association
with hyperkaémiaafteradministraton of verapani andintravenousdantrolene.Dueto risk of hyperkalenia, it is
recanmendedhatthe co-administation of cacium channeblocke's suchasamlodipinebe avoidel in patients
susceptibleto malignanthyperthermiaandin the managenentof malignanthyperthemia.

Effectsof amlodipineon othermedicinalproduds

Theblood pressurdowering effectsof amlodpine addsto the blood pressurdowering effectsof othermedicinal
productswith antihyperensivepropeties.

In clinical interadion studies amlodipire did not affect the pharmaokindics of atorvastdin, digoxin, warfarin or
cyclosporin.

Simvastatin:Co-admnistrationof multiple dosesof 10 mg of amlodpine with 80 mg simvastatirresultedn a77%
increag in exposurdo simvagatin compaedto simvastatin alone.Limit the dose of simvastatirnto 20 mgdaily in
patientson amlodpine.

4.6 Fertility, pregnancy and lactation

Pregnancy

The safetyof amlodipinein humanpreghancyhasnot been establshel.

In animal studiesyeproductivetoxicity wasobserve at high doseqseesedion 5.3).

Usein pregnancys only recommende@vhenthereis no sder alternaitve and whenthe diseasetsdf cariesgreaer risk
for themotherandfoetus.

Breastfeeding

It is notknownwhetheramlodpineis exaeted in breastmilk. A decisiononwhetherto continue/dscontinuebreast
feedng or to coninue/discontinugherapywith amodipine shoutl be madetaking into accounthebenett of breast
feedng to the child andthe benefitof amlodpinetheray to the mother.

Fertility

Reversiblebiochemichchangesn the headof spe@mabzoahavebeenreportedin somepatientsreatedoy calcium
chanrel blockers.Clinical dataareinsufficient regarding the potential effect of amlodipineon fertility. In onerat study,
advers effectswerefound on malefertility (seesecton 5.3).

4.7 Effects on ability to drive and use machines

Amlodipinecanhawe minor or moderatanfluence on theability to drive andusemachineslif patientstaking
amlodipinesufferfrom dizzinessheadachgfatigueor nausedhe ability to reactmaybeimpaired. Cautionis
recanmendedespeciallyat the startof treament.
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4.8 Undesir able effects

Summaryof the safetyprofile
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Themostcommonly reportedadverseeactionsduringtreatment aresommolence dizzinessheadachepalpitations,
flushing,abdominabpain, nauseaankleswdli ng, oedemaandfatigue.

Tabulatedi st of adverseaeactbns

Thefollowing adverseaeactionshavebeen observedind reportedduring treamentwith amlodipinewith thefollowing
frequenciesVery comnon (>1/10); common(>1/100 to <1/10);uncommon(>1/1,000to <1/100); rare(>1/10,000to

<1/1,000);veryrare(<1/10,000).

Within eachfrequencygrouping,advesereactionsarepresatedin orderof deceasingsaiousness.

disorders

System Organ Class Frequency Undesir able effects
Blood and the lymphatic Very Rae Leukacytopenia,
system disorders thrombocytopera
Immune system disorder s Very Rae Allergicreactons
M etabolism and nutrition Very Rae Hyperglycaema
disorders
Psychiatric disorders Uncommon Insamnia,moodchange:
(includinganxiety), depres®n
Rare Confusion
Nervous system disorders Common Somnolerce,dizziness
headachdespecidl atthe
beginningof thetreatment
Uncommon Tremor, dysgeusa, syncope
hypoeghesa, paresthesi
Very Rae Hypertonia,periphera
neuropathy
Eyedisorders Uncommon Visualdisturbancdincluding
diplopia)
Ear and labyrinth disorders Uncommon Tinnitus
Cardiac disorders Common Palpitations
Very Rae Myocardialinfarction,
arrhythmia(including
bradycadia, ventricdar
tachyaardiaandatrial
fibrillation)
Vascular disorders Common Flushing
Uncommon Hypotenson
Very Rae Vasculitis
Respiratory, thoracic and Uncommon Dyspnoearhinitis
medicinal disorders Very Rae Cough
Gastrointestinal disorders Common Abdominalpain, nawsea
Uncommon Vomiting, dyspepsa, altered
bowel habits(including
diarroheaandconstpation),dry
mouth
Very Rae Parcreatitis,gastrits, gingival
hypeplasie
Hepato-biliary disorders Very Rae Hepatitis, jaundice hepatic
enzymesincreased’
Skin and subcutaneoustissue | Uncommon Alopeda, purpura skin

discolouraton, hyperhydrosis,
pruritus, rash,exanthema
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Very Rae Angioedemagrythena
multiforme, urticaria,
exfoliative dermatitis, Stevens
JohnsonsyndromeQuincke

oedeme
Veryrare Photosensiirity
Musculoskeletal, connective Common Ankle swelling
tissue and bone disorders Uncommon Arthrdgia, myalgia,muscle
cramps,backpain
Renal and urinary disorders | Uncommon Micturition disorder,nocturia,

increagdurinaryfrequency

Reproductive system and Uncommon Impotence, gynecomastia

breast disorders

General disordersand Common Oedema,fatigue

administration site conditions | Uncommon Chestpain,asthena, pain,
malaise

I nvestigations Uncommon Weightincreaseyeight
decrease

*mogly consistentwith cholestatis

Exceptionakase®f extrapyramidasyndromehavebeenrepored.
4.9 Overdose

In humansexperiencavith intentionaloverdosas limited

Symptoms:

Availabledata suggesthatgross overdosagecould resultin excessiveperipheralvasodilationandpossiblyreflex
tachycardia.Markedandprobablyprolongedsystenic hypotensiorup to and including shockwith fataloutcomehave
beenreported.

Treatment:
Clinically significant hypotengn dueto Istin overdosageals for active cardiovasculasuppot including monitoring
of cardiacandrespiratoryfunction, elevaton of extremiti es,and attention to circulatingfluid volume and urine output.

A vasoconstator agentmay be helpful in restoringvasaular toneandblood presure, providedthatthereis no contra-
indicationto its use.Intravenousalciumgluconae may be benédicial in reversinghe effectsof calciumchannel
blockade.

Gastiic lavagemay beworthwhile in somecasesin hedthy volunteersthe useof charcoalupto 2 hoursatfter
administrationof amlodpine 10 mg hasbeenshownto reducethe absorptiorrateof amlodipine.

Sinceamlodipineis highly proteinrbound,dialysisis unlikely to be of bendit.

5SPHARMACOLOGICAL PROPERTIES

5.1 Phar macodynamic properties

Pharmacotherapeutigroup:Calciumchannelblockers,sekcive calcdum channelblockas with mainly vascular
effects. ATC Code:CO8CAOL1.

Amlodipineis a calciumion influx inhibitor of the dihydropyridne group(slow channelblockeror calciumion
antagonist)andinhibits thetransmembranmflux of caldum ionsinto cardacandvascularsmoothmuscle.
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Themechanisnof theanthypertensie adion of amodipineis dueto adired relaxanteffed on vascularsmooth
muscle.The precisemecharsm by which amlodipinerelievesangnahasnot beenfully detemined butamlodipine
reducestotal ischaemidurdenby thefollowing two adions:

1) Amlodipine dilatesperipheralarteriolesandthus,reduceghetotd peripheal resistace(afterload)againswhichthe
heartworks. Sincethe heartrateremainssteble, this unloadingof the heartreducesnyocardialenergyconsumption
and oxygenrequirements.

2) Themechanisnof actionof amlodipinealsoprobaly involvesdilatation of the maincoronay arteiesandcoronay
arterioles, bothin nomal andischaenic regions.This dilatation increasesnyocardialoxygendelivery in patientswith
coronaryartery spasn (Prinziretals or variantangina).

In patientswith hypertensionpncedaily dosingprovidesclinically significant reductionsof blood pressuren boththe
supine andstandingpositionsthroughouthe 24 hourintervd. Dueto the slow onsetof action,acutehypotengon is not
afeatureof amlodipineadministraton.

In patientswith angina oncedaily adminstration of amodipineincreasedotd exerciseime, timeto anginaonset,and
timeto ImmST segnentdepres®n, anddecreaes both anginaattack frequency andglyceryl trinitrate talet
consumption.

Amlodipinehasnot beenassociatedvith anyadversametebolic effects or changesn plasmaipids andis suitablefor
usein pdientswith asthna, diabetesand gout.

Usein patientswith coronaryarterydisease(CAD)

Theeffedivenesf amlodipinein prevening clinical eventsin paientswith coronal artey diseae(CAD) hasbeen
evaluated in anindependent,multi-centerrandomizd,double blind, placebacontrolledstudy of 1997 patients;
Comparisorof Amlodipinevs. Enalaprilto Limit Occurrencesof ThrombosifCAMELOT). Of thesepatients 663
weretreatedwith amlodipine5-10 mg, 673 patiens weretreaedwith enalgril 10-20 mg, and655patientsweretreaed
with placebojn addtion to standardcareof statns,bea-blockers,diureics andaspiin, for 2 yeass. Thekey efficacy
resultsarepresentdin Tablel. Thereailtsindicae tha amlodipinetreament wasassociatdwith fewer
hosptalizaionsfor anginaandrevascularizaon procaluresin patientswith CAD.

Table 1. Incidence of significant clinical outcomesfor CAMELOT

Cardiovasculaeventrates Amlopidinevs. Placebo
No. (%)
Outcomes Amlopidine Placdo Enalgoril HazardRaio P Value
(95% ClI)

PrimaryEndpoint
Adversecardiovascudr 110(16.6) 151(23.1) 136(20.2) 0.69(0.54 .003

evens 0.8)

Individual Componerd

Coronaryrevascularizatin 78 (11.8) 103(15.7) 95(14.1) 0.73(0.54 .03
0.9)

Hospitalizationfor angina 51 (7.7) 84(12.8) 86(12.8) 0.58(0.41- .002
0.82)

Nonfatal Ml 14 (2.1) 19(2.9) 11 (1.6) 0.73(0.37- 37
1.46)

Strcke or TIA 6 (0.9) 12(1.8) 8(1.2) 0.50(0.19 15
1.3)

Camdiovasculadeath 5(0.8) 2(0.3) 5(0.7) 2.46(0.48 27
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12.7)
Hospitalizationfor CHF 3 (0.5) 5(0.8) 4(0.6) 0.59(0.14 46
2.47)
Resuscitad cardiacarrest O 4(0.6) 1(0.1) NA .04
New-onsetperipheral 5(0.8) 2(0.3) 8(1.2) 2.6(0.5013.4) .24

vasculadisease

Abbrevigions: CHF, congestivéheartfailure; Cl, confidencentervd; MI, myocadial infarction; TIA, transient
ischemicattack.

Usein patientswith heartfailure

Haemodynant studies andexercisebasedcontrolled clinicaltrialsin NYHA ClasslI-1V heartfailure patientshave
shownthatlstin did notleadto clinical deerioraton asmeasuredby exercisetoleranceleft ventricularejectionfraction
and clinical sympbmatology.

A placéo contolled study(PRAISE) designedo evaluae pdientsin NYHA Classlll -1V heart failure receiving
digoxin, diuretics andACE inhibitorshas shownthat Istin did notlead to anincreas in risk of mortality or combined
mortality andmorbidity with heartfailure.

In afollow-up, long term, placebacontrolled study (PRAISE2) of Istin in paientswith NYHA [l andIV heartfailure
withoutclinical symptomsor objectivefindingssuggestiver undelying ischaemicdiseasepn stabledosesof ACE
inhibitors, digitalis, anddiuretics Istin had no effecton total cardiovascula mortality. In this samepopulationistin was
asscciatedwith increagdreportsof pulmonaryoedena.

Treatment to prevent heart attack trial (ALLHAT)

A randomizeddoubleblind morbidity-mortdity studycalledthe Antihyperteasive andLipid-Lowering Treatmento
PreventHeartAttack Trial (ALLHAT) wasperformeal to compae newerdrugthergies:amlodipine2.510 mg/d
(calkcium channelblocker)or lisinopril 10-40 mg/d (ACE-inhibitor) asfirst-linetherapiedo thatof thethiazidediuretic.
chlorthalidonel2.525 mg/din mild to moderateéhyperteasion”

A total of 33,357hypertens/e patientsaged55 or olderwererandomizdandfollowed for ameanof 4.9yeass. The
patientshad atleastoneadditionalCHD risk factor,including: previousmyocardialinfarction or stroke (> 6 months
prior to enroliment)or documentatiomf otheratheroscleotic CVD (overal 51.5%), type 2 diabeteg36.1%) HDL-C <
35 mg/dL (11.6%),left ventricularhypertophydiagnosel by eledrocadiogramor echocadiography(20.9%), current
cigarettesmoking (21.9%).

The primaryendpointwasa compositeof fatd CHD or nonfatal myocardid infarction. Therewas no significant
differencein the primary endpointoetweenamlodipine-basedherapyandchlorthalidonebasedherapy:RR 0.9895%
Cl (0.901.07) p=0.65.Among secondargendponts,theincidenc of heartfailure (componenbf a composie
combinedcardiovasculaendpoint)wassignificantly higherin the amlodipinegroupascompaedto the chlorthaldone
group(102%vs.7.7%,RR 1.38,95%CIl [1.25-1.52] p<0.001) However therewasno significant differencein all-
causemortality betweeramlodipinebasedherapyand chlorthdidone-basedherapy.RR 0.9695%ClI [0.89-1.02]
p=0.20.

Usein children (aged 6 years and older)

In a study involving 268 childrenaged6-17 yearswith predominanty secondey hypertensiongonpaisonof a2.5mg
dose,and5.0 mg doseof amlodiphewith placebo,showedhatbothdoseseducedSydolic Blood Pressue
significantly morethanplacebo Thedifferencebeweenthetwo dose wasnot statisticallysignificant.

Thelong-termeffectsof amlodipineon growth, pubety andgeneal developnenthavenot beenstudied.Thelong-term
efficacy of amlodipine ontherapyin childhoodto reducecardiovaaular morbidity andmortality in adulthoodhavealsc
not beenestblishec
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5.2 Phar macokinetic properties

Absorption distribution,plagnaproteinbinding: After oral adninistraion of therapeutiaoses, amlodipineis well
absobedwith peakbloodlevelsbetveen6 — 12 hourspostdose Absolutebioavailability has beenegimatedto be
between64 and80%. Thevolumeof distributionis approximatdy 21 1/kg. In vitro studeshaveshown that
approximately97.5%of circulatingamlodpineis boundto plasmaprotens.

Thebioavailability of amlodipineis not affected by food intake.

Biotransformation/elimination

Theterminalplasmaeliminationhalf life is about35-50 hoursand is consistentvith oncedaily dosing.Amlodipineis
extersively metabolisal by theliver to inacive metaboltes with 10% of the parentcompoundand60% of metabolite
excretedin theurine.

Use in hepatic impairment

Very limitedclinical dataareavalable regading amlodipineadministration in patientswith hepaticimpairment.
Patientswith hepatc insufficiencyhavedecreagdclearane of anmlodipineresultingin alongerhalf-life andan
increas in AUC of approximately40-60%.

Usein elderly

Thetimeto reachpeakplasmaconcentrdonsof amlodipineis similar in eldaly andyoungersubgcts.Amlodipine
clearanetendsto be decreasdwith reaulting increases in AUC andelimination half-life in elderly patients.Increases
in AUC and eliminationhalf-life in patientswith congestre heartfailurewereasexpededfor the patientagegroup
studied.

Usein children

A populationPK studyhasbeenconductedn 74 hyperensivechildrenagedfrom 1 monthto 17 years(with 34 patient:
aged6 to 12 yeass and28 patientsaged13to 17 years)recaving amodipine betweerl.25and20 mg giveneitheronce
or twice daily. In children6 to 12 yearsandin adokscerd 13-17 yeas of agethe typical oral clearancéCL/F) was
22.5and27.4L/hr respectrely in malesand 16.4and21.3L/hr respedt/ely in females.Largevariability in exposue
betweenindividualswasobserved.Datareportedn childrenbelow6 yeasis limited.

5.3 Preclinical safety data
Reproductve toxicology

Reproductve studiesin ratsandmice have shown delayed date of delivery, prolongeddurationof labouranddecreaed
pup survivalat dosags approximatelys0 times greaer thanthe maximum recommendedalosagdor humansbasedn
mg/kg.

Impairmentbof fertility

Therewasno effecton thefertility of ratstreagedwith amlodipine (mdesfor 64 days and femaks14 daysprior to
mating) at dosesup to 10 mg/kg/day(8 times* the maximum reconmende& humandoseof 10 mgonamg/m2bass).
In anotherrat study in which maleratsweretreatedwith amlodipine besilate for 30 days ata dosecomparakbe with the
humandosebasedn mg/kg, decreaseg@lasmafollicle-stimulaing hormoneandtestosterongere foundaswell as
decreasesn spermdensty andin thenumberof maure spermatls andSertol cells.

Carcinogenes, mutagenesis

Ratsandmicetreatedwith amlodipinein thediet for two years,at conentraions calculatedo providedaily dosaye
levelsof 0.5,1.25,and2.5 mg/kg/dayshowedno evidenceof carcinogaicity. The highestdose(for mice,similarto,
and for ratstwice* the maximumrecommende clini cal doseof 10 mg on amg/m2basis)wascloseto the maximum
tolerateddosefor mice but notfor rats.

Mutagenicitystudiesrevealedho drugrelatedeffects at either the gene or chromosomdevels.
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*Basedon patientweightof 50 kg
6 PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Microcrystaline cellulose
Dibasiccalciumphogphateanhydrous
Sodiumstarchglycollate
Magnesiunstearas

6.2 Incompatibilities

Not applicabl

6.3 Shelf life

Theshelflife expiry dateof this productshal bethedateshownon theblisterstripsandoutercartonof the producton
themariketin the countryof origin.

6.4 Special precautionsfor storage

Do not stare above25'C

6.5 Nature and contents of container

Opaqueblistersin anoverlabeledoutercontainercontaning 14 and28 tablets.

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

Any unusedoroductor wase materialshould bedisposé of in acmrdancewith localrequirements.
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