
Summary of Product Characteristics

1 NAME OF THE MEDICINAL PRODUCT

Istin10mgTablets

2 QUALITATIVE AND QUANTITATIVE COMPOSITION

Each tabletcontainsAmlodipinebesilateequivalent to 10mg Amlodipine

For a full li st of excipients,seesection6.1

3 PHARMACEUTICAL FORM

Tablets

Product imported from Italy and United Kingdom
Plainwhite,emeraldshapedtabletswith theimprints“AML -10” ononesideand“Pfizer” logoon theother.

4 CLINICAL PARTICULARS

4.1 Therapeutic Indications

Hypertension

Chronicstableanginapectoris

Vasospastic(Prinzmetal’s)angina

4.2 Posology and method of administration

Posology
Adults
For bothhypertensionandanginatheusualinitial doseis 5 mg Istin oncedaily whichmaybeincreased to a maximum
doseof 10mgdependingon theindividualpatient's response.

In hypertensivepatients, Istin hasbeenused in combination with a thiazidediuretic,alphablocker,betablocker, or an
angiotensinconvertingenzymeinhibitor. Forangina,Istin maybeusedas monotherapyor in combination with other
antianginalmedicinalproductsin patients with anginathatis refractory to nitratesand/orto adequatedoses of beta
blockers.

No doseadjustmentof Istin is requireduponconcomitantadministration of thiazidediuretics,betablockers,and
angiotensin-convertingenzymeinhibitors.

Special populations

Elderly
Istinusedat similar dosesin elderlyor younger patientsis equally well tolerated.Normal dosageregimensare
recommendedin theelderly,but increaseof thedosageshouldtakeplacewith care (seesections4.4and5.2).

Hepaticimpairment
Dosagerecommendationshavenot beenestablished in patients with mild to moderatehepaticimpairment;therefore
doseselection shouldbecautiousandshouldstartat thelower endof thedosing range(seesections4.4and5.2).The
pharmacokineticsof amlodipinehavenot beenstudiedin severehepatic impairment.Amlodipineshouldbeinitiatedat
thelowestdoseandtitratedslowly in patientswith severehepatic impairment.
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Renalimpairment
Changesin amlodipineplasmaconcentrationsarenot correlated with degree of renalimpairment,thereforethenormal
dosageis recommended.Amlodipineis not dialysable.

Paediatric population
Childrenandadolescentswith hypertensionfrom 6 yearsto 17years of age
Therecommendedantihypertensive oral dosein paediatric patientsages6-17years is 2.5mgoncedaily asa starting
dose,up-titratedto 5 mg oncedaily if bloodpressuregoal is not achieved after 4 weeks.Dosesin excessof 5 mgdaily
have not beenstudiedin paediatric patients (seesections5.1and5.2).

Dosesof amlodipine2.5mgarenot possiblewith this medicinal product.
Childrenunder6 yearsold
No dataare available.

Methodof administration
Tabletfor oraladministration.
Hardcapsulefor oral administration.

4.3 Contraindications

Amlodipineis contraindicatedin patientswith:

hypersensitivity to dihydropyridinederivatives,amlodipineor to any of theexcipients.
severehypotension.
shock(includingcardiogenicshock).
obstructionof theoutflow tractof theleft ventricle (e.g.,highgradeaortic stenosis).
haemodynamically unstableheartfailureafter acutemyocardial infarction.

4.4 Special warnings and precautions for use

Thesafetyandefficacyof amlodipinein hypertensivecrisis has not beenestablished.

Patientswith cardiacfailure
Patientswith heartfailureshouldbetreated with caution. In a long-term, placebocontrolledstudyin patientswith
severeheartfailure (NYHA III andIV), thereported incidenceof pulmonaryoedema washigherin theamlodipine
treatedgroupthanin theplacebogroup(seesection5.1).
Calciumchannelblockers, includingamlodipine,shouldbeusedwith caution in patientswith congestive heartfailure,
as theymayincreasetherisk of futurecardiovasculareventsandmortality.

Usein patientswith impairedhepaticfunction
Thehalf life of amlodipineis prolongedandAUC valuesarehigher in patients with impairedliver function;dosage
recommendationshavenot beenestablished.Amlodipineshouldthereforebeinitiatedat thelowerendof thedosing
rangeandcautionshould beused,bothon initial treatmentandwhen increasingthedose.Slowdose titrationand
carefulmonitoringmayberequiredin patientswith severehepatic impairment.

Usein elderly patients
In theelderlyincreaseof thedosageshouldtake place with care(seesections4.2and5.2).

Usein renalfailure
Amlodipinemaybeusedin suchpatientsatnormal doses.Changesin amlodipineplasmaconcentrationsarenot
correlatedwith degreeof renalimpairment. Amlodipineis not dialysable.
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4.5 Interaction with other medicinal products and other forms of interaction

Effectsof othermedicinalproductsonamlodipine
CYP3A4 inhibitors:Concomitantuseof amlodipinewith strongor moderateCYP3A4 inhibitors(proteaseinhibitors,
azoleantifungals,macrolideslike erythromycin or clarithromycin, verapamil or diltiazem)maygive riseto significant
increase in amlodipineexposure.Theclinical translation of thesePK variationsmaybemorepronouncedin theelderly.
Clinical monitoringanddoseadjustmentmay thusberequired.

CYP3A4 inducers:Thereis nodataavailable regarding theeffect of CYP3A4inducersonamlodipine.The
concomitantuseof CYP3A4 inducers(e.g.,rifampicin, hypericumperforatum)maygivea lowerplasmaconcentration
of amlodipine.Amlodipineshouldbeused with caution togetherwith CYP3A4inducers.
Administration of amlodipinewith grapefruit or grapefruit juice is not recommendedasbioavailability maybe
increasedin somepatients resultingin increased bloodpressurelowering effects.

Dantrolene(infusion):In animals, lethalventricularfibrillationandcardiovascularcollapseare observedin association
with hyperkalemiaafteradministrationof verapamil and intravenousdantrolene.Dueto risk of hyperkalemia, it is
recommendedthattheco-administrationof calcium channelblockers suchasamlodipinebeavoided in patients
susceptibleto malignanthyperthermiaandin themanagementof malignanthyperthermia.
Effectsof amlodipineonothermedicinalproducts

Thebloodpressureloweringeffectsof amlodipineaddsto thebloodpressure-lowering effectsof othermedicinal
productswith antihypertensiveproperties.

In clinical interaction studies,amlodipinedid not affect thepharmacokinetics of atorvastatin, digoxin,warfarin or
cyclosporin.

Simvastatin:Co-administrationof multiple dosesof 10mg of amlodipinewith 80mgsimvastatinresultedin a77%
increase in exposureto simvastatincomparedto simvastatinalone.Limit thedose of simvastatinto 20mgdaily in
patientson amlodipine.

4.6 Fertility, pregnancy and lactation

Pregnancy
Thesafetyof amlodipinein humanpregnancyhasnot been established.
In animalstudies,reproductivetoxicity wasobserved at highdoses(seesection 5.3).
Usein pregnancyis only recommendedwhenthereis nosafer alternative andwhenthediseaseitself carriesgreater risk
for themotherandfoetus.

Breast-feeding
It is notknownwhetheramlodipineis excreted in breastmilk. A decisiononwhetherto continue/discontinuebreast-
feeding or to continue/discontinuetherapywith amlodipineshould bemadetaking into accountthebenefit of breast-
feeding to thechild andthebenefitof amlodipinetherapy to themother.

Fertility
Reversiblebiochemical changesin theheadof spermatozoahavebeenreportedin somepatientstreatedby calcium
channel blockers.Clinical dataareinsufficient regarding thepotential effect of amlodipineon fertility. In oneratstudy,
adverseeffectswerefoundonmalefertility (seesection 5.3).

4.7 Effects on ability to drive and use machines

Amlodipinecanhaveminoror moderateinfluenceon theability to drive andusemachines.If patientstaking
amlodipinesufferfrom dizziness, headache, fatigueor nauseatheability to reactmaybeimpaired.Cautionis
recommendedespeciallyat thestartof treatment.
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4.8 Undesirable effects

Summaryof thesafetyprofile
Themostcommonly reportedadversereactionsduringtreatment aresomnolence,dizziness,headache,palpitations,
flushing,abdominalpain,nausea,ankleswelli ng,oedemaandfatigue.

Tabulatedlist of adversereactions
Thefollowing adversereactionshavebeen observedand reportedduring treatmentwith amlodipinewith thefollowing
frequencies:Very common(≥1/10); common(≥1/100 to <1/10);uncommon(≥1/1,000to ≤1/100); rare(≥1/10,000to
≤1/1,000);very rare(≤1/10,000).
Within eachfrequencygrouping,adversereactionsarepresentedin orderof decreasingseriousness.

System Organ Class Frequency Undesirable effects
Blood and the lymphatic
system disorders

VeryRare Leukocytopenia,
thrombocytopenia

Immune system disorders VeryRare Allergicreactions
Metabolism and nutrition
disorders

VeryRare Hyperglycaemia

Psychiatric disorders Uncommon Insomnia,moodchanges
(includinganxiety),depression

Rare Confusion
Nervous system disorders Common Somnolence,dizziness,

headache(especially at the
beginningof thetreatment)

Uncommon Tremor, dysgeusia,syncope,
hypoesthesia,paresthesia

VeryRare Hypertonia,peripheral
neuropathy

Eye disorders Uncommon Visualdisturbance(including
diplopia)

Ear and labyrinth disorders Uncommon Tinnitus
Cardiac disorders Common Palpitations

VeryRare Myocardialinfarction,
arrhythmia(including
bradycardia,ventricular
tachycardiaandatrial
fibrillation)

Vascular disorders Common Flushing
Uncommon Hypotension
VeryRare Vasculitis

Respiratory, thoracic and
medicinal disorders

Uncommon Dyspnoea, rhinitis
VeryRare Cough

Gastrointestinal disorders Common Abdominalpain, nausea
Uncommon Vomiting,dyspepsia,altered

bowelhabits(including
diarroheaandconstipation),dry
mouth

VeryRare Pancreatitis,gastritis,gingival
hypeplasia

Hepato-biliary disorders VeryRare Hepatitis, jaundice,hepatic
enzymesincreased*

Skin and subcutaneous tissue
disorders

Uncommon Alopecia, purpura, skin
discolouration,hyperhydrosis,
pruritus,rash,exanthema
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*mostly consistentwith cholestatis

Exceptionalcasesof extrapyramidalsyndromehavebeenreported.

4.9 Overdose

In humansexperiencewith intentionaloverdoseis limited

Symptoms:
Availabledatasuggestthatgross overdosagecould resultin excessiveperipheralvasodilationandpossiblyreflex
tachycardia.Markedandprobablyprolongedsystemic hypotensionup to and includingshockwith fataloutcomehave
beenreported.

Treatment:
Clinically significanthypotension dueto Istin overdosagecalls for activecardiovascularsupport includingmonitoring
of cardiacandrespiratoryfunction,elevationof extremities,andattention to circulatingfluid volumeandurineoutput.

A vasoconstrictoragentmaybehelpful in restoringvascular toneandbloodpressure,providedthatthereis nocontra-
indicationto its use.Intravenouscalciumgluconatemaybebeneficial in reversingtheeffectsof calciumchannel
blockade.

Gastric lavagemaybeworthwhile in somecases.In healthy volunteerstheuseof charcoalup to 2 hoursafter
administrationof amlodipine10mghasbeenshownto reducetheabsorptionrateof amlodipine.

Sinceamlodipineis highly protein-bound,dialysis is unlikely to beof benefit.

5 PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeuticgroup:Calciumchannelblockers,selective calcium channelblockers with mainlyvascular
effects.ATC Code:C08CA01.
Amlodipineis a calciumion influx inhibitor of thedihydropyridinegroup(slowchannelblockeror calciumion
antagonist)andinhibits thetransmembraneinflux of calcium ionsinto cardiacandvascularsmoothmuscle.

VeryRare Angioedema,erythema
multiforme, urticaria,
exfoliativedermatitis, Stevens-
Johnsonsyndrome,Quincke
oedema

Very rare Photosensitivity
Musculoskeletal, connective
tissue and bone disorders

Common Ankle swelling
Uncommon Arthralgia, myalgia,muscle

cramps,backpain
Renal and urinary disorders Uncommon Micturition disorder,nocturia,

increasedurinaryfrequency

Reproductive system and
breast disorders

Uncommon Impotence,gynecomastia

General disorders and
administration site conditions

Common Oedema,fatigue
Uncommon Chest pain,asthenia,pain,

malaise
Investigations Uncommon Weightincrease,weight

decrease
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Themechanismof theantihypertensive action of amlodipineis dueto adirect relaxanteffect onvascularsmooth
muscle.The precisemechanismby which amlodipinerelievesanginahasnotbeenfully determined butamlodipine
reducestotal ischaemicburdenby thefollowing two actions:

1) Amlodipine dilatesperipheralarteriolesandthus,reducesthetotal peripheral resistance(afterload)againstwhich the
heart works.Sincetheheartrateremainsstable, this unloadingof theheartreducesmyocardialenergyconsumption
and oxygenrequirements.

2) Themechanismof actionof amlodipinealsoprobably involvesdilatationof themaincoronary arteriesandcoronary
arterioles,bothin normal andischaemic regions.This dilatation increasesmyocardialoxygendelivery in patientswith
coronaryarteryspasm (Prinzmetal's or variantangina).

In patientswith hypertension,oncedaily dosingprovidesclinically significant reductionsof bloodpressurein boththe
supineandstandingpositionsthroughoutthe24hourinterval. Dueto theslow onsetof action,acutehypotension is not
a featureof amlodipineadministration.

In patientswith angina, oncedaily administrationof amlodipineincreasestotal exercisetime, time to anginaonset,and
time to 1mmSTsegmentdepression, anddecreases both anginaattack frequencyandglyceryl trinitratetablet
consumption.

Amlodipinehasnot beenassociatedwith anyadversemetabolic effects or changesin plasmalipids andis suitablefor
usein patientswith asthma,diabetes,and gout.

Usein patientswith coronaryarterydisease(CAD)
Theeffectivenessof amlodipinein preventing clinical eventsin patientswith coronary artery disease(CAD) hasbeen
evaluated in anindependent,multi-center,randomized,double- blind, placebo-controlledstudyof 1997patients;
Comparisonof Amlodipinevs.Enalaprilto Limit Occurrencesof Thrombosis(CAMELOT). Of thesepatients,663
weretreatedwith amlodipine5-10mg,673patients weretreatedwith enalapril 10-20 mg,and655patientsweretreated
with placebo,in addition to standardcareof statins,beta-blockers,diuretics andaspirin, for 2 years.Thekeyefficacy
resultsarepresentedin Table1. Theresults indicate that amlodipinetreatment wasassociatedwith fewer
hospitalizationsfor anginaandrevascularization proceduresin patientswith CAD.

Table 1. Incidence of significant clinical outcomes for CAMELOT

Cardiovasculareventrates,
No. (%)

Amlopidinevs. Placebo

Outcomes Amlopidine Placebo Enalapril HazardRatio
(95% CI)

P Value

PrimaryEndpoint

Adversecardiovascular
events

110(16.6) 151(23.1) 136(20.2) 0.69(0.54-
0.88)

.003

IndividualComponents

Coronaryrevascularization 78 (11.8) 103(15.7) 95 (14.1) 0.73(0.54-
0.98)

.03

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

.002

NonfatalMI 14 (2.1) 19 (2.9) 11 (1.6) 0.73(0.37-
1.46)

.37

Strokeor TIA 6 (0.9) 12 (1.8) 8 (1.2) 0.50(0.19-
1.32)

.15

Cardiovasculardeath 5 (0.8) 2 (0.3) 5 (0.7) 2.46(0.48- .27
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Usein patientswith heartfailure
Haemodynamic studies andexercisebasedcontrolledclinical trials in NYHA ClassII-IV heartfailure patientshave
shownthatIstin did not leadto clinical deteriorationasmeasuredby exercisetolerance,left ventricularejectionfraction
and clinical symptomatology.

A placebocontrolledstudy(PRAISE)designedto evaluatepatients in NYHA ClassIII -IV heart failure receiving
digoxin, diuretics andACE inhibitorshas shownthat Istin did not lead to anincrease in risk of mortality or combined
mortality andmorbiditywith heartfailure.

In a follow-up, long term, placebocontrolledstudy (PRAISE-2) of Istin in patientswith NYHA II I andIV heartfailure
withoutclinical symptomsor objectivefindingssuggestiveor underlying ischaemicdisease,onstabledosesof ACE
inhibitors,digitalis, anddiuretics, Istin hadnoeffecton total cardiovascular mortality. In this samepopulationIstin was
associatedwith increasedreportsof pulmonaryoedema.

Treatment to prevent heart attack trial (ALLHAT)
A randomizeddouble-blind morbidity-mortality studycalledtheAntihypertensiveandLipid-Lowering Treatmentto
PreventHeartAttackTrial (ALLHAT) wasperformed to compare newerdrugtherapies:amlodipine2.5-10mg/d
(calcium channelblocker)or lisinopril 10-40mg/d (ACE-inhibitor) asfirst-linetherapiesto thatof thethiazide-diuretic,
chlorthalidone12.5-25mg/d in mild to moderatehypertension.”

A total of 33,357hypertensive patientsaged55or olderwererandomizedandfollowed for ameanof 4.9years.The
patientshadat leastoneadditionalCHD risk factor,including:previousmyocardialinfarctionor stroke(> 6 months
prior to enrollment)or documentationof otheratherosclerotic CVD (overall 51.5%), type2 diabetes(36.1%), HDL-C <
35 mg/dL (11.6%),left ventricularhypertrophydiagnosed by electrocardiogramor echocardiography(20.9%), current
cigarettesmoking (21.9%).

Theprimaryendpointwasa compositeof fatal CHD or non-fatal myocardial infarction.Therewas nosignificant
differencein theprimary endpointbetweenamlodipine-basedtherapyandchlorthalidone-basedtherapy:RR 0.9895%
CI (0.90-1.07)p=0.65.Amongsecondaryendpoints,theincidenceof heartfailure(componentof a composite
combinedcardiovascularendpoint)wassignificantly higherin theamlodipinegroupascomparedto thechlorthalidone
group(10.2%vs.7.7%,RR1.38,95%CI [1.25-1.52]p<0.001).However, therewasnosignificantdifferencein all-
causemortality betweenamlodipine-basedtherapyandchlorthalidone-basedtherapy.RR 0.9695%CI [0.89-1.02]
p=0.20.

Use in children (aged 6 years and older)
In a study involving 268childrenaged6-17yearswith predominantly secondary hypertension,comparisonof a 2.5mg
dose,and5.0mgdoseof amlodipinewith placebo,showedthatbothdosesreducedSystolic BloodPressure
significantly morethanplacebo.Thedifferencebetweenthetwo doses wasnotstatisticallysignificant.

Thelong-termeffectsof amlodipineongrowth,puberty andgeneral developmenthavenot beenstudied.Thelong-term
efficacy of amlodipineon therapyin childhoodto reducecardiovascularmorbidity andmortality in adulthoodhavealso
not beenestablished.

12.7)

Hospitalizationfor CHF 3 (0.5) 5 (0.8) 4 (0.6) 0.59(0.14-
2.47)

.46

Resuscitatedcardiacarrest 0 4 (0.6) 1 (0.1) NA .04

New-onsetperipheral
vasculardisease

5 (0.8) 2 (0.3) 8 (1.2) 2.6(0.50-13.4) .24

Abbreviations:CHF,congestiveheartfailure;CI, confidenceinterval; MI, myocardial infarction;TIA, transient
ischemicattack.
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5.2 Pharmacokinetic properties

Absorption,distribution,plasmaproteinbinding:After oral administration of therapeuticdoses,amlodipineis well
absorbedwith peakbloodlevelsbetween6 – 12hourspost-dose. Absolutebioavailability hasbeenestimatedto be
between64and80%.Thevolumeof distributionis approximately 21 l/kg. In vitro studieshaveshown that
approximately97.5%of circulatingamlodipineis boundto plasmaproteins.

Thebioavailability of amlodipineis notaffected by food intake.

Biotransformation/elimination
Theterminalplasmaeliminationhalf life is about35-50hoursand is consistentwith oncedaily dosing.Amlodipineis
extensivelymetabolised by theliver to inactive metabolites with 10%of theparentcompoundand60%of metabolites
excretedin theurine.

Use in hepatic impairment
Very limi tedclinical dataareavailableregardingamlodipineadministration in patientswith hepaticimpairment.
Patientswith hepatic insufficiencyhavedecreasedclearanceof amlodipineresultingin a longerhalf-life andan
increase in AUC of approximately40-60%.

Use in elderly
Thetime to reachpeakplasmaconcentrationsof amlodipineis similar in elderly andyoungersubjects.Amlodipine
clearance tendsto bedecreasedwith resulting increases in AUC andeliminationhalf-life in elderlypatients.Increases
in AUC andeliminationhalf-life in patientswith congestiveheartfailurewereasexpectedfor thepatientagegroup
studied.

Use in children
A populationPK studyhasbeenconductedin 74hypertensivechildrenagedfrom 1 monthto 17years(with 34patients
aged6 to 12 yearsand28patientsaged13 to 17years)receiving amlodipinebetween1.25and20mggiveneitheronce
or twice daily. In children6 to 12yearsandin adolescents 13-17years of agethe typical oral clearance(CL/F) was
22.5and27.4L/hr respectively in malesand16.4and21.3L/hr respectively in females.Largevariability in exposure
betweenindividualswasobserved.Datareportedin childrenbelow6 years is limited.

5.3 Preclinical safety data

Reproductive toxicology

Reproductive studiesin ratsandmicehave shown delayeddateof delivery,prolongeddurationof labouranddecreased
pupsurvivalat dosages approximately50 times greater thanthemaximum recommendeddosagefor humansbasedon
mg/kg.

Impairmentof fertility

Therewasnoeffecton thefertility of ratstreatedwith amlodipine(malesfor 64days and females14daysprior to
mating) at dosesup to 10mg/kg/day(8 times* themaximum recommended humandoseof 10mgonamg/m2basis).
In anotherrat study in whichmaleratsweretreatedwith amlodipinebesilate for 30days at adosecomparable with the
humandosebasedonmg/kg,decreasedplasmafollicle-stimulating hormoneandtestosteronewere foundaswell as
decreasesin spermdensity andin thenumberof maturespermatidsandSertoli cells.

Carcinogenesis,mutagenesis

Ratsandmicetreatedwith amlodipinein thediet for two years,at concentrationscalculatedto providedaily dosage
levelsof 0.5,1.25,and2.5mg/kg/dayshowednoevidenceof carcinogenicity. Thehighestdose(for mice,similar to,
and for ratstwice* themaximumrecommended clinical doseof 10mg onamg/m2basis)wascloseto themaximum
tolerateddosefor micebut not for rats.

Mutagenicitystudiesrevealednodrugrelatedeffectsat either thegeneor chromosomelevels.
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*Basedonpatientweightof 50kg

6 PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Microcrystalline cellulose
Dibasiccalciumphosphateanhydrous
Sodiumstarchglycollate
Magnesiumstearate

6.2 Incompatibilities

Not applicable

6.3 Shelf life

Theshelf life expirydateof this productshall bethedateshownon theblisterstripsandoutercartonof theproducton
themarket in thecountryof origin.

6.4 Special precautions for storage

Do not storeabove25̊ C 

6.5 Nature and contents of container

Opaqueblistersin anoverlabeledoutercontainercontaining14and28 tablets.

6.6 Special precautions for disposal of a used medicinal product or waste materials derived from
such medicinal product and other handling of the product

Any unusedproductor waste materialshould bedisposed of in accordancewith localrequirements.

7 PARALLEL PRODUCT AUTHORISATION HOLDER

B & S Healthcare
Unit 4, BradfieldRoad
Ruislip
MiddlesexHA4 0NU
UnitedKingdom

8 PARALLEL PRODUCT AUTHORISATION NUMBER

PPA 1328/82/2

9 DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Dateof first authorisation:5th February2010

10 DATE OF REVISION OF THE TEXT

April 2013
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