
Summary of Product Characteristics

1 NAME OF THE MEDICINAL PRODUCT

Seretide500Diskus50microgram/500microgram/doseinhalationpowder, pre-dispensed.

2 QUALITATIVE AND QUANTITATIVE COMPOSITION

Each single doseof Seretideprovides:

50 microgramsof salmeterol(assalmeterolxinafoate)and500microgramsof fluticasonepropionate.

Excipients:containslactosemonohydrate

For a full li st of excipients,seesection6.1.

3 PHARMACEUTICAL FORM

Inhalationpowder,pre-dispensed.

Product imported from theUK:
A mouldedplastic devicecontainingablisterstripwith individualdoses of an inhalationpowder,pre-dispensed.

4 CLINICAL PARTICULARS

4.1 Therapeutic Indications

Asthma

Seretideis indicatedin theregulartreatmentof asthmawhere useof a combination product(long-actingbeta-2-agonist
and inhaledcorticosteroid)is appropriate:

� patientsnot adequatelycontrolledwith inhaledcorticosteroidsand‘asneeded’ inhaledshortacting beta-2-agonist
or

� patientsalreadyadequatelycontrolledonbothinhaledcorticosteroid andlong-actingbeta-2-agonist.

Note: Seretide 50microgram/100microgramstrength is not appropriate in adultsandchildrenwith severeasthma.

Chronic Obstructive Pulmonary Disease (COPD)

Seretideis indicatedfor thesymptomatictreatment of patients with COPD,with a FEV1 <60% predictednormal(pre-

bronchodilator)anda historyof repeatedexacerbations,who have significantsymptomsdespiteregularbronchodilator
therapy.

4.2 Posology and method of administration

SeretideDiskusis for inhalationuse only.
PatientsshouldbemadeawarethatSeretideDiskusmustbeuseddaily for optimumbenefit,evenwhenasymptomatic.

Patientsshouldberegularlyreassessedby a doctor,so that thestrengthof Seretidetheyarereceiving remainsoptimal
and is only changedon medicaladvice.The dose should be titrated to the lowest dose at which effective control of
symptoms is maintained.

Where the control of symptoms is maintained with the lowest strength of the combination given twice daily then
the next step could include a test of inhaled corticosteroid alone. As analternative, patientsrequiring a long acting
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beta-2-agonist couldbetitratedto Seretide givenoncedaily if, in theopinion of theprescriber, it would beadequateto
maintain diseasecontrol. In the eventof oncedaily dosingwhenthe patient hasa history of nocturnalsymptomsthe
doseshouldbegivenat night andwhenthepatient hasa historyof mainly day-timesymptomsthedoseshouldbegiven
in themorning.

Patientsshould be given the strengthof Seretide containing the appropriate fluticasonepropionatedosagefor the
severity of their disease.Prescribersshould beawarethat,in patientswith asthma,fluticasonepropionateis aseffective
as other inhaled steroids at approximately half the microgram daily dose. For example,100mcg of fluticasone
propionate is approximatelyequivalentto 200mcgof beclomethasonedipropionate(CFCcontaining)or budesonide.If
an individual patient should require dosages outside the recommended regimen, appropriate dosesof beta-agonist
and/or corticosteroidshouldbeprescribed.

RecommendedDoses:

Asthma

Adults and adolescents12yearsandolder:

Oneinhalationof 50microgramssalmeteroland100microgramsfluticasonepropionatetwicedaily.
or
Oneinhalationof 50microgramssalmeteroland250microgramsfluticasonepropionatetwicedaily.
or
Oneinhalationof 50microgramssalmeteroland500microgramsfluticasonepropionatetwicedaily.

Children4 yearsandolder:

Oneinhalationof 50microgramssalmeteroland100microgramsfluticasonepropionatetwicedaily.

Themaximumlicensed dose of fluticasonepropionatedeliveredby Seretide Diskusin childrenis 100mcgtwice daily.

Therearenodataavailablefor useof Seretidein childrenaged under4 years.

COPD

Adults:

Oneinhalationof 50microgramssalmeteroland500microgramsfluticasonepropionatetwicedaily.

A shortterm trial of Seretide may beconsidered as initial maintenancetherapyin adults or adolescentswith moderate
persistentasthma(definedaspatientswith daily symptoms,daily rescueuseand moderateto severeairflow limitation)
for whom rapid control of asthma is essential. In thesecases,the recommendedinitial dose is one inhalationof 50
microgramssalmeteroland 100 micrograms fluticasonepropionate twice daily. Oncecontrol of asthmais attained
treatment shouldbe reviewedand consideration given as to whether patientsshould be steppeddown to an inhaled
corticosteroidalone.Regularreviewof patientsas treatmentis steppeddownis important.

A clear benefithasnot beenshown ascompared to inhaled fluticasonepropionate aloneusedas initial maintenance
therapywhenoneor two of thecriteria of severity are missing.In generalinhaledcorticosteroidsremainthe first line
treatment for most patients. Seretide is not intended for the initial managementof mild asthma.Seretide50
microgram/100microgramsstrength is not appropriatein adultsand childrenwith severeasthma;it is recommendedto
establish the appropriate dosageof inhaled corticosteroid beforeany fixed combinationcanbe usedin patientswith
severeasthma.
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Special patient groups:

Thereis no needto adjust thedosein elderly patientsor in thosewith renal impairment.Thereareno dataavailablefor
useof Seretidein patientswith hepaticimpairment.

UsingtheDiskus:

Thedeviceis openedandprimedby sliding the lever. Themouthpiece is thenplacedin themouthandthe lips closed
roundit. Thedosecanthenbeinhaledandthedeviceclosed.

4.3 Contraindications

Seretideis contraindicatedin patientswith hypersensitivity (allergy) to anyof theactive substancesor to theexcipient
(see section 6.1).

4.4 Special warnings and precautions for use

Themanagementof asthmashould normally follow a stepwiseprogrammeandpatientresponseshouldbemonitored
clinically andby lung functiontests.

SeretideDiskusshouldnot beusedto treat acuteasthmasymptomsfor whicha fastandshortactingbronchodilatoris
required. Patientsshouldbeadvisedto have their medicinal product to beused for relief in anacuteasthmaattack
availableat all times.

Patientsshouldnot be initiatedonSeretideduringanexacerbation,or if theyhave significantlyworseningor acutely
deteriorating asthma.

Seriousasthma-relatedadverseeventsandexacerbationsmayoccur duringtreatmentwith Seretide.
Patientsshouldbeaskedto continuetreatmentbut to seekmedical advice if asthmasymptomsremainuncontrolledor
worsenafter initiationonSeretide.

Increasinguseof short-actingbronchodilatorsto relieve symptomsindicatesdeteriorationof control andpatients
should bereviewedby a physician.

Suddenand progressivedeteriorationin control of asthmais potentially life threateningandthepatient shouldundergo
urgentmedicalassessment. Considerationshould begiven to increasingcorticosteroidtherapy.Thepatientshould
alsobemedically reviewedwherethecurrentdosageof Seretidehasfailedto give adequatecontrol of asthma.

Onceasthmasymptomsarecontrolled,consideration may begivento gradually reducingthedoseof Seretide.Regular
review of patientsastreatmentis steppeddownis important. Thelowesteffective doseof Seretideshouldbeused(see
section 4.2).

For patients with asthmaor COPD, consideration shouldbegivento additionalcorticosteroid therapies.

Treatment with Seretideshouldnotbestopped abruptlyin patientswith asthma dueto risk of exacerbation.

Therapyshouldbedown-titratedunderphysiciansupervision. Forpatientswith COPD cessation of therapymayalso
beassociatedwith symptomaticdecompensationandshould besupervisedby aphysician.
As with all inhaledmedicationcontainingcorticosteroids,Seretideshouldbeadministeredwith cautionin patientswith
pulmonarytuberculosis.

Rarely, Seretidemaycausecardiacarrhythmias e.g.supraventricular tachycardia,extrasystolesandatrial fibrillation,
and a mild transientreductionin serumpotassiumathigh therapeutic doses.Therefore Seretideshouldbeusedwith
cautionin patientswith severecardiovascular disorders,heart rhythmabnormalities, diabetes mellitus, thyrotoxicosis,
uncorrectedhypokalaemia or patientspredisposedto low levelsof serumpotassium.
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Therehavebeenvery rarereports of increases in bloodglucoselevels(see section 4.8) and this shouldbeconsidered
whenprescribingto patientswith ahistory of diabetes mellitus.

As with otherinhalation therapyparadoxical bronchospasmmayoccurwith an immediateincreasein wheezingafter
dosing. SeretideDiskusshouldbediscontinuedimmediately, thepatient assessedandalternativetherapyinstitutedif
necessary.

Seretidecontainslactoseup to 12.5milligram/dose.This amountdoesnot normallycauseproblemsin lactose
intolerantpeople.

Careshouldbetakenwhentransferringpatientsto Seretide therapy,particularly if thereis anyreason to supposethat
adrenalfunctionis impairedfrom previoussystemic steroid therapy.

Systemiceffectsmayoccurwith anyinhaledcorticosteroid, particularly at highdosesprescribedfor longperiods.
Theseeffectsaremuchless likely to occurthan with oral corticosteroids. PossiblesystemiceffectsincludeCushing’s
syndrome,Cushingoid features, adrenalsuppressiondecreasein bonemineral density,cataract andglaucomaandmore
rarely,a rangeof psychologicalor behavioural effects includingpsychomotorhyperactivity, sleepdisorders,anxiety,
depressionor aggression (particularly in children).
It is important, therefore, that the patient is reviewed regularly and the dose of inhaled corticosteroid is reduced
to the lowest dose at which effective control of asthma is maintained.

Prolongedtreatmentof patientswith high dosesof inhaled corticosteroidsmay resultin adrenalsuppressionandacute
adrenalcrisis. Very rarecasesof adrenalsuppression andacute adrenal crisis havealso been described with doses of
fluticasonepropionatebetween500 andlessthan 1000mcg. Situations,which could potentially trigger acuteadrenal
crisis includetrauma,surgery,infectionor anyrapidreduction in dosage.Presentingsymptomsaretypically vagueand
may includeanorexia,abdominalpain, weight loss,tiredness,headache, nausea,vomiting,hypotension,decreasedlevel
of consciousness,hypoglycaemia,andseizures. Additional systemiccorticosteroid cover shouldbeconsidered during
periodsof stressor elective surgery.

The benefits of inhaled fluticasonepropionate therapy should minimise the need for oral steroids, but patients
transferringfrom oral steroidsmay remain at risk of impaired adrenal reserve for a considerable time. Patients who
have required high dose emergencycorticosteroid therapy in the pastmay also be at risk. This possibility of residual
impairment should always be borne in mind in emergency and elective situations likely to producestress, and
appropriate corticosteroidtreatmentmustbe considered. The extent of the adrenal impairmentmay require specialist
advicebeforeelectiveprocedures.

Ritonavir can greatly increasethe concentration of fluticasonepropionate in plasma. Therefore,concomitantuse
should beavoided,unlessthepotentialbenefit to thepatient outweighstherisk of systemiccorticosteroid side-effects.
There is also an increasedrisk of systemic side effects when combining fluticasonepropionate with other potent
CYP3A inhibitors(see section 4.5).

Therewasanincreasedreportingof lower respiratory tract infections(particularly pneumoniaandbronchitis)in the
TORCHstudyin patients with COPDreceiving Seretide50/500micrograms bdcomparedwith placebo
as well asin studiesSCO40043andSCO1000250comparing thelower non-approvedCOPDdoseof Seretide,50/250
microgramsbd, to salmeterol50microgramsbdonly (see section 4.8 and 5.1). A similar incidenceof pneumoniain
theSeretidegroupwasseenacross all studies. In TORCH,olderpatients,patients with a lower bodymassindex(<25
kg/m2) andpatientswith veryseveredisease(FEV1<30%predicted)wereatgreatestrisk of developingpneumonia
regardlessof treatment.Physiciansshouldremainvigilant for thepossible developmentof pneumoniaandotherlower
respiratorytractinfectionsin patientswith COPDastheclinical featuresof such infectionsandexacerbationfrequently
overlap. If a patientwith severeCOPDhasexperiencedpneumoniathetreatmentwith Seretideshouldbere-evaluated.

Datafrom a largeclinical trial (theSalmeterol Multi-Center AsthmaResearchTrial, SMART) suggestedAfrican-
Americanpatients wereat increasedrisk of seriousrespiratory-related eventsor deathswhenusingsalmeterol
comparedwith placebo(see section 5.1.) It is not knownif this wasdueto pharmacogeneticor otherfactors. Patients
of blackAfrican or Afro-Caribbeanancestryshouldthereforebeaskedto continuetreatmentbut to seekmedicaladvice
if asthmasymptomsremaineduncontrolledor worsenwhilst usingSeretide.
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Concomitantuseof systemicketoconazole significantly increases systemic exposureto salmeterol.
This mayleadto anincrease in theincidenceof systemic effects(e.g.prolongationin theQTc intervaland
palpitations). Concomitanttreatmentwith ketoconazole or other potentCYP3A4inhibitors shouldtherefore be
avoidedunlessthebenefits outweighthepotentially increasedrisk of systemic sideeffectsof salmeteroltreatment(see
section 4.5).

Paediatric Population
Childrenandadolescents<16yearstaking highdosesof fluticasonepropionate(typically ≥1000microgram/day)may
beat particular risk. Systemiceffectsmay occur,particularly athighdoses prescribed for longperiods.Possible
systemiceffectsincludeCushing'ssyndrome,Cushingoidfeatures, adrenalsuppression,acuteadrenalcrisisandgrowth
retardationin childrenandadolescents.
It is recommendedthattheheightof childrenreceiving prolonged treatment with inhaledcorticosteroid is regularly
monitored.The dose of inhaled corticosteroid should be reduced to the lowest dose at which effective control of
asthma is maintained.

4.5 Interaction with other medicinal products and other forms of interaction

Bothnon-selective andselectivebeta-blockersshould beavoided unlesstherearecompelling reasonsfor their use.

Concomitantuseof otherbeta-adrenergiccontainingdrugscanhave apotentially additiveeffect.

Fluticasone Propionate

Under normal circumstances,low plasma concentrations of fluticasonepropionateareachievedafter inhaleddosing,
due to extensive first passmetabolism andhigh systemic clearance mediated by cytochromeP4503A4 in the gut and
liver. Hence,clinically significantdruginteractionsmediatedby fluticasonepropionateareunlikely.

In an interactionstudy in healthy subjects with intranasalfluticasonepropionate, ritonavir (a highly potentcytochrome
P450 3A4 inhibitor) 100mg b.i.d. increasedthe fluticasonepropionate plasmaconcentrationsseveralhundredfold,
resultingin markedlyreducedserumcortisol concentrations. Information about this interaction is lacking for inhaled
fluticasonepropionate,but a markedincreasein fluticasonepropionate plasmalevelsis expected.Casesof Cushing’s
syndrome and adrenal suppression have been reported. The combination should be avoided unless the benefit
outweighstheincreasedrisk of systemicglucocorticoid side-effects.

In a smallstudyin healthyvolunteers,theslightly lesspotentCYP3A inhibitor ketoconazoleincreasedtheexposureof
fluticasonepropionateafter a single inhalation by 150%. This resultedin a greaterreduction of plasmacortisol as
comparedwith fluticasonepropionatealone. Co-treatmentwith otherpotentCYP3A inhibitors,suchasitraconazole,is
also expected to increase thesystemic fluticasonepropionateexposureandtherisk of systemicside-effects. Caution is
recommendedandlong-termtreatmentwith suchdrugsshouldif possiblebeavoided.

Salmeterol

PotentCYP3A4 inhibitors
Co-administrationof ketoconazole(400mgorally oncedaily) andsalmeterol (50mcginhaledtwicedaily) in 15
healthysubjectsfor 7 daysresultedin a significant increasein plasmasalmeterol exposure (1.4-fold Cmax and15-fold
AUC). This mayleadto anincreasein theincidenceof othersystemic effectsof salmeteroltreatment (e.g.prolongation
of QTc intervalandpalpitations) compared with salmeterol or ketoconazole treatmentalone(seeSection 4.4).

Clinically significanteffectswerenot seenonbloodpressure,heart rate,bloodglucoseandbloodpotassiumlevels.Co-
administrationwith ketoconazoledid not increasetheelimination half -li fe of salmeterolor increasesalmeterol
accumulation with repeatdosing.

Theconcomitantadministrationof ketoconazole shouldbeavoided,unlessthebenefitsoutweighthepotentially
increasedrisk of systemic sideeffectsof salmeterol treatment.There is likely to beasimilar risk of interactionwith
otherpotentCYP3A4inhibitors(e.g.itraconazole, telithromycin,ritonavir).
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ModerateCYP 3A4 inhibitors
Co-administrationof erythromycin (500mgorally threetimesaday)andsalmeterol(50mcginhaledtwice daily) in 15
healthysubjectsfor 6 daysresultedin a small but non-statistically significantincreasein salmeterol exposure(1.4-fold
Cmaxand1.2-fold AUC). Co-administration with erythromycin wasnot associated with anyseriousadverseeffects.

4.6 Fertility, pregnancy and lactation

Fertility
Therearenodatain humans.However,animal studiesshowednoeffectsof salmeterolor fluticasonepropionateon
fertility.

Pregnancy
A moderateamountof dataonpregnantwomen(between300-1000pregnancy outcomes)indicatenomalformativeor
feto/neonataltoxicity of salmeterolandfluticasonepropionate. Animal studieshaveshownreproductivetoxicity after
administrationof beta-2-adrenoreceptoragonistsandglucocorticosteroids(seesection 5.3).

Administration of Seretideto pregnantwomenshouldonly beconsideredif theexpectedbenefitto themotheris
greaterthananypossible risk to thefoetus.

Thelowesteffectivedoseof fluticasonepropionate neededto maintainadequateasthmacontrol shouldbeusedin the
treatmentof pregnantwomen.

Lactation
It is unknownwhethersalmeterolandfluticasonepropionate/metabolitesareexcretedin humanmilk.
Studieshaveshownthatsalmeterolandfluticasonepropionate,andtheir metabolites,areexcretedinto themilk of
lactating rats.
A risk to breastfednewborns/infantscannotbeexcluded. A decisionmustbemadewhetherto discontinuebreast-
feeding or to discontinueSeretidetherapytaking intoaccountthebenefit of breast-feedingfor thechild andthebenefit
of therapy for thewoman.

4.7 Effects on ability to drive and use machines

No studies of theeffecton theability to drive andusemachineshavebeenperformed.

4.8 Undesirable effects

As Seretide containssalmeterolandfluticasonepropionate, thetypeandseverity of adversereactionsassociatedwith
eachof thecompoundsmaybeexpected. Thereis no incidenceof additional adverseeventsfollowing concurrent
administrationof thetwo compounds.

Adverseeventswhichhavebeenassociatedwith salmeterol/fluticasonepropionatearegivenbelow,listedby system
organclassandfrequency. Frequenciesaredefinedas:very common(≥1/10),common(≥1/100 and<1/10),
uncommon(≥1/1000and<1/100), rare(≥1/10,000to <1/1000)andvery rare(<1/10,000)includingisolatedreports.
Verycommon,commonanduncommoneventswerederivedfrom clinical trial data.
Theincidencein placebowasnot takenintoaccount. Very rareeventswerederived from post-marketingspontaneous
data.
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1. Reportedcommonly in placebo

2. Reportedverycommonlyin placebo

3. Reportedover3 yearsin aCOPDstudy

4. Seesection4.4

System Organ Class Adverse Event Frequency

Infections &
Infestations

Candidiasisof themouthandthroat

Pneumonia

Bronchitis

Common

Common1,3,5

Common1,3

Immune System
Disorders

Hypersensitivi ty reactionswith thefollowing
manifestations:

Cutaneoushypersensitivity reactions

Angioedema(mainly facial andoropharyngealoedema),
Respiratorysymptoms(dyspnoeaand/orbronchospasm),
Anaphylactic reactionsincludinganaphylactic shock

Uncommon

Very Rare

Endocrine Disorders Cushing'ssyndrome, Cushingoidfeatures,Adrenal
suppression,Growth retardationin childrenandadolescents,
Decreasedbonemineraldensity

Very Rare4

Metabolism & Nutrition
Disorders

Hypokalaemia

Hyperglycaemia
Common3

Very Rare4

Psychiatric Disorders Anxiety,sleepdisordersandbehavioural changes,including
hyperactivityandirritability (predominantly in children)

Depression,aggression(predominantlyin children)

Very Rare

Not known

Nervous System
Disorders

Headache

Tremor
Very Common1

Common

Eye Disorders Cataract,Glaucoma Very Rare4

Cardiac Disorders Palpitations

Tachycardia

Cardiac arrhythmias(includingatrial fibrill ation,
supraventricular tachycardiaandextrasystoles).

Common

Uncommon

Very Rare

Respiratory, Thoracic
& Mediastinal
Disorders

Nasopharyngitis

Throat irritation

Hoarseness/dysphonia

Sinusitis

Paradoxicalbronchospasm

Very Common2,3

Common

Common

Common1,3

Very Rare4

Skin and subcutaneous
tissue disorders

Contusions Common1,3

Musculoskeletal &
Connective Tissue
Disorders

Musclecramps

Traumaticfractures

Arthralgia

Myalgia

Common

Common1,3

Very Rare

Very Rare
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5. Seesection5.1.
Descriptionof selectedadversereactions
Thepharmacologicalsideeffectsof beta-2-agonisttreatment,suchastremor,palpitationsandheadache,havebeen
reported,but tendto betransientandreducewith regular therapy.

Dueto thefluticasonepropionatecomponent,hoarsenessandcandidiasis(thrush)of themouthandthroatcanoccurin
somepatients.Bothhoarsenessandincidence of candidiasismay berelievedby garglingwith waterafterusingthe
product.Symptomaticcandidiasiscanbetreatedwith topical anti-fungaltherapywhilst still continuingwith the
SeretideDiskus.

Paediatric population
Possiblesystemic effectsincludeCushing'ssyndrome,Cushingoidfeatures, adrenalsuppressionandgrowthretardation
in children andadolescents(seesection4.4).Childrenmay alsoexperienceanxiety,sleepdisordersandbehavioural
changes,includinghyperactivityandirritabili ty.

4.9 Overdose

Thereare no data availablefrom clinical trials on overdosewith Seretide, howeverdata on overdosewith both drugs
aregivenbelow:

The signsand symptoms of salmeteroloverdoseare tremor, headache and tachycardia. The preferred antidotesare
cardioselective beta-blocking agents,which shouldbeusedwith caution in patientswith a historyof bronchospasm.If
Seretide therapy has to be withdrawn due to overdoseof the beta agonist componentof the drug, provision of
appropriate replacement steroid therapyshouldbe considered.Additionally, hypokalaemiacan occur and potassium
replacementshouldbeconsidered.

Acute: Acute inhalationof fluticasonepropionatedosesin excessof thoserecommendedmayleadto temporary
suppressionof adrenalfunction.Thisdoes notneed emergencyaction as adrenalfunctionis recoveredin a fewdays,as
verifi edby plasmacortisolmeasurements.

Chronic overdose of inhaled fluticasone propionate: Refer to section 4.4: risk of adrenal suppression: Monitoring
of adrenal reservemay be necessary. In cases of fluticasonepropionate overdose Seretide therapy may still be
continuedata suitabledosagefor symptomcontrol.

5 PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

PharmacotherapeuticGroup: Adrenergicsandotheranti-asthmatics.

ATC Code: R03AK06

SeretideAsthmaclinical trials

A twelvemonthstudy (GainingOptimalAsthmaControL, GOAL), in 3416adultandadolescent patientswith
persistentasthma,comparedthesafetyandefficacy of Seretideversusinhaledcorticosteroid (Fluticasone Propionate)
alone to determinewhetherthegoalsof asthmamanagementwereachievable.Treatmentwassteppedupevery 12
weeksuntil **Tot al controlwasachievedor thehighestdoseof studydrugwasreached.GOAL showedmorepatients
treatedwith Seretideachievedasthmacontrol thanpatients treated with ICSaloneandthiscontrol wasattainedat a
lower corticosteroiddose.

Well Controlledasthmawasachievedmorerapidly with Seretide thanwith ICSalone.Thetime on treatmentfor 50%
of subjectsto achievea first individualWell Controlledweekwas16daysfor Seretidecomparedto 37daysfor theICS
group.In thesubset of steroidnaiveasthmaticsthetimeto anindividualWell Controlledweekwas16days in the
Seretidetreatmentcomparedto 23daysfollowing treatmentwith ICS.
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Theoverallstudyresults showed:

*Well controlledasthma;occasionalsymptomsor SABA useor lessthan80%predictedlung functionplusnonight-
time awakenings,noexacerbationsandnosideeffectsenforcingachangein therapy
**Total control of asthma;nosymptoms,noSABA use,greater thanor equal to 80%predictedlung function,nonight-
time awakenings,noexacerbationsandnosideeffectsenforcingachangein therapy

Theresultsof this studysuggestthatSeretide50/100mcgbdmaybeconsidered asinitial maintenancetherapyin
patientswith moderatepersistentasthma for whomrapidcontrol of asthma is deemedessential(see section 4.2).

A double-blind, randomised,parallel groupstudy in 318patientswith persistent asthmaaged ≥18yearsevaluatedthe
safety and tolerability of administeringtwo inhalationstwice daily (doubledose)of Seretidefor two weeks.Thestudy
showedthatdoubling theinhalationsof eachstrength of Seretidefor up to 14daysresultedin asmall increasein beta-
agonist-relatedadverseevents(tremor;1 patient [1%] vs 0, palpitations;6 [3%] vs 1 [<1%], musclecramps;6[3%] vs 1
[<1%]) andasimilar incidenceof inhaledcorticosteroidrelatedadverseevents(e.g.oral candidiasis;6 [6%] vs 16
[8%], hoarseness;2 [2%] vs4 [2%]) comparedto oneinhalation twicedaily. The small increasein beta-agonist-related
adverseevents shouldbetakeninto accountif doubling thedoseof Seretide is consideredby thephysicianin adult
patientsrequiringadditionalshort-term(up to 14days)inhaledcorticosteroid therapy.

SeretideCOPDclinical trials

TORCHwasa 3-yearstudyto assess theeffectof treatmentwith SeretideDiskus 50/500mcgbd,salmeterolDiskus
50 mcgbd, fluticasonepropionate(FP)Diskus500mcgbdor placeboonall -causemortality in patientswith COPD.
COPDpatientswith a baseline(pre-bronchodilator) FEV1 <60%of predictednormal wererandomisedto double-blind

medication. During thestudy,patientswerepermittedusualCOPDtherapywith the exceptionof otherinhaled
corticosteroids,long-actingbronchodilators andlong-termsystemic corticosteroids.Survival statusat3 yearswas
determinedfor all patientsregardlessof withdrawalfrom studymedication.Theprimaryendpointwasreduction in all
causemortality at 3 yearsfor Seretidevs Placebo.

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

Pre-Study Treatment
Salmeterol/FP FP
WC TC WC TC

No ICS (SABA alone) 78% 50% 70% 40%

Low dose ICS ( ≤500mcgBDPor
equivalent/day)

75% 44% 60% 28%

Medium dose ICS (>500-1000mcg
BDPor equivalent/day)

62% 29% 47% 16%

Pooled results across the 3 treatment
levels

71% 41% 59% 28%

Placebo
N = 1524

Salmeterol 50
N = 1521

FP 500
N = 1534

Seretide50/500
N = 1533

All causemortality at3 years

Numberof deaths
(%)

231
(15.2%)

205
(13.5%)

246
(16.0%)

193
(12.6%)

HazardRatio vs
Placebo(CIs)
p value

N/A
0.879
(0.73,1.06)
0.180

1.060
(0.89,1.27)
0.525

0.825
(0.68,1.00)
0.0521

HazardRatio
Seretide50/500vs
components(CIs)
p value

N/A
0.932
(0.77,1.13)
0.481

0.774
(0.64,0.93)
0.007

N/A
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Therewasa trendtowardsimprovedsurvival in subjects treatedwith Seretidecomparedwith placeboover3 years
howeverthis did not achievethestatistical significancelevelp≤0.05.

Thepercentageof patientswhodiedwithin 3 yearsdueto COPD-related causeswas6.0%for placebo,6.1%for
salmeterol,6.9%for FPand4.7%for Seretide.

Themeannumberof moderateto severeexacerbationsper yearwassignificantly reduced with Seretideascompared
with treatmentwith salmeterol, FPandplacebo (meanrate in theSeretide group0.85comparedwith 0.97in the
salmeterolgroup,0.93in theFPgroupand1.13in theplacebo).This translatesto a reductionin therateof moderateto
severeexacerbationsof 25%(95%CI: 19%to 31%;p<0.001)compared with placebo,12%comparedwith salmeterol
(95% CI: 5% to 19%,p=0.002)and9%compared with FP(95%CI: 1% to 16%,p=0.024).

SalmeterolandFPsignificantlyreducedexacerbation ratescomparedwith placeboby 15%(95%CI: 7% to 22%;
p<0.001)and18%(95%CI: 11%to 24%;p<0.001)respectively.

Health RelatedQualityof Life, asmeasured by theStGeorge’s RespiratoryQuestionnaire(SGRQ) wasimprovedby
all activetreatments in comparisonwith placebo.Theaverageimprovementoverthreeyearsfor Seretidecompared
with placebowas-3.1units(95%CI: -4.1to -2.1;p<0.001),comparedwith salmeterolwas-2.2units(p<0.001)and
comparedwith FPwas-1.2 units (p=0.017).A 4-unit decrease is consideredclinically relevant.

Theestimated3-yearprobabilityof havingpneumoniareportedasanadverseeventwas12.3%for placebo,13.3%for
salmeterol,18.3%for FPand19.6%for Seretide(Hazardratio for Seretidevs placebo:1.64,95%CI: 1.33to 2.01,
p<0.001).Therewasno increasein pneumoniarelateddeaths;deathswhile on treatmentthatwereadjudicated as
primarily dueto pneumoniawere7 for placebo,9 for salmeterol,13 for FPand8 for Seretide. Therewasnosignificant
differencein probability of bonefracture(5.1%placebo,5.1%salmeterol, 5.4%FP and6.3%Seretide; Hazardratio for
Seretidevsplacebo:1.22,95%CI: 0.87to 1.72,p=0.248.
Placebo-controlledclinical trials,over6 and12months,haveshownthat regularuseof Seretide50/500micrograms
improves lung functionandreducesbreathlessnessandtheuseof relief medication.

TheSalmeterol Multi -centerAsthmaResearchTrial (SMART)

SMART wasamulti-centre,randomised,double-blind,placebo-controlled,parallel group28-weekstudyin theUS
which randomised13,176patientsto salmeterol (50µg twicedaily) and13,179patientsto placeboin addition to the
patients’ usualasthmatherapy.Patientswereenrolled if ≥12 yearsof age,with asthmaandif currentlyusingasthma
medication(but not aLABA). BaselineICS useat studyentry wasrecorded,but not requiredin thestudy. Theprimary
endpoint in SMART wasthecombinednumberof respiratory-related deathsand respiratory-relatedlife-threatening
experiences.

Key findingsfrom SMART: primaryendpoint

(Risk in bold is statistically significantat the95%level.)

1. NonsignificantP valueafteradjustmentfor 2 interimanalyseson theprimary
efficacy comparisonfrom a log-rankanalysis stratified by smokingstatus

Patientgroup Numberof primaryendpoint
events /numberof patients

RelativeRisk
(95%confidence
intervals)salmeterol placebo

All patients 50/13,176 36/13,179 1.40 (0.91,2.14)

Patientsusinginhaled
steroids

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

Patientsnot usinginhaled
steroids

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

African-American patients 20/2,366 5/2,319 4.10 (1.54, 10.90)
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Key findingsfrom SMART by inhaledsteroid useat baseline: secondaryendpoints

(*=couldnot becalculatedbecause of noeventsin placebogroup.Risk in bold figures is statistically significantat the
95%level.Thesecondaryendpointsin thetableabovereached statistical significancein thewholepopulation.)The
secondaryendpointsof combinedall-causedeath or life-threateningexperience,all causedeath,or all cause
hospitalisationdid not reachstatistical significancein thewholepopulation.

Mechanismof action:

Seretidecontainssalmeterolandfluticasonepropionate whichhavedifferingmodesof action.Therespective
mechanismsof actionof bothdrugsarediscussedbelow:

Salmeterol:

Salmeterolis aselective long-acting(12hour)beta-2-adrenoceptor agonistwith a longsidechainwhichbindsto the
exo-site of thereceptor.

Salmeterolproducesa longerdurationof bronchodilation, lastingfor at least12hours,thanrecommendeddosesof
conventional short-actingbeta-2-agonists.

Fluticasonepropionate:

Fluticasonepropionategivenby inhalationat recommendeddoseshasa glucocorticoid anti-inflammatory actionwithin
thelungs,resulting in reducedsymptomsandexacerbationsof asthma, withouttheadverseeffects observedwhen
corticosteroidsareadministeredsystemically.

5.2 Pharmacokinetic properties

When salmeterol and fluticasone propionate were administered in combination by the inhaled route, the
pharmacokineticsof eachcomponentweresimilar to thoseobserved whenthedrugswere administeredseparately. For
pharmacokinetic purposesthereforeeachcomponentcanbeconsideredseparately.

Salmeterol:

Salmeterolacts locally in thelung thereforeplasmalevels arenot an indication of therapeuticeffects. In additionthere
are only limiteddataavailableon thepharmacokineticsof salmeterol becauseof thetechnicaldiffi culty of assayingthe
drug in plasmadue to the low plasmaconcentrations at therapeutic doses (approximately200 picogram/ml or less)
achievedafter inhaleddosing.

Numberof secondary
endpoint events/number
of patients

RelativeRisk
(95% confidence
intervals)

salmeterol placebo

Respiratory -relateddeath

Patientsusinginhaledsteroids 10/6127 5/6138 2.01(0.69,5.86)

Patientsnot usinginhaledsteroids 14/7049 6/7041 2.28(0.88,5.94)

Combinedasthma-relateddeathor li fe-threateningexperience

Patientsusinginhaledsteroids 16/6127 13/6138 1.24(0.60,2.58)

Patients not using inhaled steroids 21/7049 9/7041 2.39 (1.10, 5.22)
Asthma-relateddeath

Patientsusinginhaledsteroids 4/6127 3/6138 1.35(0.30,6.04)

Patientsnot usinginhaledsteroids 9/7049 0/7041 *
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Fluticasonepropionate:

The absolute bioavailability of a single doseof inhaled fluticasonepropionatein healthy subjectsvaries between
approximately5-11% of thenominaldosedependingon theinhalation device used.In patientswith asthmaor COPD a
lesserdegreeof systemic exposureto inhaled fluticasonepropionatehasbeenobserved.

Systemicabsorption occursmainly throughthelungsandis initially rapidthenprolonged.Theremainderof theinhaled
dosemay be swallowed but contributesminimally to systemic exposuredue to the low aqueoussolubility and pre-
systemicmetabolism,resulting in oral availability of lessthan1%. Thereis a linearincreasein systemicexposurewith
increasing inhaleddose.

The dispositionof fluticasonepropionate is characterisedby high plasmaclearance(1150ml/min), a largevolumeof
distributionat steady-state(approximately300l) anda terminal half-life of approximately8 hours.

Plasmaprotein bindingis 91%.

Fluticasonepropionate is clearedvery rapidly from the systemic circulation. The main pathwayis metabolism to an
inactivecarboxylic acidmetabolite,by thecytochrome P450enzymeCYP3A4.Otherunidentified metabolitesarealso
foundin thefaeces.

The renal clearanceof fluticasonepropionate is negligible. Lessthan5% of the doseis excreted in urine, mainly as
metabolites.Themainpartof thedoseis excretedin faecesas metabolitesandunchangeddrug.

5.3 Preclinical safety data

Theonly safetyconcernsfor humanusederivedfrom animal studies of salmeterol xinafoateandfluticasonepropionate
givenseparately wereeffectsassociatedwith exaggerated pharmacological actions.

In animal reproduction studies,glucocorticosteroidshavebeenshownto inducemalformations(cleft palate,skeletal
malformations).However, theseanimalexperimental results do not seemto be relevantfor mangiven recommended
doses.Animal studies with salmeterolxinafoate have shown embryofoetal toxicity only at high exposure levels.
Following co-administration, increased incidencesof transposedumbilical artery and incomplete ossification of
occipital bonewerefoundin ratsatdosesassociated with knownglucocorticoid-inducedabnormalities.

6 PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Lactosemonohydrate(whichcontain milk proteins)

6.2 Incompatibilities

Not applicable.

6.3 Shelf life

Theshelf-life expirydateof this productshall bethedateshownon theover labelledcontainerandouter packageof
theproducton themarketin thecountryof origin.

6.4 Special precautions for storage

Do not storeabove30̊ C.
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6.5 Nature and contents of container

Theinhalationpowderis containedin blisters heldona formedPVC coated base,with apeelablefoil laminatelid. The
strip is containedin amouldedplasticdevice.
Theplasticdevicesareavailablein cardboardcontainers,whichhold1 x 60doseDiskus.

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

TheDiskus releasesapowderwhich is inhaledinto thelungs.A doseindicator on theDiskusindicatesthenumber of
dosesleft. Fordetailed instructionsfor use,seethePatient Information Leaflet.

7 PARALLEL PRODUCT AUTHORISATION HOLDER

McDowell Pharmaceuticals
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