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Summary of Product Characteristics

1NAME OF THE MEDICINAL PRODUCT

Seretide500 Diskus50 microgram/500microgramnidoseinhalation powde, pre-dispensed.
2QUALITATIVE AND QUANTITATIVE COMPOSITION

Ead single doseof Seretde provides

50 microgramf salmeterolassalneterolxinafoae) and 500 micrograms of fluticasonepropionate.
Excipients:continslactosemonohydrate

For afull listof excipients,seesection6.1.

3PHARMACEUTICAL FORM

Inhalationpowder,pre-dispensed.

Product imported from the UK:
A mouldedplastc devicecontaininga blister strip with individualdoses of an inhalationpowder,pre-dispensed.

4 CLINICAL PARTICULARS
4.1 Therapeutic Indications

Asthma

Seretideis indicatedin the regulartreatmenbof asthmawvhere useof a combindion product(long-actingbeta2-agonist
and inhaledcorticosteroid)is appropriate:

= patientsnot adequatelyeontrolliedwith inhded corticoste@oidsand‘asneedd’ inhded shortacing beta2-agonist
or
» patientsalreadyadequatelyontrolledon bothinhded corticostgoid andlong-acting beta2-agonist.
Note: Seretde 50 microgram/100microgramstrengh is not appropride in adultsandchildrenwith severeasthme

Chronic Obstructive Pulmonary Disease (COPD)

Seretideis indicatedfor the symptomatidreatment of paients with COPD,with a FEV; <60% predictednormal(pre-

bronchodilator)anda history of repeatedexacerbdéions, who have significantsymptomsdespiteregularbronchodilatc
therapy.

4.2 Posology and method of administration

SeretideDiskusis for inhalationuse only.
Patientsshouldbe made awarethat Sereide Diskusmustbe useddaily for optimum benefit,evenwhenasymptomatic.

Patientsshouldbe regularlyreasessedy a doctor,sotha the strengthof Seretidethey arereceiving remainsoptimal
and is only changedn medicaladvice.The dose should be titrated to the lowest dose at which effective control of
symptomsis maintained.

Wherethe control of symptomsis maintained with the lowest strength of the combination given twice daily then
the next step could include a test of inhaled corticosteroid alone. As analternaive, patientsrequiring a long acting
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beta-2-agonis could betitratedto Seretde givenoncedaily if, in the opinion of the presciber, it would be adegjuateto
maintain diseasecortrol. In the eventof oncedaly dosingwhenthe patienthasa histoty of nocturnalsymptomsthe
doseshouldbe givenat night andwhenthe paient hasa history of manly day-time sympbmsthe doseshouldbe giver
in themorning.

Patients should be given the strengthof Seretde contaning the approprate fluticasonepropionatedosagefor the
severity of their diseasePregribersshoutl be awarethat,in paientswith asthmafluticasonepropionatds aseffective
as other inhaled steroids at appioximaely hdf the microgram daly dose.For example,100mcg of fluticasont
propionde is approximatelyequivalento 200mcgof bedomethasonealipropionate(CFC containing)or budesonidelf
an individual paient should require dosage outside the recommexded regimen, appopriate dosesof betaagonis
and/or corticosteroidshouldbe prescribed.

Recommendefoses:

Asthma
Adults and adolescent42 yearsandolder:

Oneinhalationof 50 microgramssalmeeroland100 microgramdluticasonepropionatetwice daily.
or
Oneinhalationof 50 microgramssalmeeérol and250 microgramdluticasonepropionatetwice daily.
or
Oneinhalationof 50 microgramssalmeeérol and500 microgramdluticasonepropionatetwice daily.

A shorttem trial of Seretde may be consideed as initial maintenancetherapyin adults or adolescentsvith modeate
persistentashma(definedaspatientswith daly sympbms,daiy rescueuseand moderateo severeairflow limitation)
for whom rapid contol of astma is essenal. In thesecasesthe reommendedinitial dos is one inhalationof 50
microgramssaimeterol and 100 micrograms fluticasonepropionag twice daily. Once control of asthmais attaine«
treament shouldbe reviewedand considerabn given as to wheter patients shoutl be steppeddown to an inhalec
corticosteroidalone.Regularreview of patientsas treammentis steppeddownis important

A clear benefithasnot beenshown as comparal to inhaled fluticasonepropionde aloneusedasinitial maintenanc
therapywhenoneor two of the criteria of severty are missing.In generalinhaledcorticosteroidgemainthefirst line
treament for most patients Seretideis not intended for the initial managementof mild asthma. Seretide 50
microgram/100microgramsstrengh is not appropratein adultsand childrenwith severeasthmajt is recommendetb

establishthe appropria¢ dosageof inhaled corticosteroid beforeany fixed combinationcan be usedin patientswith
severeasthme

Children4 yearsandolder:

Oneinhalationof 50 microgramssalmeeroland100 microgramdluticasonepropionatetwice daily.
Themaximumlicensel do<e of fluticasonepropionae deliveredby Serdide Diskusin childrenis 100mcgtwice daily.
Thereareno dataavaiablefor useof Seretdein childrenaged under4 yeas.

COPD

Adults:

Oneinhalationof 50 microgramssalmeerol and500 microgramdluticasonepropionatetwice daily.
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Special patient groups:

Thereis no needto adustthe dosein elderly patientsor in thosewith renalimpairment.Thereareno dataavailablefor
useof Seretidan patientswith hepaticimpairment

UsingtheDiskus:

The deviceis openedandprimedby sliding the lever. The mouthpiece is thenplacedin the mouthandthe lips closec
roundit. Thedosecanthenbeinhaledandthedevice closel.

4.3 Contraindications

Seretideis contraindicatedn paientswith hypersensitiity (allergy) to any of the active subgancesor to the excipient
(see section 6.1).

4.4 Special warnings and precautions for use

Themanagementf asthmashould normdly follow a stepwiseprogranmeandpatientresponsehouldbe monitored
clinically andby lung functiontests.

SeretideDiskusshouldnot beusedto trea acuteasthmasympbmsfor which afastandshortactingbronchodilatoris
required. Patentsshouldbe advisedto have their medianal produd to be usel for relief in anacuteasthmaattack
availableatall times.

Patientsshouldnot be initiated on Seretideduringanexacebation,or if they hawe significantlyworseningor acutely
deterioraing ashma.

Seriousashimarelatedadverseeventsandexacerbaions mayocaur duringtreatmentwith Seretide.
Patientsshouldbe akedto continuetreatmentbut to seek medical advice if asthmasymptomsemainuncontrolledor
worsenafter initiation on Seretide.

Increasinguseof shortacting bronchodildorsto relieve synmptomsindicaiesdeterioratiorof control andpatients
should bereviewedby a physician.

Suddenand progressiveletriorationin control of asthmas potentially life threateningandthe paient shouldundego
urgentmedicalassessient. Consderationshoul be given to increasingcortcosteroidtherapy. The patientshould
also bemedicaly reviewedwherethe currentdosagenf Seketide hasfailedto give adequateontrol of asthma

Onceasthmasympbmsarecontroled, considerabn may be givento gradualy reducingthedoseof Seretide.Regular
review of patientsastreatmentis steppeddownis important Thelowesteffective doseof Seretideshouldbe used(see
section 4.2).

For patiens with asthmaor COPD, consderaton shouldbe givento additional corticasteoid theraies.
Treatmet with Seretideshould not be stopped abruptlyin patientswith asthna dueto risk of exacerbation.

Therapyshouldbe downttitratedunderphysicensupevision. For paientswith COPD cess#on of therapy mayalso
be associaédwith sympbmaticdecompensatn and shoutl be supevisedby a physician.

Aswith all inhaled medicationcontining corticoseroids,Seetide shouldbe administeedwith cautionin patientswith
pulmonarytuberculosis.

Rarely, Sereide may causecardiacarrhythmias e.g.supravatricular tachycadia, extrasystolesandatrial fibrillation,
and amild transientreductionin serumpotassiumnmat high therapeutt doses. Therefore Seretideshouldbe usedwith
cautionin patientswith sevee cardiovasculadisordes, heartrhythmabnorméities, diabete mellitus, thyrotoxicoss,
uncarectedhypokalaena or patientspredspofdto low levelsof serumpotassiurnr
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Therehavebeenvery rarerepors of increaes in blood glucoselevels (see section 4.8) and this shouldbe considerec
whenprescribingto paientswith a history of diabetes mellitus.

Aswith otherinhalaton therapyparadoxi@l bronchospasmay occur with an immediateincreasen wheezingafter
dosing. Seretde Diskusshouldbedisconinuedimmediaely, the paient assesedandaltemativetherapyinstitutedif
necessry.

Seretidecontanslactoseup to 12.5milligram/dose.This anountdoesnot normally causeproblemsn lactose
intolerantpeopk.

Careshouldbetakenwhentranderring patientsto Sereide therapy, paricularly if thereis anyrea®nto supposehat
adrenalfunctionis impairedfrom previoussysteme sterod therapy.

Systemiceffectsmayoccurwith anyinhaled corticosterod, particularly at high dosegresceibedfor long periods.
Theseeffectsaremuchless likely to occurthan with oral corticosteoids. PossiblesystemiceffectsincludeCushings
syndrome,Cushingad featuresadrenakuppresiondepeasdan bonemineral density,catar&t andglaucomaandmore
rarely,arangeof psychologicabr behavourd effeds including psydiomotorhyperdivity, sleepdisordersanxiety,
depresionor aggesson (particulary in children).

It isimportant, therefore, that the patient isreviewed regularly and the dose of inhaled corticosteroid isreduced
to the lowest dose at which effective control of asthma is maintained.

Prolongedtreatmentof patientswith high dosesof inhaled corticosteoids may resultin adrenalsuppressiorandacute
adrenalcrisis Very rarecasesof adrenalsuppres®n andacue adrend crisis havealso bean descibed with doses of
fluticasonepropionatebetween500 and lessthan 1000mcg. Situations,which could potentially trigger acute adrene
crisisincludetrauma,surgery,infectionor anyrapidreduction in dosage.Presentingsymptans aretypically vagueand
may includeanorexiaabdominabpain, weight loss,tirednesshealache nauseayomiting, hypotensiondeceasedevel
of consciasnesshypoglycaemiaandsezures Additiona systemiccorticogeroid cove shouldbe consideed during
periodsof stressor elective surgery.

The benefis of inhaled fluticasone propionaé therapy should minimise the needfor oral steroids, but patient:
transferringfrom oral steroidsmay remain at risk of impared adrena resenve for a consideable time. Patents whao
have required high dose emergencycorticosteroid therapy in the pastmay also be at risk. This possibility of residua
impairment should always be borne in mind in emergeny and elecive situationslikely to produce stress, anc
appropride corticosteroidireatmentmustbe considerd. The extent of the adrenalimpairmentmay require speaalist
advice before elective procedures.

Ritonavir can greatly increasethe corcentrdion of fluticasone propionde in plasma. Therefore,concomitantuse
should be avoided,unlessthe potentialbendit to the paient outweighstherisk of systemiccorticostenid sideeffects.
Thereis also an increasedrisk of systenic side effeas when combining fluticasone propionde with other poten
CYP3A inhibitors (see section 4.5).

Therewasanincreagdreportingof lower respiraory trad infections(particularly pneumoniaandbronchitis)in the
TORCHSstudyin patiens with COPDreceving Seetide 50/500micrograns bd compaedwith placebo

aswell asin studiesSC040043andSC0O100025@ompaing thelower non-approvedCOPDdoseof Seretide50/250
microgramdbd, to saimeterol50 microgramsbd only (see section 4.8 and 5.1). A similarincidenceof pneumonian
the Seretidegroupwas seenacros all studies. In TORCH, older patients,paients with alower body massndex (<25
kg/m2) andpatientswith very severediseas€dFEV1<30% prediced)wereat greatestisk of developing pneumonra
regardlesf treament.Physiciansshouldremain vigilant for the possble developmentof pneumoniaandotherlower
respiratorytractinfectionsin patientswith COPDastheclinical feauresof sud infectionsandexacebationfrequently
overlap If a patientwith severeCOPDhasexperieicedpneunoniathetreatmentwith Seretideshouldbere-evaliated.

Datafrom alargeclinical trial (the Salmeerol Multi-Cente AsthmaResearcirial, SMART) suggested\frican
Americanpatiens wereatincreasedisk of saiousrespiratory-related eventsor deathsvhenusingsalmeterol
comparedwith placebo(see section 5.1.) It isnotknownif thiswasdueto pharnmacogaeticor otherfactors. Patients
of blackAfrican or Afro-Caribbearancestryshouldthereforebe askedto continuetreamentbut to seek medicaladvice
if ashmasynptomsremaineduncontolled or worsenwhilst usingSereide.
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Concomitantuseof systemicketoconazte significantly increases systenic exposurdo salmeteol.

This mayleadto anincreag in theincidene of systenic effects(e.g.prolongationin the QTcintervaland
papitations). Concanitanttreatmeniith ketoconaole or other potentCYP3A4inhibitors shouldtherefore be
avoidedunlessthe benefts outweighthe potentally increasedrisk of systenic side effectsof salmeterotreatment(see
section 4.5).

Paedatric Populaton

Childrenandadolescats<16yeardaking high dosesof fluticasonepropionate(typically >1000 micrograniday) may
be at particular risk. Systemiceffectsmay occur,particulady athigh doses prescribed for long periods.Possible
systemic effectsincludeCushing'ssyndrome Cushingoidfeaures adrenakuppressin, acuteadrenakrisisand growth
retadationin childrenandadolescents.

It is recommendethatthe heightof childrenreceving prolongel treament with inhaledcorticosteoid is regulaly
monitored.The dose of inhaled corticosteroid should bereduced to the lowest dose at which effective control of
asthma is maintained.

4.5 Interaction with other medicinal productsand other forms of interaction
Both non-selecive andselectivebetablockersshoull be avoideal unlesstherearecompdling reasondor their use.
Concomitantuseof otherbetaadrenergiconiainingdrugscanhave a potentially additiveeffect.

Fluticasone Propionate

Under normal circumgancesjow plasna concentratons of fluticasonepropionateare achievedatfter inhaleddosing
due to extensve first passmetaboism andhigh sysemic clearane mediaed by cytochromeP4503A4 in the gut anc
liver. Hence clinically significantdruginteracions mediaedby fluticasonepropionateareunlikely.

In aninteractionstudy in healhy subjecs with intranasafluticasonepropionag, ritonavir (a highly potentcytodhrome
P450 3A4 inhibitor) 100mg b.i.d. increasedhe fluticasonepropionaé plasmaconcentrationseveralhundredfold,
resultingin markedlyreducedserumcortisol concentréions. Information about this interadion is lacking for inhalec
fluticasonepropionate put a markedincreasein fluticasonepropionaé plasmalevelsis expeted. Casesf Cushings
syndrome and adrenal suppresson have been reported. The combinaion should be avoided unlessthe benefi
outweighstheincreagdrisk of sysemicglucocortioid sideeffects.

In a smallstudyin healthyvolunteersthe slightly lesspotent CYP3A inhibitor ketoconazolencreasedhe exposureof
fluticasonepropionateafter a single inhaldion by 150%. This resultedin a greaterreducton of plasmacortisol as
comparedwith fluticasone propionatealone Co-treamentwith otherpotentCYP3A inhibitors, suchasitraconaole,is
also expectedto increag the systemc fluticasonepropionateexposureandtherisk of systemicsideeffects Cautionis
recanmendedandlong-termtreamentwith suchdrugsshouldif possiblebeavaded.

Salmeter ol

PotentCYP3A4 inhibitors

Co-administationof ketoconazol¢400mg orally once daiy) andsalmeteol (50 mcginhaledtwice daily) in 15
healthy subpectsfor 7 daysresutedin a significantincreasein plasma salimeteol exposue (1.4-fold Cmax and15-fold
AUC). Thismayleadto anincreasen theincidenceof othersysemic effectsof salmeteroltreatmat (e.g.prolongaion
of QTcintervalandpalpitaions) compare with sameterol or ketoconanle treatmentalone(seeSedion 4.4).

Clinically significant effectswerenot seenon blood pressureheart rate, blood glucoseandblood potassiumevels.Co-
administrationwith ketoconazolalid notincreasahe eliminaion hdf-life of salmeterobr increasesdmeterol
accumuldion with repeatdosing.

Theconcanitantadministratiorof ketoconanle shouldbe avoided,unlessthe benefitsoutweighthe potentially
increaedrisk of systenic sideeffectsof sdmeterol treatment. Thereis likely to be a similar risk of interactionwith
other potentCYP3A4inhibitors (e.g.itraconaole, telithromycin,ritonavir).
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ModerateCYP 3A4 inhibitors

Co-administationof erythromycn (500mgorally threetimesa day) andsaimeterol(50mcginhaledtwice daily) in 15
healthy subpctsfor 6 daysresutedin asmadl butnonstdistically significantincreasen salmeteol exposureg1.4-fold
Cmaxand 1.2-fold AUC). Co-administraion with erythronycin wasnot associaté with any sefousadverseeffects.

4.6 Fertility, pregnancy and lactation

Fertility
Thereareno datain humansHowever,animal studesshowedno effects of salmeterobr fluticasonepropionateon
fertility.

Pregnancy
A modeateamountof dataon pregnanivomen(between300-1000pregnang outcomes)ndicateno malformativeor

feto/neonataloxicity of salmeterobndfluticasonepropionate Animal studieshaveshownreproductiveoxicity after
administrationof beta2-adrenoreceptagonistsandglucocortcosterodls (seesecion 5.3).

Administraton of Seretideio pregnanivomenshouldonly be consderedif the expectedenefitto the motheris
greaterthananypossble risk to thefoetus.

Thelowesteffective dose of fluticasonepropionae neededto maintain adequateasthmacontiol shouldbe usedin the
treamentof pregnantvomen.

Lactation

It is unknownwhethersalmeterobndfluticasonepropiondae/metebolitesareexcretedin humanmilk.
Studieshaveshownthatsalmeterobndfluticasonepropionag, andther metabolites,are excretedinto the milk of
lactaing rats.

A risk to breasted newbornénfantscannotbe excludel. A dedsion mustbe madewhetherto discontinuebreast
feedng or to discontinueSeretidetherapytaking into accountthe beneft of breastfeedingfor the child andthe benefit
of thergy for thewoman.

4.7 Effects on ability to drive and use machines
No studies of the effecton the ability to drive andusemachineshavebeenperformed
4.8 Undesir able effects

As Seretick contans salmeterobndfluticasonepropionde, the type and severity of advesereactionsasso@tedwith
eachof thecompoumls may be expected Thereis no incidenceof addiional adverseeventsfollowing concurent
administrationof the two compounds

Adverseeventswhich havebeenassociatedwith saimeterol/fluticasonepropionateare givenbelow, listed by system
organclassandfrequency. Frequenciesreddfinedas:very common(>1/10),common(>1/100 and<1/10),
uncanmon(>1/1000 and<1/100), rare(>1/10,000to <1/1000)andvery rare(<1/10,000)includingisolatedreports.
Very common,comnon anduncommoreventswerederivedfrom clinicd trial data.

Theincidencen placebowasnottakeninto account Very rareeventswere detived from postmarketingspontaneous
data.
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System Organ Class

Infections &
I nfestations

Immune System
Disorders

Endocrine Disorders

M etabolism & Nutrition
Disorders

Psychiatric Disorders

Nervous System
Disorders

EyeDisorders

Cardiac Disorders

Respiratory, Thoracic
& Mediastinal
Disorders

Skin and subcutaneous
tissue disorders

Musculoskeetal &
Connective Tissue
Disorders

Adver se Event

Candidiass of themouthandthroat
Preumonia
Bronchitis

Hyperseansitivity reactionswith thefollowing
marifestations:

Cutareoushypersesitivity reactions

Angioedemamainly facialandoropharyngeabedena),
Respiratorysymptoms(dyspnoeand/orbronchospasm),
Anaphylacic reactonsincludinganaphyactic shock

Cusing'ssyndrome Cushngoidfeaures,Adrenal
suppresion,Growth retardationn childrenandadokscerd,
Decreasetbonemineraldensity

Hypokalaema
Hyperglycaema

Anxiety, sleepdisordersandbehaioural changesincluding
hyperactivityandirritability (predominatly in children)

Depresion,aggressiorfpredominantlyin children)

Headache
Tremor

CataractGlaumma

Palpitations
Tachycardia

Cardac arrhythmas(includingatrial fibrill ation,
supraventricudr tachycardiaandextrasystas).

Nasopharyngis
Throatirritation
Hoarseness/dysphonia
Sinusitis
Paradoxicabronchopasn

Contusons

Musclecramps
Traumaticfractures
Arthralgia

Myalgia

Frequency
Common
Common-3°
Commont-3

Uncommon
Very Rare

Very Raré'

Commor?
Very Raré'
Very Rare

Not known

Very Commort
Common
Very Raré

Common
Uncommon
Very Rare

Very Commorf-3
Common
Common

Common-3
Very Raré'

Common-3

Common

Common-3
Very Rare
Very Rare

1. Reporteccommonlyin placebo

2. Reportedvery commonlyin placebo
3. Reportedbver3 yearsin a COPDstudy

4. Seesection4.4
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5. Seesection 5.1.

Descriptionof selectecadverseeactions

Thepharmacologicaside effectsof beta2-agonistireatment,suchastremor, palpitationsandheadahe,havebeen
reported,but tendto betransientandreduce with regular theragy.

Dueto thefluticasom propionatecompment,hoarsenesandcanddiasis(thrush)of the mouthandthroatcanoccurin
somepatients.Both hoarsenesandincidence of canddiasismay berelievedby garglingwith waterafterusingthe
product.Symptomaticcandidiasicanbetreaedwith topicd antifungaltherapywhilst still continuingwith the
SeretideDiskus.

Paedatric population

Possiblesysteme effectsinclude Cushing'ssyndrone, Cushingoidfeaures adrenalsuppressin andgrowthretadation
in children andadolescentéseesection4.4). Childrenmay alsoexperenceanxiety,sleepdisorcersandbehavioural
changes,includinghyperactivityandirritability.

4.9 Overdose

Thereare no dat availablefrom clinical trials on overdosewith Seetideg howeverdaa on overdosewith both drugs
are given below:

The signsand synptoms of salmeteroloverdoseare tremor, headadie and tachy@ardia. The preferred antidotesare
cardosdective betablocking agentswhich shouldbe used with caution in paientswith a history of bronchospasmif
Seretide therapy has to be withdrawn due to overdoseof the beta agonist componentof the drug, provision of

appropriae replacemat steroid therapyshouldbe considered.Additiondly, hypokalaemiacan occur and potassiur
redacemenshouldbe consdered.

Acute: Acute inhalationof fluticasonepropionat dosesn excessof thoserecommendednayleadto tempoary
suppresionof adrenalfunction. This does not nead emegencyadion as adrenalfunctionis recoveedin afew days,as
verifiedby plasmacortisolmeasurements.

Chronic overdose of inhaled fluticasone propionate: Refer to section 4.4: risk of adrenal suppression: Monitoring

of adrenalreservemay be necesary. In cases of fluticasonepropionde overdose Sereide thempy may still be
continuedat a suitabledosagdor symptomcontrol.

5 PHARMACOLOGICAL PROPERTIES

5.1 Phar macodynamic properties

PharmacotherapeutiGroup: Adrenergicsandotheranti-asthmatcs.
ATC Code: RO3AKO06

SeretideAsthmaclinical trials

A twelve monthstudy (GainingOptimal AsthmaControL, GOAL), in 3416adultandadolescat patientswith
persistentasthnma, comparedhe safetyandefficacy of Seretde versusinhaled corticosteoid (Fluticasore Propianate)
alone to deternine wheherthe goalsof asthmamanagenentwereachevabk. Treatmentvassteppedip every 12
weeksuntil **Tot al controlwasachievedor the highestdoseof studydrugwasreachedGOAL showed morepatients
treadedwith Seretide achievedasthmacontrol thanpatents treated with ICS aloneandthis control wasattainedat a
lower corticoseroiddose.

Well Controlledastimawasachievedmorerapidly with Sergide thanwith ICS alone. Thetime ontreatmenfor 50%
of subjectsto achieveafirst individual Well Controlledweekwas16 daysfor Seretidecomparedo 37 daysfor thelCS
group.In the sub®t of steroidnaiveaghmaticsthetimeto anindividualWell Controlledweekwas16 daysin the
Seretidetreamentcomparedo 23 daysfollowing treatnentwith ICS.
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Theoverallstudyreaults showed:

Per centage of Patients Attaining *Well Controlled (WC) and **Totally
Controlled (TC) Asthma over 12 months

Salmeterol/FP FP
Pre-Study Treatment WC TC WC TC
No ICS (SABA alone 78% 50% 70% 40%
Low dose I CS ( <500mcgBDP or 75% 44% 60% 28%
equvalent/day
Medium dose ICS (>500-1000mcg 62% 29% 47% 16%
BDP or equivaknt/day
Pooled resultsacrossthe 3treatment | 71% 41% 59% 28%
levels

*Well controlledasthmapccasbnalsymptomsor SABA useor lessthan80% predictedung functionplusno night
time awakenings,no exacerbatinsandno sideeffectsenforcng achangein therapy

**Total control of aghma;no symptoms,no SABA use,greatea thanor equa to 80% predidedlung function,no night
time awakenngs,no exacerbatinsandno sideeffectsenforcng a changein therapy

Theresultsof this studysuggesthat Serdide 50/100ntg bd maybe considerd asinitial maintenancéherapyin
patientswith moderateersstentaghma for whomrapid control of asthnais deemedessentia(see section 4.2).

A double-blind, randbmised, paralel groupstudy in 318 patientswith persistat asthmaagel >18 yearsevaluatedhe
safety and tolerabiity of administeringwo inhalatonstwice daly (doubk dose)of Seretidefor two weeks.The study
showedthatdoubling theinhalationsof eachstrengh of Seetidefor upto 14 daysresultedn asmall increasan beta
agonist-relatedadverseeventstremor; 1 paient [1%] vs O, palpitations; 6 [3%] vs 1 [<1%], musclecramps;6[3%] vs 1
[<1%]) anda similar incidenceof inhaledcorticosteroidrelated adversesvents(e.g.oral candidiais; 6 [6%] vs 16
[8%], hoarsenes<, [2%] vs 4 [2%]) comparedto oneinhalaton twice daily. The smallincreasen betaagonst-related
adverse evens shouldbetakeninto accountf doubing thedoseof Serdide is consideredy the physicianin adult
patientsrequiringadditionalshortterm (up to 14 days)inhaled corticosteoid therapy.

SeretideCOPDclinical trials

TORCHwasa 3-yearstudyto asess the effectof treatmentwith Seetide Diskus 50/500mcdod, sdmeterolDiskus

50 mcgbd, fluticasongoropionatg FP) Diskus500mcg bd or placeboon all -causemortality in patientswith COPD.
COPD pdientswith abaselingpre-bronchodiator) FEV, <60%of predi¢ed normal wererandomisedo doubleblind
medcation During the study, patientswerepermitted usualCOPDtherapywith the exceptionof otherinhaled
corticosteroidsJong-actingbronchodiators andlong-termsystenic corticosteoids. Survival stausat3 yearswas

determinedfor all patientsregardles®f withdrawalfrom studymedication. The primaryendpointwasredudion in all
causemortality at3 yearsfor Seretidevs Placebo.

Placebo Salmeterol 50 FP 500 Seretide50/500
N = 1524 N = 1521 N = 1534 N = 1533
All causemortality at 3 year:
Numberof deaths 231 205 246 193
(%) (15.2% (13.5%) (16.0% (12.6%
HazardRatio vs 0.87 1.060 0.825
PlacebdCls) N/A (0.73,1.06) (0.89,1.27) (0.68,1.00)
p value 0.180 0.525 0.06521
HazardRatio
Seretide50500vs 0.932 0.774
N/A (0.77,1.13) (0.64,0.93) N/A
componentgCls) 0.481 0.007
p value ' '
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1. Non significantP valueafteradjustmenfor 2 interim anal/seson the primary
efficacy compaisonfrom alog-rankanalyss stratified by smokingstatts

Therewasatrendtowardsimprovedsurvival in subjeds treagedwith Serd¢ide compaedwith placéo over3 years
howeverthis did not achievethe statigtical significancelevel p<0.05.

Thepercentagef patientswho diedwithin 3 yearsdueto COPDrelated causesvas6.0%for placebo6.1%for
salmeterol,6.9%for FPand4.7%for Seetide

Themeannumberof moderatdo severeexa®erbatonsper year wassignificantly reducel with Seretideascompared
with treatmentwith salmeteol, FP andplacebo (meanrate in the Sereide group0.85comparedvith 0.97in the
saimeterolgroup,0.93in the FP groupand1.13in the placebo).This translaésto a reductionin therateof moderateo
severeexacerbabnsof 25% (95%Cl: 19%to 31%;p<0.001)compare with placebo12% compaedwith salmeteol
(95% Cl: 5% to 19%,p=0.002)and9% compaed with FP (95% ClI: 1% to 16%,p=0.024).

SalmeterolandFP significantlyreducedexacebdion ratescompaedwith placebooy 15% (95% ClI: 7%to 22%;
p<0.001)and18% (95%ClI: 11%to 24%;p<0.001)respedively.

Healh RelatedQuality of Life, asmeasurd by the St George s Respiratory QuestionnairdSGRQ) wasimprovedby
al activetreamensin comparisorwith placebo.Theaveraeimprovementoverthreeyearsfor Seretidecompared
with placebowas-3.1units(95%¢Cl: -4.1t0 -2.1; p<0.001) compaedwith salmeterolvas-2.2 units (p<0.001)and

comparedwith FPwas -1.2 units (p=0.017).A 4-unit decreasis consideedclinicdly relevant.

Theestimated-yearprobability of having pneumoniareportedasanadverseeventwas12.3%for placebo,13.3%for
saimeterol,18.3%for FP and19.6%for Saetide(Hazardrato for Seetidevs placebo:1.64,95%Cl: 1.33to0 2.01,
p<0.001).Therewasnoincreasen pneunoniarelaeddeaths;dedhswhile ontreatmenthatwereadjudicaté as
primarily dueto pneumoniavere? for placebo,9 for sdmeterol, 13 for FPand8 for Seretide Therewasno significant
differencein probalility of bonefracture (5.1%placebo,5.1%sdmeterol, 5.4%FP and6.3% Serdide; Hazardratio for
Seretidevs placebo:1.22,95%Cl: 0.87t0 1.72,p=0.248.

Placebecontrolled clinical trials, over 6 and12 monts, have showntha regular useof Seretide50/500micrograms
improves lung functionandreducedredhlessnssandthe useof relief medicaton.

The Salmeteol Multi-center Asthma Researcirial (SMART)

SMART wasa multi-centre randomisedgdoubleblind, placebocontroled, parallel group28-weekstudyin theUS
which randomised3,176patientsto salmeteol (50ug twice daily) and13,179patientsto placebaoin addiion to the
patients usualasthmaherapy.Patientswere enrolled if >12 yearsof age,with asthmaandif currentlyusingasthma
medcation (butnota LABA). BaselinelCS useat studyenty wasreorded,but notrequredin the study. The primaty
endpointin SMART wasthe combinednumber of respiratory-related deahsand respiatory-relaed life-threatening
experiences.

Keyfindingsfrom SMART: primary endooint

Patientgroup Numberof primaryendpoint | RelativeRisk
everns/numberof patient: _(95% confidence
salmeteol placeb intervals)

All patient: 50/13,17¢ 36/13,17¢ 140(0.91,2.14

Patientausinginhaled 23/6,127 19/6,138 1.21(0.66,2.23)

steroids

Patientsnot usinginhaled 27/7,049 17/7,041 1.60(0.87,2.93)

steroids

African-American patients | 20/2,366 5/2,319 4.10 (1.54, 10.90)

(Riskin bdld is statistcally significantatthe 95%levd.)
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Keyfindingsfrom SMART by inhaledstaoid useat baseine: seondaryendpoints

Numberof secondary Relative Risk
endpoint eventsnumber (95% confidence
of patient: intervalg
salmeterol placeb
Respirdory -relaeddeatt
Patientausinginhaledsteioids 10/6127 5/6138 2.01(0.69,5.86
Patientsot usinginhaledsteroid: 14/704¢ 6/7041 2.28(0.88,5.94°
Combinedashme-relateddeathor life-threateningexperienc
Patientausinginhaledsteioids 16/6127 13/613¢ 1.24(0.60,2.58’
Patients not using inhaled steroids | 21/7049 9/7041 2.39 (1.10, 5.22)
Asthme-related deatt
Patientausinginhaledsteioids 4/6127 3/6138 1.35(0.30,6.04
Patientsot usinginhaledsteroid: 9/704¢ 0/7041 *

(*=couldnot be calculatedbecaue of no eventsn placebogroup.Riskin bold figuresis statisticaly significantatthe
95% level. Thesecamdaryendpontsin thetableabovereache statistical significancein thewhole population.)The
secondaryendpointof combinedall-causededh or life-threaeningexperience,all causedeath,or all cause
hosptalisationdid not reachstatigical significancein thewhole popuktion.

Mechanisnof acion:

Seretidecontans salmeterobandfluticasoneropionae which havediffering modesof action.Therespetve
mechanismsof actionof bothdrugsarediscussedbelow:

Salmeterol:

Salmeterolis a selectve long-acting(12 hour) beta-2-adrenocepir agonistwith along sidechainwhich bindsto the
exo-site of thereceptor.

Salmeterolproducesalongerdurationof bronchodition, lastingfor at least12 hours,thanrecomnendeddoseof
conventioral shot-actingbeta2-agonists.

Fluticasonepropionate

Fluticasonepropionategivenby inhalationat recomnendeddoseshasa glucocotticoid antrinflammaobry action within
thelungs,resultng in reducedsymptomsand exacerbdions of asthmawithoutthe adverseeffeds obsevedwhen
corticosteroidsareadmhisteredsysemicaly.

5.2 Phar macokinetic properties

When salmeteol and fluticaone propionate were admnistered in combination by the inhaled route, the
pharmacoknetics of eachcomponentveresimilar to thoseobserve whenthe drugswere adminigeredseparatelyFor
pharmacoinetic purpogsthereforeeachcomponentanbe consderedsepaately.

Salmeterol:

Salmeterolacs locally in thelung thereforeplasmalevels arenot anindicaion of therapeuticeffects. In additionthere
are only limited dataavailableon the pharmaokinetics of salmetaol be@useof the technicaldiffi culty of assayinghe
drug in plasmadueto the low plasmaconcentréions at therapeut dose (appoximately 200 picogram/ml or less
achievedafterinhaleddosng.
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Fluticasonepropionate

The absdute bioavaibbility of a single doseof inhaled fluticasone propionatein healthy subjectsvaries betweer
approximately5-11% of the nominaldosedependingon the inhalation device used.In patientswith asthmaor COPD a
lesserdegreeof systenic exposireto inhded fluticasongoropionde has beenobserved.

Systemicabsorpton occursmainly throughthelungsandisinitially rapidthenprolonged.Theremainderof theinhalec
dose may be swalowed but contributesminimally to systenic exposuredueto the low aqueoussolubility and pre-
systemic metabolismyeailting in oral availability of lessthan1%. Thereis a linearincreasen sydemicexposurewith
increagg inhaleddose.

The disposition of fluticasonepropionae is charaterisedby high plasmaclearancg(1150ml/min), a large volume of
distribution at steadystate (approximately300l) andatermind half-life of approximately8 hours.

Plasmaproten bindingis 91 %.

Fluticasonepropionat is clearedvery rapidly from the systenic circulaion. The main pathwayis metabolsm to ar
inactivecarboxylc acid metabolite by the cytochrome P450enzymeCYP3A4. Otherunidentiied metaolitesarealsc
foundin thefaeces.

The rend clearanceof fluticasone propionage is negigible. Lessthan5% of the doseis excreed in urine, mainly as
metabolites.The mainpartof thedoseis exaetedin faeesas metebolitesandunchangedirug.

5.3 Preclinical safety data

Theonly safetyconcerndor humanusederivedfrom animd studies of salmeterol xinafoateandfluticasonepropionat:
givenseparagly wereeffectsas®ciatedwith exaggeated phamamlogical adions.

In animal reprodudbon studies,glucocaticoseroidshave beenshownto induce malformations(cleft palate,skeleta
malformations). However, theseanimal experimenal results do not seemto be relevantfor mangiven recomnendet
doses.Animal studies with salmeterolxinafoate have shown embryofoetl toxicity only at high exposue levels
Following co-administraton, increagd incidencesof transposedumbilical artery and incomplete ossification of
occipital bonewerefoundin ratsatdossassocated with knownglucocoricoid-inducedabnomalities.

6 PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Lactosemonohydratéwhich contan milk protens)

6.2 Incompatibilities

Not applicable

6.3 Shelf life

Thesheltlife expiry dateof this productshdl bethedateshownontheover labelled containerand oute packageof
the producton the marketin the countryof origin.

6.4 Special precautionsfor storage

Do not stare above3C°C.
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6.5 Nature and contents of container

Theinhalaton powderis containedn blisters heldon aformedPVC coatal basewith a peelableoil laminatelid. The
strip is containedn amouldedplasticdevice.

Theplasticdevicesareavailablein cardboardcontaners,which hold 1 x 60 doseDiskus.

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

TheDiskusreleasesa powderwhichis inhaledinto thelungs.A doseindicaor on the Diskusindicatesthe numbe of
dosedeft. Fordetaled instructonsfor use,seethe Pdient Informaion Leaflet.
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